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DEAR SHAREHOLDERS:

We made excellent progress advancing and expanding our pipeline
in 2005. Therefore, it was disappointing that it was necessary to
discontinue development of DFC (dexelvucitabine, formerly Reverset),

our Phase It compound for HIV.

We reached this decision because the frequency of grade
4 hyperlipasemia, a marker of pancreatic inflammation,
was, in Incyte's view, unacceptably high in patients taking
200 mg DFC in the manner in which we envisioned it
would be used -- in drug combinations without 3TC
or FTC. While DFC was our most advanced product
candidate and its approval and commercialization had
the potential to expedite our growth, [ believe it is in
~ the best interests of our shareholders to redirect our
resources to our other programs, the lead compounds
for which currently all come from internally developed
compounds. As we look forward to the next 12 to
18 months, I expect that the value produced by our
discovery and development efforts will become
increasingly visible as these compounds continue to
advance and new ones are added to the current pipeline.

Despite the recent news on DFC, a series of significant
achievements occurred in 2005 including:

> Signing a collaborative research and license agreement
with Pfizer worth up to $803 million for CCR2
antagonists, our first internally-generated program;

> Advancing our first oncology compound into clinical
development; and

> Selecting development candidates from new programs
in HIV and diabetes.

Before commenting more broadly on our future plans,
I will review in greater detail our achievements in 2005
and the progress we expect to make in 2006.

HivV

DFC: As previously
mentioned, because of
recently observed increases
in the frequency of grade

4 hyperlipasemia, a

marker of pancreatic
inflammation, in patients
receiving the 200 mg dose
of DFC and not receiving
37C or FTC, we announced
that the clinical development
of DFC in treatment-
experienced HIV patients
has been discontinued. This
outcome is unfortunate
given that we had seen
potent antiviral effects of
DFC in prior studies, but
we believe discontinuing the development of DFC is in
the best interests of patients. With this decision, our
focus in HIV drug development has shifted to a currently
promising new class of compounds called CCRS
antagonists.

QOur CCR5 antagonist
program has
compounds that we
believe have the
potential to be best in
class. We also believe
this mechanism has the
potential to be an
important addition to
the HIV treatment
armamentarium.

CCR5 antagonists block the virus from entering and
infecting healthy cells, and, because this is a new
mechanism, they are active against strains of the virus
that are resistant to currently used anti-HIV drugs.

During 2005, we selected an internally discovered oral
CCRS antagonist for clinical development. We filed an
IND in March 2006 for the lead compound, INCB9471,




CCR2 antagonists work
by selectively interfering
with the migration of
monocytes from blood
to inflamed tissue,
where they differentiate
into macrophages.

The presence and
severity of disease has
been correlated with
the presence of
macrophages in
inflamed tissue in
multiple sclerosis,
rheumatoid arthritis,
diabetes and
atherosclerosis.

and expect to begin
Phase | testing in the
first half of this year.

inflammation Portfolio

CCR2: In November 2005,

we established a major

alliance with Pfizer for our
CCR2 antagonist program,

which provides up to
$803 million in potential
payments, including $40
million upfront and $10
million received from the
issuance of a convertible
subordinated note to
Ptizer. In 2005, prior to
establishing this alliance,
we advanced the lead
compound, INCB3284,
into two Phase lla studies,
one in patients with
rheumatoid arthritis and
one in obese subjects
with insulin resistance.

The alliance with Pfizer allows us to retain exclusive
rights to pursue development in multiple sclerosis and
an additional high-value specialty indication, along with
certain compounds for our independent pursuit in these
indications. We expect to initiate Phase | testing for

one of our compounds in the second half of this year.

We firmly believe that
long-term success
requires us to build a
deep and sustainable
pipeline in our core areas
of therapeutic focus.

New Program: We have also identified a development
candidate from a new inflammation program, and expect
to complete IND-enabling studies for this compound

by year-end.

Oncology Portfolio

Sheddase: In 2005, we initiated and completed a Phase |
study in healthy volunteers with our oral sheddase
inhibitor, INCB7839. Currently, we are conducting a
Phase /i trial in cancer patients who have solid tumors,
and we expect to complete this study in the second half
of 2006. We then intend to initiate one or more Phase |l
studies in 2006 to assass the efficacy of this compound
against specific solid tumors. These studies could inciude,
for example, breast and/or non-small cell lung cancers.

New Program: We expect to complete IND-enabling
studies by the end of 2006 for a compound from a new
cancer program with a target distinct from sheddase.

Diabetes

Our program in diabetes focuses on a very interesting
emerging target -- 11 beta-hydroxy sterol dehydrogenase
1, or T1B3HSD1. This enzyme is responsible for the
conversion of cortisone to the hormone cortisol, which,
when formed in metabolically important tissues such as
fat, muscle, and liver, essentiaily counteracts the function
of insulin. The lead compound, INCB13739, is scheduled
to enter clinical testing in the first half of 2006.

Building a Solid Foundation for the Future
We have made substantial progress over the past year
and are well-positioned to address the key challenges




faced by companies of our size and stage of
development, specifically:

> Establishing the basis for sustainable growth
> Managing the uncertainties of the capital markets
> Maximizing shareholder value

| believe it is timely to review our approaches to address
these issues.

Establishing the Basis for Sustainable Growth

Our decision to discontinue the development of DFC is

a reminder that long-term success requires us to build a

deep and sustainable pipeline in our areas of therapeutic
focus. As you can see from what we have done in 2005
and what we expect to achieve in 2006, we are making
solid progress in that regard.

In addition to creating continuous value from our
pipeline and maintaining a state-of-the-art R&D
organization, we are planning a future in which Incyte
will have commercial capabilities in the U.S. for specialty
indications, such as oncology, multiple sclerosis and/or
HIV. The exact composition and size of this commercial
arm will obviously be determined by our levels of success
in bringing drugs to market for these specialty indications.
In primary care areas, such as diabetes, where development
and commercialization requirements exceed what we can
reasonably establish, we will seek high-value alliances.

