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PART |
ITEM 1. BUSINESS
Corporate Overview

We are engaged in devel oping innovative pharmaceutical product candidates based on small-molecule drugs and our proprietary gene
regulation technology platforms. We integrate functional genomics and proteomics, protein engineering, and structure-based drug design
in our drug discovery process. All of our product candidates work through small-molecule regulation of cellular processes.

We currently have four development programs: (1) a dual-action drug candidate for osteoporosis that both blocks bone resorption and
stimulates bone formation; (2) a drug candidate for cancer that blocks cell proliferation and tumor growth; (3) aregulated cell therapy

product candidate for graft-vs-host disease (“GvHD")hat selectively eliminates donor T-cells following allogeneic bone marrow
transplantation (“BMT"), if they attack the patient’s own tissues; and (4) a protein theraydmia that provides precisely controlled
erythropoietin productioin vivo using an orally administered drug. We have planned phase 2 clinical studies of our GvHD product
candidate in patients with various types of cancer and non-malignant diseases undergoing BMT. We also have a series of follow-o
programs, including regulated stem cell therapies and potential treatments for inflammation and autoimmune diseases.

Our benchmark gene regulation platform technologies, known as ARGENRPDM, and RGEM, already are being used by
approximately 400 academic investigators worldwide for scientific research and are the subject of over 100 papers piltgished in
scientific literature. In return for providing the technologies for academic research, we receive some intellectual pdoperty an
commercialization rights to discoveries made as a result of their use. Commercial licenses to these technologies addeat® avail
pharmaceutical and biotechnology companies for use in their drug discovery efforts. Additionally, our technologies aecfawvailabl
collaborative development of novel gene and cell therapy products.

In our protein therapy programs, our gene regulation platform technologies provide: (1) sustained, long-term deliverguifacherap
proteins (ARGENT); (2) repeated, short bursts of protein delivery (RPD); and (3) potent activation of endogenous and gegiesered
(RGE). In our regulated cell therapy program, the technologies feature highly efficient gene transfer, cell-growth on sglitdeas

that are controlled with small-molecule drugs, and broad applicability to both primary and stem cells (e.g., regeneratieg iedic
invaluable safety feature distinguishes our gene regulation technologies: gene activity can be terminated by withdraegallafitiye
small-molecule drug.

Our business strategy balances potential near-term revenues with longer term product development opportunities. Wel@lahoim (1)
our current lead product candidates at least through phase 2 clinical trials; (2) establish the commercial infrastrudtate¢otana of

our lead products in selected markets and/or indications; (3) pursue collaborative partnerships for other markets an@ pliodosts;

our platform technologies to selected biotechnology and pharmaceutical companies to help accelerate their genomics, @mdteomics,
drug discovery programs; and (5) partner these technologies for joint development of novel products, especially with tmahpanies
have proprietary therapeutic genes, cellular systems (e.g., stem cells) or gene delivery vectors.

The Challenge of the Genomics Revolution

The recent publication of draft sequences covering most of the human genome — the genetic blueprint of a human being — is the
culmination of a remarkable scientific endeavor that began over a decade ago. With broad access being provided tocsaidritigts ar
world, this extraordinary roadmap serves as a basis for medical researchers to design better drugs and innovative tnarapies for
diseases.

It also marks the onset of an even more challenging task. Now that scientists have a map of the location of 30,000 ayestebuman
researchers appear to be well-positioned to learn about the role of genetics in



human development, physiology, medicine and evolution and to begin defining the importance of variations in those genes, known as
polymorphisms. Scientists also will need to identify the proteins that are produced by those genes, either singularly or in concert, and use
that information to characterize various disease states. This will be a daunting task, because human genes, instead of yielding only one
protein per gene, can encode several different proteins through a process in which different parts of a protein are rearranged as needed to
make different proteins from the same basic building blocks.

Thefirst wave of genomics, the large-scal e sequencing of the human and other genomes, is leading to a vast increase in the number and
classification of genes, as well as to dramatic enhancements in the ability to link genes and disease. This knowledge has, in turn, led to a
new understanding of the molecular basis of disease and to new genomics-derived disease targets and the concept of molecular medicine.
A new generation of gene-based protein and small-molecule drugs provides an opportunity to develop both novel disease therapies and
drugs with fewer side effects.

The human genome is expected to provide the foundation for this research. With the draft sequence in place, we believe that functional
genomics and proteomics will become the focus of attention in drug discovery research. The expanding knowledge of the human genome
and proteome will help elucidate the molecular mechanisms of disease. Technol ogies capable of accelerating this complex process will
become critically important toolsin our efforts to learn about the role that genes and proteins play in human physiology and pathology.
Understanding over-expression or down-regulation of genes, novel pathways of protein-protein interactions, and the interrelationships
between different genes and proteins present important challenges for scientistsin the 21st century.

Science and Technology

We believe that we are well positioned to capitalize on the growing availability of genomic information through our understanding of the
processes of signal transduction and gene regulation, both of which are a part of normal cellular function. Defects in gene regulation and
signal transduction play critical rolesin most major diseases. As aresult, technologies based on these processes have a broad range of
potential therapeutic applications.

Signal transduction pathways are a part of normal cellular function and serve to regul ate gene expression and many other cellular
functions in response to external stimuli. Both signal transduction and gene regulation are controlled at the molecular level through the
formation of protein-protein and protein-DNA interactions. Diseases associated with abnormal signal transduction and gene regulation
can belinked at the molecular level with specific protein-protein interactions and thus with molecular drug targets. We have particular
expertise in the design and synthesis of small-molecule drugs that control specific intracellular protein-protein interactions. These small-
molecule compounds are used in our ARGENT platform technology to control the processes of gene regulation and signal transduction
and are used in our signal transduction inhibitor programs to block disease-related signaling within the cell .

Our Core Competencies

Our research programs are built around key areas of expertise in functional genomics and proteomics, protein engineering, and structure-
based drug design. We believe that the combination of these core competencies provides us with significant opportunities in the era of
post-genomic drug discovery.

Functional genomics and proteomics are the study of gene and protein function, or more specifically the study of how particular genes
and proteins regulate cellular function. A further aspect of functional genomicsis the study of how the encoded proteins are linked in
signal transduction pathways and how these pathways are regulated. Functional genomics has particular relevance to the process of
identifying a specific disease-related molecular target for drug discovery, a process termed target validation.

Protein engineering is the design and modification of proteins based on the knowledge of their atomic level structure, obtained through
the use of protein X-ray crystallography or nuclear magnetic resonance
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spectroscopy (“NMR”). Usually, the design process utilizes the three-dimensional structure of the protein to incorportite non-na
amino acids into the protein structure. This process generates new surface characteristics, thereby altering the smalipnotetule
binding properties of the protein.

Sructure-based drug design is a computational approach used to design small molecules that bind specifically to a particular protein, f
example, the critical molecular target linked to a disease. Using the target protein’s three-dimensional atomic strustan,lmrug
designed and optimized to bind both tightly and selectively to the target, which is expected to lead to more potent thwes siith-
effects. Structure-based drug design is applied directly to validated targets in our signal transduction inhibitor proptiam=ettead
compounds.

We have utilized our key areas of expertise to establish two broad programs, each potentially yielding multiple produnitiegportu

. Oursignal transduction inhibitor program is developing potent small-molecule drug candidates that “turn off” specific signaling
proteins which have been validated as molecular targets in important diseases.

. Ourregulated gene and cell therapy program has developed proprietary gene regulation platform technologies for activating

(“turning on”) specific genes and proteins using small-molecule drugs and has applied them to create innovative product
candidates, as well as tools for genomics, proteomics and drug discovery research.

Our Business Strategy

Our business strategy balances potential near-term revenues with longer term product development opportunities. To gohlgve this
we plan to:

. Develop our current lead product candidates ourselves at least through phase 2 clinical trials,
. Establish the commercial infrastructure to market certain of our lead products in selected markets and/or indications,
. Pursue collaborative partnerships for other markets and products,

. License our platform technologies to selected biotechnology and pharmaceutical companies to help accelerate their genomics,
proteomics and drug discovery programs, and

. Partner our gene regulation technologies for joint development of novel products, especially with companies that htany proprie
therapeutic genes, cellular systems (e.g., stem cells) or gene delivery vectors.

Our Lead Product Candidates

We have four current read product candidates. Two of them are gene-targeted drugs that regulate critical signal tratisdagton pa
These include an inhibitor of the Src protein tyrosine kinase for the treatmesteoporosis and other hyperresorptive bone diseases

and ananticancer drug candidate that interferes with molecular pathways that control cell proliferation and tumor growth. We are also
developing two product candidates based on our ARGENT gene regulation technology. These include a regulated cell therapy prod
candidate to treaBraft-vs-Host Disease following allogeneic bone marrow transplantation and a regulated protein therapy product
candidate to treainemia that provides precisely controlled erythropoietin produciiorivo by an orally administered drug.

Osteoporosis

The Disease: Osteoporosis, or porous bone, is characterized by low bone mass and structural deterioration of bone tissue, leading to
fragility and increased susceptibility to fractures, most commonly of the hip,
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spine and wrist. Bone is aliving substance in which the tissue is constantly being broken down (resorption), while new boneisbeing
formed. This processis called bone turnover. A full cycle of normal bone remodeling takes about two to three months. Bone resorption is
accomplished by specialized cells in bone known as osteoclasts, and new bone is generated by another group of specia cells known as
osteoblasts. The balance or imbalance between the activity of the osteoclasts and osteoblasts determines whether bone mass increases,
remains the same or decreases over time.

During the first 20 to 30 years of life, bone regeneration is greater than bone resorption which results in a net increase in bone mass.
Beginning at about 35 years of age, aslow phase of bone resorption begins in which bone breakdown is dighter greater than bone
regeneration. This slow phase continues well into old age in both men and women resulting in a net decrease in bone mass over time.
Superimposed onto this slow phase of bone loss, women experience an accel erated postmenopausal phase of bone resorption and can lose
asignificant amount of their bone mass within five to seven years following menopause. According to the National Osteoporosis
Foundation, osteoporosisis amajor public health threat for more than approximately 28 million Americans, 80% of whom are women.

Osteoporosis is often called a “silent disease,” because bone loss occurs without symptoms. People may not know that they have
osteoporosis until their bones become so weak that a sudden strain, bump or fall causes a fracture or a vertebra tollepiésuse. C
vertebra may initially be felt or seen in the form of severe back pain, loss of height or spinal deformities such aspostaopethe

cost for treating osteoporosis and associated bone fractures has been estimated to be approximately $14 billion arisadhectbis

to rise significantly in the next decade. One in two women and one in eight men over the age of 50 are expected to dportgpiseste
related fractures during their lives.

Current Therapies. There presently is no cure for osteoporosis. However, several medications have been approved by regulatory
authorities for the prevention or treatment of osteoporosis. The major activity of these approved products is to redece soekdiog
activity of the osteoclasts, thereby reducing or preventing further bone loss. In addition, decreasing osteoclast aictestaprov
opportunity to indirectly shift the balance of activity to the osteoblasts which further assists in prevention of furthezdatoevn

along with a potential for some increase in bone mass.

Approved treatments for osteoporosis include estrogen replacement therapy (“ERT”) and selective estrogen receptor modulators
(“SERM’s”). ERT has been available for several years and provides a beneficial effect for obvious reasons through hormonal
mechanisms. The major risk-to-benefit issue that needs to be considered in using this therapy is the association of & R3kwith th
developing cancer of the uterine lining, known as endometrial cancer. The more recent availability of SERM’s may offaigiedficed
cancer. Additional experience, however, will be needed to clarify the comparative risks. Other reported side effects witinSEHBS'
hot flashes and the occurrence of blood clots in deep veins.

Another approved treatment for osteoporosis is the oral administration of a non-hormonal class of drugs known as bisghddphonate
inhibit osteoclast-mediated bone resorption and, as such, have been widely used. This treatment has been associatieotstthaide e
can be disturbing to some patients. In particular, it irritates the lining of the upper gastrointestinal tract causingestsrie pat
experience nausea, heartburn and irritation of the esophagus. Although the incidence of these side effects can be nefulted by ca
controlling the administration of drug in relation to food intake, as well as controlling the physical activity of thefgrasigimhe

period following each administration, patient compliance would be greatly enhanced if more palatable, effective drugeeoseneto b
available.

Calcitonin, a naturally occurring non-sex hormone involved in bone metabolism, is also approved for the treatment of isst€bisoros
drug is not available in an orally administered form and must be taken by nasal inhalation. In addition to experienaingadtergs,
other unpleasant side effects include flushing of the face and hands, urinary frequency, nausea and skin rash.
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Our Approach: While each of the above therapies provides beneficial effects to patients with osteoporosis, there is an opportunity to

develop better tolerated and more effective drugs. One major advance would be the introduction of a novel class of drugs that not only

inhibits osteocl ast-mediated bone resorption but also directly stimulates the growth of new bone. Our scientists are working on the
development of such a class of small-molecule drugs for the treatment of osteoporosis and related bone diseases, irttduding Page
disease, renal bone disease, malignancy associated hypercalcemia, osteolytic bone metastases and periodontal diseéisat diee drugs
being developed are designed to interact with a specific protein in bone cells that are critically involved in bone bredkoomn a
formation. Src, a protein tyrosine kinase, has been shown to be a validated target for osteoporosis through genomics.expariment
special strain of mice that were genetically manipulated to delete the Src gene, several groups of researchers fouglétibat the d
prevented bone resorption, increased bone mass and enhanced bone formation. Based on these observations, we antiogpate that a
capable of inhibiting the activity of the Src tyrosine kinase should provide the same effects as observed in the spédefietphe-

mice.

Invitro andin vivo studies have demonstrated that several of our novel Src inhibitors have a beneficial effect on both stages of bone
remodeling as predicted in the genomics models. We anticipate that the dual action of these compounds will provide an extremely
important advancement in the treatment, prevention and potential reversal of osteoporosis. Our dual-action Src inhibitors are i
preclinical development.

Cancer

The Disease: Cancer, one of the major causes of death in the Western world, is a collection of diseases characterized by uncontrolle
cell growth. Great strides have been made in the past few decades in understanding the molecular basis of cancer lyr searching f
genetic differences between normal cells and cancer cells. In particular, numerous proteins have been identified thgtaeticidtsn
altered or over-expressed in tumors. Typically, these proteins are components in signal transduction pathways that ardedl norm
growth. Proteins that respond to growth factors or regulate the “cell cycle” play critical roles in the orderly replicatioitaof

components during cell division. These proteins, called “oncogenes,” represent key targets for anti-cancer drug desiggs $irate d
inhibit their activity are expected to re-establish normal growth control.

Current Therapies: Several forms of medical therapy have evolved since the introduction of cytotoxic chemotherapy over 50 years ac
Although the mainstay of cancer therapy, chemotherapy is limited by its lack of specificity. Normal healthy cells aretkidled by

agents, along with malignant cells. However, since rapidly dividing cancer cells are more susceptible to lower dosesugfsthiese d

are most normal healthy cells, an acceptable therapeutic index has been achieved with clinically useful chemotherapeutic agents
Endocrine therapy is currently used to treat cancers of certain hormone-sensitive organs. Medical therapy, as oppogeatto surger
radiation therapy, is generally indicated when the cancer has disseminated from its site of origin and/or is not locsfizedito a
anatomical site. Several recombinant biologics also have emerged as important options for treating cancer. Recentlycslasll mole
and monoclonal antibodies that target molecular determinants of malignant transformation have been approved for use in specific
cancers, and others currently are in development.

Our Approach: Many oncogenes are from a class of proteins known as protein kinases, which function to transfer phosphate groups
one protein to another. Protein kinases are emerging as a promising area for drug design, with several kinase-targetioichligs in
development. Because of the inherent structural similarities among protein kinases, information and chemical buildingtldoeks th
generated during efforts to design one inhibitor can be readily applied to the design of inhibitors of other biologicdigtiprptein
kinases. Using our expertise in designing inhibitors of protein kinases involved in signal transduction, including Sentists aoe
designing novel small-molecule cancer therapeutics that target oncogenes and cell-cycle regulators that have been implicated in
clinically important cancers.

Our cancer product candidates selectively inhibit the growth of multiple types of cancer cells in laboratory tests. Stidatabcme
currently in preclinical studies, which include analysis of their properties in animal and cellular models of tumor growth and
angiogenesis.



Graft-vs-Host Disease

The Disease: Bone marrow transplantation has become a well-established medical procedure to treat diseases that until recently were
considered incurable. Bone marrow transplants are an important therapy today for numerous cancers, in particular hematologic
malignancies, such as leukemias. In addition, patients with solid tumors, such as breast and colon cancer, and non-malignant diseases,

such as aplastic anemia, hemogl obinopathies, and autoimmune diseases, have been shown to benefit from bone marrow transplants. In
principle, the procedure permits patients to receive very high doses of chemotherapy and/or radiation therapy to kill abnormal cells

within the bone marrow itself or abnormal cells at a site other than in the bone marrow. In both cases, the aggressive treatment not only
eliminates the unwanted (cancerous) cells, but also destroys healthy cells within the bone marrow. Therefore, the pateatisiwon
must be replaced by intravenous infusion of bone marrow or precursor stem cells from a compatible donor.

According to published reports, there are approximately 40,000 bone marrow transplants performed annually. Over onesgtird of th
were allogeneic, meaning the transplanted cells were obtained from a donor rather than from the patient’s body. The donor’s bon
marrow must match the genetic makeup of the patient's own marrow as closely as possible. If there is not a good genetieematch b
the donor and patient, the recipient is at risk for developing Graft-vs-Host Disease (“GvHD"), a systemic disease caused by don
immune cells that attack a patient’s organs and tissues. This is mediated by the ability of T cells to recognize areinblegéesesc
markers known as human leukocyte antigens (“HLA’s") that are found on the surface of human cells. If the donor T cells tlegogniz
the patient's HLA's are sufficiently different from the donor’'s HLA's, the donor’s T cells quickly activate the immune sydestray

the patient’s cells, which are considered to be foreign. The major organs affected in this process are the patient’ssskilivenacual
gastrointestinal tract.

The condition described above is known as GvHD, and it is one of the most frequent significant complications of allogeneic bone
marrow transplantation. It occurs in over one-third of allogeneic bone marrow transplant recipients and frequently &difi@gthoe

fatal. The incidence of GvHD is higher among patients whose bone marrow donor is unrelated or not perfectly matcheditfPatients w
GvHD also have an increased susceptibility to infection. The risk of death from GvHD is especially high in patients receiving
mismatched transplants from distant family members or unrelated donors.

Current Therapies: The incidence and severity of GVHD can be reduced by a common procedure in which T cells are depleted from t
donor bone marrow prior to transplantation. Unfortunately, this also diminishes several beneficial effects of T cells {@}lanling

tumor activity, (2) improved engraftment of donor bone marrow in the patient and immune reconstitution and (3) prevertion of ea
infectious complications by providing a functional immune system. To recapture the beneficial effects of T cells, thebdepleted
marrow generally is supplemented with delayed infusion of donor T cells, referred to as a donor lymphocyte infusion (“DelérHo

for these patients, GvHD represents a common and potentially lethal complication of the T cell infusion.

Highly effective treatments for GvHD are currently unavailable. In fact, clinical experience indicates that approximate(g\il
patients fail to respond fully to the current standard treatment which consists of high-dose steroids and immunosupprissSite age
lack of a highly effective treatment, coupled with the poor prognosis of presently available rescue therapy for thesefdded pa
highlight the need for improved treatments for GVHD. Although there are several alternate therapies under clinical inyestigatio
including T cell directed monoclonal antibodies and cytokine antagonists, we believe that they are limited by theirarfability t
distinguish those T cells that are causing GvHD from those providing beneficial effects. Consequently, these treatmenisatey eli
the beneficial effects of the non-causative T cells that are being produced by the transplanted bone marrow.

Our Approach: A safe and effective treatment for GvHD should have a significant impact on patient outcome and also should increas
the number of patients who could benefit from allogeneic bone marrow transplantation by improving the risk-to-benefiieatio of
treatment. We have developed a new treatment



for GVHD that specifically allows for the elimination of the cells that cause the disease (i.e., the donor T cells), if necessary, while
preserving the transplanted bone marrow cells that are required to treat the underlying disease. Our GvHD product candidateis a
regulated cell therapy, in which the donor T cells are modified to make them responsive to a drug that can be administered to patients at
the most appropriate time. Our product candidate is based on the ARGENT gene regulation technology for controlling cellular processes
using small molecules.

The ARGENT GvHD treatment is integrated into standard bone marrow transplantation procedures, as follows:

. T cells are isolated from a donor using standard procedures and are genetically engineered to introduce a “condigonal suicid
gene,” known as Fas.

. The engineered donor lymphocytes are then infused into the patient at prescribed times after bone marrow transplantation.
. If GVHD occurs, the patient receives our gene-targeted drug, AP1903.

. AP1903 rapidly causes the donor T cells to die, analogous to “committing suicide,” leaving the underlying bone marrow and
immune system unaffected and thus treating the underlying cause of GvHD.

