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RIGEL PHARMACEUTICALS, INC. IS OFFERING SHARES OF ITS COMMON STOCK. THIS IS OUR
INITIAL PUBLIC OFFERING, AND NO ESTABLISHED PUBLIC MARKET CURRENTLY EXISTS FOR
OUR COMMON STOCK. WE ANTICIPATE THAT THE INITIAL PUBLIC OFFERING PRICE WILL BE
BETWEEN $8 AND $10.

WE HAVE APPLIED TO HAVE OUR COMMON STOCK APPROVED FOR QUOTATION ON THE NASDAQ
NATIONAL MARKET UNDER THE SYMBOL "RIGL."

INVESTING IN THE COMMON STOCK INVOLVES RISKS. SEE "RISK FACTORS" BEGINNING ON
PAGE 5.
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0172 PP $ $ $
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ABOUT THIS PROSPECTUS

You should rely only on the information contained in this prospectus. We
have not authorized anyone to provide you with information different from that
contained in this prospectus. We are offering to sell, and seeking offers to
buy, shares of common stock only in jurisdictions where offers and sales are
permitted. The information contained in this prospectus is accurate only as of
the date of this prospectus, regardless of the time of delivery of this
prospectus or of any sale of the common stock. In this prospectus, the
"Company," "we," "us" and "our" refer to Rigel Pharmaceuticals, Inc.

UNTIL , 2000 (25 DAYS AFTER THE DATE OF THIS PROSPECTUS), ALL
DEALERS SELLING SHARES, WHETHER OR NOT PARTICIPATING IN THIS OFFERING, MAY BE
REQUIRED TO DELIVER A PROSPECTUS. THIS IS IN ADDITION TO THE DEALERS' OBLIGATION
TO DELIVER A PROSPECTUS WHEN ACTING AS UNDERWRITERS AND WITH RESPECT TO THEIR
UNSOLD ALLOTMENTS OR SUBSCRIPTIONS.

"Rigel" and the Rigel logo are trademarks of Rigel Pharmaceuticals, Inc.
Other trademarks and trade names appearing in this prospectus are the property
of their holders.

Rigel was incorporated in Delaware on June 14, 1996. Our principal executive
offices are located at 240 East Grand Avenue, South San Francisco, California
94080. Our telephone number is (650) 624-1100. Our website 1is
http://www.rigel.com. The information found on our website is not intended to be
a part of this prospectus.



PROSPECTUS SUMMARY

THIS SUMMARY HIGHLIGHTS INFORMATION CONTAINED ELSEWHERE IN THIS PROSPECTUS.
THIS SUMMARY MAY NOT CONTAIN ALL OF THE INFORMATION THAT YOU SHOULD CONSIDER
BEFORE DECIDING TO INVEST IN OUR COMMON STOCK. WE URGE YOU TO READ THIS ENTIRE
PROSPECTUS CAREFULLY, INCLUDING THE "RISK FACTORS" SECTION AND OUR FINANCIAL
STATEMENTS AND THE NOTES TO THESE STATEMENTS.

OUR BUSINESS

We use post-genomics combinatorial biology technology to discover novel drug
targets. Post-genomics combinatorial biology technology is designed to identify
molecules which play an important role in regulating a human cell's response to
disease by testing a very large number of proteins in a very large number of
cells to determine which proteins will change the cell's response to the
disease. Our technology provides a new and rapid way to find those protein
molecules and to confirm or validate the role of those molecules in disease
without first knowing the identity or sequence of the genes involved. We can
identify those protein molecules that may be drug targets by creating a
disease-like setting that enables us to detect a change in the cellular
response. By creating a map of these protein molecules and their interactions in
cells that are involved in a disease process, we can select for drug development
protein targets that are specific to the diseases we study and reduce the
probability of developing drugs with significant side effects. After selecting
these targets, we continue drug development with the goal of developing small
molecule drugs. Small molecule drugs are chemical compounds which provide the
advantage that they can generally be administered orally. In our first three and
one-half years of research, we have succeeded in identifying 22 new drug targets
in eight of our nine programs and have generated compounds in five of our
programs, including compounds which are candidates for preclinical testing in
two of these programs. Our technology is applicable across a broad range of
diseases and disorders. We currently have programs in asthma/allergy,
autoimmunity, transplant rejection, rheumatoid arthritis, inflammatory bowel
disease and cancerous tumor growth. We have a collaboration with Pfizer Inc. and
multi-year collaborations with Cell Genesys, Inc., Janssen Pharmaceutica N.V.
and Novartis Pharma AG. In addition, we have collaborated with Neurocrine
Biosciences, Inc. in order to obtain rights to a library of small chemical
compounds. We believe that our innovative technology and corporate
collaborations enable us to create value through the discovery of novel drug
targets.

THE PROBLEM

Pharmaceutical companies face enormous pressure to develop new drugs and are
actively seeking to develop drugs that act on previously unknown targets within
cells. Despite revolutionary advances made in molecular biology and genomics,
until recently only approximately 500 out of thousands of possible drug targets
have been identified, and there has been no efficient way to identify additional
appropriate targets for drug development. Efforts to identify the sequence of
the complete set of human genes have generated huge amounts of fundamentally
important genetic information, and these efforts have provided useful
information about which particular genes are associated with particular disease
conditions. However, there has been limited progress using this information to
identify drug targets quickly and systematically. The result is a shortage of
validated drug targets and limited tools to determine which new targets have
clinical promise.

OUR SOLUTION

Our drug target discovery process bypasses the need to know the identity or
sequence of the genes. We have developed two core technologies which we believe
enhance our ability to simultaneously identify and initially validate new drug
targets for further development.

Our retroviral technology introduces up to 100 million different peptides or
proteins into an equal number of normal or diseased cells and stimulates the
cells to induce a disease-like behavioral response. These cells are then sorted
at a rate of up to 60,000 cells per second to collect data on up to five
different parameters, which means that a sort of 100 million cells can be
completed in approximately half an hour. By analyzing the approximately
500 million resulting data points, we can rapidly identify those few cells
containing a protein that interacts with a protein target in a way that causes a
cell to change its behavior

1
from diseased back to normal. We believe we can identify the relatively few
targets useful for identifying new drugs and initially validate them in the
context of a disease-specific cellular response.

Our pathway mapping technology enables us to map interactions between
proteins, identify specific proteins which bind with other proteins and select
targets for drug development that are specific to the disease we are seeking to
affect, avoiding targets that have a role in other diseases or cells. As a
result of mapping the interactions of proteins in cells, we establish
comprehensive sets of these interactions, referred to as pathways, which carry



the information or signals necessary to regulate both diseased and normal cells.

We believe that our technologies have a number of advantages over
traditional and genomics-based drug discovery approaches, including:

<TABLE>

<S> <C> <C> <C>

- - improved target identification; - better informed target selection;

- - rapid validation of protein targets; - more efficient compound screening; and

- - improved pathway mapping; - reduced risk of failure in the drug
development process.

</TABLE>

OUR STRATEGY

Our strategy is to develop a large portfolio of drug candidates, out-license
drug candidates at a relatively late stage of development and focus on diseases
that represent large unmet medical needs. Also, we plan to focus on developing
small molecule drugs delivered to protein targets within cells and to establish
strategic collaborations with pharmaceutical and biotechnology companies to
enhance product development and commercialization. We structure our
collaboration agreements to permit multiple collaborations in each disease area
by focusing the scope of our agreements on disease pathways and targets.

