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1 OSI PHARMACEUTICALS l 1

Building a World-Ciass Oncology Franchise

The past year was one of the most dynamic in our history.
Building on the successes of 2000—the return of rights
to Tarceva™ (OSI-774) and two successful financings raising
$487 million—we set out to transform OSl into a company
with the comprehensive capabilities and deep pipeline

that constitutes a world-class cancer franchise.

I
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We began 2001 with four primary goals aimed at building both
our clinical and corporate capabilities. These were: to sign a

signing (in upfront fees and equity purchases) and could pay up
to $92 million in additional milestones. With this strategy, OSI
gains from Roche’s global product marketing expertise, while
being able to leverage its own resources for commercialization
with Genentech in the United States.

EMBCUTION OF TARCEVYA™ [831-994)

The program to develop Tarceva™ (OSI-774), an extensive global
plan, will target non-small cell lung cancer {(NSCLC) and pancre-
atic cancer as initial registration strategies. At the same time,

co-development and marketing agreement for

it will continue to develop the product for multiple

Tarceva” (OSI-774); to initiate a comprehensive

Phase Il development program for Tarceva™ {(OSI-774);
to continue to evelve our drug discovery efforts
away from funded collaborations with single digit
Toyalties; and to pursue a successful mergers and

acquisitions program. Specifically, we sought to
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broaden our pipeline and fill in and strengthen skill
]
L

sets in clinical development and regulatory affairs.

additional indications including breast, ovarian,
colorectal and brain tumors. The program will
assess the utility of Tarceva” (OSl-774) in combination

“We have now assembled

These will permit us to provide excellence across
the board, from drug discovery to drug registration.

With the OSI/Genentech/Roche aliiance, two acquisitions,
steady progress on Tarceva™ (0SI-774) and a comprehensive
oncology team now in place, we can point to a successful year
of continued progress. The depth and breadth of today's pipeline
has us well positioned to emerge as a major force in oncology—
able to broaden therapeutic boundaries, improve the quality-of-
life, and ultimately save the lives of those who suffer from cancer.

2001: Meeting Key Corporate Goals

@8L, GENENTICH ARD ROLHTE ALLIAKCE

In January 2001, OSI, Genentech and Roche formed a global
co-development and cormmercialization alliance for Tarceva”
{OSI-774). In the United States, Genentech and OS| are co-developing
Tarceva® (OSi-774), employing an equal cost and profit sharing
arrangement for commercialization. Roche, OSI's international
partner, is developing and commercializing Tarceva” (OSI-774)
outside the United States and will pay OS5I royalties on net sales.

Roche and Genentech also paid a combined $g5 million on

all the pieces of an
exciting puzzle...
creating a powerful
and dynamic

oncology franchise.”

—Colin Goddard, Ph.D.
CHAIRMAN OF THE BOARD
AND CHIEF EXECUTIVE OFFICER
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2 OSI PHARMACEUTICALS

with existing chemotherapy and biclogical agents as well as a
single agent. It will also seek to demonstrate a survival benefit
for both earlier stage and late stage cancer patients. This will
enable the product’s front-line use in a number of cancers.

In May 2001, the Tarceva™ (OSI-774) product development team
anncunced positive data from three Phase Il clinical studies. As
presented at the 37th Annual Meeting of the American Society of
Clinical Oncology {ASCO), the clinical results indicated encouraging
anti-cancer activity of Tarceva® (0S1-774), as a single agent, in
patients with refractory NSCLC, ovarian and head and neck
cancers. Specifically, the findings demonstrated objective partial
responses and considerable evidence of long term disease
stabilization in a patient population that is difficult to treat. These
results were obtained against a backdrop of a relatively mild
set of principal side effects: an acneiform rash (seen in 72% of
patients) and diarrhea (seen in approximately 33% of patients).

Over the past year, the OSI/Genentech/Roche alliance initiated
four registration studies with Tarceva™ (OSl-774). Three trials are
designed to assess the use of Tarceva™ (OSI-774) in combination
with chemotherapy for front-line use in lung and pancreatic
cancers. A fourth study is a single agent trial for refractory lung
cancer. In July 2001, the Company announced the first of the
Phase Il Tarceva™ (OSl-774) trials in NSCLC, launched by
Genentech. Roche followed with the initiation of the global
Phase Iil trial in NSCLC in November 2001, while OSI| announced
the commencement of the final two Phase 1l trials in refractory
NSCLC and front-line pancreatic cancer. Both OS| trials are
co-sponsored with the Naticnal Cancer Institute of Canada
Clinical Trials Group.

The alliance also began additional Phase Ib trials designed
to evaluate the safety, tolerance, pharmacokinetics and prelimi-
nary anti-cancer activity of escalating doses of Tarceva™ (0SI-774)
in combination with various chemotherapies in advanced
cancer patients. Together with the National Cancer institute’s
Cancer Therapy Evaluation Program (CTEP), we are collaborating
to conduct clinical trials in multiple tumor types including
metastatic breast, malignancies of the gastrointestinal and
genitourinary tracts, gynecological malignancies and brain tumors.

MBERGERS & ACQUISITIONS

The acquisition of clinical candidates together with clinical
development and regulatory expertise was an important part of
our overall strategy in 2001. Most recently, in December 2001, we
acquired the oncology assets of Gilead Sciences for $170 million

in cash and equity plus up to $30 million in potential milestones
for the most advanced product NX211. As a result of this transac-
tion, we now have three additional oncology candidates in
clinical trials. These include OSl-2n(formerly NX211) and OSl-7904
(formerly GS7904L), which are novel, liposomal formulations of
cytotoxic, anti-cancer agents. OSl-211 is currently in Phase ||
clinical trials for refractory ovarian and small cell lung cancer,
while 0Sl-7904 is in Phase | trials. The third product in this
portfolio is OSI-7836 (formerly G57836), a nucleoside analog
being developed in Phase | testing as a next-generation Gemzar®

As part of this transaction we also acquired Gilead’s Boulder,
Colorado operations, including clinical research and drug devel-
opment capabilities, personnel and facilities. Nicole Onetto, M.D,
the former Senior Vice President of Medical Affairs at Gilead,
joined OSI as Executive Vice President, Oncology. She has brought
with her a seasoned, multidisciplinary oncology and drug
development team with a proven track record.

In addition, in September 2001 we acquired pre-clinical
research operations from British Biotech, including their
state-of-the-art research and pilot manufacturing facilities in
Oxford, UK for $13.9 million. We are currently consolidating our
UK operations into the Oxford site. With this acquisition, as well
as that of Gilead’s oncclogy business, we have expanded our
R&D capabilities from early stage research through pre-clinical i
and clinical development by adding high quality infrastructure
and professionals.

FURTHEDR ACCOMPLISHMENTS

In 2000, two additional products entered Phase | clinical trials

through our recently concluded alliance with Pfizer in cancer

therapy. OSI-754 (formertly CP-609,754) a farnesyl transferase

inhibitor, is being developed by 0S| as a targeted therapy for

bladder cancer subsequent to OSI gaining commercial rights to

this product from Pfizer. The second compound, which inhibits

cancer-related angiogenesis (new blood vessel formation)

by targeting the vascular endothelial growth factor receptor

(VEGFR), is the subject of a Pfizer-sponsored clinical program.
In addition to acquiring new facilities in Oxford, UK and

Boulder, Colorado, we moved our corporate headquarters

to a new facility in Melville, New York. We will consolidate our

US discovery research operations into a new site located on

the grounds of Farmingdale State University of New York (SUNY).
The Farmingdale site is land specifically dedicated to the Broad
Hollow Bioscience Park, a New York State funded project to

P
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establish a bictechnology industry on Long Island through the
clustering of mature and incubator companies. OS} will serve
as the anchor tenant in support of this important initiative.
On the financial front we enter 2002 with strong cash
Teserves, At the end of the calendar year, the Company’s cash

and short term investments totaled approximately $4co million.

Although we expect to significantly increase our R&D invest-
ments in 2002, we do this from a solid financial base and in
the knowledge that these investments are focused on one of
the most complete oncology pipelines in the industry. With the
projected launch of Tarceva™ (OSI-774) and OSl-211 in 2004, we
believe our shareholders can confidently look forward to the
emergence of a strongly profitable organization.

In 2000, we presented our vision for becoming a world-class
oncology franchise. This year that vision is fast becoming reality.
We are now busy writing the next chapter in the history of the

Company, as we prepare to rapidly develop products emerging
from our pipeline and evolve a powerful commercial operation.

The key reason for our success has been, and will remain,
the outstanding employees of OSI. | would like to take the
opportunity to thank the employees, you the shareholders, and
our corporate partners and friends. We believe that your support
will make it possible for us to improve the quality-of-life for
people afflicted with cancer and offer the promise of hope to
those whose lives our products may one day touch.

%A\ﬁ‘
Colin Goddard, Ph.D.

CHAIRMAN OF THE BOARD
AND CHIEF EXECUTIVE OFFICER
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“We've Gorié From Hopeless to Hope;
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| Building on Today — Moving Toward Tomorrow

One in three people in the developed world will be
afflicted with cancer and one in four will die from it.
Although the prospects for a cure in cancer may seem
distant, we at OSI are confident that with our pipeline
of discovery programs and drug candidates, we are
well positionad to move forward in the fight against
this deadly disease.

We believe in a balanced approach to developing new and
improved cancer fighting drugs. First, we must build on today's
treatment options—cytotoxic agents that have served as the
cornerstone of cancer care for decades. We are developing next-
generation cytotoxics that widen the therapeutic window by

0SI’S ONCOLOGY PIPELINE

increasing the anti-cancer benefit of these aggressive drugs
while managing the harmful side effects. Second, we must
continue to explore cur growing understanding of the genetic
basis for cancer with the development of mechanism-based
therapeutic agents, designed to act on gene targets that are
involved in the malignant progression of cancer. We believe
that as we are making the transition to a new paradigm for the
treatment of cancer, many of these novel targeted therapeutics
will be effectively used in combination with conventional
cytotoxic agents in order to maximize the therapeutic benefit
and provide an array of effective treatment options for patients.
OS5l has for many years conducted drug discovery efforts
in targeted therapies. The first advanced drug candidate to
emerge from these efforts is Tarceva” (OSI-774), 2 small molecule |

PROGUCT TRRGET LG TREER PONSE I PHASE II PLESE III PEOTHIRS
TARCEVA™ (0SI-774) | EGFR —] Genentech/Roche
. L I

0sI-211 Liposomal ! 0SI owned
Lurtotecan

0SI-754 FTI ) | 0SI owned

0SI-7834 Gemzor® analog ] 0SI owned

CP-632 VEGFR i ] Pfizer

0SI-7904 Liposomal I - 0SI owned
TS Inhibitor

CP-xxx HERZ-neu T Pfizer

CP-xxx PDGFR I Pfizer
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inhibitor of the epidermal growth factor receptor (EGFR).
Tarceva™ (OSI-774) is currently in Phase Il clinical trials for
non-small cell lung cancer and pancreatic cancer. We believe
the acquisition of Gilead’s oncology assets will complement our
drug discovery engine and accelerate our development and
commercialization capabilities with the addition of a world-class
drug development and oncology group. With this acquisition we
have also augmented our pipeline of gene-targeted small
molecule therapeutics with several promising next-generation
cytotoxic agents currently in clinical development.

Today, OSI has a full array of cancer drug discovery and
development capabilities that effectively differentiates our
Company and will allow us to excel in our goal of becoming

a global leader in oncology.

Tarceva™ (0SI-774)— EGFR Targeted Cancer
Therapy — A Powerful Anti-Cancer Drug

The discovery and development of new drug targets is crucial
for the development of improved therapies for cancer. OS!
pioneered the development of anti-cancer programs that target
the multiple underlying mechanisms of cancer.

The most advanced of these programs targets the EGFR tyro-
sine kinase, a cell surface receptor with an important rale in the
control of cell growth and differentiation. Extensive studies show
that in many human cancers, EGFR is over-expressed or mutated,
leading to aberrant signaling and the development of tumors.

Tarceva” {OSI-774), our small molecule anti-cancer agent,is a
selective and orally active inhibitor of EGFR and is curtently being
tested in clinical trials. We have now completed Phase |1 trials for
Tarceva™ (OSI-774) in non-small cell lung cancer, head and neck
cancer and ovarian cancer. Patients in these trials had advanced
or metastatic cancer and had generally failed standard treatment
Tegimens. Objective evidernce of anti-tumor activity manifested
itself as partial responses and disease stabilization. The principal
side effect seen for Tarceva” {OSI-774) is an acneiform rash that is
observed in approximately 72% of patients.