Managing the Uncertainties of the Capital Markets
We are fortunate to have started 2006 with a
strong cash position of approximately $395 million

{including the proceeds
from initial payments
under the Pfizer
collaboration). This
provides us with the
resources to expand and
advance our pipeline
without the constant
pressure and distraction
of seeking access to new
capital. We are confident
that progress in our drug
development programs
will provide the value-
creation events necessary
to efficiently raise
additional funds to
support the anticipated
growth of our pipeline.

Drugs that target
certain epidermal
growth factor signaling
pathways, such as |
Herceptin®, Erbitux®, '
and Tarceva®, have
| already established
themselves as effective |
cancer therapies. Our \
oral sheddase inhibitors,
which target these \
pathways in a distinct |
fashion, are effective \
|
|

as monotherapy and
synergistic with other
anti-cancer agents in
preclinical models.

Maximizing
Shareholder Value

QOur experienced scientific
team remains one of

our most important
competitive advantages; with the expansion of our
internally generated pipeline, the results of their
productivity are becoming increasingly visible. In
addition, we will continue to selectively seek high-quality
in-licensing opportunities to bolster our late-phase
portfolio. We will also seek to establish additional
strategic alliances to maximize the value and reduce the
resource requirements of those programs which exceed




HSD1 addresses a major ‘
medical need -- diabetes
-- that lies outside our
areas of therapeutic
focus but which our
medicinal chemists

were able to approach
effectively. We would
expect to partner the
program at an ,
appropriate value-
creation point, as we did
with our CCR2 program.

our current or anticipated
internal capabilities. With
these assets and strategies
in place, | believe Incyte

is in a strong position

to bring important new
medicines to market and
to create significant and
sustainable value for

our shareholders,

In closing, | would like to
thank Fred Craves, Ph.D.,
who is retiring from our
board of directors, for
his many years of service.
Fred, who has a scientific
background in pharma-
cology and is as well

a very successful and
experienced venture

capitalist, has consistently provided Incyte with invaluable
direction and support. We are fortunate that John
Niblack, Ph.D., former vice chairman and director of
Pfizer Inc., has agreed to stand for election at our 2006
annual stockhaolders’” meeting and, if elected, to join

our board. John's 35-year tenure at Pfizer included a
succession of scientific positions of increasing responsibility
in the areas of virology, cancer and autoimmune
disorders, culminating in his serving as the president

of Pfizer Global Research and Development. We are also
fortunate that Matthew Emmens, chief executive officer
and chairman of the executive committee of Shire

Pharmaceuticals Group plc, has also agreed to stand for
election and join the board. Before joining Shire in 2003,
Matt held a number of high level management positions
at leading pharmaceutical firms including: president

of Merck KGaA's global prescription pharmaceuticals
business, president and chief executive officer of

EMD Pharmaceuticals, Merck KGaA's U.S. prescription
pharmaceutical business, chief executive officer of Astra
Merck, Inc., and various positions at Merck and Co., Inc.
Both Matt and John bring a wealth of expertise and

_relevant experience to our board; their addition reflects

our commitment to building a world-class drug discovery
and development company.

I truly appreciate your support and look forward to
keeping you updated on our progress.

Sincerely,

ﬁk/ d ﬁm%”rz)

Paul A. Friedman, M.D.
President and Chief Executive Officer

April 2006
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Item 1.  Business

This report contains forward-looking statements that involve risks and uncertainties. These statements relate to
JSuture periods, future events or our future operating or financial plans or performance. These statements can often
be identified by the use of forward-looking terminology such as “expects,” “believes,” “intends,” “anticipates,”
“estimates,” - “plans,” “may,” or “will,” or the negative of these terms, and other similar expressions . These
Jorward-looking statements include statements as to the discovery, development, formulation, manufacturing and .
commercialization of our compounds and our product candidates; the increase in our drug discovery and
development efforts; the expected timing, progress, results and other information regarding our preclinical testing,
clinical trials and drug development programs,; conducting clinical trials internally, with collaborators, or with
contract research organizations; our collaboration and strategic alliance efforts; anticipated benefits and
disadvantages of entering into collaboration agreements; the regulatory approval process, including determinations
to seek FDA approval for, and plans to commercialize, our products in the United States and abroad; the safety,
effectiveness and potential benefits and indications of our product candidates and other compounds under
development; potential uses for our product candidates and our other compounds, our ability to manage expansion of
our drug discovery and development operations; future required expertise relating to clinical trials, manufacturing,
sales and marketing, obtaining licenses to products, compounds or technology, or other intellectual property rights;
the receipt of or payments to collaborators resulting from milestones or royalties; difficulties resulting from the
discontinuation of certain of our information product-rvelated activities, including the amendment, termination or
transition of customer contracts; expected expenses and expenditure levels; expected revenues and sources of
revenues; expected losses; our profitability; the adequacy of our capital resources; the need to raise additional
capital; the costs associated with resolving matters curvently in litigation; our expectations regarding competition;
our long-term investments, including anticipated expenditures, losses and expenses; costs associated with
prosecuting, maintaining, defending and enforcing patent claims and other intellectual property rights; the adequacy
of our current facilities; our ability to obtain, maintain or increase coverage of product liability and other insurance;
adequacy of our product liability insurance; our indebtedness; and the impact of the adoption of SFAS 123R on our
results of operations.