PRODUCT DEVELOPMENT PROGRAMS

We currently have six product development programs in immune disorders and
three in cancer:

IMMUNE DISORDERS

ASTHMA/ALLERGY. IgE is a class of antibody which plays an important role in
the activation of the body's immune system. We have identified compounds that
inhibit IgE's role in the secretion of inflammatory factors from mast cells.
This program has entered preclinical studies in animal models. In our second
program we have identified a novel drug target that regulates the production of
IgE in B cells and a compound in this program.

AUTOIMMUNITY AND TRANSPLANT REJECTION. These programs seek selective and
specific immune system therapeutics which do not negatively affect the
protective activities of the immune system. We have identified novel drug
targets in T cells and B cells and have initiated high throughput screening.

RHEUMATOID ARTHRITIS AND INFLAMMATORY BOWEL DISEASE. We are characterizing
and developing specific inhibitors of protein-degrading enzymes, named E-3
ubiquitin ligases, and have identified several compounds. We also seek to block
the inflammatory signals associated with tumor necrosis factor-alpha pathway, a
proven link in the inflammatory process. We have identified and validated
several novel members of this signaling pathway.

CANCER

TUMOR GROWTH. We have identified and validated two targets, one of which
has entered small molecule compound screening in our program for cell cycle
checkpoint control, a process which regulates cell proliferation. We have also
identified a preclinical candidate compound which is a potent and non-toxic
inhibitor of E-3 ubiquitin ligases. In addition, we have identified drug targets
in the pathway associated with angiogenesis, a process of blood vessel

formation.
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THE OFFERING
<TABLE>
<S> <C>
Common stock offered by us..........vvvio.. 9,000,000 shares

Common stock to be outstanding after the

Offering. ... e e e 39,259,340 shares
Over-allotment option.........oeiviiiinennn. 1,350,000 shares
Use of proceeds. ... vii ittt innenneenennns For research and development activities, for

financing possible acquisitions and
investments in technology, for possibly
expanding our facilities as well as for
working capital and general corporate
purposes.

Dividend pPOliCy . v i e et iiii et i eneneennennns We do not intend to pay dividends on our
common stock.

Proposed Nasdaqg National Market symbol....... RIGL



</TABLE>

The 39,259,340 shares of our common stock to be outstanding immediately
after the offering is based on 29,148,229 shares outstanding at June 30, 2000.
This number:

- includes 24,719,677 shares of common stock issuable upon conversion of all
preferred stock outstanding at June 30, 2000;

- includes 1,111,111 shares of common stock to be sold in a private
placement to Novartis concurrent with the closing of this initial public
offering;

- excludes 5,158,884 shares of our common stock issuable upon the exercise
of options outstanding as of June 30, 2000, at a weighted average exercise
price of $1.58 per share;

- excludes 540,038 shares of our common stock issuable upon the exercise of
warrants as of June 30, 2000, at a weighted average exercise price of
$1.16 per share; and

- excludes 2,445,064 additional shares of our common stock available for
future grant as of June 30, 2000, of which options to purchase 722,010
shares of common stock were granted through August 31, 2000 under our
equity incentive plan; an additional 400,000 shares made available under
our employee stock purchase plan; and 300,000 shares of our common stock
made available under our non-employee directors' stock option plan.

Except as otherwise indicated, information in this prospectus:

- assumes the automatic conversion of all outstanding shares of our
preferred stock into common stock on a one-to-one basis;

- excludes 1,350,000 shares issuable upon the exercise of the underwriters'
over-allotment option; and

- assumes the sale of 1,111,111 shares of common stock in a private
placement to Novartis concurrent with the closing of this initial public
offering at an assumed price of $9.00 per share.
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SUMMARY FINANCIAL DATA

The following tables summarize our financial data. The pro forma information
contained in the statements of operations data and the balance sheet data gives
effect to the automatic conversion of all convertible preferred stock into
common stock upon the completion of this offering. The pro forma as adjusted
balance sheet data reflects the pro forma balance sheet data at June 30, 2000
adjusted for the sale of 9,000,000 shares of our common stock in this offering
at an assumed price to the public of $9.00 per share, after deducting the
estimated underwriting discounts, commissions and estimated offering expenses
payable by us, and the sale of 1,111,111 shares of common stock in a private
placement to Novartis concurrent with the closing of this initial public
offering at an assumed price of $9.00 per share.

<TABLE>
<CAPTION>
PERIOD FROM
INCEPTION
(JUNE 14, 1996) SIX MONTHS ENDED
THROUGH YEARS ENDED DECEMBER 31, JUNE 30,
DECEMBER 31, = === e mm e e
1996 1997 1998 1999 1999 2000
(UNAUDITED) (UNAUDITED)
(IN THOUSANDS, EXCEPT PER SHARE AMOUNTS)
<S> <C> <C> <C> <C> <C> <C>
STATEMENTS OF OPERATIONS DATA:
Contract revenues from

collaborations........coevenn.. S -= $ -- $ 28 S 8,984 $ 3,069 S 6,797
Total operating expenses........ 133 5,601 10,522 21,064 8,538 17,630
Loss from operations............ (133) (5,601) (10,494) (12,080) (5,469) (10,833)
Interest income (expense),

o L o -= 85 (110) (286) 12 32
Net 10SS.iiiiineneeneeenennnnn $ (133) $(5,516) $(10,604) $(12,366) $(5,457) $(10,801)
Net loss per share, basic and

diluted......ciiiiiiiiiiii, S (.12) S (2.20) S (4.01) $ (4.39) $ (2.02) S (2.60)
Weighted average shares used in

computing net loss per share,

basic and diluted............. 1,089 2,512 2,643 2,818 2,703 4,162

Pro forma net loss per share,



basic and diluted............. S (.52) S

Weighted average shares used in

computing pro forma net loss

per share, basic and

diluted....oviiiiiiiiiiiiin, 23,996
</TABLE>

<TABLE>
<CAPTION>
AS OF JUNE 30, 2000

PRO FORMA
ACTUAL PRO FORMA AS ADJUSTED
BALANCE SHEET DATA . mm—mm———— mmmm—mmmmmm e
(UNAUDITED)
(IN THOUSANDS)
<S> <C> <C> <C>
Cash and cash equivalents. ...ttt it ittt ittt eeeeenn $ 15,694 $ 15,694 $100,024
Working Capital. ...t i i ii ittt ettt eeneeeeseennaeeeens 8,580 8,580 92,910
B ) o= = T S i = 25,516 25,516 109,846
Capital lease obligations, less current portion............ 5,121 5,121 5,121
Deferred stock compensation.........eiiiiiiininneenennenn. (5,333) (5,333) (5,333)
Accumulated deficit. ... e (39,420) (39,420) (39,420)
Total stockholders' equUity... ..ottt enneenann 11,258 11,258 95,588

</TABLE>

RISK FACTORS

THE SHARES OF COMMON STOCK THAT WE ARE OFFERING THROUGH THIS PROSPECTUS
INVOLVE A SUBSTANTIAL RISK OF LOSS. BEFORE MAKING AN INVESTMENT IN THE COMMON
STOCK, YOU SHOULD CAREFULLY READ THIS ENTIRE PROSPECTUS AND SHOULD GIVE
PARTICULAR ATTENTION TO THE FOLLOWING RISK FACTORS. THE RISKS THAT WE NOW
FORESEE MIGHT AFFECT US TO A GREATER OR DIFFERENT DEGREE THAN WE CURRENTLY
EXPECT. THERE ARE A NUMBER OF IMPORTANT FACTORS THAT COULD CAUSE OUR ACTUAL
RESULTS TO DIFFER MATERIALLY FROM THOSE INDICATED BY THE FORWARD-LOOKING
STATEMENTS CONTAINED IN THIS PROSPECTUS. THESE FACTORS INCLUDE, WITHOUT
LIMITATION, THE RISK FACTORS LISTED BELOW AND OTHER FACTORS PRESENTED THROUGHOUT
THIS PROSPECTUS.