In January 2001, we entered into an alliance with Genentech
and Roche for the global co-development and commercialization
of Tarceva” (051-774). This global program is designed as a broad-
based approach in implementing several Phase Il trials that we

Tracy Goad Walter —mother, wife, attorney,
Tarcevo™ (0SI-774) trial patient

Since she was diagnased wiih lung cancer tn the

Spring of 1998, Tracy had undergone ¢ numbzr o

diffevent cancer therapies. (n July 2000, Tracy vas

expect will tesult in an effective registration with the Food i
and Drug Administration and other international regulatory

agencies. These trials include combination studies with existing |
chemotherapy regimens for front-line use in pancreatic cancer

and non-small cell lung cancer as well as a single agent trial for j

TARCEVR" (0SI-774) CURRENT PURSE II DATA
(single-agent studies)

NON-SMALL CELL

LUNG CANCER HEAD & NECK | OVARIAN
Patients 57 124 30
Complete Response - 1 - -
Parti aﬁ?gp‘on ses 8 7 S 4
§$L€;D_k\;;se 15 49 —-—-14
OverallResponders | 42% a5% 59%
I\—Aedian Surviva_lzia;s) 2?7— 174 242
One Year Survi\;aim» 48% 24% 45%
Principal Side Effects

MILD/MODERATE SEVERE
Rash & Related Disorders “ IWWGS_.;% ] 6.5% -
Diarrhea T 30.2% | 3.2%V o
ST
/

envolled in a single agent Phase | Tarcevs”™ (05i-774)
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' refractory non-small cell lung cancer. We have initiated several

f Phase Ib combination trials to evaluate the effects of Tarceva®

(OSI-774) used in conjunction with several different chemothera-

PHARMACEUTICALS ,

'

PHASE III TRIALS WITH TARCEVA™ (0SI-774)

INDICATION

Tarceva™ +
carboplatin + paclitaxel  non-small cell lung cancer

Tarceva™ +
gemcitabine + cisplatin

non-small cell lung cancer

Tarceva™ + gemcitabine  pancreatic cancer

refractory non- smaﬂ cell
lung cancer

Tarceva™

These Phase Il trials are large scale registration
oriented trials. They are all randomized, placebo-
controlled studies that seek to demonstrate
improvements in patient survival and quality-of-life.

py drugs. We have alsc begun an exploratory Phase Il trial in
advanced breast cancer using Tarceva” (OSI-774) as a single agent.

05l is also collaborating with the U.S. National Cancer
Institute's Cancer Therapy Evaluation Program to conduct clinical
trials with Tarceva™ (OS!-774) in multiple tumor types, including
epithelial malignancies of the gastrointestinal and genitourinary
tracts, gynecological malignancies and brain tumors.

Deciphering the Language of the Cancer Cell
We now know that cancers are caused by abnormalities in the
expression of certain genes, especially oncogenes (growth requ-
lating genes that are either over-expressed or mutated in cancer
cells). The language of cancer is to be discovered in aberrations
to the cell signaling pathways that control cell proliferation
apoptosis (programmed cell death), angiogenesis (the process
of blood vessel growth), invasion and metastasis. At OSI, our
discovery efforts in targeted therapies are directed toward the
development of drugs that target the genetic abnormalities
present in human cancers and their consequences. Specifically,
our drug discovery programs in targeted therapy include
programs in signal transduction, angiogenesis and apoptosis.

-

SIC

Ras genes are among the most frequently activated oncogenes
in cancer. Different forms of the ras oncogene are referred to as
H-ras, K-ras and N-ras. Ras is a protein that normally transmits
signals (including growth signais) from the cell membrane to
the cell nucleus. In order to mediate this signal, ras proteins
have to be modified by an enzyme called farnesyl transferase.
In many forms of cancer, ras is mutated resulting in the constant
transmission of signals irrespective of the presence of external
stimuli. In fact, mutated forms of ras can be found in 30% to
40% of human cancers.

0Sl-754 (formerly CP-609,754), an orally active inhibitor of
farnesyl transferase, is designed to function as an anti-cancer
agent by interfering with the ability of the ras protein to
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0SI-754 and Bladder Cancer

Bladder cancer is among the most common cancers in the United
States. The American Cancer Sociely estimates that in 2002

there will be approximately 55,000 news cases of bladder cancer
and about 13,000 deaths from this diszase. With many biadder
cancers exhibiting mutated forms of the H-vas oncogene, we
recognize the opportunity te develop OSI-754 fo address a
specific and lavgely unmet medical need.

mediate signaling. We recently received full commercial rights
1o 0SI-754, which was discovered in collaboration with Pfizer

as part of our long standing alliance in cancer drug discovery.
Pre-clinical studies show that inhibitors of farnesy! transferase
are more effective at blocking the membrane recruitment of the
H- and N- forms of the ras gene rather than the more common

K-ras gene. We will therefore enter OSl-754 into a Phase Il clinical
trial for bladder cancer where mutant and over-expressed forms
of the H-ras oncogene are known to be present.
ANGICEINGSEIS
Angiogenesis, the process of blood vessel growth, has been
shown to play an important role in the development and spread
of cancer. Solid tumors induce angiogenesis because a blood
vessel supply is necessary to provide nutrients to sustain tumor
growth. In many cancers, the induction of angiogenesis is
mediated by the production of a growth factor called vascular
endothelial growth factor (VEGF). This growth factor binds to
the VEGF receptor (VEGFR), a key tyrosine kinase involved in
regulating blood vessel growth,

A third drug candidate to enter clinical trials as a result
of our successful cancer drug discovery alliance with Pfizer

“WITH TARCEVA", WE BELIEVE, WE HAVE BEEN ABLE
TO DEMONSTRATE ANTI-CANCER ACTIVITY I[N THE FORM

OF OBJECTIVE PARTIAL RESPONSES AND DISEASE STABILIZATION

IN PATIENTS WITH ADVANCED, REFRACTORY, NON-SMALL CELL

LUNG CANCER. THE DURATION OF SURVIVAL IN THESE

PATIENTS IS OF PARTICULAR INTEREST.”

—Roman-Perez Solar, M.D.
CHAIRMAN, DEPARTMENT OF ONCOLOGY,
MONTEFIORE MEDICAL CENTER/ALBERT EINSTEIN
COLLEGE OF MEDICINE, BRONX, NY
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works by inhibiting the VEGFR. The compound is an orally active,
potent and selective inhibitor of VEGFR and is currently in

Phase | clinical trials, conducted by Pfizer.

We have additional drug discovery programs focused specifically
on oncogenes and apoptosis, or programmed cell death. Normal
cells undergo tightly controiled, or programmed death, which is
often pathologically prevented in cancer cells, We are currently
studying the mechanisms that underlie the ability of certain
cells to avoid apoptosis and contribute to tumor growth by

promoting cell survival.

Expanding Therapeutic Boundaries

Cancer therapy is undergoing a transition from the pre-genomic
era of traditional cytotoxic drugs to a new era focusing on gene
targeted therapies and combination approaches.

As these new targeted drugs emerge in clinical testing, they
are frequently used in combination with cytotoxic chemotherapy
drugs in an attempt to maximize the anti-cancer benefit. There
is now a large body of experimental evidence showing that this
type of combination therapy may be a promising therapeutic
approach. We believe that a successful oncology franchise
should develop both next-generation or improved cytotoxic
drugs in addition to the new targeted therapies in order to
provide an array of treatment options for the cancer patient.

Thus, while our drug discovery research efforts have focused
primarily on targeted therapies, our acquisition of oncology
assets from Gilead has further complemented our portfolio
with several promising, next-generation cytotoxic agents. These
include two compounds incorporating novel liposomal formula-
tions—OS!-211 (formerly NX211), a topoisomerase | inhibitor, and
0Sl-7904 (formerly GS7904L), a thymidylate synthase inhibitor.
Non-liposomal formulations of these products are currently

t

marketed for cancer indications. Additionally, OSI-7836 {formerly
(GS7836) is being developed as a next-generation Gemzar®
(gemcitabine) for multiple solid tumors.

0Sl-211is a proprietary liposomal formulation of the anti-cancer
agent, lurtotecan, a topoisomerase | inhibitor. This novel formu-
lation is designed to enhance efficacy and improve the drug’s
therapeutic effect. Topoisomerase 1 is an enzyme critical to
cellular replication. Specifically, topoisomerase | enables double-
stranded DNA to unwind prior to replication. Failure of DNA to
unwind appropriately during the cell cycle sends a cell into
apoptosis, preventing further cell replication. Hycamptin® and
Camptosar® are examples of currently marketed topoisomerase |
inhibitors. Phase | studies of OSI-211 revealed some promising

indications of anti-tumor activity in ovarian and other cancers.

0.S. CANCER STRATISTICS

(new cases per year, in thousands)
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Phase !l clinical trials are in progress for patients with ovarian
and small cell lung cancers.

0SI-7904 is a member of the class of drugs known as thymidylate
synthase inhibitors, a well established group of agents with a
validated mechanism of action, often used in metastatic colorectal
and breast cancers. 5-Fluorouracil and Xeloda® are examples

of marketed drugs in this class. This liposomal formulation is
designed to improve the therapeutic window and enhance activity
by maintaining active levels of drug in the tumor for extended
periods of time. This product is currently in Phase | trials.

(SIS MURIOE S
0S1-7836 is a member of the nucleoside class of cytotoxic drugs
of which the most prominent is Gemzare® which has been

approved for use in front-line combinations for non-smalt !
cell lung cancer and for use in pancreatic cancer. OSI's next-
generation product has been shown to be more active than !
Gemzare in pre-clinical xenograft models of anti-tumor activity |
and is currently in Phase | trials. !

Core Drug Discovery Research

e also intend to continue fo discover and deveioy smail molecule drugs
that address other major maritets outside of cancer. in these efforts we
expect to focus primarily in the areas of diabetes and obesity, taiting
advarntage of our extensive research expertise in this field. Our historical
parinerships have resulted in a pipeline of drugs being develsped by Tanabz
{diabetes), Aventis {cholestero] lowsering and asthma)j, Pfizer {cosmeceuticals)
and Sofvay (congestive heart failure) that could yizld royalty income (o

Os! if they are successful in reaching and gaining markeiing cpproval,

“THESE NEXT-GENERATION CYTOTOXIC AGENTS HAVE THE
POTENTIAL TO DEMONSTRATE ACTIVITY AGAINST A WIDE

VARIETY OF SOLID TUMORS. MORE [MPORTANTLY, THEY OFFER

THE OPPORTUNITY TO MAXIMIZE THE THERAPEUTIC BENEFIT OF

NOVEL TARGETED THERAPEUTICS WHEN USED IN COMBINATION.”

—Franco M. Muggia, M.D.
ANNE MURNICK AND DAVID H. COGAN PROFESSOR OF ONCOLOGY
AT THE NEW YORK UNIVERSITY SCHOOL OF MEDICINE
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Building on a Strong Foundation
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With the acquisition of the oncology group from Gilead
and the assets acquired from British Biotech, OSI has

grown into an organization of over 500 people with

facilities in New York, Colorado and the United Kingdom.

Today, OSl is an independent, fully integrated R&D
organization, with an emerging world-class oncology
franchise. We now have a comprehensive array of proven
talent and infrastructure that gives us the ability to

move from concept to product registration, all in-house.

In addition to the three clinical stage drug candidates that we
received with the Gilead transaction, we also inherited a world-

class development capabilities group. Led by Dr. Nicole Onetto,

this team is well respected throughout the oncology community
as an outstanding development team. The Boulder team is
seasoned at every end of the continuum, with capabilities in
toxicology, cell biology, cancer pharmacology, pharmacokinetics
and regulatory affairs. The addition of these development
capabilities complements the strong discovery research base
that OS! has built through the years.

The British Biotech acquisition equipped OSI with an
additional first rate research facility, which will become the
home for our UK research efforts in 2002. Furthermore, with
this acquisition, we have gained additional key discovery
resources in medicinal and analytical chemistry, and in
drug metabolism and pharmacokinetics. We have also
added a pilot manufacturing plant that has the capacity

“OSI 1S NOW A MAJOR PLAYER IN ONCOLOGY, EQUIPPED WITH

/" WORLD-CLASS DEVELOPMENT CAPABILITIES AND A SOLID CLINICAL

PIPELINE UNPARALLELED IN OTHER COMPANIES OF THIS SIZE.

