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PART 1
Item 1. Business

This Annual Report on Form 10-K contains forward-looking statements that involve risks and uncertainties relating to
future events and the future financial performance of Regeneron Pharmaceuticals, Inc., and actual events or results
may differ materially. These statements concern, among other things, the possible success and therapeutic

applications of our product candidates and research programs, the timing and nature of the clinical and research
programs now underway or planned, and the future sources and uses of capital and our financial needs. These
statements are made by us based on management s current beliefs and judgment. In evaluating such statements,
stockholders and potential investors should specifically consider the various factors identified under the caption Risk
Factors which could cause actual results to differ materially from those indicated by such forward-looking statements.
We do not undertake any obligation to update publicly any forward-looking statement, whether as a result of new
information, future events, or otherwise, except as required by law.

General

Regeneron Pharmaceuticals, Inc. is a biopharmaceutical company that discovers, develops, and intends to
commercialize pharmaceutical products for the treatment of serious medical conditions. We currently have four
clinical development programs, including three late-stage clinical programs: ARCALY ST™(rilonacept; also known
as IL-1Trap) in various inflammatory indications, aflibercept (VEGF Trap) in oncology, and the VEGF Trap-Eye
formulation in eye diseases using intraocular delivery. Aflibercept is being developed in oncology in collaboration
with the sanofi-aventis Group. The VEGF Trap-Eye is being developed in collaboration with Bayer HealthCare LLC.
Our fourth clinical development program is REGNS88, an antibody to the Interleukin-6 receptor (IL-6R) that is being
developed with sanofi-aventis. REGN8S entered clinical development in patients with rheumatoid arthritis in the
fourth quarter of 2007. We expect that our next generation of product candidates will be based on our proprietary
technologies for developing human monoclonal antibodies. Our antibody program is being conducted in collaboration
with sanofi-aventis. Our preclinical research programs are in the areas of oncology and angiogenesis, ophthalmology,
metabolic and related diseases, muscle diseases and disorders, inflammation and immune diseases, bone and cartilage,
pain, and cardiovascular diseases. Developing and commercializing new medicines entails significant risk and
expense. Since inception we have not generated any sales or profits from the commercialization of any of our product
candidates.

Our core business strategy is to maintain a strong foundation in basic scientific research and discovery-enabling
technology and combine that foundation with our manufacturing and clinical development capabilities to build a
successful, integrated biopharmaceutical company. We believe that our ability to develop product candidates is
enhanced by the application of our technology platforms. Our discovery platforms are designed to identify specific
genes of therapeutic interest for a particular disease or cell type and validate targets through high-throughput
production of mammalian models. Our human monoclonal antibody technology (VelocImmune®) and cell line
expression technologies may then be utilized to design and produce new product candidates directed against the
disease target. Based on the Veloclmmune platform which we believe, in conjunction with our other proprietary
technologies, can accelerate the development of fully human monoclonal antibodies, we moved our first antibody
product candidate (REGNS88) into clinical trials in the fourth quarter of 2007. We plan to advance two new antibody
product candidates into clinical development in 2008 and an additional two to three antibody product candidates each
year thereafter beginning in 2009. We continue to invest in the development of enabling technologies to assist in our
efforts to identify, develop, and commercialize new product candidates.

Late-Stage Clinical Programs:
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1. ARCALYST™ [Inflammatory Diseases
ARCALYST™(rilonacept; also known as IL-1Trap) is a protein-based product candidate designed to bind the
interleukin-1 (called IL-1) cytokine and prevent its interaction with cell surface receptors. We are evaluating

ARCALYST™ in a number of diseases and disorders where IL-1 may play an important role, including a group of
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rare diseases called Cryopyrin-Associated Periodic Syndromes (CAPS) and other diseases associated with
inflammation.

In November 2007, we announced that we received notification from the U.S. Food and Drug Administration (FDA)
that the action date for the FDA s priority review of the Biologics License Application (BLA) for ARCALYS™ in
CAPS had been extended three months to February 29, 2008. In August 2007, the FDA granted priority review status
to the BLA for ARCALYST™ for the long-term treatment of CAPS. The FDA previously granted Orphan Drug
status and Fast Track designation to ARCALYST™ for the treatment of CAPS. In July 2007, ARCALYST™ also
received Orphan Drug designation in the European Union for the treatment of CAPS.