We have planned phase 2 clinical studies of our GvHD product candidate in patients with various types of cancer and min-maligna
diseases undergoing allogeneic bone marrow transplantation. Our small-molecule drug, AP1903, was found to be safe aagdvell tole
in a Phase 1 clinical study. In addition, this study showed that AP1903 reached blood levels that are expected to beffelatically

Anemia

The Disease: Red blood cells are manufactured in the bone marrow and transport oxygen from the lungs to the cells of the body and
carbon dioxide to the lungs. Erythropoietin (“Epo”) is a naturally occurring protein made primarily in the kidney whichesithela
manufacture of more red blood cells, when needed, by a process known as erythropoiesis. The role of Epo, thereforaiistb®maint
number of red blood cells at an optimal level to provide sufficient oxygen transport to cells and tissues. In additampiirhef

oxygen available to the cells is too low, a feedback mechanism stimulates the production of Epo and the manufacture bfaodre red
cells. Epo stimulates the growth of stem cells in the bone marrow to become mature red blood cells. If the body logetoits abili
manufacture sufficient quantities of Epo, the optimal number of red blood cells in the circulation no longer can be maimtiadke

case for many individuals who suffer from severe renal disease and results in a steady decrease in the number of redvidhiaid cell
eventually leads to a reduction in the transport of oxygen to tissues. A clinically significant reduction in the numiidood s

(and their oxygen carrying component, hemoglobin) is known as anemia.

Current Therapies: Recombinant Epo is presently being used for the treatment of anemia caused by chronic renal failure (including e
stage renal disease), cancer chemotherapy and zidovudine treatment of HIV-infected individuals. Epo also is used imthaf treatme
anemic patients scheduled to undergo elective noncardiac or orthopedic surgery, in order to reduce the need for thetieranamic pa
undergo pre-operative blood collections and post-surgical blood infusions. Today's standard treatment generally requinesmitecomb
Epo to be injected several times a week into a vein or under the skin.

Our Approach: We are developing an alternative approach to deliver and regulate therapeutic proteins, such as Epo, based on our
ARGENT gene regulation technology. We have selected Epo as our initial product candidate to demonstrate the clinictistility of
platform for protein therapy. Rather than relying on repetitive injections of Epo to provide the therapeutic respons@ashr appr
provides a protein therapy which is regulated by small-molecule drugs. This product candidate involves a single, or infrequent,
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injection(s) of the gene into the patient’'s muscle or other target organ in an inactive form. The patient then will taleriaar drug

orally which activates the newly introduced Epo gene to manufacture the patient’'s own Epo. The production of Epo onlyesccurs wh
the patient takes the dimerizer drug, and the amount of Epo manufactured depends on the amount of drug the patientgakes. The E
produced naturally by the genes in the body appears to work in the same way and have the same beneficial effects asdEpo produce
naturally by healthy kidneys. This system offers a means of precisely controlling the amounts of Epo to be deliverechbytfaaljusti

dose of the drug.

Based on industry data, we believe that the market for recombinant human Epo has been growing substantially in recdrthgears, an
market size currently stands at over $3 billion annually. This provides potential opportunities for new technologiesabaahtages
over the current products. We believe that the competitive advantages of ARGENT protein therapy include:

. Replacement of an injectable recombinant product largely by an orally active drug.

. Protein production precisely controlled within an acceptable therapeutic window as opposed to the widely varying bltioat levels
occur frequently by injectable routes of administration.

. Sustained high levels of protein achievable, higher levels than those routinely achieved with the recombinant protein.

Our ARGENT Epo product candidate currently is in preclinical development. To date, our scientists have demonstrated regulated
production of Epo in experimental animals, including mice and non-human primates for a duration of over two years. Itoaddition
potentially providing improved treatment of certain patients with anemia, we believe this program will serve as an exdellémt mo
demonstrate the clinical utility of our ARGENT system for the delivery of other therapeutic proteins.

Our Enabling Platform Technologies
Our ARGENT, RPD, and RGE gene regulation technologies are being employed in two broad ways:

. To develop innovative gene and cell therapy products regulated by small-molecule drugs, and

. For use as tools in functional genomics, proteomics, and drug discovery research, including the Regulation Kits we provide to
academic investigators.

Signal transduction is the process of relaying a stimulus within the cell. This process often culminates in gene adivationgtbn
of specific genes, leading to production of the corresponding proteins which then carry out the tasks required to acearafhlifr th
response. Many of the critical functions of cells, such as cell division, differentiation into specialized cell types, tespiomsig and
even cell death, take place through the processes of signal transduction and gene activation.

Research over the last decade has revealed that many of these key cellular signaling functions take place througmdusedes of i
interactions between proteins. When two proteins are brought within close proximity, their signaling activities are &ctugted t
process known as dimerization. Based on this finding, we and our collaboarators developed the ARGENT platform technology for
intervening in these processes and bringing them under the control of small-molecule drugs.

Regulating Signaling Pathways Using Our ARGENT Technology: ARGENT applications use a unique type of small molecule called a
dimerizer drug. This class of drugs has two binding surfaces and is able to bind to two protein targets at the samdoyirbentiiege

the proteins together. Stuart L. Schreiber and Gerald R. Crabtree, members of our Board of Scientific and Medical Adthsars, and
colleagues, first described the concept of using dimerizer drugs to control cellular activities in a public&iomnae in 1993. The
procedure involves engineering a signaling protein of interest by linking it to a second protein that binds to a dimerizes drug
engineering is accomplished by altering the gene encoding the signaling protein.
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When cells that express the modified protein are treated with adimerizer drug, the drug brings together the two copies of the engineered
protein and activates its signaling pathway.

Because protein-protein interactions are such a common mechanism in signal transduction, the ARGENT system has proven to be very
broadly applicable and has been used to control many different signaling proteins. We have performed extensive optimization and testing
of the ARGENT system and have used our expertise in structure-based drug design and protein engineering to develop potent and
specific dimerizer drugs for clinical applications. Dimerizer-mediated control of signaling forms the basis of our regulated cell therapy
product candidates, in which AP1903 and similar dimerizer drugs can be used to control either cell survival or cell growth. We aso
distribute and license ARGENT Regulation Kits based on dimerizer-regulated signaling for use in functional genomics, proteomics and
drug discovery research.

Regulating Genes Using Our ARGENT Technology: The process of gene activation also takes place through a mechanism based on

induced molecular proximity. In this case, specific proteins called transcription factors bind to target genes, where they interact with

other proteins to initiate the reading of the gene. Our ARGENT technology also can be used to bring gene activation under the control of

a dimerizer drug. To achieve this, a transcription factor is split into two engineered proteins, a DNA binding domainciivdteon“a
domain, each of which is joined to a protein that can bind to a dimerizer drug. When the drug is added, the intact trdastigto
reassembled, and gene activation ensues. We believe that virtually any gene can be modified to be responsive to these engineere
transcription factors, meaning that our ARGENT system is a powerful general approach for controlling specific genes using small
molecule drugs.

The ARGENT transcription switch is broadly applicable to gene therapies in which a therapeutic gene is administered but only is
activated when a patient takes an orally active dimerizer drug. Our ARGENT technology provides a means of achieving gere expres
only when needed, controlling the levels of protein produced and terminating therapy when necessary. We call these appligations
active protein therapy. We have performed extensive research designing and optimizing the ARGENT system for use in regulated g
therapies, including demonstrating that regulation is exceptionally tight, with no transcription occurring in the absertimefiger

drug. Our product candidate for treating anemia, based on dimerizer-regulated expression of Epo, is currently in preelopcataie

We also distribute and license ARGENT Regulation Kits based on dimerizer-regulated transcription for use in functional @ghomics
drug discovery research.

Potent Activation of Gene Expression Using Our RGE Technology: The potency of a transcription factor in activating gene expression
is dependent on the strength of its activation domain. Most applications in gene therapy and in research require gendexgisessio

be as high as possible. As part of our work on the ARGENT system, we have developed several classes of activation dimmains that
substantially more potent than published alternatives. These include novel combinations of activation domain modulesnaetth@dnew
for packaging activation domain modules as “bundles” rather than as individual units. Our suite of proprietary activati@falomai
robust activation of gene expression is referred to as our RGE technology.

The RGE technology platform also has a broad range of applications. In ARGENT product candidates for regulated genethseapy, t
of RGE components leads to higher levels of protein production in response to a dimerizer drug. The RGE technology gksweallows
to be activated under conditions which are normally resistant to activation, such as in the many potential gene thetamysapplica
which gene transfer into cells may be inefficient. Gene activation also is a fundamental step in many functional gen@sézgend r
applications, including the activation of endogenous (as opposed to engineered) genes, and the control of gene acfvitpdsethe

of functional genomics analysis. All of these applications may benefit from the enhanced sensitivity and potency of Ripfomanscr
factors.

We have incorporated the RGE components into our ARGENT product candidate to treat anemia. The ARGENT Regulation Kits for
dimerizer-regulated transcription that we distribute and license also provide the option of incorporating RGE activatisn domain
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Rapid Delivery of Proteins Using Our RPD Technology: The ARGENT approach to orally active protein therapy described above
provides ageneral means to regulate the production of proteins using gene therapy. A single dose of a dimerizer drug typically would
activate protein production over the course of a day. Production would then fall off over a period of days to weeks or until the next dose
of dimerizer drug. This fairly slow timeframe — a consequence of regulating transcription, an early step in protein prodtidéan
for delivering proteins that act slowly. However, other proteins require secretion into and clearance from the blood nougbtkiyore

We have developed a novel regulatory platform technology for delivering rapid pulses of proteins in a timeframe rangimyifesm mi
to hours under the control of a small-molecule drug. Our RPD technology mimics the strategy naturally used to achieve pulses of
production of insulin and other proteins, by regulating the very last-sf@ptein secretion itself. Thistechnology is based on a

proprietary method of storing large clusters of pre-made proteinsinside cells. Proteins are released almost immediately in fully active

form in response to a small-molecule RPD drug, which breaks apart the protein clusters.

Our scientists, together with collaborators at Memoria Sloan-K ettering Cancer Center and the University of Geneva, published a paper
in Sciencan 2000 that described regulated delivery of insulin and human growth hormone in mice using our RPD technology. Brief
pulses of protein could be induced in a dose-dependent manner using a RPD drug, and the system could be used to control insulin
secretion and glucose levelsin a mouse modd of insulin-dependent diabetes. Based on these data, we are further exploring the potential
of our RPD technology for orally active protein therapy.

The underlying technology of our RPD technology for controlling protein aggregation also can be applied broadly to the rapid activation

or inactivation of engineered signaling proteins using small molecules. In a publication inthe Proceedings of the National Academy of
Sciences, US# 2000, we described how the location or activity of proteins can be altered within minutes by adding or removing a RPD
compound. This approach complements our ARGENT technology for functional analysis of protein activity. We distribute and license a
RPD Regulation Kit that provides reagents for using ligand-regulated secretion and aggregation technology in proteomics and drug
discovery research.

Follow-on Programs

Overview: We have several research programs aimed at devel oping follow-on product candidates. These programs are designed to
leverage progress in the development of our current lead product candidates.

Signal Transduction Inhibitors — Immune Disease&rgan transplant rejection and autoimmune disorders, such arheumatoid arthritis,
multiple sclerosis and inflammatory bowel disease, are caused by unwanted reactions of the immune system. A substantial market exists
for small-molecule immunosuppressive drugs that can overcome the limitations of current therapies. We believe that a ZAP-70 signal
transduction inhibitor should have a better safety profile than existing therapies, because it will not have the known toxicities of many
marketed drugs for this indication. Functional genomics studies have validated ZAP-70 as a critical signaling proteininthe T cell
activation pathway. Patients with severe immunodeficiency have been identified that have a genetic defect in ZAP-70. This protein is
essential for antigen-induced activation of T cells. These functional studies strongly indicate that a small-molecule drug that selectively
blocks ZAP-70 may represent an effective immunosuppressive therapeutic with minimal side effects.

Signal Transduction Inhibitors — Inflammation:Inflammation is an important defense mechanism against injury, but leukocytes (white
blood cells) that are recruited to sites of damage can lead to avariety of inflammatory conditions, such as arthritis and asthma. We
believe that small-molecule inhibitors which prevent the activation of the gene regulator protein known as NF- kB may be potent and
selective inhibitors of inflammation. Our collaborators have identified proteins in the signal transduction pathways that converge on NF-
kB as excellent targets for small-molecule drug development. We have established a strong intellectual property position in this program
based on an exclusive license we obtained to inventions made by David Baltimore, a member of our Board of Scientific and Medical
Advisors, and his colleagues relating to the discovery of this pathway more than a decade ago.
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ARGENT Stem Cell Gene Therapy: In our ARGENT product candidate to treat GvHD, AP1903 treatment leads to cross linking of an
engineered receptor that causes modified T cellsto die. By replacing the cell-death receptor with adomain from a receptor that signals
cell growth, the opposite outcome can be induced: regulated growth and division of engineered cells. Thisisthe basis of our ARGENT
cell-growth switch, which is being applied to the development of regulated cell therapies, including stem cell gene therapies, for the
treatment of awide range of genetic and acquired diseases. Today, thiswork is being carried out largely through our academic
collaborations.

Stem cells are “master” cells that retain the ability to specialize, or “differentiate,” into many different types of edezgHifizRecent
research has emphasized the broad potential of stem cells to treat disease by providing a source of cells that caeflaaesed to r
defective cells, tissues or even whole organs. Many diseases could be cured or treated if stem cells could be moddied to inclu
therapeutic or corrective genes. However, key limitations remain to the widespread use of stem cell based therapiethencluding
inability to transfer therapeutic or corrective genes into stem cells efficiently, and the subsequent difficulty in relafdylaeye
numbers of specialized cells of the correct type and purity. The ARGENT cell-growth switch offers a potential solutioof tinésdth
problems by providing a controlled way to stimulate the growth of rare modified icelisro or in vivo.

Work on the cell-growth switch has been pioneered by our collaborator, C. Anthony Blau of the University of Washington. In 2000
Dr. Blau reported iNature Genetics that the cell-growth switch could be used to obtain long-term stimulation of production of modified
red blood cells from bone marrow precursors in experimental animals.ihigo proof-of-concept suggests new approaches to treating
inherited blood disorders, which are currently being tested in animal disease models.

Together with several of our collaborators, we also have demonstrated the regulated growth of other potentially usefsil ggihtyp
cell-growth switches customized for the desired cell therapy product. These include liver cells (for the treatment oiskeegalic d
muscle cells (for the treatment of heart failure), and neuronal cells (for the treatment of neurodegenerative diseases), Ve e
evaluating these opportunities for potential product development.

ARGENT and RPD Orally Active Protein Therapy: We believe that gene therapy is a promising general platform for the delivery of
secreted therapeutic proteins, which is a class of pharmaceutical products that already accounts for over $10 billiosalesandal
may rise as further protein candidates are identified from the human genome project. However, for gene therapy to fitlly realize
potential, we believe that pharmacological control over the level of expression will be critical. Such therapies shoudcbfEmit
levels to be optimized within a therapeutic window and confer enhanced safety by allowing therapy to be terminated,\if necessar

Our ARGENT and RPD gene regulation technologies can be applied broadly to multiple protein product opportunities. Curestly, we
pursuing development of our ARGENT product candidate for anemia based on dimerizer-regulated transcription of the geMéefor Epo
believe that information obtained from these studies can be used to accelerate the development of follow-on productcemedidates
the same technology. In addition, we are exploring the potential of a number of orally active protein therapies baseon the RP
technology platform for delivery of rapid pulses of protein.
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Technologiesto Accelerate Drug Discovery: Our Regulation Kits

Overview: Our proprietary technologies for controlling intracellular processes with small molecules represent versatile tools for usein
cell biology, functional genomics, proteomics, and drug discovery research. To maximize their use by the research community, we
distribute our technologies free of charge to academic researchersin the form of Regulation Kits. Approximately 400 investigators
worldwide already are using these Regulation Kitsin diverse areas of research, and approximately 100 scientific papers describing their
use have been published. For researchers in commercial entities, we have established an alternative commercial licensing program to
provide them with access to the technologies.

Target Validation — Signal TransductionAs analysis of the human genome sequence uncovers a wealth of new uncharacterized genes,

akey challenge will be validating those genes that are good drug targets. Many of these are likely to be signaling proteins. Our ARGENT
technology allows single signaling proteins to be activated in isolation, allowing their precise functional role to be assessed in vitro and

then in vivo. ARGENT tools are effective for early analysis of newly identified “orphan” signaling proteins, because no knowledge of
natural ligands or binding partners is required. In addition, identification of new pathway components and gene expregsdhathan
occur with activation can be used to identify and further validate new drug targets.

Once a signaling pathway has been validated, the same dimerizer-controlled system can provide useful tools for theafektugtages
development. The inducible construct can be engineered into experimental animals to provide an ARGENT model of the associated
disease. ARGENT cell lines in which the validated signaling complex can be inducibly activated also can provide theighagis for h
targeted cell-based screening for small-molecule drug candidates.

Target Validation — Gene TranscriptionVarying the expression level of ageneis an effective way to study its function. The tight,
dose-dependent control of expression afforded by ARGENT studies allows precise correlation of gene expression levels with their
physiological consequences. Our technology also can be used to inducibly express inhibitors of supposed targets, such as dominant
negative mutants or gene-specific DNA binding proteins for validation purposes.

A major application of the ARGENT transcription system, based on its tight regulation of genes, is the creation of inducible knockout
mice. Knockout mice in which both copies of a gene of interest have been eliminated are extremely useful for assessing the role of the
deleted genein disease. Unfortunately, many knockout mice are not viable, because expression of the geneis required during embryonic
development. In addition, complete knockouts often suffer from changes in the expression of other genes that may compromise
interpretation of the resulting physical, biochemical, and physiologic makeup of the animal, or its phenotype. We believe that both of
these problems can be solved by generating inducible knockouts in which genes are eliminated in the adult mouse by administering a
small molecule and using the ARGENT technology.

Product Validation — Gene TranscriptionT he human genome sequence provides arich source of potential proteins that are themselves
drug candidates. In addition, advances in protein and antibody engineering are increasingly yielding large numbers of novel proteins that
have therapeutic potential. Validating these molecules as products required extensive efforts in protein manufacturing, purification,
scale-up and formulation. Inducible expression in animals can be used to validate therapeutic protein product candidates, in particular,
secreted proteins and monoclonal antibodies, without the need to express and purify large amounts of recombinant protein. Since the
level of protein delivered can be precisely controlled, this approach offers an effective way to characterize both the therapeutic and
safety profiles of protein product candidates.

Our ARGENT and RPD technologies provide complementary alternatives to this approach to product validation. The use of our
ARGENT gene regulation technology allows a protein to be delivered over the course of several days, whereas the alternative approach
based on our RPD technology is particularly useful for generating rapid bursts of protein expression. The use of our ARGENT and RPD
technologiesto validate
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protein therapeutic candidates has particular value when alarge number of related proteins need to be evaluated, as studies can be done
on a high-throughput basis.

Drug Screening: The ability to induce a specific signaling, gene activation or protein secretion event in acell allows the configuration of
“targeted” cell-based screens in which the unique cell context of interest for drug design can be chemically inducedeéitsesgergcr
specifically search for drugs affecting cells in which a particular signal transduction or gene activation event hasTduetigbt.
regulation afforded by our ARGENT and RPD technologies means that highly specific screens can be set up, using the uhinduced c
line as a stringent counter-screen. Because the cellular event of interest can be induced chemically, the inductionctefiqtamede

into high-throughput screens.

Commercialization and Manufacturing

Because of the broad potential applications of our platform technologies, we intend to develop and commercialize pramtuotsrboth
own and through corporate partners. We plan to commercialize certain of our lead product candidates in selected mafiets and/or
selected indications. When advantageous, we intend to rely on strategic partners for manufacturing and marketing cqutathuof our
candidates. We believe our small-molecule drugs can be produced in commercial quantities through conventional synthetit and nat
product fermentation techniques. We expect to access manufacturing methods for viral and/or non-viral vectors from piterstial pa
and licensors. Our ability to obtain these vectors in amounts sufficient to conduct clinical trials of our gene and ggbrtiuereip
candidates and to commercialize such products may affect our commercial success. We expect to manufacture, package, label, anc
distribute our product candidates on our own in some cases and to establish arrangements with third parties to perfatn$ome or
these functions in other cases.

Intellectual Property

Patents and other intellectual property rights are essential to our business. We file patent applications to protectamyy, techno
inventions and improvements to our inventions that are considered important to the development of our business.

We have 97 patents and patent applications filed in the United States, of which 43 are owned or exclusively license&4éwares and
owned or exclusively licensed by our subsidiary, ARIAD Gene Therapeutics, Inc. (“AGTI"). In addition, we have filed foreign
counterparts, as appropriate. We also have several nonexclusive technology licenses from certain institutions in supesegodtour
programs. We anticipate that we will continue to seek licenses from universities and others where applicable technologgntomplem
our research and development efforts.

Many of the patents and patent applications in our portfolio cover our gene regulation technology platform. These patediagnd p
applications cover regulatory technologies, specialized variants of the technologies, critical nucleic acid componentdesutall-m
drugs, the identification and use of dimerizer hormone mimetics, and various uses of the technologies in health carésansiatyug d
Patents issued to date include 23 patents covering our gene regulation technologies. These patents issued in the begiuhiBtates
in November 1998 and should provide proprietary protection for our gene and cell therapy product candidates until at Mé&st 2015
hope to obtain additional patents in the ensuing years based on pending applications.