RISKS RELATED TO OUR BUSINESS

OUR SUCCESS AS A COMPANY IS UNCERTAIN DUE TO OUR LIMITED OPERATING HISTORY,
OUR HISTORY OF OPERATING LOSSES AND THE UNCERTAINTY OF FUTURE PROFITABILITY.

Due in large part to the significant research and development expenditures
required to identify and validate new drug candidates, we have not been
profitable and have generated operating losses since we were incorporated in
June 1996. Currently, our revenues are generated solely from research payments
from our collaboration agreements and licenses and are insufficient to generate
profitable operations. As of June 30, 2000, we had an accumulated deficit of
approximately $39.4 million. We expect to incur losses for at least the next
several years and expect that these losses will actually increase as we expand
our research and development activities, incur significant clinical and testing
costs and possibly expand our facilities. Moreover, our losses are expected to
continue even if our current research projects are able to successfully identify
potential drug targets. If the time required to generate revenues and achieve
profitability is longer than anticipated or if we are unable to obtain necessary
capital, we may not be able to fund and continue our operations.

BECAUSE MOST OF OUR EXPECTED FUTURE REVENUES ARE CONTINGENT UPON
COLLABORATIVE AND LICENSE AGREEMENTS, WE MIGHT NOT MEET OUR STRATEGIC
OBJECTIVES.

Our ability to generate revenues in the near term depends on our ability to
enter into additional collaborative agreements with third parties and to
maintain the agreements we currently have in place. To date, all of our revenue
has been related to the research phase of each of our collaborative agreements,
which revenue is for specified periods and is partially offset by corresponding
research costs. Following the completion of the research phase of each
collaborative agreement, additional revenue may come only from milestone
payments and royalties, which may not be paid, if at all, until some time well
into the future. The risk is heightened due to the fact that unsuccessful
research efforts may preclude us from receiving any contingent funding under
these agreements. Our receipt of revenue from collaborative arrangements is also
significantly affected by the timing of efforts expended by us and our
collaborators and the timing of lead compound identification. Under many
agreements, milestone payments may not be earned until the collaborator has
advanced products into clinical testing, which may never occur or may not occur
until some time well into the future.

Our business plan contemplates that we will need to generate meaningful
revenues from royalties and licensing agreements. To date, we have not yet
received any revenue from royalties for the sale of commercial drugs, and we do
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not know when we will receive any such revenue, if at all. Likewise, we have not
licensed any lead compounds or drug development candidates to third parties, and
we do not know whether any such license will be entered into on acceptable terms
in the future, if at all.

We are unable to predict when, or if, we will become profitable and even if
we are able to achieve profitability at any point in time, we do not know if our
operations will be able to maintain profitability during any future periods.

5
THERE IS A HIGH RISK THAT EARLY-STAGE DRUG DISCOVERY AND DEVELOPMENT MIGHT
NOT SUCCESSFULLY GENERATE GOOD DRUG CANDIDATES.

At the present time, our operations are in the early stages of drug
identification and development. To date, we have only identified a few potential
drug compounds, all of which are still in very early stages of development and
have not yet been put into preclinical or clinical testing. It is statistically
unlikely that the few compounds that we have identified as potential drug
candidates will actually lead to successful drug development efforts, and we do
not expect any drugs resulting from our research to be commercially available
for several years, if at all. Our leads for potential drug compounds will be
subject to the risks and failures inherent in the development of pharmaceutical
products based on new technologies. These risks include, but are not limited to,
the inherent difficulty in selecting the right drug target and avoiding unwanted
side effects as well as the unanticipated problems relating to product
development, testing, regulatory compliance, manufacturing, marketing and
competition, and additional costs and expenses that may exceed current
estimates.

WE MIGHT NOT BE ABLE TO COMMERCIALIZE OUR DRUG CANDIDATES SUCCESSFULLY IF
PROBLEMS ARISE IN THE TESTING AND APPROVAL PROCESS.

Commercialization of our product candidates depends upon successful
completion of preclinical studies and clinical trials. Preclinical testing and
clinical development are long, expensive and uncertain processes and we do not
know whether we, or any of our collaborative partners, will be permitted to
undertake clinical trials of any potential products. It may take us or our
collaborative partners several years to complete any such testing, and failure
can occur at any stage of testing. Interim results of trials do not necessarily
predict final results, and acceptable results in early trials may not be
repeated in later trials. A number of companies in the pharmaceutical industry,
including biotechnology companies, have suffered significant setbacks in
advanced clinical trials, even after promising results in earlier trials.
Moreover, if and when our projects reach clinical trials, we or our
collaborative partners may decide to discontinue development of any or all of
these projects at any time for commercial, scientific or other reasons. There is
also a risk that competitors and third parties may develop similar or superior
products or have proprietary rights that preclude us from ultimately marketing
our products, as well as the potential risk that our products may not be
accepted by the marketplace.

IF OUR CURRENT CORPORATE COLLABORATIONS OR LICENSE AGREEMENTS ARE
UNSUCCESSFUL OR IF CONFLICTS DEVELOP WITH THESE RELATIONSHIPS, OUR RESEARCH AND
DEVELOPMENT EFFORTS COULD BE DELAYED.

Our strategy depends upon the formation and sustainability of multiple
collaborative arrangements and license agreements with third parties in the
future. We rely on these arrangements for not only financial resources, but also
for expertise that we expect to need in the future relating to manufacturing,
sales and marketing, and for licenses to technology rights. To date, we have
entered into five such arrangements with corporate collaborators; however, we do
not know if such third parties will dedicate sufficient resources or if any such
development or commercialization efforts by third parties will be successful.
Should a collaborative partner fail to develop or commercialize a compound or
product to which it has rights from us, we may not receive any future milestone
payments and will not receive any royalties associated with such compound or
product. In addition, the continuation of some of our partnered drug discovery
and development programs may be dependent on the periodic renewal of our
corporate collaborations. For example, our two-year collaboration with Pfizer is
scheduled to expire in January 2001, and we do not expect that this
collaboration will be renewed. More generally, our corporate collaboration
agreements may terminate before the full term of the collaborations or upon a
breach or a change of control. We may not be able to renew these collaborations
on acceptable terms, if at all, or negotiate additional corporate collaborations
on acceptable terms, if at all.