CAPS represents a group of rare inherited auto-inflammatory conditions, including Familial Cold Autoinflammatory
Syndrome (FCAS) and Muckle-Wells Syndrome (MWS). CAPS also includes Neonatal Onset Multisystem
Inflammatory Disease (NOMID). ARCALYST™ has not been studied, and is not expected to be indicated, for the
treatment of NOMID. The syndromes included in CAPS are characterized by spontaneous, systemic inflammation and
are termed auto-inflammatory disorders. A novel feature of these conditions (particularly FCAS and MWS) is that
exposure to mild degrees of cold temperature can provoke a major inflammatory episode that occurs within hours.
CAPS is caused by a range of mutations in the gene NLRP3 (formerly known as CIAST) which encodes a protein
named cryopyrin. Currently, there are no medicines approved for the treatment of CAPS.

We have initiated a Phase 2 safety and efficacy trial of ARCALYST™ in the prevention of gout flares induced by the
initiation of uric acid-lowering drug therapy used to control the disease. We previously reported positive results from
an exploratory proof of concept study of ARCALYST™ in ten patients with chronic active gout. In those patients,
treatment with ARCALYST™ demonstrated a statistically significant reduction in patient pain scores in the
single-blind, placebo-controlled study. Mean patients pain scores, the key symptom measure in persistent gout, were
reduced 41% (p=0.025) during the first two weeks of active treatment and reduced 56% (p<0.004) after six weeks of
active treatment. In this study, in which safety was the primary endpoint measure, treatment with ARCALYST™ was
generally well-tolerated. We are also evaluating the potential use of ARCALYST™in other indications in which IL-1
may play a role.

Under a March 2003 collaboration agreement with Novartis Pharma AG, we retain the right to elect to collaborate in
the future development and commercialization of a Novartis IL-1 antibody which is in clinical development.
Following completion of Phase 2 development and submission to us of a written report on the Novartis IL-1 antibody,
we have the right, in consideration for an opt-in payment, to elect to co-develop and co-commercialize the Novartis
IL-1 antibody in North America. If we elect to exercise this right, we are responsible for paying 45% of post-election
North American development costs for the antibody product. In return, we are entitled to co-promote the Novartis
IL-1 antibody and to receive 45% of net profits on sales of the antibody product in North America. Under certain
circumstances, we are also entitled to receive royalties on sales of the Novartis IL-1 antibody in Europe.

Under the collaboration agreement, Novartis has the right to elect to collaborate in the development and
commercialization of a second generation IL-1 Trap following completion of its Phase 2 development, should we
decide to clinically develop such a second generation product candidate. Novartis does not have any rights or options
with respect to our ARCALYST™ product candidate currently in clinical development.

2.  Aflibercept (VEGF Trap) Oncology

Aflibercept is a protein-based product candidate designed to bind all forms of Vascular Endothelial Growth Factor-A
(called VEGF-A, also known as Vascular Permeability Factor or VPF) and the related Placental Growth Factor (called
PIGF), and prevent their interaction with cell surface receptors. VEGF-A (and to a less validated degree, PIGF) is
required for the growth of new blood vessels that are needed for tumors to grow and is a potent regulator of vascular
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permeability and leakage.
Aflibercept is being developed in cancer indications in collaboration with sanofi-aventis. We and sanofi-aventis began
the first four trials of our global Phase 3 development program in the second half of 2007. One trial is evaluating

aflibercept in combination with docetaxel/prednisone in patients with first line metastatic androgen

2




Edgar Filing: REGENERON PHARMACEUTICALS INC - Form 10-K

independent prostate cancer. A second trial is evaluating aflibercept in combination with docetaxel in patients with
second line metastatic non-small cell lung cancer. The third Phase 3 trial is evaluating aflibercept in first-line
metastatic pancreatic cancer in combination with gemcitabine. The fourth Phase 3 trial is evaluating aflibercept in
second-line metastatic colorectal cancer in combination with FOLFIRI (Folinic Acid (leucovorin), S5-fluorouracil, and
irinotecan). In all of these trials, aflibercept is being combined with the current standard of chemotherapy care for the
stated development stage of the cancer type.

The collaboration is conducting a number of other trials in the global development program for aflibercept. Five safety
and tolerability studies of aflibercept in combination with standard chemotherapy regimens are continuing in a variety
of cancer types to support the Phase 3 clinical program. Sanofi-aventis has also expanded the development program to
Japan, where they are conducting a Phase 1 safety and tolerability study in combination with another investigational
agent in patients with advanced solid malignancies.