WITH THE ACQUISITION OF GILEAD’'S ONCOLOGY PROGRAM,

OS5l HAS ACQUIRED ONE OF THE MOST RESPECTED INTERNATIONAL

ONCOLOGY DRUG DEVELOPMENT GROUPS [N THE INDUSTRY.”

—Eric Rowinsky, M.D.
INSTITUTE FOR DRUG DEVELOPMENT
DIRECTOR OF CLINICAL RESEARCH
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to scale up the production of small molecules for pre-clinical
toxicology testing and early clinical trials. This will be

key in further enabling OSI to move more rapidly into
clinical development.

OSl's approach is focused on the discovery and development
of small molecule pharmaceutical products which, typically,
would be taken orally as a pill, capsule or suspension. Our drug
discovery platform constitutes an integrated set of technologies
and capabilities covering every major aspect of pre-clinical and
clinical development.

Today our core discovery technologies and

capabilities include:

« gene transcription, signal transduction, protein kinases and
other assay systems

+ automated high-throughput screening

- alibrary of over 350,000 proprietary small molecule
compounds and over 125,000 natural product extracts

- medicinal and automated combinatorial chemistry

- In vivo pharmacology, pharmacokinetics and pharmaceutical
development capabilities

+ a top quality clinical research and safety team, and a clinical
project management and regulatory affairs unit

Looking Forward
OSl1s pursuing a vision of the future of cancer treatment—
one in which patients have safer and more effective treatment
options—aone in which cancer is successfully managed as a
chronic disease rather than a life-threatening illness—one in
which there is hope for the development of preventive agents.
To that end, we intend to continue to build a successful
biopharmaceutical company that will be a global leader in the
fight against cancer and other deadly diseases. We are able to

HODEL OF OPERATING CASH FLOW PROJECTIOR

(Jan. 2002, in millions)
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Model assumes current business operations,
Tarceva™ (OSI-774) and OSI-211 approvals in 2004
and an average of analyst projections of EGFR
market in 2006.

pursue this vision from a solid financial base. We move forward
with approximately $4o00 million in cash reserves as we enter
2002 and the belief that a successful approval and launch of
Tarceva” (OSI-774) and OSl-211 in 2004 will result in a strongly

plished in 2001 and enter 2002 with optimism and confidence.

profitable organization . We are proud of all that we have accom- |

OSl has a full array of cancer drug discovery

and development capabilities that

will allow us to excel in the new paradigm

of cancer treatment.
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ITEM 1. BUSINESS

We are a leading biopharmaceutical company primarily focused on the discovery, development and
commercialization of innovative products for the treatment of cancer. We have built a pipeline of discovery
programs and drug candidates addressing major, unmet needs in cancer and selected opportunities arising
from our extensive drug discovery research programs that represent significant commercial opportunities
outside of cancer. We have three candidates in clinical trials and seven projects with candidates in late stage
pre-clinical development. On November 26, 2001, we announced the execution of an agreement to acquire the
oncology assets of Gilead Sciences, Inc., the closing of which is subject to the satisfaction of antitrust
clearance and other customary closing conditions. Upon the closing of this transaction, we will have three
additional oncology candidates in clinical trials. Additionally, we will have acquired a first class, oncology
clinical development team as well as strong pharmacology and toxicology groups, which will fully complement
our existing discovery and pre-clinical development capabilities.

Our most advanced drug candidate, Tarceva™ (formerly OSI-774), is a small molecule inhibitor of the
epidermal growth factor receptor, or EGFR. The protein product of the EGFR gene is a receptor tyrosine
kinase, or RTK, that is overexpressed in many major solid tumor cancers. We believe EGFR inhibitors
represent an exciting new class of relatively safe and well tolerated anti-cancer agents that may have utility in
treating a wide range of tumor types. Tarceva™ is an oral once-a-day small molecule drug designed to
specifically block the activity of the EGFR protein. Tarceva™ was originally being developed as part of a long-
term partnership in cancer drug discovery with Pfizer Inc. In June 2000, all rights to Tarceva™ were returned
to us as a result of an anti-trust finding by the U.S. Federal Trade Commission during its investigation of
Pfizer’s merger with Warner-Lambert Company. Tarceva™ has demonstrated encouraging indications of anti-
cancer activity in single agent, open label Phase II trials in non-small cell lung cancer, head and neck cancer
and ovarian cancer. Currently, Tarceva™ is being developed in an alliance with Genentech, Inc. and Roche, If
the drug is successful in obtaining regulatory approval, Genentech will market it in the United States, and
Roche will market it in the rest of the world. Tarceva™ is currently in Phase 1II clinical trials for non-small
cell lung cancer and pancreatic cancer.

Qur Strategy

v Our objective is to be the leading biopharmaceutical company focused on discovering, developing and
commercializing innovative products for the treatment of cancer. We also intend to maintain our research
interests in other selected disease areas, particularly diabetes, which address major markets with unmet
clinical needs. The two key elements of our strategy are:

Building a world-class oncology franchise. We intend to discover, develop and commercialize oncology
products providing high quality, life saving therapeutics to cancer patients worldwide. We have established,
and will continue to build, the skills to discover, develop, register, market and sell oncology products generated
from our in-house and collaborative research and through in-licensing and acquisition efforts. The creation of
a successful oncology business unit will provide for revenue growth and profitability which we will use to
support subsequent investment in other clinical areas. We believe that Tarceva™ has established a corporate
presence for us in oncology. This presence, together with our strong core of discovery research, and the world
class oncology clinical operations group we will acquire from Gilead, has us well positioned to pursue this
objective. With the execution in November 2001 of the agreement with Gilead to purchase its oncology assets,
we will acquire Gilead’s entire pipeline of clinical candidates in oncology and certain related intellectual
property, as well as Gilead’s Boulder, Colorado operations, including clinical research and drug development
personnel, infrastructure, and facilities. This transaction will accelerate our development and commercializa-
tion capabilities with the addition of an outstanding and complementary drug development and oncology
group, and will augment our pipeline of gene-targeted small molecule therapeutics with several promising
next-generation cytotoxics agents currently in clinical development. Under the terms of the transaction, we
will receive exclusive worldwide development and commercialization rights to Gilead’s three clinical
development candidates in oncology. With a full array of cancer drug discovery and development capabilities,
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we expect to be positioned to rapidly develop products emerging from our own pipeline, compete for premier
in-licensing opportunities and evolve an effective commercial operation.

Building a leading drug discovery franchise. We intend to continue to discover and develop small-
molecule drugs that address other major markets. This initiative will continue to harness the potential value
inherent in our research operations. We expect to focus primarily in the areas of diabetes as well as other
selected opportunities which may arise from our extensive research and development programs. This effort will
continue to lay the foundation for a second business unit in diabetes and will allow us to opportunistically
innovate in-licensed technology, explore secondary indications for cancer and diabetes compounds, and
develop and commercialize drug candidates through creative revenue sharing opportunities with marketing
leaders. Such partnerships and the evolution of our existing leveraged, partnered discovery programs should
provide for the creation of a broad pipeline of partnered development candidates.

Qur Research and Development Programs

Research and Development Pipeline

The following table summarizes the status of our more advanced product candidates as of November 30,
2001 and identifies any related collaborator.

Disease Area/Product Drug Type Status(a) Collaborator
Cancer
Tarceva™ Epidermal growth factor receptor Phase I1I Genentech/Roche
inhibitor
NX211 Liposomal lurtotecan Phase II OSI-Cwned(b)
GS7836 Gemzar® analog Phase [ OSI-Owned(b)
CP-609,754 Farnesyl transferase inhibitor Phase [ OSI-Owned
CP-547,632 Vascular endothelial growth factor Phase 1 Pfizer
receptor
GS7904L Liposomal thymidylate Phase 1 OSI-Owned(b)
CP-XXX HER2-neu IND Track Pfizer
CP-XXX PDGTFr IND Track Pfizer
Respiratory/Asthma
OSI-760 Adenosine A, receptor inhibitor IND Track OSI-Owned
AVEQ309 Interleukin-4 gene expression inhibitor IND Track Aventis
Cholesterol Lowering
HMR 1171/ Low density lipoprotein receptor gene IND Track Aventis
AVE 9103A expression stimulator
Congestive Heart Failure
OSIC-0961370 Adenosine A, receptor inhibitor IND Track Solvay
AVE9488 EcNOS gene expression inhibitor IND Track Aventis

(a) Denotes safety and efficacy tests as follows:

“IND Track” — Final stages of pre-clinical development which focus on meeting formal Food and Drug
Administration requirements for an investigational new drug application. This phase typically takes nine
months to one year to complete.

“Phase I” — Evaluation of safety in humans.
“Phase [1” — Evaluation of safety, dosing and tolerance in humans.
“Phase II1” — Evaluation of safety and efficacy in humans.

(b) Upon the closing of the acquisition agreement signed with Gilead Sciences, Inc. on November 26, 2001
which is subject to the satisfaction of antitrust clearance and other customary closing conditions.
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Cancer

Background

Cancer remains a major unmet healthcare concern with over 1.2 million Americans diagnosed with solid
tumors every year. Traditionally, development of anti-cancer drugs has resulted in products which generally
kill all rapidly dividing cells. These products, called cytotoxic drugs, usually interfere directly and non-
selectively with normal processes in the cell associated with DNA replication and cell division. Since these cell
division processes occur routinely in healthy tissues, the cytotoxic drugs are severely limited in their utility by
their serious side-effects, including disruption of the blood, immune and gastrointestinal systems. These side-
effects limit the anti-tumor value of these cytotoxic drugs because they can be used only in sub-optimal dosing
regimens.

Two general approaches have been taken in an attempt to improve the available drug treatment options
for cancer patients. The first approach involves the development of next-generation cytotoxic agents, which
present improvements in activity over existing drugs or technological innovations, such as liposomal
formulations, that are designed to improve targeting of the cytotoxic agent to the tumor, thus reducing the
incidence of harmful side-effects. The second approach involves the exploitation of our rapidly growing
understanding of the genetic basis for cancer in order to develop drugs that directly target the genetic
abnormalities present in human cancers or treat their consequences. As these new “targeted” drugs emerge in
clinical testing, they are frequently used in combination with cytotoxic chemotherapy drugs in an attempt to
maximize the anti-cancer benefit by using so-called drug cocktails. It is our belief that any successful oncology
franchise should be developing both next-generation or improved cytotoxic drugs and targeted therapies in
order to provide an array of effective treatment options for the cancer patient. Thus, while our drug discovery
research efforts are focused on next-generation targeted therapies, our anticipated acquisition of oncology
assets from Gilead has complemented our research efforts with a portfolio of novel cytotoxic agents. These
assets include NX211 and GS7904L, which are liposomal formulations of novel agents belonging to two
classes of drug (termed Topoisomerase I inhibitors and Thymidylate synthase inhibitors) for which products
are currently marketed. Our belief is that these liposomal formulations might allow us to achieve improved
activity profiles over the existing marketed products. The third member of the Gilead portfolio is GS7836,
which in pre-clinical testing has demonstrated superior activity over another marketed product, Gemzar®,
which is sold by Eli Lilly and Co. for the treatment of pancreatic and non-small cell lung cancer.

Our drug discovery efforts in targeted therapies were for many years conducted in partnership with Pfizer.
We are currently developing two drug candidates in clinical trials that were jointly discovered as part of this
alliance: Tarceva™, an inhibitor of the EGFR gene, and CP-609,754, a farnesyl transferase inhibitor, which
targets the H-ras gene. Pfizer is continuing to develop three other targeted therapies from this alliance, which
concluded in April 2001. These drugs represent the vanguard of a substantial research effort directed toward
the discovery and development of these next generation targeted drugs.

These novel, targeted anti-cancer drugs include approaches that specifically target cancer-causing genes,
or oncogenes, and processes required for tumor growth such as angiogenesis. Oncogenes are typically growth
regulating genes that are either over-expressed or mutated in cancer cells in such a manner that they confer a
significant growth advantage on cancer cells in the body and contribute to the uncontrolled growth associated
with cancer. One of the most important of these oncogenes is EGFR. Epidermal growth factor is one of
several natural proteins that promote normal cell proliferation in a tightly regulated manner by binding to its
receptor, EGFR, and sending growth signals, via the receptor’s tyrosine kinase enzyme activity, to the nucleus
of the cell controlling growth. In many human cancers, EGFR is either over-expressed or mutated, leading to
abnormal signaling and the development of a cancerous mass.