We are also a party to various license agreements that give us rights to use
specified technologies in our research and development processes. The agreements
pursuant to which we have in-licensed

6
technology permit our licensors to terminate the agreements under certain
circumstances. If we are not able to continue to license these and future
technologies on commercially reasonable terms, our product development and
research may be delayed.



Conflicts might also arise with respect to our various relationships with
third parties. If any of our corporate collaborators were to breach or terminate
their agreement with us or otherwise fail to conduct the collaborative
activities successfully and in a timely manner, the preclinical or clinical
development or commercialization of the affected product candidates or research
programs could be delayed or terminated. We generally do not control the amount
and timing of resources that our corporate collaborators devote to our programs
or potential products. We do not know whether current or future collaborative
partners, if any, might pursue alternative technologies or develop alternative
products either on their own or in collaboration with others, including our
competitors, as a means for developing treatments for the diseases targeted by
collaborative arrangements with us. Conflicts also might arise with
collaborative partners concerning proprietary rights to particular compounds.
While our existing collaborative agreements typically provide that we retain
milestone payments and royalty rights with respect to drugs developed from
certain derivative compounds, any such payments or royalty rights may be at
reduced rates and disputes may arise over the application of derivative payment
provisions to such drugs, and we may not be successful in such disputes.

IF WE FAIL TO ENTER INTO NEW COLLABORATIVE ARRANGEMENTS IN THE FUTURE, OUR
BUSINESS AND OPERATIONS WOULD BE NEGATIVELY IMPACTED.

Although we have established several collaborative arrangements and various
license agreements, we do not know if we will be able to establish additional
arrangements, or whether current or any future collaborative arrangements will
ultimately be successful. For example, there have been and may continue to be a
significant number of recent business combinations among large pharmaceutical
companies that have resulted and may continue to result in a reduced number of
potential future corporate collaborators, which may limit our ability to find
partners who will work with us in developing and commercializing our drug
targets. If business combinations involving our existing corporate collaborators
were to occur, the effect could be to diminish, terminate or cause delays in one
or more of our corporate collaborations.

WE WILL NEED ADDITIONAL CAPITAL IN THE FUTURE TO SUFFICIENTLY FUND OUR
OPERATIONS AND RESEARCH.

We will require additional financing in the future to fund our operations.
Our operations require significant additional funding in large part due to our
research and development expenses, future preclinical and clinical-testing
costs, the possibility of expanding our facilities and the absence of any
meaningful revenues over the foreseeable future. The amount of future funds
needed will depend largely on the success of our collaborations and our research
activities and we do not know whether additional financing will be available
when needed, or that, if available, we will obtain financing on terms favorable
to our stockholders or us. We have consumed substantial amounts of capital to
date and operating expenditures are expected to increase over the next several
years as we expand our infrastructure and research and development activities.

We believe that the net proceeds from this offering, together with the
proceeds from the concurrent private placement with Novartis, will be sufficient
to support our current operating plan through at least the next 24 months.
Nonetheless, our future funding requirements will depend on many factors,
including, but not limited to:

- any changes in the breadth of our research and development programs;

- the results of research and development, preclinical studies and clinical
trials conducted by us or our collaborative partners or licensees, if any;

- the acquisition or licensing of technologies or compounds, if any;
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- our ability to maintain and establish new corporate relationships and
research collaborations;
- our ability to manage growth;

- competing technological and market developments;

- the time and costs involved in filing, prosecuting, defending and
enforcing patent and intellectual property claims;

- the receipt of contingent licensing or milestone fees from our current or
future collaborative and license arrangements, if established; and

the timing of regulatory approvals.

To the extent we raise additional capital by issuing equity securities, our
stockholders may experience substantial dilution. To the extent that we raise
additional funds through collaboration and licensing arrangements, we may be
required to relinquish some rights to our technologies or product candidates, or
grant licenses on terms that are not favorable to us. If adequate funds are not
available, we will not be able to continue developing our products.



OUR SUCCESS IS DEPENDENT ON INTELLECTUAL PROPERTY RIGHTS HELD BY US AND
THIRD PARTIES AND OUR INTEREST IN SUCH RIGHTS IS COMPLEX AND UNCERTAIN.

Our success will depend to a large part on our own, our licensees' and our
licensors' ability to obtain and defend patents for each party's respective
technologies and the compounds and other products, if any, resulting from the
application of such technologies. One patent has been issued to us as of the
date of this prospectus, and we have numerous applications awaiting approval. In
the future, our patent position might be highly uncertain and involve complex
legal and factual questions. No consistent policy regarding the breadth of
claims allowed in biotechnology patents has emerged to date. Accordingly, we
cannot predict the breadth of claims allowed in our or other companies' patents.

The degree of future protection for our proprietary rights is uncertain and
we cannot ensure that:

- we were the first to make the inventions covered by each of our pending
patent applications;

- we were the first to file patent applications for these inventions;

- others will not independently develop similar or alternative technologies
or duplicate any of our technologies;

- any of our pending patent applications will result in issued patents;

- any patents issued to us or our collaborators will provide a basis for
commercially viable products or will provide us with any competitive
advantages or will not be challenged by third parties;

- we will develop additional proprietary technologies that are patentable;
or

- the patents of others will not have a negative effect on our ability to do
business.

We rely on trade secrets to protect technology where we believe patent
protection is not appropriate or obtainable. However, trade secrets are
difficult to protect. While we require employees, collaborators and consultants
to enter into confidentiality agreements, we may not be able to adequately
protect our trade secrets or other proprietary information in the event of any
unauthorized use or disclosure or the lawful development by others of such
information.

We are a party to certain in-license agreements which are important to our
business, and we generally do not control the prosecution of in-licensed
technology. Accordingly, we are unable to exercise the same degree of control
over this intellectual property as we exercise over our internally developed
technology. Moreover, some of our academic institution licensors, research
collaborators and scientific advisors have
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rights to publish data and information in which we have rights. If we cannot
maintain the confidentiality of our technology and other confidential
information in connection with our collaborations, then our ability to receive
patent protection or protect our proprietary information will be impaired. In
addition, some of the technology we have licensed relies on patented inventions
developed using U.S. government resources. The U.S. government retains certain
rights, as defined by law, in such patents, and may choose to exercise such
rights.

For additional information concerning our intellectual property, see
"Business--Intellectual Property."

IF A DISPUTE ARISES REGARDING THE INFRINGEMENT OR MISAPPROPRIATION OF THE
PROPRIETARY RIGHTS OF OTHERS, SUCH DISPUTE COULD BE COSTLY AND RESULT IN DELAYS
IN OUR RESEARCH AND DEVELOPMENT ACTIVITIES.

Our success will also depend, in part, on our ability to operate without
infringing on or misappropriating the proprietary rights of others. There are
many issued patents and patent applications filed by third parties relating to
products or processes that are similar or identical to ours or our licensors,
and others may be filed in the future. There can be no assurance that our
activities, or those of our licensors, will not infringe patents owned by
others. We believe that there may be significant litigation in the industry
regarding patent and other intellectual property rights, and we do not know if
we or our collaborators would be successful in any such litigation. Any legal
action against our collaborators or us claiming damages or seeking to enjoin
commercial activities relating to the affected products, our methods or
processes could:

- require our collaborators or us to obtain a license to continue to use,
manufacture or market the affected products, methods or processes, which
may not be available on commercially reasonable terms, if at all;



- prevent us from using the subject matter claimed in the patents held by
others;

- subject us to potential liability for damages;

- consume a substantial portion of our managerial and financial resources;
and

- result in litigation or administrative proceedings which may be costly,
whether we win or lose.