The collaboration is also conducting Phase 2 single-agent studies of aflibercept in advanced ovarian cancer (AOC),
non-small cell lung adenocarcinoma (NSCLA), and AOC patients with symptomatic malignant ascites (SMA). The
AOC and NSCLA trials are fully enrolled and ongoing. The SMA trial is approximately 50% enrolled and continues
to enroll patients. In 2004, the FDA granted Fast Track designation to aflibercept for the treatment of SMA.

In addition, more than 10 studies are currently underway or scheduled to begin that are being conducted in
conjunction with the National Cancer Institute (NCI) Cancer Therapy Evaluation Program (CTEP) evaluating
aflibercept as a single agent or in combination with chemotherapy regimens in a variety of cancer indications.

The first registration submission to a regulatory agency for aflibercept is possible as early as 2008, potentially as third
line treatment as a single agent in advanced ovarian cancer (AOC) or in AOC patients with SMA. However, in order
for our ongoing Phase 2 study in AOC to be sufficient to support such a submission, we believe that the final
unblinded results of the study would have to demonstrate a more robust response rate than that reported in the interim
analysis of blinded data from the study presented in June 2007 at the annual meeting of the American Society of
Clinical Oncology (ASCO).

Cancer is a heterogeneous set of diseases and one of the leading causes of death in the developed world. A mutation in
any one of dozens of normal genes can eventually result in a cell becoming cancerous; however, a common feature of
cancer cells is that they need to obtain nutrients and remove waste products, just as normal cells do. The vascular
system normally supplies nutrients to and removes waste from normal tissues. Cancer cells can use the vascular
system either by taking over preexisting blood vessels or by promoting the growth of new blood vessels (a process
known as angiogenesis). Vascular Endothelial Growth Factor (VEGF) is secreted by many tumors to stimulate the
growth of new blood vessels to supply nutrients and oxygen to the tumor. VEGF blockers have been shown to inhibit
new vessel growth, and, in some cases, can cause regression of existing tumor vasculature. Countering the effects of
VEGF, thereby blocking the blood supply to tumors, has demonstrated therapeutic benefits in clinical trials. This
approach of inhibiting angiogenesis as a mechanism of action for an oncology medicine was validated in February
2004, when the FDA approved Genentech, Inc. s VEGF inhibitor, Avastifi. Avastin® (a trademark of Genentech, Inc.)
is an antibody product designed to inhibit VEGF and interfere with the blood supply to tumors.

Aflibercept Collaboration with the sanofi-aventis Group

In September 2003, we entered into a collaboration agreement with Aventis Pharmaceuticals, Inc. (predecessor to
sanofi-aventis U.S.) to collaborate on the development and commercialization of aflibercept in all countries other than
Japan, where we retained the exclusive right to develop and commercialize aflibercept. In January 2005, we and
sanofi-aventis amended the collaboration agreement to exclude, from the scope of the collaboration, the development
and commercialization of aflibercept for intraocular delivery to the eye. In December 2005, we and sanofi-aventis
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amended our collaboration agreement to expand the territory in which the companies are collaborating on the
development of aflibercept to include Japan. Under the collaboration agreement, as amended, we and sanofi-aventis
will share co-promotion rights and profits on sales, if any, of aflibercept outside of Japan for disease indications
included in our collaboration. In Japan, we are entitled to a royalty of approximately 35% on annual sales of
aflibercept, subject to certain potential adjustments. We may also receive up to $400.0 million in milestone
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payments upon receipt of specified marketing approvals. This total includes up to $360.0 million in milestone
payments related to receipt of marketing approvals for up to eight aflibercept oncology and other indications in the
United States or the European Union. Another $40.0 million of milestone payments relate to receipt of marketing
approvals for up to five oncology indications in Japan.

Under the aflibercept collaboration agreement, as amended, agreed upon worldwide development expenses incurred
by both companies during the term of the agreement will be funded by sanofi-aventis. If the collaboration becomes
profitable, we will be obligated to reimburse sanofi-aventis for 50% of aflibercept development expenses in
accordance with a formula based on the amount of development expenses and our share of the collaboration profits
and Japan royalties, or at a faster rate at our option.