EGFR kinase is over-expressed in a wide range of human tumors. More than 700,000 patients diagnosed
with cancer each year in the United States have tumors that over-express EGFR. Thus, there is both an
urgent medical need and a substantial potential market for effective anti-EGFR agents. Progress in the field
has established EGFR as a validated target for cancer intervention and small molecule tyrosine kinase
inhibitors as promising drug candidates in this area. Antibody products are also under development which
target the EGF binding region of the receptor and have demonstrated improved anti-cancer activity when used
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in conjunction with existing treatment and chemotherapy regimens. We believe these agents are unlikely to
effectively inhibit mutated forms of EGFR. They also require delivery via intravenous infusion and are
expensive to produce. In contrast to these agents, small molecule inhibitors of the tyrosine kinase activity, such
as Tarceva™, should be effective against either mutant or over-expressed forms of EGFR, are active as once-
a-day oral therapies and are relatively easy and inexpensive to manufacture. In addition, Tarceva™ has
demonstrated anti-tumor activity when used clinically as a single agent.

Tarceva™

From 1986-2001, the focus of our cancer collaboration with Pfizer was the discovery and development of
novel classes of orally active, gene-targeted, small molecule anti-cancer drugs based on oncogenes and tumor
suppressor genes and the fundamental mechanisms underlying tumor growth. Today these approaches remain
at the core of our in-house discovery efforts. The most prominent and advanced of these programs targets
EGFR. Tarceva™, our small molecule anti-cancer agent, is a potent, selective and orally active inhibitor of
EGFR. Tarceva™ has demonstrated anti-cancer activity in open-label Phase II trials and has now entered into
Phase III trials for non-small cell lung and pancreatic cancer. We gained full development and marketing
rights to Tarceva™ in June 2000 when the FTC ordered Pfizer to divest it to us as a result of an anti-trust
finding upon the FTC’s review of Pfizer’s merger with Warner-Lambert. In January 2001, we entered into an
alliance with Genentech and Roche for the global co-development and commercialization of Tarceva™.

Clinical Data. Phase 1 and Phase II trials on Tarceva™ have demonstrated the drug to possess activity
as a single agent and to be safe and well-tolerated with manageable side-effects. The trials revealed a
reversible rash and occasional diarrhea as the principal side-effects. The dose limiting side-effect in the
Phase I trials was diarrhea at 200 mg per day. On a 150 mg oral daily dosing regimen, however, this side-effect
is generally mild and is treated effectively (when necessary) with Loperamide (over the counter Imodium®).
Clinical investigators have generally considered the rash, which is common to all anti-EGFR drugs in
development, to be the most common adverse event in the context of anti-cancer therapy. Some success in
treating rash has been observed with minocycline as well as with a variety of other agents. A subset of patients
in both Phase I and Phase II trials have received daily doses of Tarceva™ for extended periods (from six
months to over one year) and over 300 patients have now received the drug with well-managed side-effect
profiles.

We have now completed Phase II trials for Tarceva™ in non-small cell lung cancer, head and neck
cancer and ovarian cancer. Patients in these trials had advanced or metastatic cancer and had generally failed
standard treatment regimens. We believe these trials are encouraging because they demonstrate objective
clinical responses to Tarceva™ as a single agent. The primary endpoint in these trials is response rate, with
stable disease, time to progression and quality-of-life being monitored as secondary endpoints. Of these
Phase I trials, rash and rash related disorders were seen in 155 patients, or 72.1% of the patients. Mild to
moderate rash was seen in 141 of these patients and 14 patients showed severe rash. Diarrhea was experienced
by 72, or 33.5%, of the patients. Sixty-five of these side effects were mild to moderate and 7 patients had
severe diarrhea. Headache was experienced by 18, or 8.5% of the patients, of which 17 were mild to moderate.
The activity data from these trials is summarized below.

Non-small cell lung cancer. The trial consisted of 57 non-small cell lung cancer patients having tumors
that were confirmed to be EGFR positive and had failed standard platinum-based chemotherapy. Patients
received a daily dose of 150 mg of Tarceva™,. The results from this trial showed that 42% of the patients had a
response, 15 of these patients demonstrated stable disease for greater than 3 months, eight patients had a
partial response, and one patient had a complete response. The median survival in this trial was 257 days with
48% of the patients surviving one year or longer.

Head and neck cancer. This trial had 124 patients in advanced head and neck cancer receiving 150 mg
per day. The results showed 45% of the patients in the study had either a partial response or stable disease for
greater than 3 months. Seven patients had objective partial response while 49 patients demonstrated stable
disease. The median survival in this study was 174 days and the one year survival rate was 24% of the patients.
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Ovarian Cancer. The third trial in advanced ovarian cancer reported a response rate of 59% of the
30 evaluable patients. Four patients had a partial response and 14 patients demonstrated stable disease. The
median survival of these patients was 242 days with 45% of the patients surviving one year or longer.

Objective responses were also observed in earlier Phase [ trials in patients with colorectal and renal cell
cancer. .

Development.  Since the inception of our alliance with Genentech and Roche in January 2001, we have
begun implementation of a global development strategy for Tarceva™ with our partners. This plan was
designed to be a broad-based approach in implementing several Phase III trials to result in an effective
registration with the Food and Drug Administration. These trials include combination trials with existing
chemotherapy regimens for front-line use in pancreatic and non-small cell lung cancer as well as a single agent
trial for refractory non-small cell lung cancer patients. We will also be conducting several safety trials to
review the effect of Tarceva™ in combination with other chemotherapy drugs. Under the alliance, the
following Phase 1II trials have begun:

> A Phase III front-line non-small cell lung cancer trial in combination with carboplatin (Paraplatin®)
and paclitaxel (Taxol®). This is the standard of care in the U.S.

o A Phase III front-line non-small cell lung cancer trial in combination with gemcitabine (Gemzar®)
and cisplatin (Platinol®). This is the standard of care in Europe.

e A Phase III front-line pancreatic trial in combination with gemcitabine (Gemzar®).

> A Phase III trial in refractory non-small cell lung cancer. In this trial, Tarceva™ will be applied as a
single agent.

These Phase III trials will be large scale registration oriented trials. Additionally, we have begun a
Phase II trial in advanced breast cancer using Tarceva™ as a single agent. We have also begun a number of
Phase Ib combination trials to study the effects of Tarceva™ used in conjunction with several different
chemotherapy drugs.

During fiscal 2001, we agreed to collaborate with the U.S. National Cancer Institute’s Cancer Therapy
Evaluation Program to conduct over twenty clinical trials with Tarceva™ in multiple tumor types, including
epithelial malignancies of the gastrointestinal and genitourinary tracts, gynecological malignancies and brain
tumors. The trials will be funded and managed by NCI, and we will provide Tarceva™ for the trials. These
investigations generate useful pre-clinical data, in addition to maintaining awareness of Tarceva™ in the
oncology community.

Other Cancer Programs

In addition to Tarceva™, upon the closing of our acquisition of the Gilead assets, we will add NX211,
GS7836 and GS7904L to our oncology clinical pipeline, which currently includes the targeted therapies,
CP-609,754 (a farnesyl transferase inhibitor) and CP-547,632 (a VEGFR inhibitor), both of which entered
Phase 1 clinical trials from our alliance with Pfizer in cancer discovery. NX211 (liposomal lurtotecan), a
proprietary liposomal formulation of the active topoisomerase 1 inhibitor lurtotecan, is currently in Phase 11
clinical trials for the potential treatment of a variety of solid tumors, including ovarian and small cell lung
cancer. GS7836, a novel nucleoside analogue, is in Phase I clinical trials and has demonstrated activity in a
variety of refractory solid tumor xenograft models. GS7904L, a liposomal thymidylate synthase inhibitor, is
also in Phase I clinical trials, having demonstrated promising activity in preclinical testing for the potential
treatment of various solid tumors.

NX211. NZX211 is lurtotecan, a drug that was licensed from GLAXQO SmithKline and is a member of
the camptothecin class of cytotoxics that act as topoisomerase-1 inhibitors. Gilead formulated lurtotecan in a
liposome to improve its therapeutic index. This class of drugs have established activity in cancers. Two that
are currently marketed are irinotecan (Camptosar® by Pharmacia & UpJohn, Inc. in the United States and by
Aventis in Europe) which is indicated primarily for colorectal cancer, and topotecan (Hycamtin® by
GLAXO) which is used to treat relapsed ovarian cancer and relapsed small cell lung cancer. Lurtotecan had
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been active in Phase II clinical trials. The liposome formulation was designed to enhance efficacy and improve
the drugs’ therapeutic index. NX211 is currently in Phase II trials for relapsed ovarian cancer and relapsed
small cell lung cancer. The trials are designed to determine possible differentiating features in efficacy, safety,
convenience, and other areas. The patient enrollment for these trials has been completed.

CP-609,754 (Farnesyl Transferase Inhibitor). CP-609,754 is an orally active inhibitor of an enzyme
called farnesyl transferase. We recently announced the return to us of full commercial rights to CP-609,754,
which was undergoing Phase [ clinical trials with Pfizer. CP-609,754 was discovered in collaboration with
Pfizer as part of our long standing alliance in cancer drug discovery and was being developed by Pfizer as a
targeted therapy for use in major solid tumor indications including colon and lung cancer. The K-ras oncogene
and other farnesylated signal transduction proteins are considered the gene targets for anti-cancer activity in
these tumors. Competitor products, however, have not demonstrated significant anti-tumor activity in these
major tumor populations. Farnesyl transferase inhibitors, or FTIs, are designed to function as anti-cancer
agents by preventing key signaling proteins, like those in the ras family, from associating with the cell
membrane in cancer cells. Pre-clinical studies have shown that the FTIs are relatively ineffective at blocking
the cell membrane association of K-ras in human tumors, but are more effective at blocking the membrane
association of H- and N- forms of the ras gene. We plan to develop CP-609,754 for tumors such as bladder
cancer where mutant and over-expressed forms of the H-ras oncogene are present. There are 55,000 inci-
dences of biladder cancer diagnosed each year in the United States. Though a niche market for many major
pharmaceutical companies, we recognize the opportunity to develop CP-609,754 to address this significant
unmet medical need.

GS7836 was originally licensed from the Southern Research Institute and is a member of the nucleoside
class of cytotoxic drugs of which gemcitabine (Gemzar® marketed by Eli-Lilly) is the market leader. GS7836
is being developed as an improved gemcitabine. We currently propose to target indications in relapsed non-
small cell lung cancer and then first line non-small cell lung cancer, while screening for activity in other solid
tumor indications.

GS7904L is a member of the Thymidylate Synthase Inhibitor, or TSI, class of cytotoxic chemotherapies.
This drug candidate was also licensed from GLAXQO and formulated in liposomes by Gilead to improve its
therapeutic ratio. The leading TSI used today is 5-Fluoro-uracil, or 5-FU, a generically available TSI which
has broad high unit volume use in many tumor types. A recent marketed entrant from this class is
capecitabine (Xeloda® by Roche), which is indicated in fourth line treatment of metastatic breast cancer, but
has so far generated limited sales. Strategically there is a need for better therapies than 5-FU or Xeloda® in
relapsed colorectal cancer and metastatic breast cancer. The liposomal formulation of GS7904L allows for
maintenance of long term blood levels, which should enable the clinical development goal of long term
threshold coverage in the use of this drug.

Discovery Programs in Targeted Therapy

We have multiple drug discovery programs in targeted therapies for cancer, some of which have
compounds in advanced pre-clinical development, which are focused on developing drugs which are orally
available, potent inhibitors of key protein tyrosine kinase receptors involved in signal transduction, apoptosis
(cell death) or angiogenesis. Angiogenesis is the process of blood vessel growth and is induced by solid tumors
which require nutrients that enable growth. We believe that the ability to safely and effectively inhibit this
process represents one of the most exciting opportunities in cancer drug development, Under our alliance with
Pfizer we discovered two compounds in this area. CP-547,632 targets the vascular endothelial growth factor
receptor and is in Phase I trials. A second Pfizer drug targets the platelet derived growth factor receptor,
PDGFR, and is in advanced pre-clinical development. An additional candidate from the Pfizer program is a
small molecule inhibitor of the HER2-neu tyrosine kinase and is in advanced pre-clinical development.