It

These forward-looking statements reflect our current views with respect to future events, are based on
assumptions and are subject to risks and uncertainties. These risks and uncertainties could cause actual results to
differ materially from those projected and include, but are not limited to, our ability to discover, develop, formulate,
manufacture and commercialize a drug candidate or product, the risk of unanticipated delays in research and
development efforts; the risk that previous preclinical testing or clinical trial results are not necessarily indicative of
Sfuture clinical trial vesults; risks relating to the conduct of our clinical trials; changing regulatory requirements; the
risk of adverse safety findings; the risk that results of our clinical trials do not support submission of a marketing
approval application for our product candidates, the risk of significant delays or costs in obtaining regulatory
approvals; risks relating to our reliance on third party manufacturers, collaborators, and contract research
organizations, visks relating to the development of new products and their use by us and our current and potential
collaborators; our ability fo in-license a potential drug compound or drug candidate; the cost of accessing, licensing
or acquiring potential drug compounds or drug candidates developed by other companies; the risk that our product
candidates may not obtain regulatory approval; the impact of technological advances and competition, the ability to
compete against third parties with greater resources than ours; competition to develop and commercialize similar
drug products; uncertainties relating to the continuing access and use of our Delaware headquarters; our ability to
obtain patent protection and freedom to operate for our discoveries and to continue to be effective in expanding our
patent coverage; the impact of changing laws on our patent portfolio; developments in and expenses relating to
litigation; the results of businesses in which we have made investments; our ability to obtain additional capital when
needed; our history of operating losses and the risks set forth under ltem 14., “Risk Factors.” Given these risks and
uncertainties, you should not place undue reliance on these forward-looking statements. Except as required by
Jfederal securities laws, we undertake no obligation to update any forward-looking statements for any reason, even if
new information becomes available or other events occur in the future.
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In this report all references to “Incyte,” “we,” “us” or “our” mean Incyte Corporation and our subsidiaries,
except where it is made clear that the term means only the parent company.

Incyte is our registered trademark. We also refer to trademarks of other corporations and organizations in this
Annual Report on Form 10-K.

Overview

Incyte Corporation is focused on the discovery and development of novel drugs to treat major medical
conditions. Our three core therapeutic areas are human immunodeficiency virus, or HIV, inflammation and cancer.
We have assembled a team of scientists with core competencies in the areas of medicinal chemistry, and molecular,
cellular and in vivo biology.

Our most advanced product candidate, dexelvucitabine or DFC (formerly known as Reverset™), is a nucleoside
analog reverse transcriptase inhibitor, or NRTIL, that is being developed as a once-a day oral therapy for use in
combination with other antiviral drugs for patients with HIV infections. In 2005, we completed a Phase [Ib clinical
trial, Study 203, in treatment-experienced HIV patients which demonstrated that DFC provided potent antiviral effects
as compared to placebo and was most effective in patients who were not receiving 3TC, FTC or ddl, currently
approved NRTIs. In a meeting with the Food & Drug Administration (“FDA”) to discuss moving DFC directly into
two Phase 111 trials, the FDA requested that we conduct a second Phase IIb clinical trial prior to initiating Phase III.
This second Phase IIb clinical trial was initiated in February 2006.

In addition to our DFC development program, we have several internal drug development programs underway.
The most advanced of these programs is focused on developing antagonists to a key chemokine receptor involved in
inflammation called CCR2. We believe that CCR2 receptor antagonists may represent a new class of compounds to
treat various mflammation-driven diseases, including rheumatoid arthritis, multiple sclerosis, diabetes, and
atherosclerosis. In November 2005, we entered into a collaborative research and license agreement with Pfizer Inc.
(“Pfizer”), which became effective in January 2006. Pfizer gained worldwide development and commercialization
rights to Incyte's portfolio of CCR2 antagonist compounds, the most advanced of which is currently in Phase Ila
clinical trials in rheumatoid arthritis and insulin-resistant obese patients. Pfizer's rights extend to the full scope of
potential indications, with the exception of multiple sclerosis and one other undisclosed indication, where Incyte
retained worldwide rights, along with certain compounds. Incyte does not have obligations to Pfizer on pre-clinical
development candidates it selects for pursuit in these indications. As part of this agreement, Incyte may receive up to
$803 million in milestone and other payments, including $40 million that was received as an upfront payment in
January 2006 and $10 million that was received through the purchase of a convertible subordinated note in February
2006.

Our next most-advanced program involves novel sheddase inhibitors that we believe may have application in the
treatment of breast cancer and other tumor types. Based on results from single and multiple-dose-rising Phase 1
clinical trials of our sheddase inhibitor lead candidate in healthy volunteers, we have initiated a Phase Ib/Ila dose-
ranging clinical trial in cancer patients.

We have also selected an oral CCRS antagonist compound that is expected to begin Phase I clinical trials in
healthy volunteers in the first half of 2006. Our CCRS compound in preclinical testing has shown potent anti-HIV
activity in cell culture as well as excellent pharmacokinetic properties. We expect to complete Phase I clinical trials
in healthy volunteers in the second half of 2006.

We have recently identified a novel proprietary compound with the potential to treat Type 2 diabetes. The
compound is a selective orally-available small molecule inhibitor of 11-beta hydroxysteroid dehydrogenase type 1
(“11B8HSD1”) and is expected to begin Phase I clinical trials in the first half of 2006.

Earlier stage programs have generated other compounds with potential for applications in cancer and
flammation.

In the past, our business focused on the development and sale of genomic and proteomic information products.
However, in response to the decreasing commercial potential of this area, we made the decision in February 2004 to
discontinue further development of the information products, close our Palo Alto headquarters and focus solely on the
discovery and development of novel drugs.




Product Candidate Pipeline
HIV Portfolio

DFC - In September 2003, we signed a collaborative licensing agreement with Pharmasset, Inc. (“Pharmasset”)
to further develop and commercialize DFC. Under our agreement with Pharmasset, we paid Pharmasset an upfront
payment of $6.3 million and are required to pay future performance milestone payments and future royalties on net
sales in exchange for exclusive rights in the United States, Europe and certain other markets to develop, manufacture
and market DFC. Pharmasset will retain marketing and commercialization rights in certain territories, including
South America, Mexico, Africa, the Middle East, Korea and China.