3. VEGF Trap Eye Diseases

The VEGF Trap-Eye is a form of the VEGF Trap that has been purified and formulated with excipients and at
concentrations suitable for direct injection into the eye. The VEGF Trap-Eye currently is being tested in a Phase 3 trial
in patients with the neovascular form of age-related macular degeneration (wet AMD) and has completed a small pilot
study in patients with diabetic macular edema (DME).

In the clinical development program for the VEGF Trap-Eye, we and Bayer HealthCare have initiated a Phase 3 study
of the VEGF Trap-Eye in wet AMD. This first trial, known as VIEW 1 (VEGF Trap: Investigation of Efficacy and
Safety in Wet age-related macular degeneration), is comparing the VEGF Trap-Eye and Genentech, Inc. s Lucentf8
(ranibizumab), an anti-angiogenic agent approved for use in wet AMD. This Phase 3 trial is evaluating dosing
intervals of four and eight weeks for the VEGF Trap-Eye compared with ranibizumab dosed according to its label
every four weeks. We and Bayer HealthCare plan to initiate a second Phase 3 trial in wet AMD in 2008. This second
trial will be conducted primarily in the European Union and other parts of the world outside the U.S.

In October 2007, we and Bayer HealthCare announced positive results from the full analysis of the primary 12-week
endpoint of a Phase 2 study evaluating the VEGF Trap-Eye in wet AMD. The VEGF Trap-Eye met the primary study
endpoint of a statistically significant reduction in retinal thickness, a measure of disease activity, after 12 weeks of
treatment compared with baseline (all five dose groups combined, mean decrease of 119 microns, p<0.0001). The
mean change from baseline in visual acuity, a key secondary endpoint of the study, also demonstrated statistically
significant improvement (all groups combined, increase of 5.7 letters, p<0.0001). Preliminary analyses at 16 weeks
showed that the VEGF Trap-Eye, dosed monthly, achieved a mean gain in visual acuity of 9.3 to 10 letters (for the 0.5
and 2 mg dose groups, respectively). In additional exploratory analyses, the VEGF Trap-Eye, dosed monthly, reduced
the proportion of patients with vision of 20/200 or worse (a generally accepted definition for legal blindness) from
14.3% at baseline to 1.6% at week 16; the proportion of patients with vision of 20/40 or better (part of the legal
minimum requirement for an unrestricted driver s license in the U.S.) was likewise increased from 19.0% at baseline to
49.2% at 16 weeks. These findings were presented at the Retina Society Conference in September 2007.

We and Bayer HealthCare are also developing the VEGF Trap-Eye in DME. In May 2007, at the annual meeting of
the Association for Research in Vision and Ophthalmology (ARVO), the companies reported results from a small pilot
study of the VEGF Trap-Eye in patients with DME. In the study, the VEGF Trap-Eye was well tolerated and
demonstrated activity in five patients, with decreases in retinal thickness and improvement in visual acuity.

VEGF-A both stimulates angiogenesis and increases vascular permeability. It has been shown in preclinical studies to
be a major pathogenic factor in both wet AMD and diabetic retinopathy, and it is believed to be involved in other
medical problems affecting the eyes. In clinical trials, blocking VEGF-A has been shown to be effective in patients
with wet AMD, and Macugen® (OSI Pharmaceuticals, Inc.) and Lucentis® (Genentech, Inc.) have been approved to
treat patients with this condition.
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Wet AMD and diabetic retinopathy (DR) are two of the leading causes of adult blindness in the developed world. In
both conditions, severe visual loss is caused by a combination of retinal edema and neovascular proliferation. DR is a
major complication of diabetes mellitus that can lead to significant vision impairment. DR is

4
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characterized, in part, by vascular leakage, which results in the collection of fluid in the retina. When the macula, the
central area of the retina that is responsible for fine visual acuity, is involved, loss of visual acuity occurs. This is
referred to as diabetic macular edema (DME). DME is the most prevalent cause of moderate visual loss in patients
with diabetes.