Diabetes

Diabetes is a chronic, progressively debilitating disease affecting more than 143 million people worldwide.
According to the American Diabetes Association, diabetes is the sixth leading cause of death by disease in the
United States and is estimated to afflict 16 million Americans with approximately 800,000 new cases
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diagnosed annually. Approximately 90-95% of the people affected have Type II diabetes which usually
develops in adults over age 40 and is most common among adults over age 55. The prevalence of diabetes is
likely to continue to grow as this age group continues to increase in number.

Effective October 1, 1999, we entered into a fully-funded collaboration, including milestone and success
payments and royalties, with Tanabe Seiyaku Co., Ltd. to discover and develop small molecule drugs for the
treatment of Type II diabetes. We received an upfront fee upon initiation of this program. This collaboration is
built upon our comprehensive drug discovery alliance with Vanderbilt University Diabetes Center, with which
we have collaborated since: April 1998. The OSI/Tanabe collaboration focuses on drugs designed to normalize
elevated plasma glucose levels seen in Type II diabetes. The program is focused on selected targets in
diabetes, which allows us to pursue other targets in diabetes not otherwise covered by the collaboration. As a
result, we have established discovery efforts of our own on certain targets in this area, to which we will be
adding additional resources.

Respiratory Diseases

Currently, there are more than 17 million asthma sufferers in the United States alone, approximately 25%
of whom are children. As part of the assets purchased from Cadus Pharmaceutical Corporation in July 1999,
we acquired a program under which we are developing several sub-type specific inhibitors of the adenosine
receptor family. OSI-760 is an adenosine Al receptor inhibitor in advanced pre-clinical development to treat
the acute phase of an asthma attack. We also have several lead candidates targeting the adenosine A2B
receptors that we are testing with a goal to treat the longer term damage associated with chronic asthma. In
addition, as part of a recently concluded alliance with Aventis in gene transcription drug discovery, we have
discovered a compound that inhibits expression of the Interleukin-4, or IL-4, gene. The IL-4 gene mediates
and sustains allergic asthmatic inflammatory resources. We expect that Aventis will begin Phase I clinical
trials of this drug candidate shortly.

Cholesterol Lowering

Another project from the Aventis alliance targeted cholesterol lowering. The cholesterol lowering market
is dominated by a class of drugs commonly referred to as the statins, including Lipitor® and Zocor®, which
target a key enzyme involved in the body’s metabolism of fats and cholesterol and have total worldwide sales
of over $14 billion per year. Three to five percent of patients on these drugs have an elevation of certain liver
enzymes which indicates some low level of liver damage as a side-effect. Qur program with Aventis was
designed to target a new class of compounds that would avoid these complications. Two compounds
discovered in the program, HMR 1171 and AVE 9103, are in advanced pre-clinical development. These
compounds enhance the expression of the low density lipoprotein receptor, or LDLr, the principal mechanism
by which liver cells bind LDL-cholesterol, commonly referred to as bad cholesterol, for clearance by the body.
In pre-clinical primate models, these candidates are effective in lowering LDL-cholesterol. The candidates are
currently at the IND-track stage of development with Aventis.

Cosmeceuticals

Every year consumers worldwide spend billions of dollars on cosmetic products and services that promise
to provide a youthful, healthy or culturally desirable appearance. We believe that most of these products are
not optimally effective and may have undesirable side-effects. In 1996, we entered into a joint venture with
Pfizer and New York University to form Anaderm Research Corporation, a company dedicated to the
application of modern tools for the discovery and development of safe, effective, pharmacologically active
agents for certain cosmetic and quality-of-life indications, such as skin pigmentation, hair loss and skin
wrinkling. We currently provide discovery, biology, medicinal chemistry and pharmaceutical development
resources to Anaderm.




Expansion of Our Product Pipeline

We intend to aggressively add to and progress our pipeline of drug candidates through clinical trials. With
the expected acquisition of the Gilead oncology assets, as well as assets acquired from British Biotech plc in
September 2001, we will have the skill sets necessary for the entire process of drug discovery and development
from the inception of the drug discovery process through to registration. These acquisitions have built on a
strong base of research and lead discovery and provide complimentary medicinal and process chemistry skills

and a world-class oncology and development team. We now possess all of the skill sets needed to take a
candidate from early lead discovery through to final registration. We will fully utilize these resources to build
our product pipeline through (i) licensing and acquisition and (ii) de-novo drug discovery.

Licensing and Acquisitions

QOur discovery efforts have been focused on a small molecule, targeted therapy approach that has
produced a portfolio of earlier stage programs that will provide for future product candidates. Many of our
later stage development programs have arisen as a result of our historical base of collaborations with
pharmaceutical companies and are being developed by these companies. These drug candidates are in various
stages of pre-clinical or early clinical development. If these programs are successful, we will receive royalties
on sales of these products.

In addition to these programs and our existing proprietary efforts, we have set ourselves a goal of further
expanding our pipeline beyond Tarceva™ by employing a strategy to identify and acquire clinical development
candidates. The acquisition of the oncology assets of Gilead is a successful example of this effort. This
acquisition will not only provide us with world class oncology development capabilities, but will also provide us
with three clinical stage drug candidates in our primary oncology area of focus. In order to continue this effort,
we have retained a network of financial, licensing and other consultants to assist us in identifying acquisition
and licensing targets. The sourcing for these opportunities will range from academia to large pharmaceutical
companies.

De-Novo Drug Discovery

The core of our company has historically been built around a base of high quality scientific research
focused on gene targeted, small molecule drug discovery. We believe this scientific base coupled with a
platform of pioneering technologies and capabilities will provide a stream of high quality product opportunities
for our future growth. The mission of our drug discovery research teams is to generate a flow of product
candidates to create a valuable pipeline which will contribute significant revenues in the five to ten year time
frame. We have focused our efforts in research on cancer, as well as selected opportunities in diabetes and
certain advanced chemistry-driven products in our core areas of expertise that provide opportunistic discovery
targets.

Qur Drug Discovery and Development Capabilities
Background

Our approach is focused on the discovery and development of small molecule pharmaceutical products
which, typically, would be taken orally by a patient as a pill, capsule or suspension. Qur drug discovery
platform constitutes an integrated set of technologies and capabilities covering every major aspect of pre-
clinical and clinical development. The process begins with a lead seeking phase. In this phase, which generally
takes one to two years, a combination of modern molecular biology, robotics and computational science is used
to build assay or test systems in which large libraries of diverse small molecules and natural products are tested
to see if any of these molecules possess activity against a drug target. Drug targets are usually genes or gene
products that are shown to be relevant to various disease states. After this initial testing, active compounds are
tested in a variety of secondary assays designed to determine their potency and selectivity, and to obtain early
information on their toxicity and mechanism of action. Active compounds surviving this selection process are
considered leads and progress into lead optimization.




During lead optimization, medicinal chemists synthesize new molecules and combinatorial libraries
which are structurally related to the lead compound. These are tested extensively in order to produce a drug
candidate which has greatly improved drug-like qualities, is active and well-tolerated in animal models and
can be patented as a novel pharmaceutical. Having identified a suitable drug candidate, the molecule is
advanced toward clinical trials and enters the IND-track phase, in which toxicological, scale-up synthesis and
clinical trial design issues are addressed. This phase usually takes nine to 12 months.

Upon entering clinical trials (with an investigational new drug approval from the Food and Drug
Administration) a drug is first assessed for its safety, usually in healthy volunteers {except for life-threatening
diseases such as cancer where patient volunteers are used). After these Phase I trials, drugs are tested in
efficacy, or Phase I, trials to demonstrate activity in humans prior to extensive Phase III trials designed to
collect the data necessary to support a new drug application filing with the FDA. The entire process typically
takes over a decade and is subject to significant risk and attrition. Ounly approximately 1-in-16 drug discovery
projects results in a successful product and approximately seven million compounds are tested for every
successful product. We have, therefore, adopted a research strategy that manages a portfolio of product
opportunities and have integrated a platform of technologies designed to rapidly and cost-effectively enhance
the overall process.

Our Technology Platform

We have built a fully-integrated drug discovery platform in order to accelerate the process of identifying
and optimizing high-quality, small molecule drug candidates. Qur core discovery technologies and capabilities
include: (i) gene transcription, signal transduction, protein kinases and other assay systems, (ii) automated
high throughput screening, (iii) a library of over 350,000 proprietary small molecule compounds and over
125,000 natural product extracts, (iv) medicinal and automated combinatorial chemistry, (v) in vivo
pharmacology, pharmacokinetics and pharmaceutical development capabilities, and (vi) core clinical project
management and regulatory affairs units.

Biology and Lead Seeking

We are able to conduct high throughput screening on a wide variety of assay platforms, including enzyme,
immuno and receptor assays. Our drug screening process enables us to manage large compound libraries and
prepare test substances for screening. We have developed proprietary hardware and software systems to
automate the entire drug screening process, from the addition of the test substances to assay systems to the
analysis of the data generated from the tests.

We specialize in the development of a variety of drug screens that capitalize on recent advances in our
understanding of the human genome and its correlation to disease. For example, we pioneered the use of
genetically engineered human cells to identify compounds that affect transcription of target genes. Our assay
systems, which employ reporter gene technology, can be utilized to discover drugs that affect the expression of
proteins encoded by the target genes. This broadly enabling technology is the subject of an extensive patent
estate. We believe that our breadth of expertise in this area enables us to select the most appropriate assay
with which to pursue drug discovery against a novel biological target.

Access to large libraries of diverse, small molecule compounds is a key asset'in our drug discovery efforts.
Leads discovered from these libraries become the proprictary starting materials from which drugs are
optimized. Qur proprietary libraries include focused libraries of small molecule compounds derived from our
high-speed combinatorial analoging, and libraries of diverse, high quality small molecule compounds that we
have acquired. We also continue to expand our libraries through our high speed combinatorial analoging
activities.

Chemistry and Lead Optimization

The pharmaceutical properties of a lead compound must be optimized before clinical development of that
compound begins. We have assembled a high quality medicinal chemistry team of combinatorial, computa-
tional, pharmaceutical development and natural product chemists, which are critical elements of the lead
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optimization process. In addition, on September 28, 2001, we acquired certain pre-clinical research operations
from British Biotech which further expanded our skill sets in medicinal and analytical chemistry and in drug
metabolism and pharmacokinetics. A pilot manufacturing plant was also acquired from British Biotech, which
provides to us the ability to rapidly scale up the production of small molecules for pre-clinical toxicology
testing and early clinical trials and will further enable us to move competitively into clinical development.

Pre-Clinical Development

We have expertise in pharmacokinetics and pharmaceutical chemistry. In addition, we have expertise in
the management and generation of good laboratory practices and accredited data, which are required for
regulatory dossier submissions to agencies such as the FDA. Thus, we are able to support the development of a
drug candidate for clinical testing. We have invested significant resources in expanding this capability and in
technological enhancements in this area.

Clinical Development

As of September 30, 2001, we relied on third-party clinical research organizations, or CRQOs, under the
management and supervision of our Tarceva™ development team, to conduct clinical studies and assist us in
obtaining regulatory approvals for our product candidates. We have entered into agreements with CROs with
expertise in oncology to monitor our ongoing clinical trials for Tarceva™ Qur Tarceva™ development team
works to integrate externally contracted clinical development support activities with contract research,
manufacturing and inventory control organizations. Under a tripartite development agreement with Genentech
and Roche, while the costs are shared equally, each party is responsible for managing certain trials. Genentech
and Roche will each manage one of the Phase III combination trials in non-small cell lung cancer. We are
managing the Phase III trials in refractory non-small cell lung cancer and pancreatic cancer.

In connection with our agreement to purchase the assets of Gilead’s oncology business, we will acquire an
established oncology development team with considerable expertise in clinical development and regulatory
approval. As a result, we plan to reduce our reliance on CROs and transition some of our future Tarceva™
clinical trial activities to our internal team. The internal team will continue the clinical development of
products to be acquired from Gilead’s oncology unit, as well as other proprietary products, including
CP-609,754.

Manufacturing and Supply

We currently rely on third-party manufacturers to manufacture all of our product candidates. As of
September 30, 2001, our sole manufactured product was Tarceva™. Under our OSI/Genentech agreement,
we are responsible for the manufacture and supply of Tarceva™ for pre-clinical and clinical trials and to supply
commercial quantities for sales within the United States. Under our OSI/Roche agreement, Roche has the
right to manufacture and supply Tarceva™ for pre-clinical and clinical trials and to supply commercial
quantities for sales outside of the United States.