Our patent portfolio also covers research tools and methods used in our drug discovery programs, as well as multiplsnkdbses of
molecule compounds discovered in those programs. We also have a number of issued patents and pending applicatiortserelating to |
gene regulator proteins, NEB and NF-AT, and their use in drug discovery.

We also rely on unpatented trade secrets and proprietary know-how. However, trade secrets are difficult to protect. e enter in
confidentiality agreements with our employees, consultants and collaborators. In addition, we believe that certain tectilipéobies
our research and development programs are in the
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public domain. Accordingly, we do not believe that patent or other protection is available for these technologies. If athird party wereto
obtain patent or other proprietary protection for any of these technologies, we may be required to challenge such protections, obtain a
license for such technologies or terminate or modify our programs that rely on such technologies.

Resear ch and Development Collabor ation

In 2000, we established a partnership with NsGene A/S of Copenhagen, Denmark to jointly evaluate and develop regulated gene and cell
therapy products for neurodegenerative diseases. Based on the results of our initial studies, we will jointly determine further clinical
development and commercialization plans.

Our Board of Scientific and Medical Advisors

We have assembled a Board of Scientific and Medical Advisorsthat currently consists of expertsin the fields of molecular and cellular
biology, biochemistry, immunology, and organic, physical, and computational chemistry, and molecular medicine. Each advisor is
engaged under a consulting agreement that requires the advisor to provide consulting servicesto usin our field of interest and not to
disclose any of our confidential information. Our Board of Scientific and Medical Advisorsis chaired by Stuart L. Schreiber, Morris

L oeb Professor of Chemistry, Co-Director, Institute of Chemistry and Cell Biology and Scientific Co-Director, Center of Genomics
Research at Harvard University and Investigator of the Howard Hughes Medical Institute.

Our Licenses

We and our subsidiary, AGTI, have entered into license agreements with various research institutions and universities pursuant to which
we and/or AGT]I are the licensee of certain technologies upon which some of our product candidates are based. A partial summary of
certain of these licensesis presented below.

Licensor Licensee Technology Area
Stanford University and Harvard AGTI Regulating cellular processes with
University small molecules
Massachusetts I nstitute of AGTI Engineered DNA-hinding proteins
Technology
Harvard University AGTI Synthetic gene activators
Mochida Pharmaceuticals, Ltd. ARIAD Fas cell-death gene
Science Park Raf. S.p.A AGTI Céll separation and vector
production
University of Pennsylvania ARIAD Regulated gene therapy
and AGTI
Cornell Research Foundation, Inc. ARIAD Three-dimensional structure of
drug-binding domain
Johns Hopkins University, AGTI Engineered drug-binding proteins
Memoria Sloan-K ettering Cancer
Center
University of Washington AGTI Regulated stem cell therapy
Mt. Sinai Hospital, affiliate of ARIAD Src-related signaling domains for
University of Toronto drug discovery
Massachusetts Institute of ARIAD NF-kB pathway for drug discovery
Technology, Whitehead Institute,
and Harvard University
Stanford University ARIAD NF-AT pathway for drug discovery
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All of the licenses are exclusive except those with Mochida Pharmaceuticals, Ltd., Science Park Raf. S.p.A., and the University of
Pennsylvania. We have agreed to pay royaltiesto our licensors on sales of certain products based on the licensed technologies, as well as,
in some instances, milestone payments and patent filing and prosecution costs. The licenses also impose various milestone,
commercialization, sublicensing, royalty aswell asinsurance and other obligations. Failure by usto comply with these requirements
could result in the termination of the applicable agreement which could have a material adverse effect on our business, financial
condition and results of operations.

Competition

Thefield of gene-based drug discovery is new and rapidly evolving, and we expect that it will continue to undergo significant
technological change. We anticipate that we will experience intense competition from other companies in the gene therapy and genomics
fields and those that are devel oping small-molecule drugs that target signal transduction pathways. We are aware of many early-stage
and established companies, including major pharmaceutical and biotechnology firms, that are pursuing the development of gene-based
drugs or are actively engaged in gene therapy.

Companies in the gene therapy field include Avigen, Inc., Biogen, Inc., Cell Genesys, Inc., GenVec, Inc., Genzyme Corp., Targeted
Genetics Corp., TransGene S.A., and Valentis, Inc. However, we do not believe that any of these companies has started clinical
development of regulated gene therapy products. We are aware of several companies that are developing specific products to treat
GvHD, including Abgenix, Inc., AVAX, Inc., BioTransplant, Inc., Protein Design Labs, Inc. and Repligen Corp. We may also
experience competition from companies that have acquired or may acquire technology from companies, universities, and other research
institutions. As these companies develop their technologies, they may develop proprietary positions which may materially and adversely
affect us.

In the area of signal transduction inhibitors, companies such as AstraZeneca plc, Biogen, Inc., Ligand Pharmaceuticals, Inc., Novartis
Pharma AG, OSI Pharmaceuticals, Inc., Pharmacia, Inc., Tularik, Inc., and Vertex Pharmaceuticals, Inc. are developing drugs to treat
human disease by regulating genes and inhibiting signal transduction pathways.

Government Regulation

The manufacturing and marketing of our products, if any, and our ongoing research and development activities are subject to extensive
regulation by numerous governmental authorities in the United States and other countries. Any drug developed by us must undergo

rigorous preclinical studies and clinical testing and an extensive regulatory approval process implemented by the FDA under the federal
Food, Drug and Cosmetic Act prior to marketing in the United States. Satisfaction of such regulatory requirements, which includes
demonstrating that the product is both safe and effective for its recommended conditions of use, typically takes several years or more
depending upon the type, complexity and novelty of the product and requires the expenditure of substantial resources. Preclinical studies
must be conducted in conformance with the FDA's good laboratory practice regulations. Before commencing clinical triztstedthe
States, we must submit to and receive clearance from the FDA of an Investigational New Drug Application, or IND. Them can be n
assurance that submission of an IND would result in FDA clearance to commence clinical trials. Clinical testing must reeetmequi
for institutional review board oversight, informed consent and good clinical practice and is subject to continuing FDA.ddMersigh
have a limited history of conducting preclinical studies and the clinical trials necessary to obtain regulatory apprarahofelrtiie or
the FDA may suspend clinical trials at any time if either party believes that the subjects participating in such trialg expdssd to
unacceptable risks or if the FDA finds deficiencies in the conduct of the trials.

Before receiving FDA approval to market a product, we will have to demonstrate that the product is safe and effectiveint the pa
population that will be treated. Data obtained from preclinical studies and clinical trials are susceptible to varyingtictespudich
could delay, limit or prevent regulatory clearances. In addition, delays or rejections may be encountered based upon additional
government regulation from future
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legislation or administrative action or changesin FDA policy during the period of product development, clinical trials and FDA

regulatory review. Similar delays also may be encountered in foreign countries. There can be no assurance that even after such time and
expenditures, regulatory approval will be obtained for any products developed by us, or, even if approval is obtained, the labeling for

such products will not be required to contain limitations with respect to its condition of use, which could materially impact the

marketability and profitability of the product. If regulatory approval of aproduct is granted, such approval will be limited to those

disease states and conditions for which the product has been shown useful, as demonstrated by clinical trials. Furthermore, approval may
entail ongoing requirements for postmarketing studies. Even if such regulatory approval is obtained, a marketed product, its

manufacturer and its manufacturing facilities and procedures are subject to continual review and periodic inspections by the FDA.
Discovery of previously unknown problems with a product, manufacturer manufacturing procedures or facility may result in restrictions

on such product or manufacturer, including costly recalls, an injunction against continued manufacturing until the problems have been
adequately addressed to the FDA's satisfaction or even withdrawal of the product from the market. There can be no asamsance tha
compound developed by us alone or in conjunction with others will prove to be safe and efficacious in clinical trialsvaet alillof
the applicable regulatory requirements needed to receive and maintain marketing approval. Additionally, the marketingnthbeling
advertising for an approved product is subject to ongoing FDA scrutiny and the failure to adhere to applicable requiremsuitsrcan
regulatory action which could have a material impact on the profitability of the product.

Outside the United States, our ability to market a product will be contingent upon receiving a marketing authorization from the
appropriate regulatory authorities. The requirements governing the conduct of clinical trials, marketing authorizatioangricing
reimbursement vary widely from country to country. At present, foreign marketing authorizations are applied for at aavational |
although within the European Community certain registration procedures are available to companies wishing to marketanpoogluct i
than one member state. If the regulatory authority is satisfied that adequate evidence of safety, quality and efficaqyrésanbedna
marketing authorization will be granted. This foreign regulatory approval process includes all of the risks associated eléthr &

set forth above.

Our Employees

As of March 132001, we had 55 full-time employees, 25 of whom hold post-graduate degrees, including 17 with a Ph.D. or M.D. Mo
of our employees are engaged directly in research and development. We have entered into confidentiality and noncompetition
agreements with all of our employees. None of our employees are covered by a collective bargaining agreement, and we consider
relations with our employees to be good.

Cautionary Statement Regarding Forward L ooking Statements

Statements in this Annual Report on Form 10-K under the captions “Business” and “Management’s Discussion and Analysialof Final
Condition and Results of Operations,” as well as oral statements that may be made by us or by our officers, directorsas,employ
acting on our behalf, that are not historical fact constitute “forward-looking statements” within the meaning of the RrivititssSe
Litigation Reform Act of 1995. Such forward-looking statements involve known and unknown risks, uncertainties and oth#ratactors
could cause our actual results to be materially different from the historical results or from any results expressed loy saplied
forward-looking statements. Such factors include, among others, the following factors:

Risks Relating to Our Business
We may never succeed in developing marketable drugs or generating product revenues.

We are an early-stage company with no product revenues, and we may not succeed in producing pharmaceutical products for
commercialization. We do not expect to have any products on the market for several years, if at all. Our main focusyignprimaril
conducting research and product development to
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advance the complex and specialized technologies we are developing. We are exploring human diseases at the cellular level. We seek to
discover which genes within cells malfunction to cause disease, which signals are triggered within cells during the disease process to
cause these cells to respond abnormally, and which drugs can halt or reverse those activities within cells. We also seek to discover
multiple regulated gene therapies and regulated cell therapies that can treat or prevent disease. Aswith all science, we face much trial
and error, and we may fail at numerous stages along the way. If we are not successful in developing marketable products, we will not be
profitable.

We may be unable to access vectors, or other gene transfer technologies that we will need to commercialize our gene and cell therapy
product candidates.

We may not be able to access the vector technologies required to develop and commercialize our gene and cell therapy product
candidates. We do not own gene delivery technologies and are reliant on our ability to enter into license agreements with appropriate
academic ingtitutions and/or gene therapy companies that can provide us with rights to the necessary technology and components of gene
delivery systems. Theinability to reach an appropriate agreement with such an entity on reasonable commercial terms could delay or
prevent the preclinical evaluation, clinical testing, and/or commercialization of our product candidates. Since some of our potential
products are based on gene therapy, our inability to access gene transfer technology would have significant adverse effectson a
significant portion of our product candidates. If we do not market our product candidates, we will never become profitable. In addition,
the intellectual property landscape covering gene transfer technologiesis currently uncertain and fragmented. Accordingly, if we select
one partner as a source for selected intellectual property rights, we may find that we have not licensed sufficient rights to be able to
commercialize our products, or we may be forced to acquire additional rights or discontinue marketing our product candidates
unexpectedly.

We have incurred significant losses to date and may never be profitable.

We have incurred significant operating losses in each year since our formation in 1991 as a Delaware corporation through 2000 and have
an accumulated deficit of approximately $89 million from our operations through December 31, 2000. It islikely that significant
operating losses will continue for the foreseeable future. We currently have no product revenues or commitments for future research
revenues, may never be able to earn such revenue, and may never have profitable operations, even if we are able to commercialize any of
our product candidates or enter into additional research agreements. If our losses continue and we are unabl e to successfully develop,
commercialize, manufacture and market product candidates, we may never have product revenues or achieve profitability. Losses have
resulted principally from costs incurred in research and devel opment of product candidates and from general and administrative costs
associated with our operations.

I nsufficient funding may jeopardize our research and development programs and may prevent commercialization of our products and
technologies.

All of our operating revenue to date has been generated through collaborative research agreements that have expired or been terminated.
Accordingly, we may not be able to secure the significant funding levels which are required to maintain and continue each of our
research and development programs at the current levels or at levels that may be required in the future. We do not have any committed
strategic alliance funding for the advancement of any of our programs. Although, we intend to seek additional funding from
collaborations or public or private financings, these may not be available on terms acceptable to us, or at al. If we cannot secure
adequate financing, we may be required to delay, scale back or eliminate one or more of our research and development programs or to
enter into license arrangements with third parties to commercialize products or technologies that we would otherwise seek to develop
ourselves.
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Because we do not own all of the outstanding stock of our subsidiary, ARIAD Gene Therapeutics, Inc. (" AGTI"), we may not realize
all of the potential future economic benefit from products developed based on technology licensed to or owned by our subsidiary.

Our subsidiary, AGTI, holds licenses from Harvard University, Stanford University, and other universities relating to ARGENT, akey
technology in our regulated gene and cell therapy product development programs. Minority stockholders, including Harvard University,
Stanford University and certain current and former members of our management, own slightly less than 20% of the issued and
outstanding capital stock of AGTI. We do not currently have alicense agreement with AGTI that provides us with rights to develop and
commercialize products based on the licenses relating to ARGENT. In order to commercialize any product based on this technology, we
will either license this technology on terms to be determined or commercialize these products directly through AGTI. The economic
benefit to our stockholders from products we commercialize will be diluted by any royalties paid under a future license agreement, if
any, with AGTI. The economic benefit to our stockholders from products, if any, AGTI may commercialize would be reduced in an
amount related to the percentage owned by the minority stockholders of AGTI.

Alternatively, we may acquire all of the interests of the minority stockholdersin AGTI for cash, shares of our common stock or other
securities of ours, if any. If we acquire these minority interests for either form of consideration, it will result in dilution to our

stockholders. The economic value of the minority stockholders’ interest is difficult to quantify in the absence of a predli@ntbthe
market price of our publicly traded common stock may not accurately reflect its value. Accordingly, the market could change its
perception of the value of this minority interest in our subsidiary at any time in reaction to our increased emphasigrodubtse
announcements regarding these products or for other reasons, any of which could result in a decline in our stock ptitme, ifnaddi
acquire the minority interest at a cost greater than the value attributed to them by the market, this also could redin iim ade

stock price. If we choose to acquire these interests through a short-form merger in which we do not solicit the consgénodtfythe
stockholders of AGTI, we could become subject to an appraisal procedure, which would result in additional expense andfdiversion
management resources.

Because certain members of our management team and Board of Directors beneficially own a significant percentage of the capital
stock of our subsidiary, AGTI, there may be conflicts of interest present in dealings between ARIAD and AGTI.

Four members of our management team and/or Board of Directors own or have the right to acquire up to approximately 6% of the
outstanding capital stock of AGTI. These same individuals beneficially own approximately 8% of our outstanding commonatock. As
result, the market may perceive conflicts of interest to exist in dealings between AGTI and us. AGTI is the exclusiveflitensee
ARGENT intellectual property from Harvard University and Stanford University and, in the event that we commercialize preddcts b
on ARGENT, we will have to negotiate the terms of a license agreement with AGTI or acquire all of the capital stock of ¢eE$e Be

of the apparent conflicts of interest, the market may be more inclined to perceive the terms of any transaction betw&&T Lasand
being unfair to us.

We have no experience in manufacturing any of our product candidates on a commercial basis, which raises uncertainty asto our
ability to commercialize our product candidates.

We have no experience in, and currently lack the resources and capability to, manufacture any of our product candidates on a
commercial basis. Our ability to conduct clinical trials and commercialize our product candidates will depend, in paahitity doir
manufacture our products on a large scale, either directly or through third parties, at a competitive cost and in ac¢brieBécani
other regulatory requirements. We currently do not have the capacity to manufacture drugs in large quantities. We degeuattyn thi
manufacturers or collaborative partners for the production of our product candidates for preclinical research and tdinicdlittiend

to use third-party manufacturers to produce any products we may eventually commercialize. If we are not able to obtain contract
manufacturing on commercially reasonable terms, we may not be able to conduct or complete clinical trials or commercialize our
product candidates, and we do not know whether we will be able to develop such capabilities.

18



If we are unable to establish sales, marketing and distribution capabilities or to enter into agreements with third parties to do so, we
may be unable to successfully market and sell any products.

We currently have no sales, marketing or distribution capabilities. If we are unable to establish sales, marketing or distribution
capabilities either by developing our own sales, marketing and distribution organization or by entering into agreements with others, we
may be unable to successfully sell any products we are able to begin to commercialize. If we are unable to effectively sell our products,
our ability to generate revenues will be harmed. We may not be able to hire, in atimely manner, the qualified sales and marketing
personnel we need, if at al. In addition, we may not be able to enter into any marketing or distribution agreements on acceptable terms,
if at all. If we cannot establish sales, marketing and distribution capabilities as we intend, either by developing our own capabilities or
entering into agreements with third parties, sales of future products, if any, may be harmed.

If our product candidates are not accepted by physicians and insurers, we will not be successful.

Our success is dependent on acceptance of our product candidates. They may not achieve significant market acceptance among patients,
physicians or third-party payors, even if we obtain necessary regulatory and reimbursement approvals. Failure to achieve significant
market acceptance will harm our business. We believe that recommendations by physicians and health care payors will be essential for
market acceptance of any product candidates. In the past, there has been concern regarding the potential safety and effectiveness of gene
therapy products. Physicians and health care payors may conclude that any of our product candidates are not safe.

The loss of key members of our scientific and management staff could delay and may prevent the achievement of our research,
development and business objectives

Our Chief Executive Officer, Harvey J. Berger, our Chief Patent Counsel, David Bernstein, and our Senior Vice President, Drug
Development, John D. luliucci, and other key officers and members of our scientific staff responsible for areas such as clinical
development, drug discovery, cell biology and genomics, structure-based drug design and protein engineering are important to our
speciaized scientific business. We also are dependent upon afew of our scientific advisorsto assist in formulating our research and
development strategy. The loss of, and failure to promptly replace, any one of this group could significantly delay and may prevent the
achievement of our research, development and business objectives. While we have entered into employment agreements with all of our
officers, they may not remain with us.

Competing technologies may render some or all of our programs or future products noncompetitive or obsolete.

Many well-known pharmaceutical, healthcare and biotechnology companies, academic and research institutions and government
agencies, who have substantially greater capital, research and development capabilities and experience than us, are presently engaged in
(1) developing products based on signal transduction, genomics and proteomics, structure-based drug design, and gene and cell therapy
and (2) conducting research and devel opment programs for the treatment of all the disease areas in which we are focused.

Some of these entities already have product candidatesin clinical trials or in more advanced preclinical studies than we do. They may
succeed in commercializing competitive products before us, which would give them a competitive advantage. Competing technologies
may render some or all of our programs or future products noncompetitive or obsolete, and we may not be able to make the
enhancements to our technology necessary to compete successfully with newly emerging technologies. If we are unable to competein
our chosen markets, we will not become profitable.
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We may not be able to protect our intellectual proprietary rights.

We and our licensors have pending patent applications covering biochemical and cellular tests useful in drug discovery, new chemical
compounds discovered in our drug discovery programs, certain components, configurations and uses of our ARGENT, RPD, and RGE
systems and methods and materials for conducting genomics research. These patent applications may not issue as patents and may not
issuein all countriesin which we develop, manufacture or sell our products. In addition, patents issued to us or our licensors may be
challenged and subsequently narrowed, invalidated or circumvented. In that event, such patents may not afford meaningful protection for
our technologies or product candidates, which would materially impact our ability to devel op and market them. Certain technologies
utilized in our research and devel opment programs are already in the public domain. Moreover, a number of our competitors have
devel oped technol ogies, filed patent applications or obtained patents on technol ogies and compositions that are related to our business
and may cover or conflict with our patent applications. Such conflicts could limit the scope of the patents that we may be able to obtain
or may result in the denial of our patent applications. If athird party were to obtain intellectual proprietary protection for any of these
technologies, we may be required to challenge such protections, terminate or modify our programs that rely on such technologies or
obtain licenses for use of these technologies.

We may be unable to develop or commercialize our product candidates, if we are unable to obtain or maintain certain licenses.

We have entered into license agreements for some of our technologies, either directly or through AGTI. We are currently attempting to
obtain additional licenses for technology useful to our programs. Our inability to obtain any one or more of these licenses, on
commercially reasonable terms, or at all, or to circumvent the need for any such license, could cause significant delays and cost increases
and materially affect our ability to develop and commercialize our product candidates. We also use gene sequences or proteins encoded
by those sequences and other biological materials in each of our research programs which are, or may become, patented by others and to
which we would be required to obtain licensesin order to develop or market our product candidates. Some of our programs, including
our regulated gene therapy program, may require the use of multiple proprietary technologies, especially vectors and therapeutic genes.
Obtaining licenses for these technologies may require us to make cumulative royalty payments or other payments to several third parties,
potentially reducing amounts paid to us or making the cost of our products commercially prohibitive.