Collaboration with Bayer HealthCare

In October 2006, we entered into a collaboration agreement with Bayer HealthCare for the global development and
commercialization outside the United States of the VEGF Trap-Eye. Under the agreement, we and Bayer HealthCare
will collaborate on, and share the costs of, the development of the VEGF Trap-Eye through an integrated global plan
that encompasses wet AMD, diabetic eye diseases, and other diseases and disorders. Bayer HealthCare will market the
VEGF Trap-Eye outside the United States, where the companies will share equally in profits from any future sales of
the VEGF Trap-Eye. If the VEGF Trap-Eye is granted marketing authorization in a major market country outside the
United States, we will be obligated to reimburse Bayer HealthCare for 50% of the development costs that it has
incurred under the agreement from our share of the collaboration profits. Within the United States, we retain exclusive
commercialization rights to the VEGF Trap-Eye and are entitled to all profits from any such sales. We received an
up-front payment of $75.0 million from Bayer HealthCare. In 2007, we received a $20.0 million milestone payment
from Bayer HealthCare following dosing of the first patient in the Phase 3 study of the VEGF Trap-Eye in wet AMD,
and can earn up to $90.0 million in additional development and regulatory milestones related to the development of
the VEGF Trap-Eye and marketing approvals in major market countries outside the United States. We can also earn
up to $135.0 million in sales milestones if total annual sales of the VEGF Trap-Eye outside the United States achieve
certain specified levels starting at $200.0 million.

Antibody Research Technologies and Development Program:

One way that a cell communicates with other cells is by releasing specific signaling proteins, either locally or into the
bloodstream. These proteins have distinct functions, and are classified into different families of molecules, such as
peptide hormones, growth factors, and cytokines. All of these secreted (or signaling) proteins travel to and are
recognized by another set of proteins, called receptors, which reside on the surface of responding cells. These secreted
proteins impact many critical cellular and biological processes, causing diverse effects ranging from the regulation of
growth of particular cell types, to inflammation mediated by white blood cells. Secreted proteins can at times be
overactive and thus result in a variety of diseases. In these disease settings, blocking the action of secreted proteins

can have clinical benefit.

Regeneron scientists have developed two different technologies to design protein therapeutics to block the action of
specific secreted proteins. The first technology, termed the Trap technology, was used to generate our current clinical
pipeline, including aflibercept, the VEGF Trap-Eye, and ARCALYST™, These novel Traps are composed of fusions
between two distinct receptor components and the constant region of an antibody molecule called the Fc region ,
resulting in high affinity product candidates.

Regeneron scientists also have discovered and developed a new technology for designing protein therapeutics that
facilitates the discovery and production of fully human monoclonal antibodies. We call our technology VelocImmune®
and, as described below, we believe that it is an improved way of generating a wide variety of high affinity,
therapeutic, fully human monoclonal antibodies.

VelocImmune® (Human Monoclonal Antibodies)

We have developed a novel mouse technology platform, called VelocImmune, for producing fully human monoclonal
antibodies. The VelocImmune mouse platform was generated by exploiting our VelociGene technology platform (see
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below), in a process in which six megabases of mouse immune gene loci were replaced, or humanized, with
corresponding human immune gene loci. The Veloclmmune mice can be used to generate efficiently fully human
monoclonal antibodies to targets of therapeutic interest. VelocImmune and our related technologies offer the potential
to increase the speed and efficiency through which human monoclonal antibody therapeutics may be discovered and
validated, thereby improving the overall efficiency of our early stage drug development activities. We are utilizing the
VelocImmune technology to produce our next generation of drug

5
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candidates for preclinical development and are exploring possible additional licensing or collaborative arrangements
with third parties related to VelocImmune and related technologies.

Antibody Collaboration with the sanofi-aventis Group

In November 2007, we and sanofi-aventis entered into a global, strategic collaboration to discover, develop, and
commercialize fully human monoclonal antibodies. The first therapeutic antibody to enter clinical development under
the collaboration, REGNSS, is an antibody to the Interleukin-6 receptor (IL-6R), which has started clinical trials in
rheumatoid arthritis. The second is expected to be an antibody to Delta-like ligand-4 (DI114) which is currently
scheduled to commence clinical development in mid-2008. The collaboration is governed by a Discovery and
Preclinical Development Agreement and a License and Collaboration Agreement. We received a non-refundable,
up-front payment of $85.0 million from sanofi-aventis under the discovery agreement. In addition, sanofi-aventis will
fund up to $475.0 million of our research for identifying and validating potential drug discovery targets and
developing fully human monoclonal antibodies against these targets through December 31, 2012. Sanofi-aventis also
has an option to extend the discovery program for up to an additional three years for further antibody development and
preclinical activities.