Tarceva™, a small molecule, is manufactured in a three-step process with high yield. We currently
engage six contract manufacturers to manufacture the intermediates and active pharmaceutical ingredient, or
API, for Tarceva™. We expect to enter into long-term manufacturing and supply agreements with at least
three of these manufacturers. In April 2001, we entered into a manufacturing contract with Schwarz Pharma
Manufacturing, Inc. to convert the API into a tablet form. All manufacturers are required to comply with
current Good Manufacturing Practices, or cGMP. We have sufficient quantities of Tarceva™ to conduct our
ongoing clinical trials. We currently use third parties to label, inventory, and distribute Tarceva™.

In connection with our acquisition of certain of the pre-clinical research operations of British Biotech, we
acquired a fully-integrated ¢cGMP pilot manufacturing plant in Oxford, England. This plant is capable of
supplying clinical grade material on a scale sufficient to support our proprietary development activities through
to the completion of Phase I clinical trials. We plan to use this facility to manufacture products to support our
current and future pre-clinical and clinical development programs.
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In connection with our agreement to purchase the assets of Gilead’s oncology business, we will enter into
a manufacturing agreement covering products acquired from Gilead. Over a one-year transition period, Gilead
will continue to manufacture and supply to us the API for GS7836 and GS7904L. We will transition the
manufacture of the API to a new manufacturer thereafter. The NX211 API is already manufactured by a
third party. Gilead will also produce for us liposomal formulations of NX211 and GS7904L, the two liposomal
products that we will acquire from Gilead’s pipeline. Gilead will manufacture the liposomal formulations at its
manufacturing facility in San Dimas, California, and will support our ongoing clinical trial activities and, upon
FDA approval, commercial manufacturing needs.

Our Major Collaborative Programs

We selectively engage in collaborations and partnerships with pharmaceutical companies to combine our
capabilities with the collaborators’ resources. Qur agreements with Genentech and Roche provide that we
share resources for the development and commercialization of Tarceva™. We will share the profits and losses
of such efforts with Genentech; in addition, we will receive royalties on sales of the product from Roche. Cur
agreements with Anaderm and Tanabe provide that our partners fund our collaborative research and
development programs, which are jointly managed, and pay for clinical development, manufacturing,
marketing and launch costs for any product developed. We will receive royalties on sales of any resulting
products from these and other historical collaborations. Certain collaborative programs involve milestone
payments by the partners. Generally, our collaborative research agreements prohibit us from pursuing with any
third party drug discovery research relating to the drug targets covered by research under the collaboration,
but does not block research activity in the fields.

Roche and Genentech

On January 8, 2001, we entered into an alliance with Genentech and Roche for the global co-
development and commercialization of Tarceva™. We received upfront fees of $25 million related to this
alliance. Under the OSI/Genentech agreement, we agreed to collaborate in the product development of
Tarceva™ with the goal of obtaining regulatory approval for commercial marketing and sale in the United
States of products resulting from the collaboration. Under the agreement with Genentech, we are conducting
clinical trials of indications for licensed products defined in the agreement. Consistent with the development
plan and with the approval of a joint steering committee, we will agree with Genentech as to who will own and
be responsible for the filing of drug approval applications with the FDA other than the first new drug
application which we will own and be responsible for filing and the first supplemental new drug application
which we will have the option to own and be responsible for filing. Genentech has responsibility for the design
and implementation of all product launch activities and the promotion, marketing and sales of all products
resulting from the collaboration in the United States, its territories and Puerto Rico, while we have certain
co-promotion rights. Genentech will pay us certain milestone payments and we will share in the operating
profits or losses on products resulting from the collaboration. Under the OSI/Genentech agreement, we
granted to Genentech a non-transferable (except under certain circumstances), non-sublicensable (except
under certain circumstances), co-exclusive license under our patents related to Tarceva™ to use, sell, offer for
sale and import products resulting from the collaboration. In addition, Genentech granted to us a
non-transferable (except under certain circumstances), non-sublicensable (except under certain circum-
stances), co-exclusive license to certain patents held by Genentech to use, make, have made, sell, offer for sale
and import products resulting from the collaboration. The term of the OSI/Genentech agreement is until the
date on which neither we nor Genentech are entitled to receive a share of the operating profits or losses on any
products resulting from the collaboration. The agreement is also subject to early termination under certain
circumstances,

Under the OSI/Roche agreement, we granted to Roche, and Roche obtained, a license under our
intellectual property rights with respect to Tarceva™. Roche is collaborating with us and Genentech in the
product development of Tarceva™ and is responsible for future marketing and commercialization of Tarceva™
outside of the United States in certain territories as defined in the agreement. The grant is a royalty-bearing,
non-transferable {except under certain circumstances), non-sublicensable (except with consent), sole and
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exclusive license to use, sell, offer for sale and import products resulting from the development of Tarceva™ in
the world, other than the territories covered by the OSI/Genentech agreement. In addition, Roche has the
right, but not the obligation, to manufacture Tarceva™ for its territory, subject to certain exceptions. Roche
will pay us certain milestone payments and royalty payments on sales of products resulting from the
collaboration. We have primary responsibility for patent filings for the basic patents protecting Tarceva™, and
in addition, we have the right, but not the obligation, to institute, prosecute and control patent infringement
claims. The term of the OSI/Roche agreement is until the date on which we are no longer entitled to receive a
royalty on products resulting from the development of Tarceva™. The OSI/Roche agreement is subject to
early termination in the event of certain defaults. In addition, after two and one half years from the effective
date, Roche may terminate the agreement on a country-by-country basis. We may also have the right to
terminate the agreement on a country-by-country basis if Roche has not launched or marketed a product in
such country under certain circumstances.

Under the Tripartite Agreement, we agreed with Genentech and Roche to establish a structure which is
intended to generally result in the optimization of the use of each party’s resources to develop Tarceva™ in
certain countries around the world, and share certain global development costs on an equal basis; to share
information generated under a global development plan; to facilitate attainment of necessary regulatory
approvals of Tarceva™ products for commercial marketing and sale in the world; and to work together on such
matters as the parties agree from time to time during the development of Tarceva™. We, as well as Genentech
and Roche, may conduct clinical and pre-clinical activities for additional indications for Tarceva™ not called
for under the global development plan, subject to certain conditions. The Tripartite Agreement will terminate
when either the OSI/Genentech agreement or the OSI/Roche agreement terminates.

Anaderm Research Corporation

Cn April 23, 1996, we formed Anaderm with Pfizer and NYU for the discovery and development of novel
compounds to treat conditions such as baldness, wrinkles and pigmentation disorders. In April 1999, we
amended a prior research agreement with Pfizer and Anaderm to expand our collaborative program. The
amended research agreement expires in April 2002, followed by a three-year phase-down period. Under the
expanded program, we provide assay biology, high throughput screening, compound libraries, combinatorial,
medicinal, and natural product chemistry, as weli as pharmaceutics, pharmacokinetics and molecular biology.
Anaderm or Pfizer will pay royalties to us on the sales of products resulting from the collaboration.

Tanabe Seiyaku Co., Lid.

Effective as of October 1, 1999, we entered into a collaborative research and license agreement with
Tanabe focused on discovering and developing novel pharmaceutical products to treat diabetes. Under the
agreement, we are responsible for identification of targets (subject to Tanabe’s approval), assay development,
screening of compounds from our library and Tanabe’s library against identified targets, identification of seed
compounds meeting certain criteria specified in the agreement, optimization of these seed compounds and
identification of lead compounds meeting certain criteria specified in the agreement. Tanabe maintains
responsibility for further development and marketing of a lead compound in exchange for milestone and
royalty payments to us.

If Tanabe determines to initiate further development of lead compounds identified by us, we will grant to
Tanabe exclusive, worldwide licenses to, among other things, use, manufacture and seli all products containing
these lead compounds directed to the identified targets in exchange for license fees and royalties on product
sales. The duration of the licenses is coextensive with the lives of the patents related to the licensed compound
or ten years from the first commercial sale, whichever is longer. If Tanabe determines not to initiate further
development of a lead compound or if Tanabe discontinues development of candidate compounds, we will
have the sole and exclusive right to develop, use, manufacture and sell all products resulting from the
collaboration, and we will pay royalties to Tanabe.

Generally, both Tanabe and we are prohibited during the term of the contract from pursuing indepen-
dently or sponsoring, directly or indirectly, research and development of compounds and products in the

12




diabetes area relating to the targets identified in the agreement. The agreement is for a term of four years, with
the- option to extend for an additional two-year period. Tanabe has committed to provide research funding to
us in an aggregate amount of up to approximately $16.0 million.

Vanderbilt University

Effective as of April 28, 1998, we entered into a collaborative research, option and alliance agreement
with Vanderbilt University to conduct a collaborative research program and seek a corporate partner to fund a
technology collaboration for the discovery and development of drugs to treat diabetes. The agreement was for
a term of one year, and was modified when we entered into the agreement with Tanabe.

Concurrently with the execution of the Tanabe agreement, we entered into an amended and restated
collaborative research, license and alliance agreement with Vanderbilt and Tanabe with an effective date of
August 31, 1999. The term of the research program conducted by Vanderbilt and us commenced on April 28,
1998 and will end upon termination of the contract period under the Tanabe agreement unless mutually
extended by Vanderbilt and us. The OSI/Vanderbilt research program is comprised of both research directed
toward the targets identified, as well as those not identified, in the Tanabe agreement. We may offer to Tanabe
any of the additional targets for inclusion in the OSI/Tanabe research program. As part of the OSI/
Vanderbilt research program, Vanderbilt will assist us in fulfilling our obligations under the OSI/Tanabe
research program by providing access to Vanderbilt’s drug discovery resources, including laboratories and
assays.

We will provide funding to Vanderbilt to conduct the OSI/Vanderbilt research program. A portion of this
funding will come from Tanabe’s funding of the OSI/Tanabe research program. We will also pay to
Vanderbilt a percentage of the revenues we receive from Tanabe and any other third party which
commercializes products resulting from the OSI/Tanabe research program, based on the extent to which
Vanderbilt technology and patents contributed to the product generating the revenue.

Pfizer Inc.

In April 1986, we entered into a collaborative research agreement and a license agreement with Pfizer.
During the first five years of the collaboration, we focused principally on understanding the molecular biology
of oncogenes. In 1991, we renewed the collaboration for a second five-year term and expanded the resources
and scope of the collaboration to focus on the discovery and development of cancer therapeutic products based
on mechanisms-of-action that target oncogenes and anti-oncogenes and fundamental mechanisms underlying
tumor growth. In April 1996, we renewed the collaboration for a new five-year term by entering into new
collaborative research and license agreements. In June 2000, we gained full development and marketing rights
to Tarceva™ in order to allow Pfizer to meet certain requirements of the FTC arising from the FTC’s review of
Pfizer's merger with Warner-Lambert. On April 1, 2001, the funded phase of the collaborative research
agreement expired and was not renewed. Following the expiration of the collaborative research agreement,
Pfizer is continuing to develop certain specified drug candidates which emanated from the collaborative
research agreement and for which Pfizer will owe us a royalty if ultimately commercialized. We continue to
have rights in joint technology developed during the collaboration.

Effective November 21, 2001, Pfizer chose to discontinue development of CP-609,754, a farnesyl
transferase inhibitor that was undergoing Phase I trials, and returned to us full commercial rights pursuant to
the terms of the original license agreement between the parties. CP-609,754 was jointly discovered by us and
Pfizer during the collaborative research agreement and was being developed by Pfizer as a targeted therapy for
use in major solid tumor indications, including lung and colorectal. We plan to develop CP-609,754 for the
treatment of bladder and other tumor types that target mutant and over-expressed forms of the H-ras
oncogene. We will pay a royalty to Pfizer if the drug is successfully developed.

Aventis

Pursuant to an amended collaborative research and license agreement effective April 1, 1997, we had
been conducting research and development activities with Aventis, which had focused specifically on our
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expertise in live-cell assay technology. Aventis was responsible for all lead development activities. We had
identified several compounds, which Aventis is optimizing for further development. The most advanced of
these compounds are in advanced pre-clinical development for atherosclerosis and asthma.