Some of our licenses obligate usto exercise diligence in pursuing the development of product candidates, to make specified milestone
payments, and to pay royalties. In some instances, we are responsible for the costs of filing and prosecuting patent applications. These
licenses generally expire upon the earlier of afixed term of years after the date of the license or the expiration of the applicable patents,
but each license is also terminable by the other party upon default by us of our obligations. Our inability or failure to meet our diligence
requirements or make any payments required under these licenses would result in areversion to the licensor of the rights granted which,
with respect to the licenses where we have obtained exclusive rights, would materially and adversely affect our ability to develop and
market products based on our licensed technologies.

I f we develop a product for commercial use, a subsequent product liability-related claim or recall could have an adverse effect on our
business.

Our business exposes us to potential product liability risks inherent in the testing, manufacturing and marketing of pharmaceutical
products, and we may not be able to avoid significant product liability exposure. A product liability-related claim or recall could be
detrimental to our business. In addition, except for insurance covering product usein our clinical trials, we do not currently have any
product liability insurance, and we may not be able to obtain or maintain such insurance on acceptable terms, or we may not be able to
obtain any insurance to provide adequate coverage against potential liabilities. Our inability to obtain sufficient insurance coverage at an
acceptable cost or otherwise to protect against potential product liability claims could prevent or limit the commercialization of any
products we develop.
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Risks Relating to Gover nmental Approvals

We have limited experiencein conducting clinical trials, which may cause delays in commencing and completing clinical trials of our
product candidates.

Clinical trials must meet FDA and foreign regulatory requirements. We have limited experience in conducting the preclinical studies and
clinical trials necessary to obtain regulatory approval. Consequently, we may encounter problemsin clinical trials that may cause us or
the FDA or foreign regulatory agencies to delay, suspend or terminate these trials. If the clinical trials of our products fail, we will not be
able to market our product candidates. Problems we may encounter include the chance that we may not be able to conduct clinical trials
at preferred sites, obtain sufficient test subjects or begin or successfully complete clinical trialsin atimely fashion, if at all. Furthermore,
we, the FDA or foreign regulatory agencies may suspend clinical trials at any time if we or they believe the subjects participating in the
trials are being exposed to unacceptable health risks or if we or they find deficienciesin the clinical trial process or conduct of the
investigation. The FDA and foreign regulatory agencies could also require additional clinical trials, which would result in increased costs
and significant development delays. Our failure to adequately demonstrate the safety and effectiveness of atherapeutic drug under
development could delay or prevent regulatory approval of the product candidate and could have a material adverse effect on our
business.

Adverse medical events and/or a hostile regulatory and political environment could delay or prevent the commercialization of our
gene therapy product candidates.

The death in 1999 of apatient in aclinical trial of adenovirus-mediated gene therapy has heightened awareness of the potential risks
associated with early-stage clinical evaluation of gene therapies. In addition, several deathsin other gene therapy clinical trials have been
publicized. While not apparently caused by the gene transfer procedure, these deaths were not promptly reported to the FDA. Asaresult
of these events, the field of gene therapy has come under greater scrutiny from regulatory authorities, politicians and the public at large.
Although we do not anticipate using adenoviral vectorsin our product candidates, the new environment of greater scrutiny for gene
therapy may significantly delay the development of our gene and cell therapy product candidates. We may be required to conduct more
extensive preclinical testing in order to perform clinical trials on our product candidates. Regulatory approval of our gene and cell
therapy product candidates may require more extensive clinical studies than anticipated, which could delay commercialization of our
gene and cell therapy product candidates. Further adverse events in gene therapy trials and/or decisions of regulatory and other
governmental agencies could result in a moratorium or even termination of al clinical studies on gene therapy at some or all medical
centers in the United States or other countries. Such events could seriously jeopardize the development and commercialization of our
gene and cell therapy product candidates. In addition, should our product candidates be approved for marketing, adverse public
perception of the gene therapy field may limit our ability successfully to market any gene and cell therapy products.

We may not be able to obtain government regulatory approval for our product candidates prior to marketing.

To date, we have not submitted a marketing application for any product candidate to the FDA or any foreign regulatory agency, and none
of our product candidates have been approved for commercialization in the United States or elsewhere. Any product candidate ready for
commercialization would be subject to an extensive and lengthy governmental regulatory approval processin the United States and in
other countries. We may not be able to obtain regulatory approval for any products we develop or even if approval is obtained, the
labeling for such products may be required to bear limitations that could materially impact the marketability and profitability of the
product involved. We have no history of conducting and managing the clinical testing necessary to obtain such regul atory approval.
Satisfaction of these regulatory requirements, which includes satisfying the FDA and foreign regulatory authorities that the product is
both safe and effective under its recommended conditions of use, typically takes several years or more depending upon the type,
complexity and novelty of the product and requires the expenditure of substantial resources.
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Furthermore, the regulatory requirements governing our potential products are uncertain. This uncertainty may result in excessive costs
or extensive delays in the regulatory approval process, adding to the already lengthy review process. If regulatory approval of a product
is granted, such approval will be limited to those disease states and conditions for which the product is proven useful, as demonstrated by
clinical trials, and our products will be subject to ongoing regulatory reviews. Although we have been granted orphan drug designation
by the FDA for AP1903, the small-molecule drug used in our GvHD cell therapy product candidate, this designation may be challenged
by others or may prove to be of no practical benefit.

We will not be able to sell our product candidates, if we or our third-party manufacturersfail to comply with FDA manufacturing
regulations.

Before we can begin to commercially manufacture our product candidates, we must either secure manufacturing in an approved

manufacturing facility or obtain regulatory approval of our own manufacturing facility and process. In addition, manufacture of our

product candidates must comply with the FDA’s current Good Manufacturing Practices requirements, commonly known as cGMP. T
cGMP requirements govern, among other things, quality control and documentation policies and procedures. We, or any third-party
manufacturer of our product candidates, may not be able to comply with cGMP requirements, which would prevent us framtselling s
products. Material changes to the manufacturing processes of our products after approvals have been granted are alsvisubject to
and approval by the FDA or other regulatory agencies.

Even if we bring products to market, we may be unable to effectively price our products or obtain adequate reimbursement for sales of
our products, which would prevent our products from becoming profitable.

If we succeed in bringing our product candidates to the market, they may not be considered cost-effective, and reimbtineement to
consumer may not be available or may not be sufficient to allow us to sell our products on a competitive basis. In btetl Statesi

and elsewhere, sales of medical products and treatments are dependent, in part, on the availability of reimbursemeninethe con
from third-party payors, such as government and private insurance plans. Third-party payors are increasingly challeizgag the pr
charged for pharmaceutical products and services. Our business is affected by the efforts of government and third-gartpptaiors

or reduce the cost of health care through various means. In the United States, there have been and will continue to béfadenailber
and state proposals to implement government controls on pricing. In addition, the emphasis on managed care in the Umited States
increased and will continue to increase the pressure on the pricing of pharmaceutical products. We cannot predict whgiiatiany |
or regulatory proposals will be adopted or the effect these proposals or managed care efforts may have on our business.

ITEM 2: PROPERTIES

We have leased approximately 100,000 square feet (approximately 52,000 square feet currently under sublease to tHird parties) o
laboratory and office space at 26 Landsdowne Street, located in University Park at M.I.T., in Cambridge, MassachusettsisTtbe lea
a ten-year term ending in July of 2002, with two consecutive five-year renewal options. We believe that our currentlgilggseit, fa

in large part, be adequate for our research and development activities at least through the year 2004.

ITEM 3: LEGAL PROCEEDINGS

We were named as a defendant in a purported class action lawsuit commenced in June 1995 in the U.S. District Courtifeimthe Sout
District of New York. The action named as defendants ARIAD Pharmaceuticals, Inc.; the underwriter of our initial publicaftean
market maker in our stock, D. Blech & Co.; the managing director and sole shareholder of D. Blech & Co. and one of our former
directors, David Blech; certain other of our directors, and the qualified independent underwriter for the initial pulnlg; Sffeenberg
Hieber, Inc. (“SHI").
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Counsel for the plaintiff class, counsel for the Company and the named director defendants, excluding David Blech (the “Company
Defendants”), and counsel for SHI have executed a stipulation of settlement in the action (the “Proposed Settlement)s&tie Prop
Settlement, in substance, contemplates a payment of $620,000 as consideration for plaintiffs’ consent to entry of judipsiagtttism
action with prejudice and barring “contribution-type” claims against the Company Defendants by non-settling parties. Té Propos
Settlement further is subject to the Court’s approval of that stipulation as fair, adequate and reasonable, and toagyirg ofizte
judgment of dismissal in the action and in a related action entitia@: Blech Securities Litigation, 94 Civ. 7696 (RWS), from which

the Court previously ordered us dismissed as a defendant. The amount we agreed to contribute is not material.

On May 19, 1999, we filed suit in the Massachusetts Superior Court against Michael Z. Gilman, Ph.D. (“Dr. Gilman”), o@Hafmer
Scientific Officer, seeking equitable relief for breach of his employment agreements in accepting a position as the restarch di
molecular biology at Biogen, Inc. (“Biogen”). The Superior Court issued a temporary injunction on May 19, 1999 restraiingabDr.

from using any of our confidential information in his new employment. On June 21, 1999, Dr. Gilman filed a counterclaimsagainst
seeking an order awarding damages for breach of contract and barring us from enforcing any provisions of our employmatg agreem
with Dr. Gilman. On May 26, 1999 Biogen filed a motion to intervene as a defendant in the action which the Superior Galdrgrant
August 2, 1999. Discovery in the case has not been completed, and Summary Judgment Motions are not due to be filed,until Augus
2001. The ultimate outcome of the litigation with Dr. Gilman is not determinable at this time.

ITEM 4: SUBMISSION OF MATTERSTO A VOTE OF SECURITY HOLDERS
No matters were submitted to a vote of security holders during the quarter ended December 31, 2000.
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PART I1
ITEM 5: MARKET FOR REGISTRANT'S COMMON EQUITY AND RELATED STOCKHOLDER MATTERS

Market Information

Our common stock has been traded on the Nasdaq National Market under the symbol “ARIA” since September 19, 1994. The follow
table sets forth the high and low sales prices of our common stock as quoted on the Nasdaq National Market for the gagdds indi

High Low

1999:

First Quarter $ 41/4 $ 15/16
Second Quarter 129/32 11/4
Third Quarter 13/8 23/32
Fourth Quarter 3 1/2
2000:

First Quarter $ 481/2 $ 212
Second Quarter 16 7/8 511/16
Third Quarter 157/8 8 5/16
Fourth Quarter 13 41/2

Holders

The approximate number of holders of record of our common stock as of March 15, 2001 was 400, and the approximate toffal numbe
holders of our common stock as of March 15, 2001 was 31,500.

Dividends

We have not declared or paid dividends on our common stock in the past and do not intend to declare or pay such diédends in th
foreseeable future. Our current long-term debt agreement prohibits the payment of cash dividends. (See “Management’saDiscussion
Analysis of Financial Condition and Results of Operations—Liquidity and Capital Resources” and Note 5 of “Notes to Consolidated
Financial Statements.”)
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ITEM 6: SELECTED FINANCIAL DATA

The selected financia data set forth below as of December 31, 2000, 1999, 1998, 1997 and 1996 and for the years then ended have been
derived from the audited consolidated financial statements of the Company, of which the financial statements as of December 31, 2000

and 1999 and for the years ended December 31, 2000, 1999 and 1998 are included elsewhere in this Annual Report on Form 10-K and

are qualified by reference to such financial statements. The information set forth below should be read in conjunction with

“Management’s Discussion and Analysis of Financial Condition and Results of Operations” and the audited consolidated financial
statements, and the notes thereto, and other financial information included herein.

Y ears Ended December 31,

2000 1999 1998 1997 1996
I n thousands, except share and per share data
Consolidated Statements of Operations Data:
Revenues:
Research revenue (principally related parties prior
to 2000) $ 128 $ 12,468 $ 12,143  $ 9,234 $ 10,304
Interest income 2,050 445 999 1,757 1,272
Total revenues 2,178 12,913 13,142 10,991 11,576
Operating expenses:
Research and development * 12,467 28,844 35,515 20,287 15,254
General and administrative 3,318 3,938 2,634 2,925 2,229
Interest expense 225 522 481 410 269
Total operating expenses 16,010 33,304 38,630 23,622 17,752
Loss from operations (13,832) (20,391) (25,488) (12,631) (6,176)
Gain on sale of Genomics Center 46,440
Equity in net loss of Genomics Center (1,493) (660)
Income (loss) before cumulative effect of change in
accounting principle (13,832) 24,556 (26,148) (12,631) (6,176)
Cumulative effect of change in accounting principle (364)
Net income (loss) (13,832) 24,192 (26,148) (12,631) (6,176)
Repurchase and accretion costs attributable to
redeemable convertible preferred stock (6,435) (36)
Net income (loss) attributable to common
stockholders $ (13832) $ 17,757 $ (26,184) $ (12,631) $ (6,176)
Earnings (loss) per share:
Per common share (basic):
Income (loss) attributable to common stockholders
Before cumulative effect of change in accounting
principal $ (53) % 82 3 (1.25) % (.66) $ (.33)
Cumulative effect of change in accounting (.02)
principle
Net income (loss) — basic $ (53) % 80 3 (1.25) $ (.66) $ (.33)
Weighted average number of shares of common
stock outstanding — basic 25,875,663 22,004,646 20,966,586 19,252,885 18,999,229
Per common share (diluted):
Income (loss) before cumulative effect of change in
accounting principle $ (53) % a1 03 (1.25) % (.66) $ (.33)
Cumulative effect of change in accounting (.01)
principle
Net income (loss) — diluted $ (53) % 70 $ (1.25) $ (.66) $ (.33)

Weighted average number of shares of common



stock outstanding — diluted 25,875,633 34,448,015 20,966,586 19,252,885 18,999,229
* Includes non-cash stock based compensation $ 142  $ 86 $ 73 % 70 % 27
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In thousands

Consolidated Balance Sheet Data:

Cash, cash equivalents and marketable securities
Working capital

Total assets

Long-term debt

Redeemable convertible preferred stock
Accumulated deficit

Stockholders' equity

Y ears Ended December 31,

2000 1999 1998 1997 1996
$ 39781 $ 28320 $ 14,176 $ 29359 $ 15702
36,866 22,731 5,806 16,539 11,902
48,813 44,236 30,786 47,409 27,605
3,700 1,900 3,295 5,156 1,473

8,070 5,036

(88,715) (74,883) (92,640) (66,457) (53,826)
40,851 27,068 11,733 28,374 16,684
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ITEM 7: MANAGEMENT'S DISCUSSION AND ANALYSIS OF FINANCIAL CONDITION AND
RESULTS OF OPERATIONS

You should read the following discussion and analysis in conjunction with “Selected Consolidated Financial Data” and odiatetsol
financial statements and the related notes included elsewhere in this report.

Overview

We are engaged in devel oping innovative pharmaceutical product candidates based on small-molecule drugs and our proprietary gene
regulation technology platforms. We integrate functional genomics and proteomics, protein engineering, and structure-based drug design

in our drug discovery process. Our lead product candidates — treatments for osteoporosis, cancer, anemia, and grafiagshase dis
of the major limitations of allogeneic bone marrow transplantation — all work through small-molecule regulation of cedlessepro

Our benchmark gene regulation technologies, ARGENT, RPD, and RGE, already are being used by approximately 400 academic
investigators worldwide for scientific research. Commercial licenses to these technologies also are available to pharamaceutical
biotechnology companies for use in their drug discovery efforts and for collaborative development of novel products.

Aventis Relationship

From November 1995 through December 1999, substantially all of our research revenue and the majority of our researcheexpenses
incurred in collaboration with Aventis Pharmaceuticals Inc., formerly known as Hoechst Marion Roussel, Inc., and its affiliates

In November 1995, we entered into an agreement with Hoechst Marion Roussel, S.A. to collaborate on the discovery and defvelopm
drugs to treat osteoporosis and related bone diseases (the “Osteoporosis Agreement”), one of our signal transductrognaibgor

In March 1997, we entered into an agreement, which established a 50/50 joint venture, called the Hoechst-ARIAD Genomics Centel
LLC, or the Genomics Center, with Aventis to pursue functional genomics with the goal of identifying genes that encode novel
therapeutic proteins and small-molecule drug targets. We recognized aggregate revenue under these agreements of $12%fillion i
$11.7 million in 1998 and $8.7 million in 1997.

On December 31, 1999, we completed the sale of our 50% interest in the Genomics Center to Aventis, and as a resuliyét) we rece

$40.0 million in cash, (2) 3,004,436 shares of our series B preferred stock were returned to us, (3) Aventis forgavei$bdanii

term debt we owed to them, (4) we received drug candidates and related technologies resulting from the Osteoporosisakgreement,

(5) we received the right to use certain genomics and bioinformatics technologies developed by the Genomics Center. VEenetcorded
gain on the sale of $46.4 million. As a result of this sale, we did not receive any revenue from our relationship withfteveriso,

and we realized a reduction of revenue in fiscal 2000 of $12.4 million from 1999, which was more than offset by a recesgincin

and development expenses of approximately $16.3 million, primarily associated with the Genomics Center.

General

Since our inception in 1991, we have devoted substantially all of our resources to our research and development progvams. We ha
received no revenue from the sale of pharmaceutical products, and substantially all revenue to date has been receiveshiwitonnec
our relationship with Aventis. Except for the gain on the sale of the Genomics Center in December 1999, which resutiedrimenet i

for fiscal 1999, we have not been profitable since inception. We expect to incur substantial and increasing operatingHesses fo
foreseeable future, primarily due to the expansion of our research and development programs, product manufacturing and clinical
development. We expect that losses will fluctuate from quarter to quarter and that these fluctuations may be substantial. As of
December 31, 2000, we had an accumulated deficit of $88.7 million.
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Our business strategy balances potential near-term revenues with longer term product development opportunities. We plan to establish
the commercia infrastructure to market certain of our current lead products for selected markets and/or indications, pursue collaborative
partnerships for other markets and/or indications, license our platform technol ogies to selected biotechnology and pharmaceutical
companies for use in their genomics, proteomics and drug discovery programs and partner these technologies for joint devel opment of
novel products, however, there can be no assurance that we will be successful in achieving our strategies and generating future revenue
streams. As of January 1, 2001, we had no collaborative agreements that would generate revenue in 2001.

Results of Operations
Years Ended December 31, 2000 and 1999
Revenue

We recognized research revenue under our services agreements and collaborative research arrangements of $128,000 for the year ended
December 31, 2000 compared to $12.5 million for the year ended December 31, 1999. This decrease of $12.4 million was due to the
termination of our services agreements with the Genomics Center and the termination of the Osteoporosis Agreement as aresult of the
sale of our 50% ownership interest in the Genomics Center. As of January 1, 2001, we had no collaborative agreements that would
generate revenue in 2001.

Interest income increased 361% to $2.1 million in 2000 from $445,000 in 1999 as aresult of a higher level of invested funds.
Operating Expenses

Research and development expenses decreased 57% to $12.5 million in 2000 from $28.8 million in 1999. This decrease was primarily
due to the termination of services to the Genomics Center. We expect our research and development expenses to increase over the next
year as aresult of increased product development activities for our lead product candidates. However, the amount of such increasein
research and development spending will be determined, in part, by our ability to attract additional outside financing or to produce
revenues through partnerships, licensing, joint ventures, or similar arrangements.

General and administrative expenses decreased 16% to $3.3 million in 2000 from $3.9 million in 1999. The decrease in 2000 was
primarily due to lower professional and legal fees than those incurred in 1999, which included fees from a proposed private placement
offering during 1999 that was abandoned.

Interest expense decreased 57% to $225,000 in 2000 from $522,000 in 1999. This decrease was primarily due to alower level of debt
outstanding in 2000 as a result of repayments on our borrowings.

Operating Results

We reported aloss from operations of $13.8 million in 2000 compared to aloss from operations of $20.4 million in 1999, a decrease in
loss of $6.6 million or 32%. We reported aloss of $13.8 million in 2000 and reported income before cumulative effect of changein
accounting principle of $24.6 million in 1999. After such cumulative effect, we reported net income of $24.2 million for 1999. Our
results for 1999 included the gain on the sale of our 50% interest in the Genomics Center of $46.4 million. Although we earned taxable
income in 1999 due to the gain on the sal e of the Genomics Center, we were able to utilize net operating loss carryforwards to eliminate
substantially all taxes due. We expect that operating losses will increase and be substantial for several more years as our product
development activities expand, and these |osses are expected to fluctuate as a result of differencesin the timing and composition of
revenue earned and expenses incurred.
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On December 31, 1999 and January 14, 2000, we repurchased and retired all of our series C preferred stock and recorded a charge of
$6.2 million in 1999 representing the premium paid on the repurchase, which has been deducted from net income in determining net
income attributable to common stockholders. Accretion costs attributable to the series C preferred stock of $250,000 were also
recognized in 1999. We reported a net |oss attributable to common stockholders of $13.8 million in 2000 or $.53 per share (basic and
diluted). We reported net income attributable to common stockholders of $17.8 million in 1999 or $.80 per share (basic) and $.70 per
share (diluted).