For each drug candidate identified under the discovery agreement, sanofi-aventis has the option to license rights to the
candidate under the license agreement. If it elects to do so, sanofi-aventis will co-develop the drug candidate with us
through product approval. Development costs will be shared between the companies, with sanofi-aventis funding drug
candidate development costs up front. We are responsible for reimbursing sanofi-aventis for half of the total
development costs it paid for all collaboration products from our share of profits from commercialization of
collaboration products to the extent they are sufficient for this purpose. Sanofi-aventis will lead commercialization
activities for products developed under the license agreement, subject to our right to co-promote such products. The
parties will equally share profits and losses from sales within the United States. The parties will share profits outside
the United States on a sliding scale based on sales starting at 65% (sanofi-aventis)/35% (us) and ending at 55%
(sanofi-aventis)/45% (us), and will share losses outside the United States at 55% (sanofi-aventis)/45% (us). In addition
to profit sharing, we are entitled to receive up to $250.0 million in sales milestone payments, with milestone payments
commencing after aggregate annual sales outside the United States exceed $1.0 billion on a rolling 12-month basis.

License Agreement with AstraZeneca

In February 2007, we entered into a non-exclusive license agreement with AstraZeneca UK Limited that allows
AstraZeneca to utilize our VelocImmune® technology in its internal research programs to discover human monoclonal
antibodies. Under the terms of the agreement, AstraZeneca made a $20.0 million non-refundable, up-front payment to
us. AstraZeneca is required to make up to five additional annual payments of $20.0 million, subject to its ability to
terminate the agreement after making the first three additional payments or earlier if the technology does not meet
minimum performance criteria. We are entitled to receive a mid-single-digit royalty on any future sales of antibody
products discovered by AstraZeneca using our VelocImmune technology.

License Agreement with Astellas

In March 2007, we entered into a non-exclusive license agreement with Astellas Pharma Inc. that allows Astellas to
utilize our Veloclmmune technology in its internal research programs to discover human monoclonal antibodies.
Under the terms of the agreement, Astellas made a $20.0 million non-refundable, up-front payment to us. Astellas is
required to make up to five additional annual payments of $20.0 million, subject to its ability to terminate the
agreement after making the first three additional payments or earlier if the technology does not meet minimum
performance criteria. We are entitled to receive a mid-single-digit royalty on any future sales of antibody products
discovered by Astellas using our VelocImmune technology.
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VelociGene® and VelociMouse™ (Target Validation)

Our VelociGene platform allows custom and precise manipulation of very large sequences of DNA to produce highly
customized alterations of a specified target gene and accelerates the production of knock-out and transgenic
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expression models without using either positive/negative selection or isogenic DNA. In producing knock-out models,
a color or fluorescent marker is substituted in place of the actual gene sequence, allowing for high-resolution
visualization of precisely where the gene is active in the body, during normal body functioning, as well as in disease
processes. For the optimization of pre-clinical development and toxicology programs, VelociGene offers the
opportunity to humanize targets by replacing the mouse gene with the human homolog. Thus, VelociGene allows
scientists to rapidly identify the physical and biological effects of deleting or over-expressing the target gene, as well
as to characterize and test potential therapeutic molecules.

The VelociMouse technology also allows for the direct and immediate generation of genetically altered mice from
embryonic stem cells (ES cells), thereby avoiding the lengthy process involved in generating and breeding knockout
mice from chimeras. Mice generated through this method are normal and healthy and exhibit a 100% germ-line
transmission. Furthermore, Regeneron s VelociMice are suitable for direct phenotyping or other studies.

National Institutes of Health Grant

In September 2006, we were awarded a five-year grant from the National Institutes of Health (NIH) as part of the
NIH s Knockout Mouse Project. The goal of the Knockout Mouse Project is to build a comprehensive and broadly
available resource of knockout mice to accelerate the understanding of gene function and human diseases. We use our
VelociGene technology to take aim at 3,500 of the most difficult genes to target and which are not currently the focus
of other large-scale knockout mouse programs. We also agreed to grant a limited license to a consortium of research
institutions, the other major participants in the Knockout Mouse Project, to use components of our VelociGene
technology in the Knockout Mouse Project. We are generating a collection of targeting vectors and targeted mouse
ES cells which can be used to produce knockout mice. These materials will be made widely available to academic
researchers without charge. We will receive a fee for each targeted ES cell line or targeting construct made by us or
the research consortium and transferred to commercial entities.

Under the NIH grant, we are entitled to receive a minimum of $17.9 million over a five-year period. We will receive
another $1.0 million to optimize our existing C57BL/6 ES cell line and its proprietary growth medium, both of which
will be supplied to the research consortium for its use in the Knockout Mouse Project. We have the right to use, for
any purpose, all materials generated by us and the research consortium.