In 1981, acquired immune deficiency syndrome (AIDS) was identified as a disease that severely compromised
the human immune system. In 1983, it was reported that the cause of AIDS was determined to be the human
immunodeficiency virus, commonly referred to as HIV. For the last 15 years, the advent of potent antiretroviral
therapies and the introduction of highly active anti-retroviral therapy have markedly reduced morbidity and mortality
for HIV-infected patients in developed countries. Highly active anti-retroviral therapy is composed of multiple anti-
HIV drugs and usually includes two NRTIs and one protease inhibitor and or a non-nucleoside reverse transcription
inhibitor. Unfortunately, many patients do not achieve optimal results with existing therapies, and approximately
85% of treatment experienced patients develop drug resistance. As a result, there is a clear medical need for new HIV
treatments. :

We believe DFC has the requisite characteristics to be developed as a new therapy primarily for treatment-
experienced HIV patients. We are developing DFC as a once-a-day oral therapy for use in combination with other
antiviral drugs for patients with HIV infections. In both preclinical and clinical studies, DFC has been shown to
inhibit replication of HIV virus that has become fully or partially resistant to currently marketed NRTIs such as 3TC,
FTC, AZT and tenofovir.

Our most recent clinical trial, Study 203, a randomized double blind placebo controlled Phase IIb trial, involved
199 patients in the United States and Europe. In September 2005, we met with representatives from the FDA to
discuss the results of Study 203 and our plan to advance DFC into two Phase III pivotal clinical trials. During the
meeting, FDA representatives raised a concern that the rationale for moving DFC into Phase III development was
based on several subgroup analyses that were unscheduled and post hoc and that the number of evaluable patients in
the key subgroups was small. Additionally, the FDA was concerned that the low frequency of hyperlipasemia
observed in the absence of ddl might represent a signal of the potential risk for development of pancreatitis in future
studies. As a result, the FDA requested that we conduct a second Phase IIb trial prior to progressing into Phase III.
This second Phase IIb trial, Study 204, was initiated in February 2006.

Study 204 has been designed to compare DFC directly to 3TC to confirm the results from Study 203 and is
expected to involve 250 treatment-experienced patients and over 100 clinical sites in the United States, Europe and
South America.

CCRS5 Antagonist Program - We also have an oral CCRS antagonist program. CCRS5 is a major chemokine
receptor that the HIV virus uses to enter CD4 cells, which are critical to the human immune system. Once inside the
cell, the HIV virus then teaches the cells how to make more HIV and plays a key role in viral transmission and
replication during the early phase of the disease process. We believe CCRS antagonists may represent a new class of
HIV drugs given their potential to bind specifically to CCRS receptors and, in turn, block the HIV virus before it
enters human cells. We expect to complete the Investigational New Drug Application, or IND, and initiate a Phase [
clinical trial in healthy volunteers for the lead compound in this program in the first half of 2006.




Inflammation Portfolio

CCR?2 Receptor Antagonist Program - Chemokines are proteins, secreted at sites of injury or inflammation that
attract and activate leukocytes, or white blood cells, such as monocytes. CCR2 is a key chemokine receptor found on
monocytes that controls their migration into sites of inflammation, where they differentiate into tissue scavenger cells
known as macrophages. Although, in their normal role, macrophages scavenge foreign organisms or injured tissues,
excessive or inappropriately triggered macrophage activity can cause damage to tissues and provoke a chronic
inflammatory response. For example, in rheumatoid arthritis, macrophages secrete chemokines and cytokines,
perpetuating the inflammatory response, and also produce proteases that degrade cartilage and contribute to joint
destruction. CCR2 receptor antagonists may thus substantially reduce tissue damage and limit the degree of the
inflammatory process in rheumatoid arthritis and other inflammation-driven disorders, including multiple sclerosis,
diabetes, and atherosclerosis, by blocking the migration and recruitment of macrophages. We have identified a series
of orally-available CCR2 receptor antagonist compounds. The most advanced compound from this program, INCB-
3284, is in Phase [Ja clinical trials in rheumatoid arthritis and insulin-resistant obese patients.

In November 2005, we entered into a collaborative research and license agreement with Pfizer under which
Pfizer gained worldwide development and commercialization rights to Incyte's portfolio of CCR2 antagonist
compounds, with the exception of two indications.

Incyte received an upfront non refundable payment of $40 million in January 2006 and is eligible to receive
additional future development and milestone payments of up to $743 million for the successful development and
commercialization of CCR2 antagonists in multiple indications, as well as royalties on worldwide sales. Pfizer
purchased a $10 million convertible subordinated note in February 2006 and may purchase an additional $10 million
note at Incyte’s option after Incyte files an IND in a retained Incyte indication. The notes will bear no interest, are
due seven years from the date of issuance and will be convertible into Incyte common stock. Under the agreement,
Pfizer will also provide research funding to Incyte to support the continued expansion of the CCR2 compound
portfolio.

We are pursuing multiple sclerosis as an indication for our retained CCR2 antagonist because the accumulation
of inflammatory macrophages in the human central nervous system appears to be a key step in the pathological
cascade that characterizes multiple sclerosis and leads to exacerbations of the disease. Based on a growing body of
preclinical evidence, we believe selective CCR2 antagonism in this setting has the potential to disrupt the recruitment
and accumulation of these inflammatory macrophages and thus interrupt or ameliorate the pathological cascade seen
in multiple sclerosis and, in turn, modify the course of this disease, relieve symptoms and improve patient outcomes.
We have selected a lead clinical candidate and intend to initiate a Phase I clinical trial in healthy volunteers in the
second half of 2006. We have retained a second indication that for competitive reasons we have not disclosed, which
also has the potential to benefit from an oral CCR2 antagonist treatment.

New Program - We also have a second compound in preclinical development for inflammation that is distinct
from our CCR2 antagonists. By year end, we expect to complete studies that may support the submission of an IND
for this compound.

Cancer Portfolio

Sheddase Inhibitor Program - As the fundamental biology of cancer has been explored at the molecular level,
new therapeutics are emerging that distinguish themselves from the classic, relatively non-selective, cytotoxic agents.
These new therapies are targeted specifically to pathways or proteins that are more critical for the growth of tumor
cells than for the growth of normal cells, thereby having the potential to provide a greater therapeutic index, both
when used alone and in combination with cytotoxic agents. Currently approved targeted therapeutics of this type,
including Gleevec®, have proven to be of value in the treatment of certain important tumor types.