Years Ended December 31, 1999 and 1998
Revenue

We recognized research revenue under our services agreements, collaborative research arrangements and government-sponsored grants
of $12.5 million for the year ended December 31, 1999 compared to $12.1 million for the year ended December 31, 1998. The increase
of $325,000 or 3% in 1999 compared to 1998 was due to an increase of $1.5 million in research revenue recognized in connection with
our services agreements with the Genomics Center and the achievement of the second milestone of $2.0 million under the Osteoporosis
Agreement, partially offset by areduction of $3.1 million in the amortization of deferred revenue recognized in the prior year relating to
the Osteoporosis Agreement and a decrease of $114,000 in government-sponsored research grant revenue recognized in the prior year.

Interest income decreased 55% to $445,000 in 1999 from $999,000 in 1998 as aresult of alower level of invested funds and arealized
loss on the sale of marketable securities of $70,000 recorded in 1999.

Operating Expenses

Research and development expenses decreased 19% to $28.8 million in 1999 from $35.5 million in 1998. This decrease was primarily
due to decreased manufacturing development and other preclinical development costs from the levels that were incurred in 1998,
partially offset by increased research services provided to the Genomics Center under our services agreementsin 1999.

General and administrative expenses increased 50% to $3.9 million in 1999 from $2.6 million in 1998. This increase was primarily due
to increased professional and legal servicesincurred in connection with litigation, as well as a proposed private placement that was not
undertaken.

Accounting Change

We adopted Statement of Position, or SOP 98-5, Reporting the Cost of Start-Up Activities, effective January 1, 1999 and recorded a
charge of $364,000 as a cumulative effect of change in accounting principle.

Operating Results

We reported aloss from operations of $20.4 million in 1999 compared to aloss from operations of $25.5 millionin 1998, a decrease in
loss of $5.1 million or 20%. We reported income before cumulative effect of change in accounting principle of $24.6 million in 1999 and
aloss before cumulative effect of change in accounting principle of $26.1 million in 1998. After such cumulative effect, we reported net
income of $24.2 million for 1999. Our results for 1999 include a gain on the sale of our 50% interest in the Genomics Center of $46.4
million. On December 31, 1999 and January 14, 2000, we repurchased and retired all of our series C preferred stock and recorded a
charge of $6.2 million in 1999 representing the premium paid on the repurchase, which has been deducted from net incomein
determining net income attributable to common stockholders. Accretion costs attributable to the series C preferred stock of $250,000 and
$36,000 were also recognized in 1999 and 1998, respectively. We reported net income attributable to common stockhol ders of

$17.8 million in 1999 or $.80 per share (basic) and $.70 per share (diluted). We reported a net 1oss attributable to common stockholders
of $26.2 million in 1998 or $1.25 per share (basic and diluted).
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Selected Quarterly Financial Data:

Summarized quarterly financial datais as follows:

Fiscal 2000 Quarters

First Second Third Fourth
I n thousands, except per share amounts
Total revenues $ 415 $ 470 $ 664 $ 629
L oss from operations (3,522) (3,190) (3,287) (3,833)
Net income (loss) (3,522) (3,190) (3,287) (3,833)
Diluted income (loss) per share:
Net loss $ (.15) $ (.12) $ (.12) $ (.14)
Fiscal 1999 Quarters
First Second Third Fourth

Total revenues $ 4,756 $ 2867 $ 2602 $ 2,688
L oss from operations (4,591) (5,931) (5,350) (4,519)
Net income (loss) before cumulative effect of

change in accounting principle (4,929) (6,361) (5,727) 41,573
Net income (loss) (4,991) (6,423) (5,790) 34,961
Diluted income (loss) per share:
Income (loss) before cumulative effect of change

in accounting principle $ (.22) $ (:29) $ (.26) $ 1.49
Cumulative effect of change in accounting

principle (.01
Net income (loss) $ (.23) $ (:29) $ (.26) $ 1.49

The fourth quarter of 1999 included a $46.4 million ($1.35 per share) gain on the sale of our 50% interest in the Genomics Center.
Liquidity and Capital Resources

We have financed our operations and investments primarily through the private placement and public offering of our securities, including
the sale of series C preferred stock to investors and the sale of series B preferred stock to Aventis Pharmaceuticals Inc., supplemented by
the issuance of long-term debt, operating and capital |ease transactions, interest income, government-sponsored research grants, research
revenue under the Osteoporosis Agreement, research revenue under the terms of our services agreements with the Genomics Center, and,
in December 1999, the sale to Aventis of our 50% interest in the Genomics Center.

At December 31, 2000, we had cash, cash equivalents and marketable securities totaling $39.8 million and working capital of

$36.9 million compared to cash and cash equivalents totaling $28.3 million and working capital of $22.7 million at December 31, 1999
exclusive of $6.9 million of cash, which was subsequently expended on January 14, 2000, to repurchase the remaining series C preferred
stock.

The primary uses of cash during the year ended December 31, 2000 were $15.1 million to finance our operations and working capital
requirements, $27.2 million to acquire marketable securities, $447,000 to purchase laboratory equipment, $1.2 million to repay long-
term debt and $1.2 million to acquire intellectua property.
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The primary sources of funds during the year ended December 31, 2000 were $11.6 million from the exercise of our publicly traded
warrants, $3.0 million of new borrowings as aresult of an extension and modification of our existing bank loan, $9.7 million from the
sale of common stock under the terms of an equity financing facility and a private placement of securities, and $5.0 million from the sale
of common stock from the exercise of stock options and purchases under the terms of the stock option and purchase plans.

Prior to 2000, we had issued 2,125,225 publicly traded warrants, each of which entitled its holder to purchase one share of our common
stock at an exercise price of $8.40 per share. During the year 2000, we received proceeds of $11.6 million from the exercise of 1,389,498
warrants. Of the remaining 735,727 warrants, 680,215 warrants were redeemed at a cost of $34,000, and 55,512 expired on April 26,
2000.

On June 27, 2000, we entered into an Equity Financing Facility (the “Equity Facility”) with Acqua Wellington North Ameriitas Equ
Fund, Ltd. (“Acqua Wellington”). Under the terms of the Equity Facility, at our option, we may from time to time sell Fytpegate

of $75.0 million of our common stock to Acqua Wellington over an 18 month period expiring in December, 2001. We agreed to issue
and sell the shares to Acqua Wellington at a per share price equal to the daily volume weighted average price of our ckramon sto
each date during a specified period during which the shares are to be purchased, less a discount of between 3.5% amdie8.0%, or u
certain circumstances, less a discount mutually agreed to by the parties. The discount is determined based on thedhreghold pri
establish for the applicable period.

We have substantial fixed commitments under various research and licensing agreements, consulting and employment agseements
agreements and long-term debt instruments. These fixed commitments currently aggregate in excess of $ 4.4 million peayear and
increase. We will require substantial additional funding for our research and development programs, including precliojmalestvel

and clinical trials, for operating expenses, for the pursuit of regulatory approvals and for establishing manufacturiimy eratlssties
capabilities. Adequate funds for these purposes, whether obtained through financial markets or collaborative or othenteraitigeme
collaborative partners, or from other sources, may not be available when needed or on terms acceptable to us.

Based on the historical spending levels to support our operations, our available funds will be adequate to satisfy annl cgeitating
requirements for the next two years. However, there can be no assurance that changes in our research and developnikat plans or o
future events affecting our revenues or operating expenses will not result in the earlier depletion of our funds.

At December 31, 2000, we had available for federal tax reporting purposes net operating loss carryforwards of approximately
$91.4 million that expire commencing in 2009. We also had federal research and development tax credit carryovers of dpproximate
$5.5 million that expire commencing in 2006. The utilization of both the net operating loss carryforwards and tax cregits ie su
certain limitations under federal tax laws.

New Accounting Pronouncements

In June 1998, the Financial Accounting Standards Board issued SFAS N&ct88nting for Derivative Instruments and Hedging

Activities. The new standard, which must be adopted on January 1, 2001, requires that all companies record derivatives on the balat
sheet as assets or liabilities, measured at fair value. Gains or losses resulting from changes in the values of thesendrrigatey
accounted for depending on the use of the derivative and whether it qualifies for hedge accounting. The adoption ofthisistanda
January 1, 2001 had no impact on our financial position or results of operations.

In December 1999, the Securities and Exchange Commission (“SEC”) issued Staff Accounting BullefRevEBlie Recognition in

Financial Satements (“SAB 101"), which provides guidance related to revenue recognition based on interpretations and practices
followed by the SEC. SAB 101 was effective in the quarter ended December 31, 2000 and requires companies to report amy change
revenue recognition as a cumulative effect of a change in accounting principle at the time of implementation in accordance with
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Accounting Principles Board Opinion No. 20, “Accounting Changes”. We have adopted this accounting standard as of December 31
2000, which had no impact on our consolidated financial statements.

ITEM 7A: QUANTITATIVE AND QUALITATIVE DISCLOSURES ABOUT MARKET RISK

We maintain an investment portfolio in accordance with our investment policy to preserve principal, maintain proper diopiéglity t
operating needs and maximize yields. Our investment policy specifies credit quality standards for our investments aadimitsth
of credit exposure to any single issue, issuer or type of investment.

We invest cash balances in excess of operating requirements in short-term securities, generally with maturities of 88sd@&ysror |
marketable securities generally consist of corporate debt and U.S. Government securities primarily with maturities afrdessjear
but generally less than six months. These securities are classified as available-for-sale. Available-for-sale securitidecanrthe
balance sheet at fair market value with unrealized gains or losses reported as a separate component of stockholderahagjatd(ac
other comprehensive loss). Gains and losses on marketable security transactions are reported on the specific-identification met
Interest income is recognized when earned. A decline in the market value of any available-for-sale security below destnieat is
other than temporary results in a charge to earnings and establishes a hew cost basis for the security. These investsitwnstare s
interest rate risk. We believe that the effect, if any, of reasonable possible near-term changes in the interest liatescal fedition,
results of operations and cash flows would not be material due to the short-term nature of these investments.

At December 31, 2000, we have a bank term note which bears interest at prime plus 1%. This note is sensitive to inskrdnttiete r
event of a hypothetical 10% increase in the prime rate (95 basis points), we would incur approximately $41,000 of atilidshal in
expense per year.
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ITEM 8 FINANCIAL STATEMENTSAND SUPPLEMENTARY DATA
Independent Auditors’ Report

The Board of Directors and Stockholders of
ARIAD Pharmaceuticals, Inc.:

We have audited the accompanying consolidated balance sheets of ARIAD Pharmaceuticals, Inc. and its subsidiaries (the ‘@ompan
of December 31, 2000 and 1999, and the related consolidated statements of operations, stockholders’ equity, and cascHiafs for
the three years in the period ended December 31, 2000. These financial statements are the responsibility of the Compamgistmanag
Our responsibility is to express an opinion on these consolidated financial statements based on our audits.

We conducted our audits in accordance with auditing standards generally accepted in the United States of America. These standar
require that we plan and perform the audit to obtain reasonable assurance about whether the financial statements aegiflee of ma
misstatement. An audit includes examining, on a test basis, evidence supporting the amounts and disclosures in thaténzamtisl st

An audit also includes assessing the accounting principles used and significant estimates made by management, as we{ #sevalua
overall financial statement presentation. We believe that our audits provide a reasonable basis for our opinion.

In our opinion, such consolidated financial statements present fairly, in all material respects, the financial positioDof ARIA
Pharmaceuticals, Inc. and its subsidiaries as of December 31, 2000 and 1999, and the results of their operations afldwisdioicash
each of the three years in the period ended December 31, 2000, in conformity with accounting principles generally abeepted in t
United States of America.

As discussed in Note 1 to the financial statements, in 1999 the Company changed its method of accounting for startsup activitie
/sIDELOITTE & TOUCHE LLP

Boston, Massachusetts
January 26, 2001

33



ARIAD PHARMACEUTICALS, INC. AND SUBSIDIARIES
CONSOLIDATED BALANCE SHEETS

December 31,
Notes 2000 1999
In thousands, except share and per share data
ASSETS
Current assets:
Cash and cash equivalents 1 $ 12543 $ 28320
Marketable securities 1,2 27,238
Inventory and other current assets 1 1,347 1,609
Total current assets 41,128 29,929
Property and equipment: 15,6
L easehold improvements 12,606 12,567
Equipment and furniture 4,821 4,413
Total 17,427 16,980
L ess accumulated depreciation and amortization 14,914 13,646
Property and equipment, net 2,513 3,334
Intangible and other assets, net 1,6 5,172 10,973
Total assets $ 48,813 $ 44,236
LIABILITIES AND STOCKHOLDERS’ EQUITY
Current liabilities:
Accounts payable $ 1434 $ 2,276
Current portion of long-term debt 5 1,200 1,200
Accrued liabilities — deferred compensation arrangements 299 136
Accrued liabilities — all other 1,329 3,586
Total current liabilities 4,262 7,198
Long-term debt 5 3,700 1,900
Commitments and contingent liabilities 6,10
Redeemable convertible preferred stock 7 8,070
Stockholders’ equity: 4,7,8
Preferred stock, authorized, 10,000,000 shares, none issued and outstanding
Common stock, $.001 par value, authorized, 60,000,000 shares, issued and
outstanding, 27,292,138 shares in 2000 and 22,031,888 shares in 1999 27 22
Additional paid-in capital 129,761 101,929
Deferred compensation (217)
Accumulated other comprehensive loss 2 (5)
Accumulated deficit (88,715) (74,883)
Total stockholders’ equity 40,851 27,068
Total liabilities and stockholders’ equity $ 48,813 $ 44,236

See notes to consolidated financial statements.
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ARIAD PHARMACEUTICALS, INC. AND SUBSIDIARIES

CONSOLIDATED STATEMENTS OF OPERATIONS

Y ears Ended December 31,

Notes 2000 1999 1998
In thousands, except share and per share data
Revenues:
Research revenue (principally related parties in 1999 and
1998) 134 $ 128 % 12,468 $ 12,143
Interest income 2 2,050 445 999
Total revenues 2,178 12,913 13,142
Operating expenses.
Research and development * 4 12,467 28,844 35,515
General and administrative 3,318 3,938 2,634
Interest expense 5 225 522 4381
Total operating expenses 16,010 33,304 38,630
L oss from operations (13,832) (20,391) (25,488)
Gain on sale of Genomics Center 4 46,440
Equity in net loss of Genomics Center 14 (1,493) (660)
Income (loss) before cumulative effect of change in accounting
principle 1 (13,832 24,556 (26,148)
Cumulative effect of change in accounting principle (364)
Net income (loss) (13,832) 24,192 (26,148)
Repurchase and accretion costs attributable to redeemable
convertible preferred stock 7 (6,435) (36)
Net income (loss) attributable to common stockholders $ (13,832 $ 17,757 $  (26,184)
Earnings (loss) per share:
Per common share (basic): 1
Income (loss) attributable to common stockholders before
cumulative effect of change in accounting principle $ (53) $ 82 3 (1.25)
Cumulative effect of change in accounting principle 1 (.02
Net income (loss) —basic $ (.53) $ 80 $ (1.25)
Weighted average number of shares of common stock
outstanding — basic 25,875,663 22,004,646 20,966,586
Per common share (diluted): 1
Income (loss) before cumulative effect of change in accounting
principle $ (.53) $ a1 $ (1.25)
Cumulative effect of change in accounting principle 1 (.01)
Net income (loss) —diluted $ (.53) $ 70 % (1.25)
Weighted average number of shares of common stock
outstanding — diluted 25,875,663 34,448,015 20,966,586
* Includes non-cash stock-based compensation $ 142 3% 86 $ 73

See notes to consolidated financial statements.



35



ARIAD PHARMACEUTICALS, INC. AND SUBSIDIARIES
CONSOLIDATED STATEMENTSOF CASH FLOWS

In thousands
Cash flows from operating activities:
Net income (loss)
Adjustments to reconcile net income (l0ss) to net cash used in
operating activities:
Depreciation and amortization
Stock-based compensation to consultants
Gain on sale of the Genomics Center
Increase (decrease) from:
Deferred revenue
Inventory and other
Due from Genomics Center
Other assets
Accounts payable
Accrued liabilities — deferred compensation arrangements
Accrued liabilities — all other
Advance from Genomics Center

Net cash used in operating activities

Cash flows from investing activities:
Proceeds from disposition of investment in Genomics Center
Acquisitions of marketable securities
Proceeds from sales and maturities of marketable securities
Investment in Genomics Center
Return of investment in Genomics Center
Investment in property and equipment, net
Acquisition of intangible and other assets

Net cash provided by (used in) investing activities

Y ears Ended December 31,

2000 1999 1998

$(13,832) $ 24192  $(26,148)

1,675 3,682 3,469
142 86 73
(46,440)
(3,078)
262 584 (1,260)
333 (333)
(408) 72 53
(842) (1,046) 23
163 102 46
(2,232) (152) (853)
(26) (3,137) 660

(15,098) (21,724)  (27,348)

40,000
(42,965) (211)  (14,846)
15,805 7,806 22,572

(6,261) (6,237)

7,960 5,715
(447) (677) (1,674)
(1,205) (710) (759)
(28,812) 47,907 4,771

See notes to consolidated financial statements.
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In thousands

Cash flows from financing activities:
Proceeds from issuance of series B convertible preferred stock
Proceeds from related party long-term debt
Proceeds from issuance of redeemable convertible preferred stock
Repurchase of redeemable convertible preferred stock
Proceeds from borrowings
Repayment of borrowings
Proceeds from exercise of warrants, net
Proceeds from sale/l easeback of equipment, net
Proceeds from issuance of common stock under equity facility, net of issuance

costs

Proceeds from issuance of stock pursuant to stock option and purchase plans
Net cash provided by (used in) financing activities

Net increase (decrease) in cash and equivalents
Cash and equivalents, beginning of year

Cash and equivalents, end of year

ARIAD PHARMACEUTICALS, INC. AND SUBSIDIARIES
CONSOLIDATED STATEMENTSOF CASH FLOWS

Y ears Ended December 31,

2000 1999
$ 5747
1,801
(10,325)
$ 3,000
(1,200) (2,056)
11,637
309
9,743
4,953 159
28,133 (4,365)
(15,777) 21,818
28,320 6,502
$ 12,543 $ 28320

See notes to consolidated financial statements.

1998

$ 5,000

(1,817)
2,580

9,226
231

15,220

(7,357)
13,859

$ 6,502

(Concluded)



ARIAD PHARMACEUTICALS, INC. AND SUBSIDIARIES
CONSOLIDATED STATEMENTS OF STOCKHOLDERS’ EQUITY

For the Years Ended December 31, 1998, 1999 and 2000

In thousands, except share data Balance,
January 1, 1998
Private placement of common stock
Issuance of shares pursuant to stock option
and purchase plans
Stock-based compensation to consultants
Accretion of preferred dividends
Comprehensive loss:
Net loss
Other comprehensive income -
Unrealized gains on marketable
securities
Comprehensive loss

Balance, December 31, 1998

Additional issuance of SeriesB
Convertible Preferred Stock

Issuance of shares pursuant to stock option
and purchase plans

Stock-based compensation to consultants

Repurchase and accretion costs
attributable to series C preferred stock

Redemption on sale of Genomics Center

Comprehensive income (10ss):
Net income
Other comprehensive income -

Unrealized gains on marketable
securities

Comprehensive income

Balance, December 31, 1999

Issuance of common stock, series C
settlement

I ssuance of common stock under equity
facility, net of issuance costs

Exercise of warrants

Issuance of shares pursuant to stock option
and purchase plans

Stock-based compensation to consultants

Amortization of stock-based compensation

Comprehensive loss:
Net loss
Other comprehensive income -

Unrealized loss on marketable
securities
Comprehensive loss
Balance, December 31, 2000

Series B
Convertible Additional
Preferred Stock Common Stock Paid-in
Notes Shares Amount  Shares Amount Capital
2,526,316 $ 25 19,308,605 $ 19 % 94,833
7.8 2,537,500 3 9,224
8 92,649 231
1 73
1
2
2,526,316 25 21,938,754 2 104,361
47 478,120 5 5,742
8 93,134 159
1 86
1,7
4,7  (3,004,436) (30) (8,420)
1
2
0 0 22,031,888 2 101,928
7 1,078,038 1 1,144
7 857,024 1 9,742
7 1,389,498 1 11,636
8 1,935,690 2 4,952
1 359
1
1
2
0 $ 0 2722138 $ 27%$ 129,761



[Additional columns below]

[Continued from above table, first column(s) repeated]

Accumulated
Other
Deferred Comprehensive  Accumulated Stockholders
Compensation Loss Deficit Equity
In thousands, except share data Balance,

January 1, 1998 $ 0% 4n s (66,456) $ 28,374
Private placement of common stock 9,227
Issuance of shares pursuant to stock

option and purchase plans 231
Stock-based compensation to consultants 73
Accretion of preferred dividends (36) (36)
Comprehensive loss:

Net loss (26,148) (26,148)
Other comprehensive income -
Unrealized gains on marketable
securities 13 13
Comprehensive loss (26,135)
Balance, December 31, 1998 0 (34) (92,640) 11,734
Additional issuance of SeriesB

Convertible Preferred Stock 5,747
Issuance of shares pursuant to stock

option and purchase plans 159
Stock-based compensation to consultants 86
Repurchase and accretion costs

attributable to series C preferred stock (6,435) (6,435)
Redemption on sale of Genomics Center (8,450)
Comprehensive income (10ss):

Net income 24,192 24,192
Other comprehensive income -
Unrealized gains on marketable
securities 34 34
Comprehensive income 24,226
Balance, December 31, 1999 0 0 (74,883) 27,067
Issuance of common stock, series C

settlement 1,145
I ssuance of common stock under equity

facility, net of issuance costs 9,743
Exercise of warrants 11,637
Issuance of shares pursuant to stock

option and purchase plans 4,954

Stock-based compensation to consultants (359)



Amortization of stock-based
compensation

Comprehensive loss:

Net loss

Other comprehensive income -

Unrealized loss on marketable
securities
Comprehensive loss
Balance, December 31, 2000

$

142
(13,832)
©)
(@17)$ ) $ (88,715) $

See notes to consolidated financial statements.
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ARIAD PHARMACEUTICALS, INC. AND SUBSIDIARIES
NOTESTO CONSOLIDATED FINANCIAL STATEMENTS

1. Nature of Businessand Summary of Significant Accounting Policies
Nature of Business

The Company is engaged in devel oping innovative pharmaceutical product candidates based on small-molecule drugs and its proprietary

gene regulation technology platforms. The Company integrates functional genomics and proteomics, protein engineering, and structure-

based drug design in the drug discovery process. The Company'’s lead product candidates — treatments for osteoporassieancer, a
and graft-vs-host disease, the major limitation of allogeneic bone marrow transplantation — all work through small-malkxtide ofg
cellular processes. The Company’s benchmark gene regulation technologies, ARGENT, RPD, and RGE, already are being used by
approximately 400 academic investigators worldwide for scientific research. Commercial licenses to these technologies also are
available to pharmaceutical and biotechnology companies for use in their drug discovery efforts and for collaborative degélopme
novel products.