We have granted to Aventis an exclusive, worldwide license, and rights to acquire additional licenses,
with respect to, among other things, the use, manufacture and sale of products resulting from our lead seeking
efforts against these individual drug targets. In exchange for the license, Aventis will pay royalties to us on
sales of products arising out of the collaboration. The funded phase of the agreement terminated on

September 30, 2000. The agreement states that the license expires on the later of March 31, 2002 or the last to
expire of any obligations of Aventis to pay royalties.

Sankyo Co., Ltd.

Effective as of February 12, 1997, we entered into a collaborative research and license agreement with
Sankyo to be conducted in partnership with MRC Collaborative Center, London, England. The collaboration
is focused on discovering and developing novel pharmaceutical products to treat influenza. We are responsible
for conducting research including, without limitation, compound screening in exchange for research funding
from Sankyo. Sankyo has the responsibility and the exclusive right to conduct pre-clinical and clinical
development of all candidate compounds in exchange for milestone payments to us. The agreement was for a
term of three years, with the option to extend for an additional one or two-year period upon conditions and
terms acceptable to each of us. We renewed the collaboration for an additional two years in November 1999.
The term of the agreement expires on December 31, 2001 and we expect the agreement will not be renewed.

Our Intellectual Property

Patents and other proprietary rights are vital to our business. Our policy is to protect our intellectual
property rights in technology developed by our scientific staff through a variety of means, including applying
for patents in the United States and other major industrialized countries. We also rely upon trade secrets and
improvements, unpatented proprietary know-how and continuing technological innovations to develop and
maintain our competitive position. In this regard, we seek restrictions in our agreements with third parties,
including research institutions, with respect to the use and disclosure of our proprietary technology. We also
enter into confidentiality agreements with our employees, consultants and scientific advisors.

We currently own 16 U.S. patents and 42 foreign patents. In addition, we currently own 26 pending
applications for U.S. patents, three of which have been allowed, and 75 applications for foreign patents.
Moreover, we jointly own with Pfizer rights to 20 issued U.S. and 58 issued foreign patents and 32 pending
U.S. and 482 pending foreign patent applications. Upon the closing of the Gilead transaction we will acquire
ownership of, or exclusive license to, 28 U.S. patents and 53 foreign patents. We will also acquire ownership
of, or exclusive license to, four U.S. and 44 foreign pending patent applications. Moreover, we will jointly own,
with North Carolina State University, one issued U.S. patent and one U.S. and four foreign pending patent
applications. Further, other institutions have granted us exclusive rights under their U.S. and foreign patents
and patent applications.

Included in the above patents and patent applications are one issued U.S. patent and 27 issued foreign
patents for Tarceva™ and related compounds, which contain composition of matter, process of preparation and
method of use claims, and four U.S. and 158 foreign pending patent applications relating to Tarceva™ and
related compounds. We also have 11 applications for U.S. patents and 36 applications for foreign patents
pending, which contain composition of matter and method of use claims for our receptor-subtype specific
adenosine receptor antagonist compounds. The patents and patent applications that we will acquire ownership
of, or exclusive license to, as a result of the Gilead transaction will be for NX211, GS7904L and GS7836. The
patents and patent applications for NX211 that we will acquire ownership of include five issued U.S. patents
and 45 issued foreign patents, and two U.S. and 22 foreign pending patent applications, which contain
composition of matter, NX211 liposome, method of use and method of preparation claims. For NX211, we
will also own, with North Carolina State University, one issued U.S. patent and one U.S. and four foreign
pending patent applications, which contain method of preparation claims. We will also have an exclusive
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license from North Carolina State University to 18 issued U.S. patents and five issued foreign patents, and
seven foreign pending patent applications, which contain claims to intermediates, and processes for making
campthothecins. For GS7904L, we will also own one U.S. and two foreign pending patent applications, which
contain GS7904L liposome claims. For GS7904L, we will acquire an exclusive license to five U.S. patents and
three foreign patents, and 12 foreign pending patent applications, all of which have been exclusively licensed
by Gilead from GLAXQO, and which contain composition of matter, method of use and method of preparation
claims. For GS7836, we will acquire an exclusive license to one U.S. and one foreign pending patent
application, both exclusively licensed by Gilead from Southern Research Institute, and which contain method
of use claims. We intend to aggressively seek patent protection for all lead compounds discovered or developed
in our own programs.

We have assembled a strong gene transcription patent position. We currently have nine issued U.S.
patents and two issued foreign patents in this expanding patent estate. These include U.S. Patent
Nos. 5,863,733, 5,665,543 and 5,976,793 which cover the use of reporter genes in many cell-based
transcription assays used for drug discovery. U.S. Patents Nos. 5,776,502 and 6,136,779 cover methods of
modulating gene transcription in vive using any low molecular weight compound, and U.S. Patent
Nos. 5,580,722 and 5,846,720 cover modulation of genes associated with cardiovascular disease. We have
additional patent applications pending, two of which have been allowed in the United States, which should
further enhance our patent position in the area of gene transcription. We believe that this technology is in
widespread use throughout the pharmaceutical and biotechnology sectors. We have a non-exclusive out-
licensing program for this patent estate. Currently, we have licensed this technology to Aurora Biosciences
Corporation, Pharmacia & UpJohn, Inc., the R.W, Johnson Pharmaceutical Research Institute, American
Home Products Corporation and its wholly-owned subsidiary, American Cyanamid Company, and Merck &
Co., Inc. Under these agreements, we receive reciprocal license rights to other technology or annual fees
together with milestone and royalty payments with respect to small-molecule gene transcription modulators
developed and marketed as pharmaceutical products.

Our Competition

The pharmaceutical and biotechnology industries are intensely competitive. We face, and will continue to
face, intense competition from organizations such as large pharmaceutical companies, biotechnology compa-
nies and academic and research institutions. We face significant competition from industry participants which
are pursuing the same or similar technologies as those that comprise our technology platform and from
organizations that are pursuing pharmaceutical products or therapies that are competitive with our potential
products. Most of the major pharmaceutical organizations competing with us have greater capital resources,
larger research and development staffs and facilities and greater experience in drug development, obtaining
regulatory approval and pharmaceutical product manufacturing and marketing. Our major competitors include
fully-integrated pharmaceutical companies that conduct extensive drug discovery efforts and are developing
novel small molecule pharmaceuticals, as well as numerous smaller companies.

With respect to our small molecule drug discovery programs, other companies have potential drugs in
clinical trials to treat disease areas for which we are seeking to discover and develop drug candidates. These
competing drug candidates may be further advanced in clinical development than our potential products in our
small molecule programs and may result in effective, commercially successful products. In the cancer field,
our lead drug candidate, Tarceva™, is currently in Phase II1 trials. At least four competitors, Pfizer/ Warner-
Lambert, AstraZeneca PLC, ImClone Systems Incorporated/Bristol Myers-Squibb and Abgenix, Inc., also
have compounds in clinical testing for this target. In addition, CP-609,754, a farnesyl transferase inhibitor
whose rights were recently returned to us from Pfizer, has completed Phase I clinical trials. This target is also
the subject of active research and development at several other companies including Schering-Plough
Corporation and Johnson & Johnson. Our efforts in the area of asthma have led to advanced pre-clinical
development OSI-760, a promising adenosine Al receptor inhibitor. Schering-Plough and Johnson & Johnson
each have similar drug candidates.

In connection with our agreement to purchase the assets of Gilead’s oncology business, we will face
competition with respect to the three additional products we expect to acquire from Gilead. The most
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advanced of the three products, NX211, a topoisomerase-1 inhibitor, is currently in Phase II trials.
Camptosar® and Hycamtin®, are already marketed for this target by Pharmacia/Aventis and GLAXO,
respectively, The two other products to be acquired from Gilead, GS7836 and GS7904L, are in earlier clinical
development. GS7836, a nucleoside analog, is in Phase I trials. Eli Lilly currently markets Gemzar® for this
target. GS7904L, a thymidylate synthase inhibitor, is entering Phase I trials. This target faces generic
competition, as well as competition from Xeloda® which is marketed by Roche.

Companies with related research and development activities also present significant competition for us.
For example, research efforts with respect to gene sequencing and mapping are identifying new and possibly
superior target genes than our target genes. In addition, alternative drug discovery strategies, such as rational
drug design, may prove more effective than those pursued by us. Furthermore, competitors may have access to
more diverse compounds than we do for testing by virtue of larger compound libraries or through
combinatorial chemistry skills or other means.

Qur technology platform consists of a variety of cell free and live-cell assay systems, gene transcription
technologies, high throughput drug screening and medicinal, combinatorial and natural product chemistries.
Pharmaceutical and biotechnology companies and others are active in all of these areas and employ live-cell
assays, gene transcription and high throughput robotics in their drug discovery operations. Numerous other
companies use one or more of these technologies.

We believe that our ability to compete successfully will be based upon, among other things, our ability to
create and maintain scientifically advanced technology, attract and retain scientific personnel possessing a
broad range of expertise, obtain patent protection or otherwise develop and protect proprietary products or
processes, enter into co-development and marketing arrangements with our collaborative partners, conduct
clinical trials, obtain required government approvals on a timely basis and commercialize our products.

Government Regulation

We and our collaborative partners are subject to, and any potential products discovered and developed by
us must comply with, comprehensive regulation by the FDA in the United States and by comparable
authorities in other countries. These national agencies and other federal, state, and local entities regulate,
among other things, the pre-clinical and clinical testing, safety, effectiveness, approval, manufacture, labeling,
marketing, export, storage, record keeping, advertising and promotion of pharmaceutical and diagnostic
products.

The FDA Process

The process required by the FDA before pharmaceutical products may be approved for marketing in the
United States generally involves:

o pre-clinical laboratory and animal tests;

> submission to the FDA of an investigational new drug application, which must be in effect before
clinical trials may begin;

¢ adequate and well controlled human clinical triais to establish the safety and efficacy of the drug for its
intended indication;

> submission to the FDA of a new drug application; and

o FDA review of the new drug application or product license application in order to determine, among
other things, whether the drug is safe and effective for its intended uses.

Pre-clinical tests include laboratory evaluation of product chemistry and formulation, as well as animal
studies, to assess the potential safety and efficacy of the product. Certain pre-clinical tests must comply with
FDA regulations regarding current good manufacturing practices. The results of the pre-clinical tests are
submitted to the FDA as part of an investigational new drug application and are reviewed by the FDA prior to
the commencement of human clinical trials.
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Clinical trials are conducted according to protocols that detail matters such as a description of the
condition to be healed, the objectives of the study, a description of the patient population and the parameters
to be used to monitor safety and efficacy. Each protocol must be submitted to the FDA as part of the
investigational new drug application. Protocols must be conducted in accordance with FDA regulations
concerning good clinical practices to ensure the quality and integrity of clinical trial results and data. Failure to
adhere to good clinical protocols may result in FDA rejection of clinical trial results and data, and may delay
ultimate FDA approval of the drug. :

Clinical trials are typically conducted in three sequential phases, which may overlap. During Phase T,
when the drug is initially given to human subjects, the product is tested for safety, dosage tolerance,
absorption, metabolism, distribution and excretion. Phase I studies are often conducted with healthy
volunteers depending on the drug being tested. Phase II involves studies in a limited patient population
(typically patients with the conditions needing treatment) to:

o evaluate preliminarily the efficacy of the product for specific, targeted indications;
o determine dosage tolerance and optimal dosage; and
o identify possible adverse effects and safety risks.

Pivotal or Phase [II trials are undertaken in order to evaluate efficacy and safety in a comprehensive
fashion within an expanded patient population. The FDA may suspend or terminate clinical trials at any point
in this process if it concludes that patients are being exposed to an unacceptable health risk. Results of pre-
clinical and clinical trials must be summarized in comprehensive reports for the FDA. In addition, the results
of Phase 111 studies are often subject to vigorous statistical analysis. This data may be presented in accordance
with the guidelines for the International Committee of Harmonization which can facilitate review in Europe
and Japan.

FDA approval of our own and our collaborators’ products is required before the products may be sold in
the United States. FDA approval of the New Drug Application will be based, among other factors, on our
comprehensive reporting of clinical data, enumerated impact, animal studies, and manufacturing processes
and facilities. The process of obtaining approvals from the FDA can be costly and time consuming and may be
affected by unanticipated delays.