The signaling pathways that utilize the receptors and ligands of the epidermal growth factor receptor (EGFR)
family play a key role in the growth and survival of multiple tumor types, including breast, colorectal, and non-small
cell lung cancers. There are multiple forms of both the receptors (for example, HER1 and HER2) and the
corresponding ligands (such as EGF and TGFalpha). Reduction in the signaling of one of these pathways by
antibodies that bind to a specific EGFR-family receptor (HER2), interfering with ligand-induced activation, has




shown efficacy in certain breast cancers. An alternative approach to interfere with EGFR signaling is through the
administration of a tyrosine kinase inhibitor such as Tarceva.

We have identified a third way to inhibit EGFR signaling pathways, which we believe may be both
complementary with the two approaches described above and possibly more broadly effective. EGFR family ligands
must be cleaved from larger, cell-attached proteins in order to be released in their soluble active form. EGFR family
receptors are also subject to cleavage, which in this case results in a constitutively activated receptor that does not
require the presence of the corresponding ligand for signaling. We have identified a protease whose action appears to
contribute to the growth and metastasis of breast cancer and possibly other cancers.

Proteases are enzymes that catalyze the splitting of proteins into smaller peptide fractions and amino acids.
Inhibition of this protease, referred to as sheddase, could thus interfere with signaling in a considerable range of tumor
types which use EGFR family signaling. We have identified novel, potent, and orally available small-molecule
inhibitors of sheddase that show efficacy in animal tumor models as single agents. We began Phase I clinical trials
with the lead compound from this program in March 2005. Based on the results of our single and multiple dose Phase
I clinical trials, we initiated a Phase Ib/Ila dose-ranging clinical trial in refractory cancer patients with solid tumors in
October 2005. In this trial we plan to include patients with a variety of solid tumors such as breast, non-small cell
lung, prostate, colorectal and head and neck cancers, all of which can be associated with excessive signaling of
epidermal growth factor receptors (HER1, HER2, HER3).

New Program - We also have a lead preclinical candidate for cancer that addresses a different target. By year
end, we expect to complete studies that may support the submission of an IND for this candidate,

Diabetes Opportunity

HSD Program - We have developed a series of novel proprietary small molecule inhibitors of 118HSDI1, an
enzyme that converts the biologically-inactive steroid cortisone into the potent biologically-active hormone cortisol.
118HSD! inhibitors may have the potential to be developed to treat Type 2 diabetes by controlling both insulin
production and insulin resistance. The lead compound in this program is INCB13739.

Unlike insulin, which is produced by beta-cells in the pancreas and maintains normal blood glucose levels,
cortisol elevates blood glucose levels by promoting glucose production in the liver and inhibiting the uptake and
disposal of glucose in muscle and adipose tissue. In this way, cortisol acts an antagonist of insulin. Recent
preclinical findings suggest that 11BHSDI1-mediated production of cortisol may increase the body’s resistance to
insulin and lead to elevated blood glucose and Type 2 diabetes. Inhibition of cortisol production may prevent the
progression of insulin resistance to Type 2 diabetes.

Current treatments for Type 2 diabetes increase the production of insulin or the body’s sensitivity to insulin, but
few address both components of insulin control, and most produce unwanted side effects. As a result, many patients
do not achieve optimal reductions in blood glucose levels and experience life-threatening disease complications. By
selectively inhibiting 11BHSD1 and reducing the level of cortisol available in multiple key tissues, we believe
INCB13739 may address both components of the disease — insulin production and insulin resistance — and offer a new
approach to treating Type 2 diabetes and other conditions often associated with this disease, such as dyslipidemia,
atherosclerosis, and coronary heart disease. We expect to begin a Phase I clinical trial of INCB13739 in the first half
of 2006.

In addition to the programs described above, we have a number of earlier-stage efforts in cancer and
inflammation.

Background on Incyte’s Transition into Small-Molecule Drug Discovei‘y and Development

We were founded in 1991. Before the completion of our transition into a drug discovery and development
company, we marketed and sold access to our genomic information databases. However, in recent years,
consolidation within the pharmaceutical and biotechnology sectors and a challenging economic environment led to
reduced demand for research tools and services. This trend, together with the public availability of genomic
information, significantly reduced the market for and revenues from, our information products.

On February 2, 2004, we announced substantial changes in our information products operations, including the
closure of our Palo Alto, California facility and the cessation of development of the information products developed at




this facility. In January 2005, we sold certain assets and liabilities related to our Proteome facility based in Beverly,
Massachusetts. We no longer have any activities in the information products area. However, we retain certain
existing licenses and licensing activities related to the intellectual property portfolio generated prior to the transition.

Incyte’s Approach To Drug Discovery and Development

In November 2001, we recruited Paul A, Friedman, M.D., the former president of DuPont Pharmaceuticals
Research Laboratories, to serve as our Chief Executive Officer and to lead our drug discovery and development
efforts. We then began our transition from information products to our current focus on drug discovery and
development. With the recruitment of Dr. Brian Metcalf, formerly head of worldwide medicinal chemistry and
platform technologies at SmithKline Beecham, and an experienced team of chemists, pharmacologists, and molecular
biologists largely drawn from DuPont-Pharmaceuticals, we have assembled a strongly credentialed and experienced
drug discovery team, including approximately 141 scientists, approximately equally divided between biologists and
chemists. In biology, we have experience in the research areas of inflammation and cancer and our chemists have
broad pharmaceutical experience in designing novel small molecule compounds, including compounds in the fields of
inflammation, HIV, diabetes and cancer. We have complemented this discovery team with personnel experienced in
drug development. : ‘

We have established a wide breadth of discovery capabilities in-house, including target validation, high-
throughput screening, medicinal chemistry, computational chemistry, and pharmacological assessment, and we intend
to continue to augment these capabilities through collaborations with academic and contract laboratory resources with
specialized expertise. We have integrated our chemistry and biology teams with development experts in the critical
areas of drug metabolism, formulation, and toxicology. We believe that early emphasis on these areas is critical to
the optimization of lead clinical candidates with the greatest likelihood of success, and that this emphasis, together
with our strength in medicinal chemistry, may allow us to avoid critical pitfalls related to the safety and efficacy of
our compounds in later clinical trials.