Principles of Consolidation

The consolidated financial statements include the accounts of ARIAD Pharmaceuticals, Inc., its wholly owned subsidiary, ARIAD
Corporation, and its slightly more than 80% owned subsidiary (79% on a fully diluted basis with respect to AGTI), ARIAD Gene
Therapeutics, Inc. (“AGTI") (Note 8). Intercompany accounts and transactions have been eliminated. There is no mindrfyrinteres
AGTI recorded in the consolidated balance sheet because AGTI currently has a deficiency in its stockholders' equity.

Fair Value of Financial Instruments

The carrying amounts of cash, cash equivalents, accounts payable and accrued liabilities approximate fair value becahsetof thei
term nature. Marketable securities are recorded in the consolidated financial statements at aggregate fair value (Natey2)gThe
amounts of the Company’s debt instruments approximate fair value due to the variable interest rate (Note 5).

Accounting Estimates

The preparation of the consolidated financial statements in conformity with generally accepted accounting principles requires
management to make estimates and assumptions that affect the reported amounts and disclosure of assets and liakitéies tethe d
consolidated financial statements and the reported amounts and disclosure of revenue and expenses during the repdttinglperiod.
results could differ from those estimates.

Cash Equivalents

Cash equivalents include short-term, highly liquid investments, which consist principally of United States Treasury and Agency
securities and high-grade domestic corporate securities, purchased with remaining maturities of 90 days or less.

Marketable Securities

The Company has classified its marketable securities as “available-for-sale” and, accordingly, carries such securitiggeafaiggre
value. The difference between fair value and original cost is reflected as a
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component of accumulated other comprehensive loss. Fair value has been determined based on quoted market prices, in a dealer market,
at the closing bid for each individual security held.

Inventory

Inventories are carried at cost using the first-in, first-out method and are charged to research and development expense when consumed.
Inventory consists of bulk pharmaceutical material to be used for multiple preclinical and clinical development programs and amounted
to $898,000 and $1.2 million at December 31, 2000 and 1999, respectively.

Property and Equipment

Property and equipment are recorded at cost. Depreciation is recorded using the straight-line method over the estimated useful lives of
the assets (3 to 10 years). Assets acquired under capital lease obligations are stated at the lower of the present value of the minimum
lease payments or the fair market value at the inception of the lease. Assets recorded under capital leases and leasehold improvements
are amortized over the shorter of their useful lives or |ease term using the straight-line method (4 to 10 years).

The Company accounts for the impairment of long-lived assets in accordance with the provisions of Statement of Financial Accounting
Standards (“SFAS") No. 12Bccounting for the Impairment of Long-Lived Assets and for Long-Lived Assets to Be Disposed Of.

Investment in Genomics Center

The Company accounted for its investment in the Genomics Center using the equity method through December 31, 1999. Intercomy
transactions were eliminated to the extent of the Company’s interest (50%) in the Genomics Center (Note 4).

Intangible and Other Assets

Intangible and other assets consist primarily of purchased patents, patent applications, and deposits. The balance &ipEegénber
also included $6.9 million of cash, subsequently expended on January 14, 2000 to repurchase series C preferred stock (Note 7).

The cost of purchased patents and patent applications and costs incurred in filing patents are capitalized. Capitadizdeldctusts r

patent applications are expensed, when it becomes determinable that such applications will not be pursued. Capitaliatsd] tosts re
issued patents are amortized over a period not to exceed seventeen years or the remaining life of the patent, whicteeyasisghor

the straight-line method. Costs incurred in connection with the 1995 Osteoporosis Agreement (Note 3) have been fullyoaeroatized
three-year period ending November 1998. Accumulated amortization of intangible and other assets at December 31, 200Gand 199¢
$2.0 million and $1.6 million, respectively.

Revenue Recognition

Under collaborative research and development agreements, research revenue is recognized as the research is perforteeahsinder the
of the applicable agreement. Amounts received in advance under the 1995 Osteoporosis Agreement (Note 3) were recoreidd as defe
revenue and were amortized over the minimum term of the Agreement using the straight-line method. Revenue earned upon the
attainment of research or product development milestones is recognized when achieved. Research revenue associatedagith the Setr
Agreements was billed on a cost reimbursement basis, which includes direct costs incurred in connection with reseascdmactinitie
allocation of certain other costs incurred by the Company. Research revenue under the terms of the Services Agreements with the
Genomics Center (Note 4) was recognized as services were provided. None of the Company’s research revenue recognibdel is reful
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Segment Reporting

The Company organizes itself into one segment reporting to the chief executive officer. No significant revenues from product sales or
services occurred in 2000. In years prior to 2000, revenues were primarily derived from research and development activities with
collaborative and strategic partners in the pharmaceutical industry.

Sock-Based Compensation

SFAS No. 123, Accounting for Sock-Based Compensation, addresses the financial accounting and reporting standards for stock or other
equity-based compensation arrangements. The Company has el ected to continue to use the intrinsic value-based method to account for
employee stock option awards under the provisions of Accounting Principles Board Opinion No. 25 and provides disclosures based on
the fair value method in the notes to the financial statements as permitted by SFAS No. 123. Stock or other equity-based compensation
for non-employees must be accounted for under the fair value-based method as required by SFAS No. 123 and Emerging Issues Task
Force (“EITF") No. 96-18 Accounting for Equity Instruments That Are Issued to Other Than Employees for Acquiring, or in Conjunction
with Selling, Goods or Servicesihd other related interpretations. Under this method, the equity-based instrument is valued at either the
fair value of the consideration received or the equity instrument issued on the date of grant. The resulting compensation cost is
recognized and charged to operations over the service period, which is usually the vesting period.

Earnings Per Share

Basic earnings per common share are computed using the weighted average number of common shares outstanding during each year.

Diluted earnings per common share reflect the effect of the Company’s outstanding options, warrants and convertibleexeeytities,
where such items would be anti-dilutive. In years in which a net loss is reported, basic and diluted per share amosatnarénthe
2000, 1999 and 1998, options, warrants, and the effects of conversion of convertible securities amounting to 2,416,%4aB¢44,3
3,504,188 shares of common stock, respectively, were not included in the computation of dilutive earnings per shareisheffectse th
would be anti-dilutive.

The following is a reconciliation of the shares used in the calculation of basic and diluted net income per share fenthedyear
December 31, 1999. Potentially dilutive shares were calculated using the treasury stock method:

Weighted average shares for basic shares outstanding 22,004,646
Incremental shares from assumed conversion of preferred stock 11,846,541
Incremental shares from assumed exercise of potentially dilutive stock options 596,828
Weighted average shares for dilutive shares outstanding 34,448,015

In thousands

Net income attributable to common stockholders $ 17,757
Effect of repurchase and accretion costs attributable to redeemable convertible preferred stock 6,435
Net income $ 24,192
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Accounting Change

In April 1998, the American Institute of Certified Public Accountants issued Statement of Position (“SOP”"R8g8ekting on the Cost
of Sart-Up Activities, which required that all organizational costs be expensed as incurred. The Company adopted this SOP effective
January 1, 1999 and recorded a charge of $364,000 as a cumulative effect of change in accounting principle.

Recently Issued Accounting Pronouncements

In June 1998, the Financial Accounting Standards Board issued SFAS N&ct88nting for Derivative Instruments and Hedging

Activities. The new standard, which was required to be adopted on January 1, 2001, requires that all companies record derivatives o
balance sheet as assets or liabilities, measured at fair value. Gains or losses resulting from changes in the valuesvatitresse d

would be accounted for depending on the use of the derivative and whether it qualifies for hedge accounting. The adeption of th
standard on January 1, 2001 had no impact on the Company'’s financial position or results of operations.

Staff Accounting Bulletin 101}Revenue Recognition in Financial Statemen{SAB 101), provides guidance related to revenue
recognition based on interpretations and practices advised by the SEC. Adoption of SAB 101 in the fourth quarter of 2000, as required,
had no impact on the Company'’s financial position or results of operations.

2. Marketable Securities

At December 31, 2000, the aggregate fair value and amortized cost of the Company’s marketable securities were $27.2ssillion. Gr
unrealized gains and losses were $11,000 and $16,000, respectively, at December 31, 2000. At December 31, 1999 the Quonpany |
marketable securities.

Gains and losses on investment security transactions are reported on the specific-identification method. Realized gasand los
sales of marketable securities were not material during the years ended December 31, 2000, 1999 and 1998. Changesuesnarket va
resulted in an increase (decrease) of $5,000, ($34,000) and ($13,000) in net unrealized losses for the years ended Z8&fnber 31,
1999 and 1998, respectively.

3. Collabor ative Resear ch and Development Agreements

In November 1995, the Company entered into an agreement with Hoechst Marion Roussel (“HMR") (the “1995 Osteoporosis
Agreement”) to collaborate on the discovery and development of drugs to treat osteoporosis and related bone diseages, one of th
Company'’s signal transduction inhibitor programs. Under the 1995 Osteoporosis Agreement, the Company granted to HMR exclusi\
rights to develop and commercialize these drugs worldwide. Under the terms of this Agreement, HMR made an initial cas payment
the Company of $10.0 million, agreed to provide research funding in equal quarterly amounts of $1.0 million up to an @fggregate
$20.0 million over a five-year period and agreed to provide an aggregate of up to $10.0 million upon the attainmentre$eartdin
milestones. This Agreement further provided for the payment of royalties to the Company based on product sales. Reveraak recogni
under the 1995 Osteoporosis Agreement amounted to $6.0 million and $6.8 million in 1999 and 1998, respectively, including

$2.0 million for the achievement of the second research milestone in 1999.

Subsequently, in connection with the sale of the Company’s 50% interest in the Genomics Center in 1999 (Note 4), allddteg candi
and related technologies resulting from the 1995 Osteoporosis Agreement were assigned to the Company, and any furtheobbligatio
HMR to fund the Company’s research were terminated.
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The Company was the grantee organization of four grants from the National Institutes of Health to conduct research related to signal
transduction. Costs incurred and the corresponding research revenue recognized was $114,000 for 1998.

4. Hoechst-ARIAD Genomics Center, LLC
Formation of the Genomics Center

In March 1997, the Company entered into an agreement which established a 50/50 joint venture with Aventis Pharmaceuticals, Inc.

(formerly known as Hoechst Marion Roussel, Inc.) (“Aventis”) to pursue functional genomics with the goal of identifyinhatenes t
encode novel therapeutic proteins and small-molecule drug targets (the “1997 Genomics Agreement”). The joint venture, named the
Hoechst-ARIAD Genomics Center, LLC (the “Genomics Center”), was located at the Company’s facility in Cambridge, Massachuset
Under the terms of the 1997 Genomics Agreement, the Company and Aventis agreed to commit $85.0 million to the estalighment ¢
Genomics Center and its first five years of operation. The Company and Aventis agreed to jointly fund $78.5 million af apdratin
related costs, and the Company agreed to invest up to $6.5 million in leasehold improvements and equipment for use byyttie Compa
conducting research on behalf of the Genomics Center. Through December 31, 1999, the Company had invested $6.5 million in
leasehold improvements and equipment and funded $15.0 million in operating and related costs. Aventis committed to provide the
Company with capital adequate to fund ARIAD’s share of such costs through the purchase of up to $49.0 million of the Company’s
series B convertible preferred stock over the five-year period, including an initial investment of $24.0 million, which pletedam

March 1997 and $5.7 million which was completed in January 1999 (Note 7). Using a loan facility made available by Aventis, the
Company borrowed $1.8 million during 1999 to fund a portion of its investment obligations relating to the Genomics Center.

Services Agreements

The Company also entered into agreements with the Genomics Center to provide research and administrative services gthe “Service
Agreements”) to the Genomics Center on a cost reimbursement basis. The Company’s costs of providing the research atideadminist
services to the Genomics Center were charged to research and development expense and general and administrative expense in tf
consolidated financial statements. Under the Services Agreements, the Company billed the Genomics Center for 100% of its cost o
providing the research and administrative services; however, because the Company was providing 50% of the funding ofdhe Genon
Center, the Company recognized as revenue only 50% of the billings to the Genomics Center. The remaining 50% was aasanted f
return of the Company’s investment in the Genomics Center. Revenue recognized pursuant to the Services Agreements amounted f
$6.4 million and $5.0 million for the years ended December 31, 1999 and 1998, respectively.

Sale of the Company’s 50% Interest in the Genomics Center

On December 31, 1999, the Company completed the sale of its 50% interest in the Genomics Center to Aventis and received: (1)

$40.0 million in cash, (2) 3,004,436 shares of the Company’s previously issued series B convertible preferred stock (which was
immediately retired), (3) the forgiveness of $1.9 million of long-term debt including accrued interest owed by the Compantjsto A

(4) drug candidates and related technologies resulting from the 1995 Osteoporosis Agreement (Note 3) and (5) the ragtaito use c
genomics and bioinformatics technologies developed by the Genomics Center. In addition, the Company agreed to (1) sublease to
Aventis approximately 35,000 square feet of laboratory and office space, for an amount equal to the Company’s costd fof apperio
to seven years, (2) assign equipment leases with aggregate rental payments of $1.8 million to Aventis (Note 6), and ¢8jtphovide
transitional laboratory support services.
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The Company recorded a net gain on the sale of $46.4 million recognizing proceeds of (1) $40.0 million in cash, (2) $8.5 million
equivaent to the fair market value of the common stock underlying the series B convertible preferred stock, and (3) $1.9 million of long-
term debt and interest forgiven; offset by (1) $2.3 million of unamortized leasehold improvements associated with laboratory space under
sublease, and (2) $1.6 million representing the Company’s investment account and other costs of completing the sale.

The major components of the Genomics Center’s results of operations were as follows:

Year Ended December 31,

In thousands 1999 1998
Revenues $ — $ —
Operating expenses:
ARIAD 12,936 9,902
Other 2,958 1,307
Net loss $ (15,894) $ (11,209)
ARIAD’s 50% share of net loss $ (7,947) $ (5,605)
Elimination of intercompany transactions 6,454 4,945
ARIAD’s equity in the net loss on the
Genomics Center $ (1,493) $ (660)

5. Long-Term Debt

Long-term debt was comprised of the following at December 31:

2000 1999
In thousands
Bank term note at prime plus 1% (10.50%, at December 31, 2000) payable in
monthly installments of $100,000 plus interest, through January 1, 2005 $4,900 $3,100
Less current portion 1,200 1,200
Long-term debt $3,700  $1,900

The bank term note is collateralized by all assets of the Company. The Company may, at its option, pledge marketablgnskurities
the bank term note, and, in such event, the interest rate would be adjusted to the equivalent of 90-day LIBOR plus 1@s®tedo se
were pledged at December 31, 2000.

The above agreement contains certain covenants that would require consent from the bank to change the Company’s Chief Executi
Officer, increase indebtedness, capital spending and stock redemption, prohibit dividend distributions, and require théadCompany
pledge its marketable securities or maintain minimum levels of tangible net worth of $15.0 million, working capital ofli$n.@mdil

liquid assets of $15.0 million, all as defined.

The annual aggregate future principal payments are $1.2 million in each of the years 2001, 2002, 2003 and 2004, and $008,000 in
Interest payments during 2000, 1999 and 1998 were $204,000, $376,000 and $453,000, respectively.
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6. Leases, Licensed Technology and Other Commitments
Facility Lease

The Company conducts its operations in a 100,000 square foot office and laboratory facility under aten-year non-cancelable operating
lease. The lease expiresin July 2002 and has two five-year options to extend. The Company has subl et approximately 52,000 square feet
of space to Aventis (Note 4) and other tenants. Rent expense, net of sublease revenue of $1.2 million, $264,000 and $113,000 for the
years ended December 31, 2000, 1999 and 1998, amounted to $477,000, $1.2 million and $1.1 million, respectively. Future minimum
annual rental payments, net of sublease revenues, are approximately $523,000 for 2001 and $489,000 for 2002.

Equipment Leases

The Company utilizes lease credit facilities from various equipment leasing companies to acquire equipment, which isresold to alessor
at cost, with no resulting gain or loss recognized. The lease agreements, which are classified as operating leases for financia reporting
purposes, have terms ranging from three to five years with various lease renewal or purchase options at the end of theinitial term. The
Company did not enter into any new equipment lease agreements in 2000. During the years ended December 31, 1999 and 1998, the
Company entered into sales |easeback transactions amounting to $309,000 and $2.6 million, respectively. Equipment rental expense for
the years ended December 31, 2000, 1999 and 1998 amounted to $933,000, $1.8 million and $1.9 million, respectively. Some of the
agreements contain covenants requiring the Company to maintain certain minimum levels of net worth, working capital and liquid assets.
Minimum future rental payments under theinitial terms of the |leases are approximately $846,000 for 2001, $741,000 for 2002, $196,000
for 2003, and $33,000 for 2004.

Collaborative Agreement

In connection with the establishment of the Genomics Center (Note 4), the Company entered into a three-year collaborative agreement

with Incyte Pharmaceuticals, Inc. that provided the Company with access to various genomic data through December 31, 2000. The
agreement was amended in December 1998 to provide increased data access and increased annual fees from $3.0 million to $3.8 million
commencing in 1999, of which $500,000 was reimbursed annually by Aventis. The amounts charged to research expense, net of the
Aventis reimbursement in 1999 and 1998 were $3.3 million and $2.7 million, respectively. The agreement provided for additional
payments for exclusive licenses, the achievement of certain milestones in drug development and royalties on net sales. In connection

with the sale of the Company'’s interest in the Genomics Center, the agreement was terminated without further obligation of the
Company.

Licensed Technology

The Company and AGTI have entered into agreements with several universities under the terms of which the Company and AGTI h
received exclusive licenses or options to technology and intellectual property. The agreements, which are generallylgatieelable
Company and AGTI, provide for the payment of license fees and/or minimum payments, which are generally creditable against futur
royalties. Fees aggregated $127,000, $105,000 and $300,000 for 2000, 1999 and 1998, respectively, and were chargezhth research
development expense and are expected to amount to approximately $127,000 for 2001, $232,000 for 2002, and $162,000 annually
2003, 2004 and 2005. In addition, the agreements provide for payments upon the achievement of certain milestones inpinegtievelo
such as the filing of an Investigational New Drug Application or the filing of a New Drug Application for regulatory apptbeal i

United States. The agreements also require the Company to fund certain costs associated with the filing and proseauttion of pate
applications.
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Other Commitments

The Company has entered into various employment agreements with its senior officers. The agreements provide for aggregate annual
base salaries of $1.5 million and remaining terms of employment of up to three years.

7. Stockholders’ Equity
Series Preferred Sock

The Company has authorized 10 million shares of preferred stock which the Board of Directors is empowered to designate and issue in
different series. At December 31, 2000, the Board of Directors had designated 500,000 shares as series A preferred stock, 5.0 million
shares as series B preferred stock, 25,000 shares as series C preferred stock, and 4.5 million shares remained undesignated.

Series B Convertible Preferred Stock (“Series B Preferred Stock™)

In connection with the 1997 Genomics Agreement, on March 18, 1997, Aventis purchased 2,526,316 shares of the Company’s Seri
Preferred Stock for $24.0 million, and on January 5, 1999, Aventis purchased an additional 478,120 shares of Series Btéckferred
for $5.7 million. In connection with the sale of the Company’s interest in the Genomics Center, all shares of SeriesdJRoeterre

were redeemed by the Company and retired.

Series C Redeemable Convertible Preferred Stock (“Series C Preferred Stock™)

On November 9, 1998, the Company issued 5,000 shares of the Company’s Series C Preferred Stock to two institutiongh@vestors (
“Investors”) and received proceeds of approximately $5 million. Each share of Series C Preferred Stock had a liquidation value
$1,000, plus an additional amount equal to a 5% per annum accretion amount, accrued from the date of issue, and waimtonvertible
common stock of the Company, at a conversion price equal to the lower of a variable conversion price or $2.09 per share.