M&E Biotech A/S, a Danish biotechnology company, has notified us that it
expects to receive patent protection in European countries for a process similar
to certain aspects of our technologies. M&E has indicated a willingness to
license their intellectual property to us but has not specified the terms for
the license. We are currently reviewing their patent file and evaluating whether
or not to seek a license. In the event we desire to seek a license from M&E, we
may not be able to obtain a license on acceptable terms. Furthermore, such
failure might adversely impact our collaborations with European partners or may
materially adversely affect our business in the jurisdictions that may be
covered by the patent protection. We are also aware that M&E has the option to
seek patent protection in other parts of the world, including the U.S., for the
technology of its European patent protection. If M&E were to receive such patent
protection, it might conflict with or overlap with the patent rights we are
pursuing. We currently do not, and do not plan to, operate in any country
outside the United States.

We are aware of the existence of a United States patent directed towards a
general cloning system. It is possible that this patent could be construed to
cover certain aspects of our technologies. If legal action were initiated on
this patent, it could have the effects discussed above.

IF WE ARE UNABLE TO OBTAIN REGULATORY APPROVAL TO MARKET PRODUCTS IN THE
UNITED STATES AND FOREIGN JURISDICTIONS, WE MIGHT NOT BE PERMITTED TO
COMMERCIALIZE PRODUCTS FROM OUR RESEARCH.

Due, in part, to the early stage of our drug candidate research and
development process, we cannot predict whether regulatory clearance will be
obtained for any product we or our collaborative partners
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hope to develop. Satisfaction of regulatory requirements typically takes many
years, 1s dependent upon the type, complexity and novelty of the product and
requires the expenditure of substantial resources. Of particular significance to
us are the requirements covering research and development and testing.

Before commencing clinical trials in humans, we, or our collaborative
partners, will need to submit and receive approval from the FDA of an
Investigational New Drug application, or IND. If regulatory clearance of a
product is granted, this clearance will be limited to those disease states and
conditions for which the product is demonstrated through clinical trials to be
safe and efficacious. We cannot ensure that any compound developed by us, alone
or with others, will prove to be safe and efficacious in clinical trials and
will meet all of the applicable regulatory requirements needed to receive
marketing clearance.

Outside the United States, our ability or that of our collaborative partners
to market a product is contingent upon receiving a marketing authorization from
the appropriate regulatory authorities. This foreign regulatory approval process
typically includes all of the risks associated with FDA clearance described
above and may also include additional risks.

For additional information concerning the regulatory approval process, see
"Business--Government Regulation."

WE MAY ENCOUNTER DIFFICULTIES IN MANAGING OUR GROWTH AND THESE DIFFICULTIES
COULD INCREASE OUR LOSSES.

We have experienced a period of rapid and substantial growth that has placed
and will continue to place a strain on our human and capital resources. The
number of our employees increased from 31 at December 31, 1997 to 102 at
August 31, 2000. Our ability to manage our operations and growth effectively
requires us to continue to use funds to improve our operational, financial and
management controls, reporting systems and procedures and to attract and retain
sufficient numbers of talented employees. If we are unable to manage this growth
effectively, our losses will increase.

IF OUR COMPETITORS DEVELOP TECHNOLOGIES THAT ARE MORE EFFECTIVE THAN OURS,
OUR COMMERCIAL OPPORTUNITY WILL BE REDUCED OR ELIMINATED.

The biotechnology and pharmaceutical industries are intensely competitive
and subject to rapid and significant technological change. Many of the drugs
that we are attempting to discover will be competing with existing therapies. In
addition, a number of companies are pursuing the development of pharmaceuticals



that target the same diseases and conditions that we are targeting. We face
competition from pharmaceutical and biotechnology companies both in the United
States and abroad. Our competitors may utilize discovery technologies and
techniques or partner with collaborators in order to develop products more
rapidly or successfully than we or our collaborators are able to do. Many of our
competitors, particularly large pharmaceutical companies, have substantially
greater financial, technical and human resources than we do. In addition,
academic institutions, government agencies and other public and private
organizations conducting research may seek patent protection with respect to
potentially competitive products or technologies and may establish exclusive
collaborative or licensing relationships with our competitors.

We believe that our ability to compete is dependent, in part, upon our
ability to create, maintain and license scientifically advanced technology and
upon our and our strategic partners' ability to develop and commercialize
pharmaceutical products based on this technology, as well as our ability to
attract and retain qualified personnel, obtain patent protection or otherwise
develop proprietary technology or processes and secure sufficient capital
resources for the expected substantial time period between technological
conception and commercial sales of products based upon our technology. The
failure by us or any of our collaborators in any of those areas may prevent the
successful commercialization of our potential drug targets.
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Our competitors might develop technologies and drugs that are more effective
or less costly than any which are being developed by us or which would render
our technology and potential drugs obsolete and noncompetitive. In addition, our
competitors may succeed in obtaining the approval of the FDA or other regulatory
approvals for drug candidates more rapidly than us or our strategic partners.
Companies that complete clinical trials, obtain required regulatory agency
approvals and commence commercial sale of their drugs before their competitors
may achieve a significant competitive advantage, including certain patent and
FDA marketing exclusivity rights that would delay or prevent our ability to
market certain products. Any drugs resulting from our research and development
efforts, or from our joint efforts with our existing or future collaborative
partners, might not be able to compete successfully with competitors' existing
or future products or products under development or obtain regulatory approval
in the United States or elsewhere.

OUR ABILITY TO GENERATE REVENUES WILL BE DIMINISHED IF OUR COLLABORATIVE
PARTNERS FAIL TO OBTAIN ACCEPTABLE PRICES OR AN ADEQUATE LEVEL OF REIMBURSEMENT
FOR PRODUCTS FROM THIRD-PARTY PAYORS.

The drugs we hope to develop may be rejected by the marketplace due to many
factors, including cost. Our ability to commercially exploit a drug may be
limited due to the continuing efforts of government and third-party payors to
contain or reduce the costs of health care through various means. For example,
in some foreign markets, pricing and profitability of prescription
pharmaceuticals are subject to government control. In the United States, we
expect that there will continue to be a number of federal and state proposals to
implement similar government control. In addition, increasing emphasis on
managed care in the United States will likely continue to put pressure on the
pricing of pharmaceutical products. Cost control initiatives could decrease the
price that any of our collaborators would receive for any products in the
future. Further, cost control initiatives could adversely affect our
collaborators' ability to commercialize our products and our ability to realize
royalties from this commercialization.

Our ability to commercialize pharmaceutical products with collaborators may
depend in part on the extent to which reimbursement for the products will be
available from:

- government and health administration authorities;
- private health insurers; and
- other third-party payors.