We are focused on three core therapeutic areas: HIV, inflammation and cancer. This focus allows us to apply
resources to our selected programs at a level that we believe is competitive with much larger pharmaceutical
companies. This level of resource allocation, particularly in the area of chemistry, was a key to our early success in
the identification of a proprietary CCR2 antagonist clinical candidate. While CCR2 is a well-known target, and there
is extensive animal model evidence for its role in disease, it is a chemically challenging target and certain companies
active in this area have been unsuccessful in synthesizing a novel small molecule compound that could qualify for
pharmaceutical development. In contrast, we were able to identify a clinical candidate within twelve months of
initiating screening.

The selection of CCR2 as a target is also indicative of our strategy of focusing on targets in our areas of in-depth
biological expertise, particularly inflammation and cancer. We select targets for which there is extensive animal and
laboratory evidence of their importance in disease, such that through the application of our medicinal chemistry
capabilities we believe that we have the opportunity to generate novel molecules for further development that have
the potential to be the best in their therapeutic class. These targets may either be publicly known, such as CCR2, or
identified in-house, such as sheddase. ‘

We intend to devote sufficient resources to generate follow-up candidates and multiple chemical series for the
programs we pursue. We believe that this strategy may allow us to generate additional opportunities in the event of
development failure or, more positively, for the pursuit of multiple indications for compound classes with that
potential.

Commercial Strategy

As discussed above, our internal programs are focused on the discovery and development of new therapies to
address major medical needs in inflammatory disease, HIV, oncology, and diabetes. For some of these programs,
such as those in HIV, oncology, and multiple sclerosis, which tend to be managed by a concentrated, well-defined
group of physicians, we may elect to develop our products through to commercialization. For others, such as those
that address major primary care markets, we intend to seek strategic alliances with major pharmaceutical companies,
such as the collaboration with Pfizer for our CCR2 program. We also plan to pursue further in-licensing opportunities
which could augment our efforts and accelerate the growth of our pipeline.




We intend to seek approval from the FDA for, and if successful, to commercialize DFC in the United States
ourselves. In Europe, we intend to make a future determination whether to commercialize DFC ourselves, or to form
a co-commercialization alliance with another company with an established HIV franchise.

Patents and Other Intellectual Property

We regard the protection of patents and other enforceable intellectual property rights that we own or license as
critical to our business and competitive position. Accordingly, we rely on patent, trade secret and copyright law, as
well as nondisclosure and other contractual arrangements, to protect our intellectual property. We have established a
patent portfolio of owned or in-licensed patents and patent applications that cover aspects of all our drug candidates,
as well as other patents and patent applications that relate to full-length genes and genomics-related technologies
obtained as a result of our high-throughput gene sequencing efforts. The patents and patent applications relating to
our drug candidates generally include claims directed to the drug candidates, methods of using the drug candidates,
formulations of the drug candidates, and methods of manufacturing the drug candidates. OQur policy is to pursue
patent applications on inventions and discoveries we believe that are commercially important to the development and
growth of our business.

We have a number of established patent license agreements relating to our gene patent portfolio and our
genomics-related technology patent portfolio. We are presently receiving royalties and other payments under certain
of our gene and genomics-related patent license agreements. Under our gene patent license agreements, we may in
the future receive royalties and other payments if our partners are successful in their efforts to discover drugs and
diagnostics under these license agreements.

Under the terms of our collaborative license agreement relating to DFC, Pharmasset granted us exclusive rights
under its patent rights in the United States, Europe, and certain other markets to develop, manufacture and market
DFC. The licensed patent rights include coverage of uses of DFC, methods of making DFC and methods of dosing of
DFC. Patent rights that we have exclusively licensed from Pharmasset include three U.S. patents and their related
foreign filings in Europe, Canada, Australia and Japan directed to the use of DFC to treat HIV that Pharmasset has
exclusively licensed from Emory University. The U.S. patents expire in 2015, provided the applicable maintenance
fees are paid and the patents, if challenged, are not held to be invalid. We have also exclusively sublicensed from
Pharmasset a U.S. patent application and related foreign filings directed to combinations of DFC with certain other
anti-viral agents that Pharmasset has exclusively licensed from Emory University. U.S. patents arising under this
application, if issued, will expire in 2020 provided the applicable maintenance fees are paid and the patents, if
challenged, are not held to be invalid. In addition, we co-own with Pharmasset a U.S. patent application and related
foreign filings directed to enteric dosing regimens. U.S. patents arising under this application, if issued, will expire in
2024 provided the applicable maintenance fees are paid and the patents, if challenged, are not held to be invalid. We
have also licensed from Pharmasset a U.S. patent and related foreign filings directed to a method for the manufacture
of DFC. The U.S. patent will expire in 2022 provided the applicable maintenance fees are paid and the patents, if
challenged, are not held to be invalid. One or more of these patents rights may qualify for a patent term extension to
partially compensate for time spent in clinical review by the FDA or corresponding foreign agencies, however, any
such patent term extension may only provide limited proprietary protection during the period of extension.

We have obtained some of the patent rights used in our drug discovery and development programs, such as our
DFC program, through exclusive licenses with others. We intend to seek to license additional rights relating to
compounds or technologies in connection with our drug discovery and development programs. Under these licenses,
we may be required to pay up-front fees, license fees, milestone payments and royalties on sales of future products.

Although we believe our rights under patents and patent applications provide a competitive advantage, the patent
positions of pharmaceutical and biotechnology companies are highly uncertain and involve complex legal and factual
questions. We may not be able to develop patentable products or processes, and may not be able to obtain patents
from pending applications. Even if patent claims are allowed, the claims may not issue, or in the event of issuance,
may not be sufficient to protect the technology owned by or licensed to us. Any patent or other intellectual property
rights that we own or obtain may be circumvented, challenged or invalidated by our competitors. Others may have
patents that relate to our business or technology and that may prevent us from marketing our product candidates
unless we are able to obtain a license to those patents. In addition, we could incur substantial costs in litigation or
other legal proceedings to enforce our patent or other intellectual property rights or to defend ourselves in patent or
other intellectual property right suits brought by third parties.