Cell Line Expression Technologies

Many proteins that are of potential pharmaceutical value are proteins which are secreted from the cells into the
bloodstream. Examples of secreted proteins include growth factors (such as insulin and growth hormone) and
antibodies. Current technologies for the isolation of cells engineered to produce high levels of secreted proteins are
both laborious and time consuming. We have developed enabling platforms for the high-throughput, rapid generation
of high-producing cell lines for our Traps and our VelocImmune human monoclonal antibodies.

Research Programs:

Oncology and Angiogenesis

In many clinical settings, positively or negatively regulating blood vessel growth could have important therapeutic
benefits, as could the repair of damaged and leaky vessels. VEGF was the first growth factor shown to be specific for
blood vessels, by virtue of having its receptor specifically expressed on blood vessel cells. In 1994, we discovered a
second family of angiogenic growth factors, termed Angiopoietins, and we have received patents covering members
of this family. Angiopoietins include naturally occurring positive and negative regulators of angiogenesis, as
described in numerous scientific manuscripts published by our scientists and their collaborators. Angiopoietins are
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being evaluated in preclinical research by us and our academic collaborators. Our preclinical studies have revealed
that VEGF and Angiopoietins normally function in a coordinated and collaborative manner during blood vessel
growth. Manipulation of both VEGF and Angiopoietins seems to be of value in blocking vessel growth. We have
research programs focusing on several targets in the areas of oncology and angiogenesis.

Tumors depend on the growth of new blood vessels (a process called angiogenesis ) to support their continued growth.
Therapies that block tumor angiogenesis, specifically those that block VEGF, the key initiator of

7
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tumor angiogenesis, recently have been validated in human cancer patients. However, anti-VEGF approaches do not
work in all patients, and many tumors can become resistant to such therapies.

In the December 21, 2006 issue of the journal Nature, we reported data from a preclinical study demonstrating that
blocking an important cell signaling molecule, known as Delta-like Ligand 4 (Dl14), inhibited the growth of
experimental tumors by interfering with their ability to produce a functional blood supply. The inhibition of tumor
growth was seen in a variety of tumor types, including those that were resistant to blockade of VEGF, suggesting a
novel anti-angiogenesis therapeutic approach. We plan in mid-2008 to commence Phase 1 clinical development of a
fully human monoclonal antibody to D114 that was discovered using our VelocImmune technology.

Metabolic and Related Diseases

Food intake and metabolism are regulated by complex interactions between diverse neural and hormonal signals that
serve to maintain an optimal balance between energy intake, storage, and utilization. The hypothalamus, a small area
at the base of the brain, is critically involved in integrating peripheral signals which reflect nutritional status and
neural outputs which regulate appetite, food seeking behaviors, and energy expenditure. Metabolic disorders, such as
type 2 diabetes, reflect a dysregulation in the systems which ordinarily tightly couple energy intake to energy
expenditure. Our preclinical research program in this area encompasses the study of peripheral (hormonal) regulators
of food intake and metabolism in health and disease. We have identified several targets in these therapeutic areas and
are evaluating potential antibodies to evaluate in preclinical studies.

Muscle Diseases and Disorders

Muscle atrophy occurs in many neuromuscular diseases and also when muscle is unused, as often occurs during
prolonged hospital stays and during convalescence. Currently, physicians have few options to treat subjects with
muscle atrophy or other muscle conditions which afflict millions of people globally. Thus, a treatment that has
beneficial effects on skeletal muscle could have significant clinical benefit. Our muscle research program is currently
focused on conducting in vivo and in vitro experiments with the objective of demonstrating and further understanding
the molecular pathways involved in muscle atrophy and hypertrophy, and discovering therapeutic candidates that can
modulate these pathways. We have several molecules in late stage research and are evaluating them for possible
further development.

Other Therapeutic Areas

We also have research programs focusing on ophthalmology, inflammatory and immune diseases, bone and cartilage,
pain, and cardiovascular diseases.

Manufacturing

In 1993, we purchased our 104,000 square foot Rensselaer, New York manufacturing facility, and in 2003 completed
a 19,500 square foot expansion of this facility. This facility is used to manufacture therapeutic candidates for our own
preclinical and clinical studies. We also used the facility to manufacture a product for Merck & Co., Inc. under a
contract that 