Significant uncertainty exists as to the reimbursement status of newly
approved healthcare products. Third-party payors, including Medicare, are
challenging the prices charged for medical products and services. Government and
other third-party payors increasingly are attempting to contain healthcare costs
by limiting both coverage and the level of reimbursement for new drugs and by
refusing, in some cases, to provide coverage for uses of approved products for
disease indications for which the FDA has not granted labeling approval.
Third-party insurance coverage may not be available to patients for any products
we discover and develop, alone or with collaborators. If government and other
third-party payors do not provide adequate coverage and reimbursement levels for
our products, the market acceptance of these products may be reduced.

IF CONFLICTS ARISE BETWEEN OUR COLLABORATORS OR ADVISORS AND US, ANY OF THEM
MAY ACT IN THEIR SELF-INTEREST, WHICH MAY BE ADVERSE TO YOUR INTERESTS.

If conflicts arise between us and our corporate collaborators or scientific
advisors, the other party may act in its self-interest and not in the interest



of our stockholders. Some of our corporate collaborators are conducting multiple
product development efforts within each disease area that is the subject of the
collaboration with us. In some of our collaborations, we have agreed not to
conduct independently, or with any third party, any research that is competitive
with the research conducted under our collaborations. Our collaborators,
however, may develop, either alone or with others, products in related fields
that are
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competitive with the products or potential products that are the subject of
these collaborations. Competing products, either developed by our collaborators
or to which our collaborators have rights, may result in their withdrawal of
support for our product candidates.

IF PRODUCT LIABILITY LAWSUITS ARE SUCCESSFULLY BROUGHT AGAINST US, WE MAY
INCUR SUBSTANTIAL LIABILITIES AND MAY BE REQUIRED TO LIMIT COMMERCIALIZATION OF
OUR PRODUCTS.

The testing and marketing of medical products entail an inherent risk of
product liability. If we cannot successfully defend ourselves against product
liability claims, we may incur substantial liabilities or be required to limit
commercialization of our products. We currently do not have product liability
insurance and our inability to obtain sufficient product liability insurance at
an acceptable cost to protect against potential product liability claims could
prevent or inhibit the commercialization of pharmaceutical products we develop,
alone or with corporate collaborators. We or our corporate collaborators might
not be able to obtain insurance at a reasonable cost, if at all. While under
various circumstances we are entitled to be indemnified against losses by our
corporate collaborators, indemnification may not be available or adequate should
any claim arise.

OUR RESEARCH AND DEVELOPMENT EFFORTS WILL BE SERIOUSLY JEOPARDIZED IF WE ARE
UNABLE TO ATTRACT AND RETAIN KEY EMPLOYEES AND RELATIONSHIPS.

Being a small company with only 102 employees as of August 31, 2000, our
success depends on the continued contributions of our principal management and
scientific personnel and on our ability to develop and maintain important
relationships with leading academic institutions, scientists and companies in
the face of intense competition for such personnel. In particular, our research
programs depend on our ability to attract and retain highly skilled chemists and
other scientists. If we lose the services of any of our personnel, including, in
particular, Donald Payan, our research and development efforts could be
seriously and adversely affected. Although we generally have not experienced
problems retaining key employees, our employees can terminate their employment
with us at any time. We also expect to encounter increasing difficulty in
attracting enough qualified personnel as our operations expand and the demand
for these professionals increases, and this difficulty could impede
significantly the achievement of our research and development objectives.

WE DEPEND ON OUR SCIENTIFIC ADVISORS FOR THE SUCCESS AND CONTINUATION OF OUR
RESEARCH EFFORTS.

We are dependent on the members of our Scientific Advisory Board (SAB) and
Clinical Advisory Board (CAB) who conduct research and provide us with access to
technology developed by them. The potential success of our drug discovery
programs depends in part on continued collaborations with these advisors. We and
various members of our management and research staff rely heavily on members of
the SAB and CAB for expertise in screening research. Our scientific advisors are
not employees of ours and may have commitments to, or consulting or advisory
contracts with, other entities that may limit their availability to us. All
members of the SAB and CAB have entered into scientific advisory agreements with
us. These agreements provide for indefinite terms of service on the SAB and CAB
and are generally terminable at any time by written notice by either us or the
advisor. Certain members of the SAB and CAB also have entered into separate
consulting agreements with us. We do not know if we will be able to maintain
such consulting agreements or that such scientific advisors will not enter into
consulting arrangements, exclusive or otherwise, with competing pharmaceutical
or biotechnology companies, any of which would have a detrimental impact on our
research objectives and could have a material adverse effect on our business,
financial condition and results of operations.
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IF WE USE BIOLOGICAL AND HAZARDOUS MATERIALS IN A MANNER THAT CAUSES INJURY
OR VIOLATES LAWS, WE MAY BE LIABLE FOR DAMAGES.

Our research and development activities involve the controlled use of
potentially harmful biological materials as well as hazardous materials,
chemicals and various radiocactive compounds. We cannot completely eliminate the
risk of accidental contamination or injury from the use, storage, handling or
disposal of these materials. In the event of contamination or injury, we could
be held liable for damages that result, and any liability could exceed our
resources. We are subject to federal, state and local laws and regulations
governing the use, storage, handling and disposal of these materials and
specified waste products. The cost of compliance with, or any potential
violation of, these laws and regulations could be significant.



OUR FACILITIES ARE LOCATED NEAR KNOWN EARTHQUAKE FAULT ZONES, AND THE
OCCURRENCE OF AN EARTHQUAKE OR OTHER CATASTROPHIC DISASTER COULD CAUSE DAMAGE TO
OUR FACILITIES AND EQUIPMENT, WHICH COULD REQUIRE US TO CEASE OR CURTAIL
OPERATIONS.

Our facilities are located in the San Francisco Bay Area near known
earthquake fault zones and are vulnerable to significant damage from
earthquakes. We are also vulnerable to damage from other types of disasters,
including fires, floods, power loss, communications failures and similar events.
If any disaster were to occur, our ability to operate our business at our
facilities would be seriously, or potentially completely, impaired and our
research could be lost or destroyed. In addition, the unique nature of our
research activities and of much of our equipment could make it difficult for us
to recover from a disaster. The insurance we maintain may not be adequate to
cover or losses resulting from disasters or other business interruptions.

RISKS RELATED TO THIS OFFERING

WE MAY ALLOCATE THE NET PROCEEDS FROM THIS OFFERING IN WAYS THAT YOU AND
OTHER STOCKHOLDERS MAY NOT APPROVE.

Management will have significant flexibility in applying the net proceeds of
this offering and could use these proceeds for purposes other than those
contemplated at the time of the offering.

IF OUR OFFICERS, DIRECTORS AND LARGEST STOCKHOLDERS CHOOSE TO ACT TOGETHER,
THEY MAY BE ABLE TO CONTROL OUR MANAGEMENT AND OPERATIONS, ACTING IN THEIR BEST
INTERESTS AND NOT NECESSARILY THOSE OF OTHER STOCKHOLDERS.

Following completion of the public offering and the concurrent private
placement with Novartis, our directors, executive officers and principal
stockholders and their affiliates will beneficially own approximately 27.6% of
our common stock, based on their beneficial ownership as of August 31, 2000.
Accordingly, they collectively will have the ability to determine the election
of all of our directors and to determine the outcome of most corporate actions
requiring stockholder approval. They may exercise this ability in a manner that
advances their best interests and not necessarily those of other stockholders.