Enactment of legislation implementing the General Agreement on Tariffs and Trade has resulted in certain
changes to United States patent laws that became effective on June 8, 1995. Most notably, the term of patent
protection for patents issued under patent applications filed on or after June 8, 1995 is no longer a period of 17 years
from the date of issuance. The new term of those patents will commence on the date of issuance and terminate 20
years from the earliest effective filing date of the application. Because the time from filing to issuance of
biotechnology patent applications is often more than three years, a 20-year term from the effective date of filing may
result in a substantially shortened period of patent protection, which may limit the benefit of our patent position.

With respect to proprietary information that is not patentable, and for inventions for which patents are difficult to
enforce, we rely on trade secret protection and confidentiality agreements to protect our interests. While we require
all employees, consultants and potential business partners to enter into confidentiality agreements, we may not be able
to protect adequately our trade secrets or other proprietary information. Others may independently develop
substantially equivalent proprietary information and techniques or otherwise gain access to our trade secrets.

Competition

Our drug discovery and development activities face, and will continue to face, intense competition from
organizations such as pharmaceutical and biotechnology companies, as well as academic and research institutions and
government agencies. Our major competitors include fully integrated pharmaceutical companies that have extensive
drug discovery efforts and are developing novel small molecule pharmaceuticals. We face significant competition
from organizations that are pursuing pharmaceuticals that are competitive with our potential products. With respect
to our most advanced product candidate, DFC, several companies are already marketing various NRTIs, including
GlaxoSmithKline, Gilead Sciences, and Bristol Myers Squibb.

Many companies and institutions, either alone or together with their collaborative partners, have substantially
greater financial resources and larger research and development staffs than we do. In addition, many competitors,
either alone or together with their collaborative partners, have significantly greater experience than we do in:

¢ drug discovery;

e developing products;

sundertaking preclinical testing and clinical trials;

e obtaining FDA and other regulatory approvals of products; and
¢ manufacturing, marketing, distributing and selling products.

Accordingly, our competitors may succeed in obtaining patent protection, receiving FDA approval or
commercializing products before we do. If we commence commercial product sales, we will be competing against
companies with greater manufacturing, marketing, distributing and selling capabilities, areas in which we have
limited or no experience.

In addition, any drug candidate that we successfully develop may compete with existing therapies that have long
histories of safe and effective use. Competition may also arise from:

e other drug development technologies and methods of preventing or reducing the incidence of disease;
e new small molecules; or
o other classes of therapeutic agents.

Developments by others may render our drug candidates obsolete or noncompetitive. We face and will continue
to face intense competition from other companies for collaborative arrangements with pharmaceutical and
biotechnology companies, for establishing relationships with academic and research institutions and for licenses to
proprietary technology. These competitors, either alone or with their collaborative partners, may succeed in
developing products that are more effective than ours.



Our ability to compete successfully will depend, in part, on our ability to:
e develop proprietary products;

¢ develop and maintain products that reach the market first, are technologically superior to and/or are of lower
cost than other products in the market;

e attract and retain scientific and product development personnel;

e obtain patent or other proprietary protection for our products and technologies;
o obtain required regulatory approvals; and

o manufacture, market, distribute and sell any products that we develop.

In a number of countries, including in particular, developing countries, government officials and other groups
have suggested that pharmaceutical companies should make drugs for HIV infection available at a low cost. In some
cases, governmental authorities have indicated that where pharmaceutical companies do not do so, their patents might
not be enforceable to prevent generic competition. Some major pharmaceutical companies have greatly reduced
prices for HIV drugs in certain developing countries. If certain countries do not permit enforcement of our patents,
should DFC be approved for marketing, sales of DFC in those countries, and in other countries by importation from
low-price countries, could be reduced by generic competition or by parallel importation of our product. Alternatively,
governments in those countries could require that we grant compulsory licenses to allow competitors to manufacture
and sell their own versions of DFC in those countries, thereby reducing our DFC sales, or we could respond to
governmental concerns by reducing prices for DFC. In all of these situations, our results of operations could be
adversely affected.

Government Regulation

Our related ongoing research and development activities and any manufacturing and marketing of our potential
small molecule products to treat major medical conditions are subject to extensive regulation by numerous
governmental authorities in the United States and other countries. Before marketing in the United States, any drug
developed by us must undergo rigorous preclinical testing and clinical trials and an extensive regulatory clearance
process implemented by the FDA under the United States Food, Drug and Cosmetic Act. The FDA regulates, among
other things, the development, testing, manufacture, safety, efficacy, record-keeping, labeling, storage, approval,
advertising, promotion, sale and distribution of these products. None of our drug candidates has, to date, been
submitted for approval for sale in the United States or any foreign market. The regulatory review and approval
process, which includes preclinical testing and clinical trials of each drug candidate, is lengthy, expensive and
uncertain. Securing FDA approval requires the submission of extensive preclinical and clinical data and supporting
information to the FDA for each indication to establish a drug candidate’s safety and efficacy. The approval process
takes many years, requires the expenditure of substantial resources, involves post-marketing surveillance and may
involve ongoing requirements for post-marketing studies. Before commencing clinical investigations in humans, we
must submit to, and receive approval from, the FDA of an IND application. The steps required before a drug may be
marketed in the United States include:

e preclinical laboratory tests, animal studies and formulation studies;

¢ submission to the FDA of an IND for human clinical testing, which must become effective before human
clinical trials may commence;

s adequate and well-controlled clinical trials in three phases, as described below, to establish the safety and
efficacy of the drug for each indication;

¢ submission to the FDA of a new drug application, or NDA, which must become effective before marketing
can commence;

o satisfactory completion of an FDA inspection of the manufacturing facility or facilities at which the drug is
produced to assess compliance with current good manufacturing practices; and

*

FDA review and approval of the NDA.
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Similar requirements exist within many foreign agencies as well. The time required to satisfy FDA requirements
or similar requirements of foreign regulatory agencies may vary substantially based on the type, complexity and
novelty of the product or the targeted disease.