On December 31, 1999, the Company repurchased 2,000 shares of Series C Preferred Stock from one of the Investors fta an aggre
cash payment of $3.4 million. On January 14, 2000, the Company completed the repurchase of the remaining 3,000 shaess®f its Se
Preferred Stock for an aggregate consideration of $6.9 million plus 1,078,038 shares of common stock. The aggregate premium of
$6.2 million paid on both transactions has been included in the 1999 consolidated statements of operations as repurctemmand ac
costs attributable to redeemable convertible preferred stock. Redeemable convertible preferred stock was carried ataesteahption
December 31, 1999.

Common Stock — Equity Financing Facility and Private Placement

On June 27, 2000, the Company entered into an Equity Financing Facility (the “Equity Facility”) with Acqua Wellington North
American Equities Fund, Ltd. (“Acqua Wellington”). Under the terms of the Equity Facility, at its option, the Company mtaypdérom

to time sell up to an aggregate of $75.0 million of its common stock to Acqua Wellington over an 18 month period expiring in
December, 2001, of which $2.1 million has been sold, as discussed below. The Company agreed to issue and sell the siaares to Acc
Wellington at a per share price equal to the daily volume weighted average price of the Company’s common stock on eaahalate dur
specified period during which the shares are to be purchased, less a discount of between 3.5% and 6.0%, or under cstdaicesircum
less a discount mutually agreed to by the parties. The discount is determined based on the threshold price to be edtablished by
Company for the applicable period.
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In addition, on June 27, 2000, the Company sold to Acqua Wellington 680,851 shares of common stock at $11.75 per share for atotal of
$8 million in adirect equity placement. Pursuant to the terms of the Equity Facility, on October 12, 2000, the Company completed the
sale of 176,173 shares of common stock to Acqua Wellington at aprice of $12.11 per share and received proceeds of approximately
$2.1 million.

Redemption of Warrants

The Company received funds aggregating approximately $11.6 million from the exercise of approximately 1.4 million of its publicly
traded warrants during the first and second quarters of 2000. Each warrant was exercisable for one share of common stock at an exercise
price of $8.40 per share. The warrants had been called for redemption effective April 27, 2000. At December 31, 2000, there were no
warrants outstanding.

Sockholder Rights Plan

The Board of Directors of the Company adopted a new Rights Agreement, dated as of June 8, 2000 (the “2000 Rights Agreement”),
between the Company and State Street Bank and Trust Company, as Rights Agent, and approved the declaration of a dividend
distribution of one Preferred Share Purchase Right (a “Right”) on each outstanding share of its Common Stock. In geiggntal, the R
become exercisable if a person or group hereafter acquires 15% or more of the Common Stock of the Company or announces a ten
offer for 15% or more of the Common Stock. The Board of Directors will, in general, be entitled to redeem the Rights apene cen
Right at any time before any such person hereafter acquires 15% or more of the outstanding Common Stock. The plan ¢s designed t
protect the Company's stockholders in the event that an attempt is made to acquire the Company without an offer of fair value.

If a person hereafter acquires 15% or more of the outstanding Common Stock of the Company (the “Acquiring Person”), edth Right
entitle its holder to purchase, for an initial exercise price of $65, a number of shares of Common Stock having a mattasdione

of twice the Right’'s exercise price. Rights held by the Acquiring Person will become void. If the Company is acquiredén @ merg
other business combination transaction after a person acquires 15% or more of the Company’s Common Stock, each Rilghtsill entit
holder to purchase, at the Right’s then-current exercise price, a number of the acquiring company’s common shares hating a mark
value at that time of twice the Right's exercise price.

The dividend distribution of Rights was payable on July 19, 2000 to shareholders of record on June 19, 2000. The Rightsiwill ex
ten years. The Rights distribution is not taxable to the Company's stockholders.

The Board of Directors also adopted two amendments to the Rights Agreement dated December 15, 1994, as amended (the “1994 |
Agreement”), between the Company and State Street Bank and Trust Company, as Rights Agent. As a result of these amendments
adoption of the 2000 Rights Agreement and the setting of a record date to distribute new Rights, the 1994 Rights Agredoneet is n

in effect.

Minority Interest in Subsidiary

The slightly less than 20% minority interest in AGTI includes shares owned by Stanford University and Harvard UniverssuézPo) i
in 1995 in connection with a license agreement and shares issued to option holders (18%), including members of the Company’s
management, Board of Directors, and certain consultants. Additional stock options are outstanding and, if exercised pameilthéncr
minority interest to 21% (Note 8).
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8. Stock Option and Stock Purchase Plans
ARIAD Sock Option Plans

The Company’s 1991 and 1994 Stock Option Plans (the “Plans”) provide for the granting of nonqualified and incentive stet& optio
purchase up to a maximum of 6,285,714 shares of common stock to officers, directors, employees and consultants of the Company.
Options become exercisable as specified in the related option agreement, typically over a four-year period, and exgiffecientlyear
date of grant.

Transactions under the Plans for the years ended December 31, 1998, 1999 and 2000 are as follows:

Weighted Average
Number Exercise Price
of Shares Per Share
Options outstanding, January 1, 1998 3,542,557 % 3.23
Granted 1,313,775 3.75
Forfeited (240,154) 4.32
Exercised (77,441) 2.08
Options outstanding, December 31, 1998 4,538,737 3.34
Granted 2,128,095 1.03
Forfeited (1,555,588) 3.09
Exercised (41,875) 1.59
Options outstanding, December 31, 1999 5,069,369 2.48
Granted 553,300 10.99
Forfeited (226,668) 4.04
Exercised (1,915,641) 2.40
Options outstanding, December 31, 2000 3,480,360 $ 3.77
Options exercisable, December 31, 1998 2,618,294 % 2.59
December 31, 1999 3,536,268 % 2.47
December 31, 2000 2,268,950 $ 2.64
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The following table sets forth information regarding options outstanding at December 31, 2000:

Weighted Average
Weighted Average Number of Option  Exercise Pricefor
Range of Exercise Weighted Average Remaining Life Shares Currently Currently
Prices Number of Shares Exercise Price (years) Exercisable Exercisable
$.75-1.25 642,512 $ 77 8.8 596,987 $ .75
1.34-2.31 1,380,950 177 5.2 950,515 1.89
2.68-4.88 747,566 4.21 6.4 503,389 4.23
4.89-8.00 362,032 6.55 8.3 203,059 7.00
12.56-14.63 347,300 13.41 9.5 15,000 12.56
$.75-14.63 3,480,360 $ 3.77 6.9 2,268,950 $ 2.64

Asdescribed in Note 1, the Company uses the intrinsic value method to measure compensation expense associated with grants of stock

options to employees. The Company has a so issued options to consultants, which are included in the table above. The unearned portion

of these awards is shown as “deferred compensation” on the consolidated balance sheet. Had the Company used the faid ¥alue met
measure compensation, the net income (loss) and net income (loss) per share would have been reported as follows:

Y ear s ended December 31,

2000 1999 1998

In thousands (except per share data)
Basic:
Proforma net income (loss) attributable to

common stockholders $ (16,667) $ 16,311 $ (27,817)
Proforma net income (loss) per share $ (.64) $ 74 $ (1.33)
Diluted:
Proforma net income (loss) attributable to

common stockholders plus repurchase and

accretion costs attributable to redeemable

convertible preferred stock $ (16,667) $ 22,746 $ (27,817)
Proforma net income (loss) per share $ (.64) $ .66 $ (1.33)

At December 31, 2000, the Company has 553,291 options available to be issued at future dates under the Plans.
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The above disclosure, required by SFAS No. 123, includes only the effect of grants made subsequent to January 1, 1996. For purposes of
calculating the above disclosure, the fair value of options on their grant date was measured using the Black-Scholes option pricing
model. Key assumptions used to apply this pricing model included arisk-free interest rate of 5.9% for 2000 and 5.5% for each of 1999
and 1998, expected lives of the option grants ranging from one to six years and expected rates of volatility for the underlying stock of
109% for 2000, 100% for 1999 and 82% for 1998. Using this model, the weighted average fair value per option for all options granted to
employeesin 2000, 1999 and 1998 was $9.35, $1.09 and $2.75, respectively.

ARIAD Gene Therapeutics, Inc. Sock Option Plans

The Company’s subsidiary, AGTI, adopted stock option plans in 1993 substantially similar to the Plans and reserved 1a¢85,3f.4 sh
AGTI's common stock for issuance pursuant to such plans. At December 31, 2000, options with respect to 87,428 shares of AGTI's
common stock (all granted in 1994) were outstanding at an exercise price of $.42 per share, and all option shares wsee exercisa
During 2000, 758,282 options were exercised, and 25,000 option shares were forfeited. During 1999, 89,285 options wdreaedercise
207,142 option shares were forfeited. During 1998, 62,499 options were exercised, and 8,929 option shares were forfeited. As of
December 31, 2000, AGTI had 5,195,779 shares of its common stock outstanding.

Employee Stock Purchase Plan

In 1997, the Company adopted the 1997 Employee Stock Purchase Plan and reserved 500,000 shares of common stock foeissuant
this plan. Under this plan, substantially all of its employees may, through payroll withholdings, purchase shares of thes@Gtmegan

at a price of 85% of the lesser of the fair market value at the beginning or end of each three-month withholding perfiyd.982a0d
1998, 20,049, 51,259 and 15,207 shares of common stock were issued under the plan, respectively.
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9. Income Taxes

At December 31, 2000, the Company had available for federal tax reporting purposes, net operating loss carryforwards of approximately
$91.4 million, which expire commencing in 2009. The Company also had federal research and development credit carryovers of
approximately $5.5 million, which expire commencing in 2006. Both the net operating loss carryforwards and credits are subject to
certain limitations under federal tax law.

The components of deferred income taxes were as follows at December 31

In thousands 2000 1999
Deferred tax ligbilities:
Intangible and other assets $ 1,882 $ 1,588
Organizational costs 2
Total deferred tax liabilities 1,884 1,588
Deferred tax assets:
Net operating loss carryforwards 34,707 25,226
Federal and State tax credit carryovers 9,860 8,905
Depreciation 3,416 2,089
Other 255 126
Total deferred tax assets 48,238 36,346
Deferred tax assets, net 46,354 34,758
Vauation allowance (46,354) (34,758)
Total deferred taxes $ 0 $ 0

Although the Company earned taxable income in 1999 due to the gain on sale of the Genomics Center, it was able to utilize net operating
loss carryforwards to eliminate substantially all taxes due. Since the Company has not yet achieved sustained profitable operations,
management believes the tax benefits as of December 31, 2000 do not satisfy the realization criteria set forth in SFAS No. 109 and has
recorded a valuation allowance for the entire net deferred tax asset. The increase in the valuation allowance of $11.6 million in 2000
resulted primarily from net operating loss carryforwards and tax credit carryovers that resulted from operationsin fiscal 2000. The
decrease in the valuation allowance of $8.4 million in 1999 resulted from the utilization of net operating loss carryforwards. The increase
in the valuation allowance of $11.8 million in 1998 resulted primarily from net operating loss carryforwards and tax credit carryovers.

10. Litigation

The Company was named as a defendant in a purported class action lawsuit commenced in June 1995 in the U.S. District Court for the
Southern District of New York. The action named as defendants the Company; the underwriter of the Company’s initial gnglic offe
and a market maker in the Company’s stock, D. Blech & Co.; the managing director and sole shareholder of D. Blech & Co. and a
former director of the Company, David Blech; certain directors of the Company and the qualified independent underwriteitifdr the
public offering, Shoenberg Hieber, Inc. (“SHI").
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Counsel for the plaintiff class, counsel for the Company and the named director defendants, excluding David Blech (the “Company
Defendants”), and counsel for SHI have executed a stipulation of settlement in the action (the “Proposed Settlement)s&tie Prop
Settlement, in substance, contemplates a payment of $620,000 as consideration for plaintiffs’ consent to entry of judipsiagtttism
action with prejudice and barring “contribution-type” claims against the Company Defendants by non-settling parties. Té Propos
Settlement further is subject to the Court’s approval of that stipulation as fair, adequate and reasonable, and toagyirg ofizte
judgment of dismissal in the action and in a related action entitled In re: Blech Securities Litigation, 94 Civ. 7696 (RWW®)icin

the Court previously ordered the Company dismissed as a defendant. The amount the Company agreed to contribute was not matel

On May 19, 1999, the Company filed suit in the Massachusetts Superior Court against Michael Z. Gilman, Ph.D. (“Dr. Géman”), th
Company'’s former Chief Scientific Officer, seeking equitable relief for breach of his employment agreements in acceptiog asposi
the research director of molecular biology at Biogen, Inc. (“Biogen”). The Superior Court issued a temporary injunctiod®n May
1999 restraining Dr. Gilman from using any of the Company’s confidential information in his new employment. On June 21, 1999,
Dr. Gilman filed a counterclaim against the Company seeking an order awarding damages for breach of contract and barring the
Company from enforcing any provisions of its employment agreements with Dr. Gilman. On May 26, 1999 Biogen filed a motion to
intervene as a defendant in the action which the Superior Court granted on August 2, 1999. Discovery in the case hasmaletezbn ¢
and Summary Judgment Motions are not due to be filed until August, 2001. The ultimate outcome of the litigation with Dis @dtman
determinable at this time.

ITEM 9: CHANGESIN AND DISAGREEMENTSWITH ACCOUNTANTS ON ACCOUNTING AND
FINANCIAL DISCLOSURE

Not Applicable.
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PART I11
ITEM 10: DIRECTORSAND EXECUTIVE OFFICERSOF THE REGISTRANT

The directors, officers and key employees of the Company are as follows:

Name Age Position
Harvey J. Berger, M.D. 50 Chairman of the Board of Directors, President and
Chief Executive Officer
Sandford D. Smith 53 Vice Chairman of the Board of Directors
David L. Berstein, Esqg 48 Senior Vice President and Chief Patent Counsel
Fritz Casselman 51 Senior Vice President and Chief Business Officer
John D. luliucci, Ph.D. 58 Senior Vice President, Drug Development
LeeC. Steele 51 Senior Vice President and Chief Financial Officer
Timothy P. Clackson, Ph.D. 35 Vice President, Gene Therapy
David C. Dalgarno, D. Phil 43 Vice President, Physical and Chemical Sciences
Tomi K. Sawyer, Ph.D. 46 Vice President, Drug Discovery
Joseph Bratica 37 Director, Finance and Controller
Michael E. DeMarco 42 Director, Operations
Vaughn D. Bryson 62 Director
John M. Deutch, Ph.D. 62 Director
Philip Felig, M.D. 64 Director
Tamar Howson 52 Director
Jay R. LaMarche 54 Director
Ralph Snyderman, M.D. 60 Director
Raymond S. Troubh 74 Director

Harvey J. Berger, M.D. isour principal founder and has served as our Chairman of the Board, President and Chief Executive Officer
since April 1991. From 1986 to 1991, Dr. Berger held a series of senior management positions at Centocor, Inc., a biotechnology
company, most recently as Executive Vice President and President, Research and Development Division. He also has held senior
academic and administrative appointments at Emory University, Yae University and the University of Pennsylvania and was an
Established Investigator of the American Heart Association. Dr. Berger received his A.B. degreein Biology from Colgate University and
his M.D. degree from Y ale University School of Medicine and did further medical and research training at the Massachusetts General
Hospital and Yae-New Haven Hospital.

Sandford D. Smith, one of our Directors since October 1991 and our Vice Chairman since January 1999, is Corporate Vice President and
President, Genzyme Europe and International, Genzyme Corporation. From October 1997 to December 2000, he was President,
Therapeutics International, Genzyme Corporation, and from May 1996 to September 1996, Vice President and General Manager,
Specialty Therapeutics and International Group, Genzyme Corporation, a biotechnology company. Mr. Smith was President and Chief
Executive Officer and a Director of Repligen Corporation, a biotechnology company, from 1986 to March 1996. Mr. Smith previously
held a number of positions with Bristol-Myers Squibb and Company from 1977 to 1986, including, most recently, Vice President of
Corporate Development and Planning for the United States Pharmaceutical and Nutritional Group. Mr. Smith is a Director of CSPI, a
software company. Mr. Smith earned his B.A. degree from the University of Denver.
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David L. Berstein, Esg. has served as our Senior Vice President and Chief Patent Counsel since June 2000. Previously, he served as our
Vice President and Chief Patent Counsel from September 1993 to June 2000. Prior to joining us, from 1990 through 1993, Mr. Berstein
was Patent Counsel at BASF Bioresearch Corporation, a biotechnology company, where he was responsible for intellectual property
matters, including patents and licensing. From 1985 to 1990, Mr. Berstein was a patent attorney at Genetics Institute, Inc., a
biotechnology company, where he was involved in various aspects of the patent process from patent procurement through litigation.
Mr. Berstein joined Genetics Institute from the law firm of Cooper & Dunham of New York, New Y ork. Mr. Berstein received hisB.S.
degree from the University of Michigan and his J.D. degree from Fordham University School of Law.

Fritz Casselman has served as our Senior Vice President and Chief Business Officer since February 2001. From January 2000 to
January 2001, Mr. Casselman was Senior Vice President, Strategy and Corporate Development at Avant Immunotherapeutics Inc., a
biotechnology company. Previously, Mr. Casselman was Director of Worldwide Business Development at SmithKline Beecham, plc, a
pharmaceutical company, and a partner at the law firm of Bromberg, Sunstein and Casselman of Boston, Massachusetts. Mr. Casselman
received his J.D. degree from Boston University School of Law and his B.A. degree from the University of Wisconsin (Madison).

John D. luliucci, Ph.D. has served as our Senior Vice President, Drug Development since January 1999. Previously, he also served as our
Vice President, Drug Development from October 1996 to December 1998 and our Vice President, Preclinical Development from

June 1992 to September 1996. Prior to joining us, Dr. luliucci was Director of Preclinical Pharmacology and Toxicology at Centocor,
Inc., a biotechnology company, from 1984 to 1992. From 1975 to 1984, Dr. luliucci headed the Drug Safety Evaluation Department at
Adria Laboratories, a pharmaceutical company. He was a Senior Toxicologist at the Warner-Lambert Pharmaceutical Research Institute
from 1972 to 1975. Dr. luliucci received a B.S. degree in Pharmacy and M.S. and Ph.D. degrees in Pharmacology from Temple
University.

Lee C. Seele has served as our Chief Financial Officer, Treasurer and Senior Vice President since February 2001. Prior to joining us,
Mr. Steele was Vice President and Chief Financial Officer of American Science & Engineering, Inc., a manufacturer of sophisticated
instrumentation used in X-ray security systems and linear accelerators for medical and scientific applications, from 1994 to

January 2001. Previously, Mr. Steele was a management consulting partner at Deloitte & Touche and a principal at Asset Management,
Inc., aconsulting and financial advisory firm. Mr. Steele earned an M.B.A. degree from Harvard Business School and a B.S. degree from
Case Western Reserve University.

Timothy P. Clackson, Ph.D . has served as our Vice President, Gene Therapy since June 2000. Previously he served as our Director, Gene
Therapy from August 1999 to June 2000 and as our Department Head, Gene Therapy Biology from March 1999 to August 1999. Prior to
joining us in December 1994, Dr. Clackson was a postdoctoral fellow at Genentech, Inc., a biotechnology company, from 1991 to 1994,
where he studied the molecular basis for human growth hormone function. Dr. Clackson received his Ph.D. in Biology from the
University of Cambridge, for research conducted at the MRC Laboratory of Molecular Biology into antibody engineering and the
development of phage display technology. Dr. Clackson received his B.A. degree in Biochemistry from the University of Oxford.

David C. Dalgarno, D. Phil. has served as our Vice President, Physical and Chemical Sciences since November 1999. Previously, he
served as our Director, Physical and Chemical Sciences from September 1998 to November 1999 and as our Director, Spectroscopy from
October 1996 to August 1998. Prior to joining usin March 1992, Dr. Dalgarno was a scientist at Schering-Plough Corp. focusing on
protein structure determination by nuclear magnetic resonance. Dr. Dalgarno received his B.A. and Ph.D degreesin Chemistry from the
University of Oxford. He received his postdoctoral training in Molecular Biophysics and Biochemistry at Yae University.
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Tomi K. Sawyer, Ph.D. has served as our Vice President, Drug Discovery since January 1999. Previously, he served as our Director, Drug
Discovery - Signal Transduction from October 1997 to December 1998. From July 1993 to September 1997, he was Head and Associate
Research Fellow, Structure-Based Design and Chemistry at Parke-Davis Pharmaceutical Research a Division of Warner-Lambert
Company, a pharmaceutical company, and Section Director, Peptide and Peptidomimetic Chemistry at Parke-Davis from July 1991 to
July 1993. Dr. Sawyer received his Ph.D. degree in Organic Chemistry from the University of Arizonaand his B.S. degree in Chemistry
from Moorhead State University.

Joseph Bratica has served as our Director of Finance and Controller since January 1999. Previously, he served as our Assistant
Controller from January 1997 to December 1998 and as our Accounting Manager from August 1994 to December 1996. Prior to joining
us, he was Accounting Manager at Creative BioMolecules, Inc., a biotechnology company, from 1992 to 1994. Mr. Braticareceived his
B.A. degree in Accounting from Suffolk University.