Among the conditions for new drug application approval is the requirement that the prospective
manufacturer’s procedures conform to good manufacturing practices, which must be followed at all times. In
complying with this requirement, manufacturers, including a drug sponsor’s third-party contract manufactur-
ers, must continue to expend time, money and effort in the area of production quality assurance, and quality
control to ensure compliance. Domestic manufacturing establishments are subject to periodic inspections by
the FDA in order to assess, among other things, compliance with good manufacturing practices. To supply
products for use in the United States, foreign manufacturing establishments must comply with good
manufacturing practices and are subject to periodic inspection by the FDA or by regulatory authorities in
certain countries under reciprocal agreements with the FDA.

Both before and after market approval is obtained, a product, its manufacturer and the holder of the new
drug application for the product are subject to comprehensive regulatory oversight. Violations of regulatory
requirements at any stage, including after approval, may result in various adverse consequences, including the
FDA’s delay in approving or refusal to approve a product, withdrawal of an approved product from the market
and the imposition of criminal penalties against the manufacturer and new drug application holder. In
addition, later discovery of previously unknown problems may result in restrictions on the product, manufac-
turer or new drug application holder, including withdrawal of the product from the market. Furthermore, new
government requirements may be established that could delay or prevent regulatory approval of our products
under development.
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Other Regulatory Processes

For marketing of a drug outside the United States, we and our collaborators and the drugs developed by
us, if any, will be subject to foreign regulatory requirements governing human clinical trials and marketing
approval for drugs. The requirements governing the conduct of ¢linical trials, product licensing, pricing and
reimbursement vary widely from country to country. Before a new drug may be exported from the United
States, it must be approved for marketing in the United States or comply with FDA regulations pertaining to
investigational new drug applications.

In addition to regulations enforced by the FDA, we must also comply with regulations under the
Occupational Safety and Health Act, the Environmental Protection Act, the Toxic Substances Control Act,
the Resource Conservation and Recovery Act and other federal, state and local regulations. Cur research and
development activities involve the controlled use of hazardous materials, chemicals and various radioactive
compounds. Although we believe that our safety procedures for handling and disposing of hazardous materials
comply with the standards prescribed by state and federal regulations, the risk of accidental contamination or
injury from these materials cannot be completely eliminated. .

Our Employees

We believe that our success is largely dependent upon our ability to attract and retain qualified personnel
in scientific and technical fields. As of October 31, 2001, we employed 383 persons worldwide (234 in the
United States), of whom 285 were primarily involved in research and development activities, with the
remainder engaged in executive and administrative capacities. Although we believe that we have been
successful to date in attracting skilled and experienced scientific personnel, competition for personnel is
intense and we cannot assure that we will continue to be able to attract and retain personnel of high scientific
caliber. We consider our employee relations to be good.
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CAUTIONARY FACTORS THAT MAY AFFECT FUTURE RESULTS
(Cautionary Statement under the Private Securities Litigation Reform Act of 1995, as amended)

This report contains forward-looking statements that do not convey historical information, but relate to
predicted or potential future events, such as statements of our plans, strategies and intentions, or our future
performance or goals for our product development programs. These statements can often be identified by the
use of forward-looking terminology such as “believe,” “expect,” “intend,” “may,” “will,” “should” or
“anticipate” or similar terminology. The statements involve risks and uncertainties and are based on various
assumptions. Stockholders and prospective stockholders are cautioned that these statements are only
projections. In addition, any forward-looking statement that we make is intended to speak only as of the date
on which we made the statement. We will not update any forward-looking statement to reflect events or
circumstances that occur after the date on which the statement is made. The following risks and uncertainties,
among others, may cause our actual results to differ materially from those described in forward-looking
statements made in this report or presented elsewhere by management from time to time.

Although we have potential products that appear to be promising at early stages of development and in
clinical trials, none of our potential products may reach the market for @ number of reasons.

Our success depends on the discovery of new drugs which we can commercialize and take to market.
None of our potential products, including Tarceva™ (formerly OSI-774), however, may ever reach the market
for a number of reasons. They may be found ineflective or cause harmful side-effects during pre-clinical
testing or clinical trials or fail to receive necessary regulatory approvals. We may find that the products cannot
be manufactured on a large scale basis, and therefore, they may not be economical to produce. Qur products
could also fail to achieve market acceptance or be precluded from commercialization by proprietary rights of
third parties.

We have a number of product candidates in very early stages of development, and we do not expect them
to be commercially available for several years, if at all. Including the assets from our proposed transaction with
Gilead Sciences, Inc., all but six of our product candidates are in the pre-clinical development phase. The six
candidates that are in clinical trials will still require significant research and development and regulatory
approvals before we or our collaborative partners will be able to market them.

If we have a setback in our Tarceva™ program, our stock price would almost certainly decline.

We are currently in Phase III clinical trials for Tarceva™. If the results of the trials are not satisfactory,
we would need to conduct additional clinical trials or abandon our Tarceva™ program. Since Tarceva™ is our
most advanced product candidate, a setback of this nature would almost certainly cause a decline in our stock
price.

If we are unable to demonstrate acceptable safety and efficacy of Tarceva™ during clinical trials, we will
not be able to obtain regulatory approval and thus will not be able to commercialize and generate revenues
Sfrom Tarceva™.

We must continue to demonstrate, through pre-clinical testing and clinical trials, that Tarceva™ is safe
and effective. The results from pre-clinical testing and early clinical trials may not be predictive of results
obtained in subsequent clinical trials, and we cannot be sure that our clinical trials will demonstrate the safety
and efficacy necessary to obtain regulatory approval for Tarceva™. A number of companies in the
biotechnology and pharmaceutical industries have suffered significant setbacks in advanced clinical trials, even
after obtaining promising results in earlier trials. In addition, certain clinical trials are conducted with patients
having the most advanced stages of disease. During the course of treatment, these patients often die or suffer
other adverse medical effects for reasons that may not be related to the pharmaceutical agent being tested.
These events can cause our statistical analysis of clinical trial results to be incorrect.

The completion of clinical trials of Tarceva™ may be delayed by many factors. Orie such factor is the rate
of enrollment of patients. We cannot control the rate at which patients present themselves for enrollment, and
we cannot be sure that the rate of patient enrollment will be consistent with our expectations or be sufficient to
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enable clinical trials of our product candidates to be completed in a timely manner. Any significant delays in,
or termination of, clinical trials of our product candidates may hinder our ability to obtain regulatory approval
of Tarceva™.

We cannot be sure that regulatory authorities will permit us to undertake additional clinical trials for
Tarceva™. Any delays in obtaining or failure to obtain regulatory approval will hinder us from commercializ-
ing and generating revenues from Tarceva™.

If we are unable to enter into and maintain arrangements with third parties for the co-development and
commercialization of our potential products, including our alliance with Genentech and Roche for
Tarceva™, our ability to proceed with the timely and profitable manufacturing and sale of our product
candidates may be limited.

If we fail to enter into and maintain successful collaborative partnerships to conduct or assist us with
co-development or commercialization, we may not be able to obtain the resources needed to commercialize
potential products in certain drug discovery efforts.

Successful commercialization of our product candidates is dependent upon our ability to:
o manufacture our products in commercial quantities at reasonable costs;

o obtain reimbursement coverage for our products;

o compete favorably against other products; and

» market our products successfully.

For our most advanced drug candidate, Tarceva™, we entered into an alliance with Genentech and Roche
for the co-development and marketing of Tarceva™. The failure to maintain this co-development and
marketing partnership on reasonable terms could delay our development of Tarceva™ and could require us to
expend greater financial resources because we would have to focus our efforts internally. As our internal costs
increase, we may have difficulty recovering them.

If our competitors succeed in developing technologies and products that are more e¢ffective than our own,
our technologies and products may be renderved less competitive.

We face significant competition from industry participants that are pursuing the same technologies as we
are, and from organizations that are developing pharmaceutical products that are competitive with our
potential products. Where we are developing products independently, many of the organizations competing
with us have greater capital resources, larger research and development staffs and facilities, and more
extensive experience in drug discovery and development, obtaining regulatory approval and pharmaceutical
product manufacturing and marketing. With these additional resources, our competitors may be able to
respond to the rapid and significant technological changes in the biotechnology and pharmaceutical industries
faster than we can. Our future success will depend in large part on our ability to maintain a competitive
position with respect to these technologies. Rapid technological development may result in our compounds,
products or processes becoming obsolete before we recover any of the expenses incurred to develop them.

In particular, we face significant competition from other biotechnology and pharmaceutical companies
which are currently developing drugs similar to Tarceva™ that could decrease our potential sales of the
product. We are aware of four companies, two of which have resources substantially greater than we do, which
are currently developing drugs similar to Tarceva™. AstraZeneca PLC is developing a small molecule with a
close structural relationship to Tarceva™, called Iressa®, that is currently in Phase III trials. Pfizer/ Warner-
Lambert Company has a compound, CI-1033, now in Phase I trials, which is structurally similar to Iressa®
and Tarceva™. ImClone Systems, Incorporated and Abgenix, Inc. are developing a different kind of product,
humanized antibodies, against the EGFR target. The ImClone product is currently in Phase III trials and the
Abgenix product is in Phase I trials. AstraZeneca and ImClone are expected to both enter the market ahead
of us. If our competitors succeed in developing drugs similar to Tarceva™ that are more effective than our
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own, or if they enter the market with their products before we do, our product may not gain widespread market
acceptance.

If government agencies do not grant us or our collaborative paviners required approvals for any of our
potential products, then we or our collaborative partners will not be able to manufacture or sell our
products.

All of our newly discovered potential products must undergo an extensive regulatory approval process in
the United States and other countries. This regulatory process, which includes pre-clinical testing and clinical
trials of each compound to establish its safety and efficacy, can take many years and requires the expenditure
of substantial resources. Moreover, data obtained from pre-clinical and clinical activities are susceptible to
varying interpretations that could delay, limit or prevent regulatory approval. The Food and Drug Administra-
tion and other regulatory agencies may delay or deny the approval of our proposed products. None of our
products has yet received governmental approval and none may ever do so.

Even if we obtain regulatory approval, a marketed product and its manufacturer are subject to continuing
review, including post-marketing surveillance. We may be required to withdraw our product from the market
if previously unknown problems are discovered. Violations of regulatory requirements at any stage may result
in various unfavorable consequences to us, including the FDA’s imposition of criminal penalties against the
manufacturer and the holder of the new drug application.

If we are unable to successfully manage and assimilate the operations, personnel, technologies and products
acquired and to be acquired from British Biotech plc and Gilead Sciences, Inc., respectively, we may
deplete our existing financial and management resources, as well as our opportunities for favorable
acguisitions in the future.

An important part of our business strategy has been and will continue to be to grow through mergers and
acquisitions of products, companies and businesses. In September 2001, we acquired certain pre-clinical
research operations of British Biotech ple, including laboratory equipment, several research and administrative
professionals and certain of its facilities in the United Kingdom. In November 2001, we signed an agreement
to acquire certain assets associated with Gilead’s oncology business, including its pipeline of clinical
candidates in oncology, related intellectual property, key members of its personnel and its facilities in
Colorado. We may face difficulties integrating the new operations, personnel, technologies, products and
cultures. Management’s attention may be diverted from other business concerns to address these integration
issues, analyze new technologies and manage these geographically diverse infrastructures. In addition, failure
to integrate and assimilate the acquisitions into our company’s current structure could lead to frustrated
employees and the potential loss of such employees who may be vital to the new operations. We have incurred
and will continue to incur certain liabilities and expenses in connection with these acquisitions. Any increases
in liabilities or expenses may result in dilutive issuances of equity securities, further increases of debt,
reduction of existing cash balances, amortization expenses related to intangible assets and other charges to
operating results. [f we are unable to successfully manage these acquisitions, not only do we risk depleting our
resources to address immediate concerns, we risk delaying and possibly losing suitable strategic acquisition
opportunities as they arise in the future.

If our competitors who are currently developing products similay to Tarceva™ gain marker approval before
us, then the number of patients available and willing to volunteer for our clinical trials may be reduced.

In order for us to meet the FDA’s requirements for Phase III clinical trials, we will have to demonstrate
our drug’s efficacy and safety in a pre-determined number of patients. If the pre-determined number of
patients do not volunteer for treatment with our drug in clinical trials, the FDA may determine that our data is
insufficient to establish the drug’s efficacy and safety and deny us market approval. Patients who enroll in
clinical trials do so on a voluntary basis. By volunteering for a clinical trial, a select number of patients are
given early access to an experimental treatment. Currently, AstraZeneca and Pfizer/ Warner-Lambert have
compounds, now in clinical trials, which are structurally similar to Tarceva™, and will be indicated for a
similar use. In addition,