THERE MAY NOT BE AN ACTIVE, LIQUID TRADING MARKET FOR OUR COMMON STOCK.

An active trading market for our common stock may not develop following this
offering. You may not be able to sell your stock quickly or at the market price
if trading in our stock is not active. The initial public offering price will be
determined by negotiations between us and the representatives of the
underwriters based upon a number of factors. The initial public offering price
may not be indicative of prices that will prevail in the trading market.
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OUR STOCK PRICE MAY BE VOLATILE AND YOUR INVESTMENT IN OUR STOCK COULD
DECLINE IN VALUE.

Prior to this offering, there has been no public market for our common
stock, and an active public market for our common stock may not develop or be
sustained after the offering. The initial public offering price will be
determined by negotiations between the representatives of the underwriters and
us and may not be indicative of future market prices. Among the factors to be
considered in determining the initial public offering price of the common stock,
in addition to prevailing market conditions, will be:

- estimates of our business potential and earnings prospects;
- an assessment of our management; and

- the consideration of the above factors in relation to market valuations of
companies in related businesses.

The market prices for securities of biotechnology companies in general have
been highly volatile and may continue to be highly volatile in the future. The
following factors, in addition to other risk factors described in this section,
may have a significant impact on the market price of our common stock:

- announcements of technological innovations or new commercial products by
our competitors or us;

- developments concerning proprietary rights, including patents;
- developments concerning our collaborations;

- publicity regarding actual or potential medical results relating to
products under development by our competitors or us;

- regulatory developments in the United States and foreign countries;

- litigation;



- economic and other external factors or other disaster or crisis; or
- period-to-period fluctuations in financial results.

IF OUR STOCKHOLDERS SELL SUBSTANTIAL AMOUNTS OF OUR COMMON STOCK AFTER THE
PUBLIC OFFERING, THE MARKET PRICE OF OUR COMMON STOCK MAY FALL.

If our stockholders sell substantial amounts of our common stock, including
shares issued upon the exercise of outstanding options and warrants, the market
price of our common stock may fall. These sales also might make it more
difficult for us to sell equity or equity-related securities in the future at a
time and price that we deem appropriate. After completion of the public offering
and the concurrent private placement to Novartis, we will have 39,259,340
outstanding shares of common stock, which assumes no exercise of outstanding
options or warrants after June 30, 2000 and no exercise of the underwriters'
over-allotment option.

We intend to file a registration statement on Form S-8 covering an aggregate
of 8,139,174 shares issuable upon exercise of options to purchase common stock
and common stock reserved for issuance under our stock plans after the effective
date of the registration statement of which this prospectus is a part.
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ANTI-TAKEOVER PROVISIONS IN OUR CHARTER DOCUMENTS AND UNDER DELAWARE LAW MAY
MAKE AN ACQUISITION OF US, WHICH MAY BE BENEFICIAL TO OUR STOCKHOLDERS, MORE
DIFFICULT.

Provisions of our amended and restated certificate of incorporation and
bylaws, as well as provisions of Delaware law, could make it more difficult for
a third party to acquire us, even if doing so would benefit our stockholders.
These provisions:

- establish that members of the board of directors may be removed only for
cause upon the affirmative vote of stockholders owning at least two-thirds
of our capital stock;

- authorize the issuance of "blank check" preferred stock that could be
issued by our board of directors to increase the number of outstanding
shares and thwart a takeover attempt;

- limit who may call a special meeting of stockholders;

- prohibit stockholder action by written consent, thereby requiring all
stockholder actions to be taken at a meeting of our stockholders;

- establish advance notice requirements for nominations for election to the
board of directors or for proposing matters that can be acted upon at
stockholder meetings; and

- provide for a board of directors with staggered terms.

In addition, Section 203 of the Delaware General Corporation Law may discourage,
delay or prevent a third party from acquiring us.

THE PUBLIC OFFERING AND THE CONCURRENT PRIVATE PLACEMENT WILL CAUSE DILUTION
IN NET TANGIBLE BOOK VALUE.

Purchasers in the public offering will experience immediate and substantial
dilution in the net tangible book value of the common stock from the initial
public offering price. Additional dilution is likely to occur upon exercise of
options and warrants granted by us.
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FORWARD-LOOKING INFORMATION

You should rely only on the information contained in this prospectus. We
have not authorized anyone to provide you with information different from that
contained in this prospectus. This prospectus is not an offer to sell or a
solicitation of an offer to buy our common stock in any jurisdiction where it is
unlawful. The information contained in this prospectus is accurate only as of
the date of this prospectus, regardless of the time of delivery of this
prospectus or of any sale of common stock. This preliminary prospectus is
subject to completion prior to this offering.

Some of the statements under the captions "Prospectus summary," "Risk
factors," "Use of proceeds," "Management's discussion and analysis of financial
condition and results of operations" and "Business" and elsewhere in this
prospectus are forward-looking statements. These forward-looking statements
include, but are not limited to, statements about our plans, objectives,
expectations and intentions and other statements contained in the prospectus
that are not historical facts. When used in this prospectus, the words
"anticipates," "believes," "continue," "could," "estimates," "expects,"
"intends," "may," "plans," "seeks," "should," "will" or "would" or the negative
of these terms or similar expressions are generally intended to identify



forward-looking statements. Because these forward-looking statements involve
risks and uncertainties, there are important factors that could cause actual
results to differ materially from those expressed or implied by these
forward-looking statements, including our plans, objectives, expectations and
intentions and other factors discussed under "Risk factors."
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USE OF PROCEEDS

We estimate that the net proceeds from the sale of the 9,000,000 shares of
common stock that we are selling in the public offering will be approximately
$74.3 million, or approximately $85.6 million if the underwriters'
over-allotment option is exercised in full, based on an assumed initial public
offering price of $9.00 per share and after deducting the estimated underwriting
discount, commissions and estimated offering expenses payable by us. In
addition, we expect to receive proceeds of approximately $10.0 million from the
private placement of our common stock with Novartis concurrent with the closing
of this offering.

We intend to use approximately 65% of the net proceeds for continued
research and development activities, approximately 20% for general corporate
purposes, approximately 15% for working capital and capital leasing obligations
and the balance, if any, for financing possible acquisitions and investments in
technology and for our facilities. We may also use a portion of the net proceeds
to acquire or invest in businesses, products and technologies that are
complementary to our own, although no acquisitions are planned or being
negotiated as of the date of this prospectus, and no portion of the net proceeds
has been allocated for any specific acquisition. Pending these uses, the net
proceeds will be invested in investment-grade, interest-bearing securities.

The principal purposes of this offering are to increase our capitalization
and financial flexibility, to provide a public market for our common stock and
to facilitate access to public equity markets. As of the date of this
prospectus, we cannot specify with certainty all of the particular uses for the
net proceeds we will have upon completion of the public offering and the
concurrent private placement. Accordingly, our management will have broad
discretion in the application of net proceeds.