Michael E. DeMarco has served as our Director of Operations since January 1998. Previously, he served as our Manager of Operations
from May 1995 to December 1997 and as our Laboratory Manager from May 1992 to April 1995. Prior to joining us, he was a
Laboratory Manager and Research Associate at the Howard Hughes Medical Institute at the University of Pennsylvania from May 1989
to May 1992. Mr. DeMarco received his B.S. degree in Biology from Cornell University.

Vaughn D. Bryson, one of our Directors since February 1995, is President of Life Science Advisors, Inc., a healthcare consulting

company. Mr. Bryson was a thirty-two year employee of Eli Lilly & Co., a pharmaceutical company, from 1961 to 1993 and served as

President and Chief Executive Officer of Eli Lilly from 1991 to 1993. He served as Executive Vice President of Eli Lilly from 1986 until

1991. He also served as member of Eli Lilly’'s Board of Directors from 1984 until his retirement in 1993. Mr. Bryson washticarCh

of Vector Securities International Inc., an investment banking firm, from April 1994 to December 1996. He also is a DEbdaton of
Corporation, a biotechnology company, AtheroGenics, Inc., a biotechnology company, Amylin Pharmaceuticals, Inc., a bigtechnolog
company, and Quintiles Transnational Corporation, a pharmaceutical services company. He received a B.S. degree in Phéinmacy frc
University of North Carolina and completed the Sloan Program at the Stanford University Graduate School of Business.

John M. Deutch, Ph.D., one of our Directors since March 1997, is an Institute Professor at the Massachusetts Institute of Technology.
From 1992 to 1997, he previously served as Director of Central Intelligence, Deputy Secretary of Defense, and Undersecretary of
Defense (Acquisition and Technology). Prior to this, he was Provost of the Massachusetts Institute of Technology, Dedroof tie S
Science, Chairman of the Department of Chemistry and the Karl Taylor Compton Professor of Chemistry. Mr. Deutch is & Director o
Citicorp, a financial services company, CMS Energy Corporation, an energy company, Cummins Engine Company, Inc., a manufact
of engines and engine components, Raytheon, Inc., a defense and commercial electronics company, and Schlumbergenttd., an oil
gas equipment services company. Mr. Deutch received his B.A. degree from Amherst College and his D.Sc. degree from the
Massachusetts Institute of Technology and was a postdoctoral fellow at the National Institutes of Health.

Philip Felig, M.D., one of our Directors since October 1991, has been in medical practice specializing in endocrinology and diabetes
an Attending Physician on the Senior Medical Staff at Lenox Hill Hospital since 1987. Prior to this, from 1986 to 198 Hiefwas
Executive Officer of Sandoz Pharmaceuticals Corporation, a pharmaceutical company, and from 1984 to 1987, Presidenbaf the San
Research Institute. Previously, Dr. Felig held a series of academic positions at the Yale University School of Medicing, includ
Professor and Vice-Chairman of the Department of Medicine and Chief of Endocrinology. Dr. Felig received his B.A. degree from
Princeton University and his M.D. degree from the Yale University School of Medicine and did further medical training lat ey a
Haven Hospital, the Joslin Laboratory at Harvard Medical School and the Peter Bent Brigham Hospital. Dr. Felig also ho@itargn Ho
Doctor of Medicine from the Karolinska Institute.
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Tamar Howson, one of our Directors since September 2000, is a consultant in business devel opment and strategic planning to
biotechnology and pharmaceutical companies. From April 1993 to April 2000, Ms. Howson served as the Senior Vice President and
Director, Worldwide Business Development, for SmithKline Beecham, plc., a pharmaceutical company. She also managed S.R. One, a
venture capital fund, and was a member of the corporate management team between 1998 and 2000. From 1991 to 1993, she served as
Vice President and Director, Worldwide Business Development for SmithKline Beecham, plc. Previously, Ms. Howson was Vice
President, Venture Investments at Johnston Associates, a venture capital firm. Before that, she was Director of Worldwide Business
Development and Licensing for Squibb Corporation, a pharmaceutical company. Ms. Howson is adirector of NPS Pharmaceuticals, Inc.,
a biotechnology company, and SkyePharma, plc., a drug delivery company. Ms. Howson received her M.B.A. degree from Columbia
University and her M.Sc. degree from City College of New Y ork.

Jay R. LaMarche, one of our Directors since January 1992, has served as afinancial advisor since November 2000. Previously, he served
as our Chief Financial Officer and Treasurer from January 1992 to November 2000 and as our Executive Vice President from

March 1997 to November 2000. Mr. LaMarche was our Senior Vice President, Finance from January 1992 to February 1997. Prior to
joining us, he was Chief Financial Officer and a Director of ChemDesign Corporation, a fine chemicals manufacturer. Previoudly,

Mr. LaMarche was a partner with Deloitte Haskins & Sells, a public accounting firm. Mr. LaMarche received his B.B.A. degreein
Public Accountancy from the University of Notre Dame and served as an officer in the United States Navy.

Ralph Shyderman, M.D., one of our Directors since June 1998, has been Chancellor for Health Affairs and Dean, School of Medicine at
Duke University since March 1989, and President and Chief Executive Officer of Duke University Health System since July 1998. He
was formerly Senior Vice President of Medical Research and Development at Genentech, Inc., a biotechnology company, from

January 1987 to May 1989. Dr. Snyderman is a Director of Proctor and Gamble, Inc., a consumer products and healthcare company.

Dr. Snyderman received his M.D. degree from the State University of New Y ork and his B.S. degree from Washington College,
Chestertown, Maryland.

Raymond S. Troubh, one of our Directors since October 1991, has been afinancial consultant for more than five years. Prior to this, he
was a general partner of Lazard Freres & Co., an investment banking firm, and a governor of the American Stock Exchange. Mr. Troubh
isaDirector of Diamond Offshore Drilling, Inc., acontract drilling company, General American Investors Company, Inc., an investment
trust company, Gentiva Health Services, Inc., a healthcare provider, Health Net, Inc., a managed healthcare company, Petrie Stores
Corporation, aliquidating trust, Starwood Hotels & Resorts, Inc., a hotel operating company, Triarc Companies, Inc., aholdings
company, and WHX Corporation, a steel products company. Heis also a Trustee of Corporate Renaissance Group Liquidating Trust and
MicroCap Liquidating Trust, both liquidating Trusts. He received his A.B. degree from Bowdoin College and his LL.B. degree from
YaeLaw School.

Section 16(a) Beneficial Owner ship Reporting Compliance

Section 16(a) of the Exchange Act requires our directors, executive officers and beneficial owners of more than 10% of our Common
Stock to file reports of ownership and changes of ownership with the Commission on Forms 3, 4 and 5. We believe that during the fiscal
year ended December 31, 2000 our directors, executive officers and beneficial owners of more than 10% of our Common Stock complied
with al applicable filing requirements. In making these disclosures, we have relied solely on information filed with the Commission.

ITEM 11: EXECUTIVE COMPENSATION

The information appearing in our Proxy Statement for its 2001 Annual Meeting of Stockholders under the caption “Executive
Compensation” is incorporated herein by this reference.
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ITEM 12: SECURITY OWNERSHIP OF CERTAIN BENEFICIAL OWNERSAND MANAGEMENT

The information appearing in our Proxy Statement for its 2001 Annual Meeting of Stockholders under the caption “SecurtjpOwners
of Certain Beneficial Owners and Management” is incorporated herein by this reference.

ITEM 13: CERTAIN RELATIONSHIPSAND RELATED TRANSACTIONS

The information appearing in our Proxy Statement for its 2001 Annual Meeting of Stockholders under the caption “Certaishipaslatio
and Related Transactions” is incorporated herein by this reference.
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PART IV

ITEM 14: EXHIBITS, FINANCIAL STATEMENT SCHEDULES AND REPORTS ON FORM 8-K

(@(1) The following Consolidated Financial Statements, Notes thereto and Independent Auditors’
Report have been presented in Item 8:

Independent Auditors’ Report

Consolidated Balance Sheets

Consolidated Statements of Operations

Consolidated Statements of Stockholders’ Equity

Consolidated Statements of Cash Flows

Notes to Consolidated Financial Statements
@)(2) Financial Statement Schedules:

Schedules have been omitted because of the absence of conditions under which they are required ¢
the required information is included in the financial statements or notes thereto.

The Exhibits listed in the Exhibit Index are filed herewith in the manner set forth therein.

(b) Reports on Form 8-K

We filed a Current Report on Form 8-K on October 16, 2000 to announce the initial resultgad studies on our
small-molecule osteoporosis drug candidate which inhibited bone breakdown and stimulated new bone formation i

animal models.
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SIGNATURES

Pursuant to the requirements of Section 13 or 15(d) of the Securities Act of 1934, the registrant has duly caused this report to be signed
on its behalf by the undersigned, thereunto duly authorized, in the City of Cambridge and Commonwealth of Massachusetts on the 29th
of March, 2001.

ARIAD PHARMACEUTICALS, INC

By: /s/ Harvey J. Berger, M.D.
Name: Harvey J. Berger, M.D.
Title: Chairman, President and

Chief Executive Officer

Pursuant to the requirements of the Securities Exchange Act of 1934, this report has been signed below by the following persons on
behalf of the registrant and in the capacities and on the dates indicated.

Signature Title Date

/sl Harvey J. Berger Chairman of the Board of Directors, President and March 29, 2001

Harvey J. Berger, M.D. Chief Executive Officer (Principal Executive
Officer)

/9 Sandford D. Smith Vice Chairman of the Board of Directors March 29, 2001
Sandford D. Smith

/9 Lee C. Steele Senior Vice President, Chief Financial Officer and March 29, 2001
LeeC. Stecle Treasurer (Principal Financial and Accounting

Officer)

/s Vaughn D. Bryson Director March 29, 2001
Vaughn D. Bryson

/s/ John M. Deutch Director March 29, 2001
John M. Deutch, Ph.D.

/< Philip Felig Director March 29, 2001
Philip Felig, M.D.

/s Tamar Howson Director March 29, 2001
Tamar Howson

/9 Jay R. LaMarche Director March 29, 2001
Jay R. LaMarche

/s Ralph Snyderman Director March 29, 2001
Ralph Snyderman, M.D.

/s Raymond S. Troubh Director March 29, 2001

Raymond S. Troubh
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Exhibit No.

3.1
3.2
3.3
3.4
3.5
3.6
4.1

4.2

4.3

10.1

10.2+

10.3+

10.4+

10.5+

10.6

10.7

EXHIBIT INDEX

Title

Certificate of Incorporation of the Company, as amended (1)

Restated By-laws of the Company, as amended (6)

Amendment of Certificate of Incorporation of the Company, dated April 8, 1994 (2)

Amendment of Certificate of Incorporation of the Company, dated October 4, 1994 (5)

Certificate of Designations in respect of Series B Preferred Stock of the Company (8)

Certificate of Designations for Series C Convertible Preferred Stock (10)

Principal Stockholders’ Agreement, dated as of January 5, 1992, among ARIAD Pharmaceuticals, Inc., David
Blech, David Blech as trustee of The Blech Family Trust, Mark S. Germain, Harvey J. Berger, Harvey J.
Berger and Wendy S. Berger as Trustees of the Berger Family Trust, Avalon Ventures and Avalon Ventures
V. (1)

Rights Agreement, dated as of June 8, 2000, between the Company and State Street Bank and Trust
Company, which includes the Form of Certificate of Designations in respect of the Series A Preferred
Stock, as Exhibit A, the Form of Right Certificate as Exhibit B and the Summary of Rights to Purchase
Series A Preferred Stock as Exhibit C. Pursuant to the Rights Agreement, Right Certificates will not be
mailed until after the Separation Date (as defined therein). (4)

Stock Purchase Agreement, dated as of April 24, 1995, between ARIAD Pharmaceuticals, Inc. and Biotech
Target S.A. (7)

Lease Agreement, dated January 8, 1992, between ARIAD Pharmaceuticals, Inc. and Forest City Cambridge,
Inc. (1)

Executive Employment Agreement, dated as of January 1, 1992, between ARIAD Pharmaceuticals, Inc. and
Harvey J. Berger, M.D. (1)

Executive Employment Agreement, dated as of January 3, 1992, between ARIAD Pharmaceuticals, Inc. and
Joan S. Brugge, Ph.D. (1)

Executive Employment Agreement, dated as of January 1, 1992, between ARIAD Pharmaceuticals, Inc. and
Jay R. LaMarche. (1)

Executive Employment Agreement, dated as of October 14, 1991, between ARIAD Pharmaceuticals, Inc. and
Manfred Weigele, Ph.D. (1)

Loan and Security Agreement, dated September 23, 1992, by and between ARIAD Pharmaceuticals, Inc.,
ARIAD Corporation and BayBank Boston, N.A. and related instruments and documents. (1)

Loan Agreement, dated October 28, 1992, among ARIAD Corporation, ARIAD Pharmaceuticals, Inc. and the
Massachusetts Business Development Corporation and related instruments and documents. (1)
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10.8
10.9
10.10+
10.11+
10.12+
10.13
10.14+
10.15+
10.16+
10.17+
10.18
10.19+

10.20+
10.21

10.22

10.23

10.24

10.25+

10.26+

10.27+

10.28+

10.29+

10.30+
10.31+

Equipment Lease Agreement, dated December 10, 1992, by and between ARIAD Corporation and General
Electric Capital Corporation. (1)

Master Lease Agreement, dated December 21, 1992, by and between ARIAD Corporation and Comdisco, Inc.
1)

ARIAD Pharmaceuticals, Inc. 1991 Stock Option Plan for Employees, as amended. (5)

ARIAD Pharmaceuticals, Inc. 1991 Stock Option Plan for Directors. (1)

ARIAD Retirement Savings Plan. (1)

Amended and Restated Agreement dated as of December 12, 1997 between The Board of Trustees of The
Leland Stanford Junior University and ARIAD Gene Therapeutics, Inc. (9)

Amendment, dated April 19, 1994, to Executive Employment Agreement between ARIAD Pharmaceuticals,
Inc. and Harvey J. Berger, M.D. (3)

Amendment, dated March 2, 1994, to Executive Employment Agreement between ARIAD Pharmaceuticals,
Inc. and Joan S. Brugge, Ph.D. (3)

Amendment, dated March 2, 1994, to Executive Employment Agreement between ARIAD Pharmaceuticals,
Inc. and Jay R. LaMarche. (3)

Amendment, dated March 2, 1994, to Executive Employment Agreement between ARIAD Pharmaceuticals,
Inc. and Manfred Weigele, Ph.D. (3)

Unit Purchase and Technology Right of First Negotiation Agreement, dated May 5, 1994, among Genentech,
Inc., ARIAD Pharmaceuticals, Inc. and ARIAD Gene Therapeutics, Inc. (3)

Amendment No. 2, dated June 30, 1994, to Executive Employment Agreement between ARIAD
Pharmaceuticals, Inc. and Harvey J. Berger, M.D. (5)

ARIAD Pharmaceuticals, Inc. 1994 Stock Option Plan for Non-Employee Directors. (5)

Collaborative Research and License Agreement, dated November 5, 1995, between Roussel Uclaf and ARIAD
Pharmaceuticals, Inc. (7)

License Agreement dated as of September 12, 1996 between Mochida Pharmaceuticals Co., Ltd. and ARIAD
Pharmaceuticals, Inc. (8)

Joint Venture Agreement dated as of February 14, 1997 between Genovo, Inc. and ARIAD Gene Therapeutics,
Inc. (8)

Collaborative Agreement dated as of March 4, 1997 between Incyte Pharmaceuticals, Inc. and ARIAD
Pharmaceuticals, Inc. (8)

Amendment, dated January 1, 1997, to Executive Employment Agreement between ARIAD Pharmaceuticals,
Inc. and Harvey J. Berger, M.D. (8)

Amendment, dated January, 1, 1997, to Executive Employment Agreement between ARIAD Pharmaceuticals,
Inc. and Jay R. LaMarche (8)

Amendment, dated January 1, 1997, to Executive Employment Agreement between ARIAD Pharmaceuticals,
Inc. and Manfred Weigele, Ph.D. (8)

Consulting Agreement, dated July 1, 1997, between ARIAD Pharmaceuticals, Inc. and Joan S. Brugge, Ph.D.
€

ARIAD Pharmaceuticals, Inc. 1997 Employee Stock Purchase Plan (8)

Amendment to the 1991 Stock Option Plan for Employees and Consultants (8)

Amendment to the 1994 Stock Option Plan for Non-Employee Directors (8)
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10.32

10.33
10.34

10.35
10.36+

10.37+

10.38+

10.39

10.40

10.41+

10.42+

10.43

10.44

10.45

211
231

Fourth Amendment to L oan and Security Agreement dated June 27, 1997 with BankBoston, N.A. as successor
in interest to BayBank, N.A. (8)

License Agreement, dated July 17, 1997, between ARIAD Pharmaceuticals, Inc. and Mitotix Inc. (8)

Technology Purchase and Sale Agreement and related agreements, dated July 17, 1997, between ARIAD
Pharmaceuticals, Inc. and Mitotix, Inc. (8)

ARIAD Pharmaceuticals, Inc. 1997 Executive Compensation Plan (9)

Amendment, dated November 10, 2000, to Executive Employment Agreement between ARIAD
Pharmaceuticals, Inc. and Jay R. LaMarche (15)

Executive Employment Agreement between ARIAD Pharmaceuticals, Inc. and Lee C. Steele, dated
December 15, 2000 (15)

Executive Employment Agreement between ARIAD Pharmaceuticals, Inc. and Fritz Casselman, dated
January 24, 2001 (15)

Common Stock Purchase Agreement, dated as of June 27, 2000, by and between ARIAD Pharmaceuticals, Inc.
and Acqua Wellington North American Equities Fund, Ltd. (11)

Common Stock Purchase Agreement, dated as of June 27, 2000, by and between ARIAD Pharmaceuticals, Inc.
and the Purchaser named therein. (11)

Executive Employment Agreement, dated May 1, 1992, Fourth Amendment to Employment Agreement dated
June 8, 2000, Third Amendment to Employment Agreement dated January 1, 1999, and Amendments to
Employment Agreements dated January 1, 1997 and March 2, 1994 between ARIAD Pharmaceuticals, Inc.
and John luliucci, Ph.D. (12)

Executive Employment Agreement, dated August 1, 1993, Third Amendment to Employment Agreement dated
June 8, 2000, and Amendments to Employment Agreements dated January 1, 1997 and March 2, 1994
between ARIAD Pharmaceuticals, Inc. and David L. Berstein, J.D. (12)

Restructuring Agreement, dated December 31, 1999, by and between Hoechst Marion Roussel (France) and
ARIAD Pharmaceuticals, Inc. (**)(13)

Restructuring Agreement, dated December 31, 1999, by and among Aventis Pharmaceuticals, Inc., the Hoechst-
Ariad Genomics Center, LLC and ARIAD Pharmaceuticals, Inc. (**)(13)

Settlement and Repurchase Agreement by and among ARIAD Pharmaceuticals, Inc., Promethean Investment
Group LLC and HFTP Investments, LLC, dated as of January 14, 2000. (14)

Subsidiaries of the Company. (3)

Consent of Deloitte & Touche LLP (15)

Notes to Exhibits:

(+)
**)
@
@
©)
4
©)
(6)
)
®
©)
(10)

Management Contract or Compensatory Plan or Arrangement

Confidential treatment has been requested from the Securities and Exchange Commission.

Incorporated by reference to Registration Statement on Form 10 of the Company filed with the Securities
and Exchange Commission on June 25, 1993.

Incorporated by reference to Form 10-K of the Company for the fiscal year ended December 31, 1993 filed
with the Securities and Exchange Commission on April 15, 1994.

Incorporated by reference to Registration Statement on Form S-1 of the Company (No. 33-76414) filed
with the Securities and Exchange Commission on March 11, 1994,

Incorporated by reference to Form 8-A of the Company filed with the Securities and Exchange
Commission on June 19, 2000.

Incorporated by reference to Form 10-K of the Company for the fiscal year ended December 31, 1994 filed
with the Securities and Exchange Commission on March 30, 1995.

Incorporated by reference to Registration Statement on Form S-3 of the Company (No. 333-38664) filed
with the Securities and Exchange Commission on June 23, 2000.

Incorporated by reference to Form 10-K of the Company for the fiscal year ended December 31, 1995 filed
with the Securities and Exchange Commission on March 15, 1996.

Incorporated by reference to Forms 10-Q of the Company filed with the Securities and Exchange
Commission on May 12, 1997, August 12, 1997 and November 12, 1997.

Incorporated by reference to Form 10-K of the Company for the fiscal year ended December 31, 1997 filed
with the Securities and Exchange Commission on March 5, 1998.

Incorporated by reference to Form 8-K of the Company filed with the Securities and Exchange



(11)
(12
(13
(14

(15

Commission on November 12, 1998.

Incorporated by reference to Form 8-K of the Company filed with the Securities and Exchange
Commission on July 7, 2000.

Incorporated by reference to Form 10-Q of the Company filed with the Securities and Exchange
Commission on August 10, 2000.

Incorporated by reference to Form 8-K of the Company, dated December 31, 1999 and filed with the
Securities and Exchange Commission on January 18, 2000.

Incorporated by reference to Form 8-K of the Company, Dated January 14, 2000 and filed with the
Securities and Exchange Commission on January 18, 2000.

Filed herewith.
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