Preclinical testing includes laboratory evaluation of product chemistry, toxicity and formulation, as well as
animal studies. The results of the preclinical tests, together with manufacturing information and analytical data, are
submitted to the FDA as part of an IND. An IND will automatically become effective 30 days after receipt by the
FDA, unless before that time, the FDA raises concerns or questions about issues such as the conduct of the clinical
trials as outlined in the IND. In the latter case, the IND sponsor and the FDA must resolve any outstanding FDA
concerns or questions before clinical trials can proceed. We cannot be sure that submission of an IND will result in
the FDA allowing clinical trials to commence.

Clinical trials involve the administration of the investigational drug to human subjects under the supervision of
qualified investigators. Clinical trials are conducted under protocols detailing the objectives of the study, the
parameters to be used in monitoring safety and the effectiveness criteria to be evaluated. Each protocol must be
submitted to the FDA as part of the IND and each trial must be reviewed and approved by an independent ethics
committee or institutional review board (IRB) before it can begin.

Clinical trials typically are conducted in three sequential phases, but the phases may overlap or be combined.
Phase I usually involves the initial introduction of the investigational drug into healthy volunteers to evaluate its
safety, dosage tolerance, absorption, metabolism, distribution and excretion, and, if possible, to gain an early
indication of its effectiveness. Phase II usually involves clinical trials in a limited patient population to:

o evaluate dosage tolerance and optimal dosage;
¢ identify possible adverse effects and safety risks; and

e evaluate and gain preliminary evidence of the efficacy of the drug for specific indications.

Phase III clinical trials usually further evaluate clinical efficacy and safety by testing the drug in its final form in
an expanded patient population, providing statistical evidence of efficacy and safety and providing an adequate basis
for physician labeling. We cannot guarantee that Phase I, Phase 11 or Phase 111 testing will be completed successfully
within any specified period of time, if at all. Furthermore, we or the FDA may suspend clinical trials at any time on
various grounds, including a finding that the subjects or patients are being exposed to an unacceptable health risk.

Additional testing (Phase IV) may be conducted after FDA approval for marketing is granted and would be -
designed to evaluate alternative utilizations of drug products prior to their being marketed for such alternative
utilizations as well as to test for complications resulting from long term exposure not revealed in earlier clinical
testing.

Clinical trials must meet requirements for IRB oversight, informed consent and good clinical practices. Clinical
trials must be conducted under FDA oversight. Before receiving FDA clearance to market a product, we must
demonstrate that the product is safe and effective for the patient population that will be treated. If regulatory
clearance of a product is granted, this clearance will be limited to those disease states and conditions for which the
product is safe and effective, as demonstrated through clinical trials. Marketing or promoting a drug for an
unapproved indication is prohibited. Furthermore, clearance may entail ongoing requirements for post-marketing
studies. Even if this regulatory clearance is obtained, a marketed product, its manufacturer and its manufacturing
facilities are subject to continual review and periodic inspections by the FDA. Discovery of previously unknown
problems with a product, manufacturer or facility may result in restrictions on this product, manufacturer or facility,
including costly recalls or withdrawal of the product from the market.

The length of time and related costs necessary to complete clinical trials varies significantly and may be difficult
to predict. Clinical results are frequently susceptible to varying interpretations that may delay, limit or prevent
regulatory approvals. Additional factors that can cause delay or termination of our clinical trials, or cause the costs of
these clinical trials to increase, include:

o slow patient enrollment due to the nature of the protocol, the proximity of patients to clinical sites, the
eligibility criteria for the study, competition with clinical trials for other drug candidates or other factors;
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¢ inadequately trained or insufficient personnel at the study site to assist in overseemg and monitoring clinical
trials;

e delays in approvals from a study site’s IRB;

o longer than anticipated treatment time requlred to demonstrate effectiveness or determine the appropriate
product dose;

e lack of sufﬁcient supplies of the drug candidate for use in clinical trials;
o adverse medical events or side effects in treated patients; and
o lack of effectiveness of the drug candidate being tested.

Any drug is likely to produce some toxicities or undesirable side effects in animals and in humans when
administered at sufficiently high doses and/or for sufficiently long periods of time. Unacceptable toxicities or side
effects may occur at any dose level, and at any time in the course of animal studies designed to identify unacceptable
effects of a drug candidate, known as toxicological studies, or in clinical trials of our potential products. The
appearance of any unacceptable toxicity or side effect could cause us or regulatory authorities to interrupt, limit, delay
or abort the development of any of our drug candidates, and could ultimately prevent their marketing clearance by the
FDA or foreign regulatory authorities for any or all targeted indications.

The FDA’s fast track program is intended to facilitate the development and expedite the review of drug
candidates intended for the treatment of serious or life-threatening diseases and that demonstrate the potential to
address unmet medical needs for these conditions. Under this program, the FDA can, for example, review portions of
an NDA for a fast track product before the entire application is complete, thus potentially beginning the review
process at an earlier time. Our lead program, DFC for the treatment of HIV, may be eligible for fast track
designation, and we may seek to have some of our current or future drug candidates designated as fast track products,
with the goal of reducing the development and review time.

We cannot guarantee that the FDA will grant any of our requests for fast track designation, that any fast track
designation would affect the time of review or that the FDA will approve the NDA submitted for any of our drug
candidates, whether or not fast track designation is granted. Additionally, FDA approval of a fast track product can
include restrictions on the product’s use or distribution (such as permitting use only for specified medical procedures
or limiting distribution to physicians or facilities with special training or experience). Approval of fast track products
can be conditioned on additional clinical trials after approval.

FDA procedures also provide for priority review of NDAs submitted for drugs that, compared to currently
marketed products, offer a significant improvement in the treatment, diagnosis or prevention of a disease. The FDA
seeks to review NDAs that are granted priority status more quickly than NDAs given standard status. The FDA’s
stated policy is to act on 90% of priority NDAs within six months of receipt. Although the FDA historically has not
met these goals, the agency has made significant improvements in the timeliness of the review process. We anticipate
seeking priority review of DFC, and may do so with regard to some of our other current or future drug candidates.
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