DIVIDEND POLICY

We have never declared or paid any cash dividends on our capital stock.
Delaware law and our certificate of incorporation do not require our board of
directors to declare dividends on our common stock. We currently intend to
retain earnings, if any, to support the development of our business and do not
anticipate paying cash dividends for the foreseeable future.
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CAPITALIZATION

The following table sets forth our capitalization as of June 30, 2000:
- on an actual basis;

- on a pro forma basis to give effect to the automatic conversion of all
outstanding shares of our convertible preferred stock upon the completion
of this offering; and

- on a pro forma as adjusted basis to give effect to the sale of 9,000,000
shares of common stock by us in this public offering at an assumed price
of $9.00 per share, less the estimated underwriting discounts, commissions
and estimated offering expenses payable by us, and the sale of
1,111,111 shares of common stock in a private placement to Novartis
concurrent with the closing of this initial public offering at an assumed
price of $9.00 per share.

<TABLE>
<CAPTION>
JUNE 30, 2000
(UNAUDITED)
PRO FORMA
ACTUAL PRO FORMA AS ADJUSTED
(IN THOUSANDS, EXCEPT SHARE AND PER
SHARE DATA)
<S> <C> <C> <C>
Capital lease obligations, less current portion............. $ 5,121 $ 5,121 $ 5,121

Stockholders' equity:
Convertible preferred stock, $.001 par value; 26,750,000

authorized, 24,719,677 shares issued and outstanding,

actual; none issued and outstanding pro forma and pro

forma as adjusted. ...ttt ittt e e e e e 25 - -
Common stock,$.001 par value; 37,500,000 shares authorized

(100,000,000 shares pro forma); 4,428,552 shares issued

and outstanding, actual; 29,148,229 shares issued and



outstanding, pro forma and 39,259,340 shares issued and

outstanding, pro forma as adjusted (1) ......iiieiiiiinnn.. 4 29 39
Additional paid-in capital. ...ttt ittt 55,982 55,982 140,302
Deferred stock compensation......ou it ennnaeeens (5,333) (5,333) (5,333)
Accumulated defiCit .. u e e ittt e et et ettt ettt et e e (39,420) (39,420) (39,420)
Total stockholders' equity.....o.iiiii ittt 11,258 11,258 95,588
Total Capitalization. ..o n e ettt ettt ettt $ 16,379 $ 16,379 $100,709
</TABLE>

(1) Excludes:

- 5,158,884 shares issuable upon the exercise of options outstanding as of
June 30, 2000, at a weighted average exercise price of $1.58 per share;

- 540,038 shares issuable upon the exercise of warrants outstanding as of
June 30, 2000, at a weighted average exercise price of $1.16 per share;
and

- 2,445,064 additional shares available for future grant under our equity
incentive plan, of which options to purchase 722,010 shares of common
stock were granted through August 31, 2000; an additional 400,000 shares
made available for future grant under our employee stock purchase plan;
and 300,000 shares made available for future grant under our non-employee
directors' stock option plan.
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DILUTION

The pro forma net tangible book value on June 30, 2000, giving effect to the
automatic conversion of all shares of preferred stock outstanding as of that
date into shares of common stock upon the closing of this public offering was
approximately $11.3 million, or $.39 per share. Pro forma net tangible book
value per share represents the amount of our total tangible assets less total
liabilities divided by the number of shares of common stock outstanding.
Dilution in pro forma net tangible book value per share represents the
difference between the amount per share paid by purchasers of shares of common
stock in this offering and the net tangible book value per share of our common
stock immediately afterwards. Assuming our sale of 9,000,000 shares of common
stock offered by this prospectus at an assumed initial public offering price of
$9.00 per share, after deducting estimated underwriting discounts and
commissions and estimated offering expenses, and giving effect to the sale of
1,111,111 shares of common stock to Novartis concurrent with the closing of this
initial public offering at an assumed price of $9.00 per share, our pro forma
net tangible book value after this offering would have been approximately
$95.6 million, or $2.43 per share. This represents an immediate decrease in net
tangible book value of $6.57 per share to new investors purchasing shares of
common stock in this offering. The following table illustrates this per share

dilution:
<TABLE>
<S> <C> <C>
Assumed initial public offering price per share............. $ 9.00

Pro forma net tangible book value per share as of June 30,

2000 . ¢ et e e e e e e e e e e e e $ 39

Increase per share attributable to new investors.......... 2.04
Pro forma net tangible book value per share after this

L ke 15 o L 2.43
Dilution per share to new investors...........ciiuiiiiiineenns $ 6.57
</TABLE>

The following table summarizes, on a pro forma basis as of June 30, 2000,
the differences between the total consideration paid and the average price per
share paid by the existing stockholders and the purchasers of shares of common
stock in this initial public offering and the concurrent private placement. We
have assumed an initial public offering price of $9.00 per share and no exercise
of the underwriters' over-allotment option, and we have not deducted estimated
underwriting discounts and commissions and estimated offering expenses in our

calculations.

<TABLE>

<CAPTION>
SHARES PURCHASED TOTAL CONSIDERATION AVERAGE PRICE

———————————————————————————————————————————— PER

NUMBER PERCENT AMOUNT PERCENT SHARE

<S> <C> <C> <C> <C> <C>

Existing investors......ccuiiiiiieeennnn. 29,148,229 74.2% $ 42,810,000 32.0% $1.47

NEW 1NVESEOTS M uu e ettt eeeeeee e e 10,111,111 25.8 91,000,000 68.0 9.00



100.0%

$133,810,000

100.0%

</TABLE>

The foregoing discussion and tables assume no exercise of any outstanding
stock options or warrants at June 30, 2000. The exercise of all options and
warrants outstanding as of June 30, 2000 having an exercise price less than the
offering price would increase the dilutive effect to new investors to $6.72 per
share.
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SELECTED FINANCIAL DATA

The following selected financial data should be read in conjunction with the
financial statements and the notes to such statements and "Management's
discussion and analysis of financial condition and results of operations." The
selected financial data in this section is not intended to replace the financial
statements.

The statements of operations data for the years ended December 31, 1997,
1998 and 1999 and the balance sheet data as of December 31, 1998 and 1999 have
been derived from our audited financial statements which have been audited by
Ernst & Young LLP, our independent auditors and included elsewhere in this
prospectus. The audited balance sheet data as of December 31, 1997 has been
derived from our audited financial statements not included in this prospectus.
The statements of operations data for the six months ended June 30, 1999 and
2000 and the balance sheet data as of June 30, 2000 have been derived from our
unaudited financial statements included elsewhere in this prospectus. The
statement of operations data for the period from inception (June 14, 1996)
through December 31, 1996 and the balance sheet data as of December 31, 1996 are
derived from our unaudited financial statements not included in this prospectus.
The unaudited financial statements have been prepared on a basis consistent with
our audited financial statements and include all adjustments, consisting only of
normal recurring adjustments, we consider necessary for the fair presentation of
the information. Historical results are not necessarily indicative of future
results. See notes to the financial statements for an explanation of the method
used to determine the number of shares used in computing pro forma basic and
diluted net loss per share.

<TABLE>
<CAPTION>
PERIOD FROM
INCEPTION
(JUNE 14, 1996)
THROUGH

MONTHS ENDED
DECEMBER 31,
JUNE 30,

(UNAUDITED)

(UNAUDITED)
<S>
<C>

<C> <C>

(IN THOUSANDS,

STATEMENTS OF OPERATIONS DATA:

Contract revenues from collaborationsS.............. S - S -
S 6,797

Costs and expenses:
Research and development
14,636

General and administrative
2,994

(see Note A) v vviiiiinnn.