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+ Completed patient enrollment
in EMOTE, our Phase III trial of
=RoXINIoNe capsules in patients
v ced chronic heart failure.
-licensed darusentamn, 4 type-A

Completed AMB-220, our Phase II
trial of ambrisentan in pulmonary
arterial hypertension, which achieved

1ts primary endpoint.

stablished research and develop-

selective endothelin receptor antag-
onist which showed encouraging
Phase 11 results for treatment of
essential hypertension.

Raised net proceeds of $39.9 million
through the sale of Series D pre-

SLOC

ment collaboration with the Novartis
Institutes for BioMedical Research, Inc.
Raised net proceeds of $73.3 million
through the completion of initial
public offering of common stock.
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Focus on Cardiovascular Disease

The term cardiovascular disease
is used to describe a continuum of clini-
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Marketed

hypertension, systemic hypertension,
chronic kidney disease, heart attack and

onditions resulting primarily from

CICTOS1S, NVP

stroke. Cardiovascular disease is the lead-

and disability 1n the

1].S., accounting for approximately $300

These underlying diseases cause perma-

billion in healthcare costs in 2003. Des-

he heart, blood vessels
and Kidpevs, leading to progressively

pite improved treatments and increased

awareness of preventative measurcs,

debilitating clinical conditions such as
chronic heart failure, pulmonary arterial

62 million people in the U.S. currently
suffer from cardiovascular disease.




Corporate Profile

Myogen is a biopharmaceutical company focused on the discovery, devel-
opment and commercialization of small molecule therapeutics for the treatment of
cardiovascular disorders. Myogen currently markets one product, Perfan 1.V, in
Europe for the treatment of acute decompensated heart failure and is developing
three product candidates for three distinct cardiovascular indications: enoximone
for the treztment of chronic heart failure; ambrisentan for the treatment of pul-
monary arterial hypertension and darusentan for the treatment of resistant hyper-
tension. Mvogen, in partnership with Novartis, also conducts a target and drug
discovery research program focused or: the development of disease-modifying drugs
for the treatment of chronic heart failure and related cardiovascular disorders.

PERFAN LV.

Perfan LV, is the
intravenous formu-
lation of enoximone
that is marketed
by Myogen in eight
European countries.
Perfan LV, is used in a hospital setting =0
treat patients with acute decompensated
heart failure and to wean patients from
cardiopulmonary bypass following open-
heart surgery. We recorded Perfan L.V.
sales of approximately $2.8 million in -
2003. We believe our European sales
experience helps prepare us for the
potential commercial launch of future
products, such as enoximone capsules.
ambrisentan and darusentan.

ENOXIMONE

Enoximone is

a small organic
molecule that
inhibits type-III
phosphodiesterase,
or PDE-III, an
enzyme that is present in the heart
and plays an important regulatory role
in cardiac function. Enoximone blocks
the action of this enzyme, increasing
the force of contraction of the heart,
thereby increasing cardiac output. We
are currently conducting our Phase III
clinical evaluation of enoximone cap-
sules in patients with advanced chronic
heart failure. If our clinical program is
successful, enoximone capsules would
be the first oral inhibitor of PDE-III to
be commercialized for the treatment
of chronic heart failure,

Myogen'’s Portfolio

AMBRISENTAN
R Ambrisentan is

an ET, selective
endothelin receptor
antagonist (ETRA).
Endothelin is a
small peptide hor-
mone that is believed to play a critical
role in the control of blood flow and
cell growth. Elevated endothelin blood
levels are associated with several cardio-
vascular disease conditions. We are cur-
rently conducting our Phase I clinical
evaluation of ambrisentan in patients
with pulmonary arterial hypertension.
We believe the selectivity and potency
of ambrisentan may offer significant
advantages over non-selective ETRAs,
including enhanced efficacy and a
reduction in adverse side effects.

DARUSENTAN

Darusentan is an
ET, selective ET,
that has demon-
strated safety and
efficacy in a Phase
[Ia trial in essential
hypertension. We are currently peepar-
ing to initiate our Phase IIb clinical
evaluation of darusentan in patients wjith
resistant hypertension, Hypertensioﬁg
affects approximately 50 million inggvid-
uals in the US. Despite the avaiiaﬁ%;
and use of several classes of drugs to treat
hypertension, a significant percentage
of these patients do not achieve blood
pressures within the recommended
range, a condition described as
“resistant hypertension”.
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To Our Shareholders:

Seven years ago our founders
had a vision of building a company rec-
ognized for its important contributions
to the treatment of cardiovascular
disease. I believe that we have made
tremendous progress toward achieving
this vision and 2003 was a particularly
rewarding year. From a nearly virtual
company with an idea, Myogen has
grown to become a publicly traded
company with a product marketed in
Europe, three product candidates in
Iate-stage clinical evaluation and a vigor-
ous research and development program
that we partnered last year with one of
the largest pharmaceutical companies in
the world. Our success thus far did not
happen by chance. These successes are
the direct result of the hard work of
the dedicated team of employees and
a steadfast focus on scientific under-
standing at Myogen.

Letter to Shareholders—J. William Freytag, Ph.D.

We believe our scientific foun-
dation is the fundamental strength of

- Myogen. Our understanding of the biol-

ogy of cardiovascular disease combined
with our clinical development expertise
provide us with the capability to discover
novel therapies and identify, license or
acquire products that address serious,
debilitating cardiovascular disorders.
This fundamental scientific understand-
ing has guided our strategy along two
business initiatives:

* Selectively in-license and acquire drugs
in clinical development for which we
have a unique ability to add value, and

» Leverage our understanding of cardio-
vascular disease at the molecular level
in the discovery and development of
disease-modifying therapeutics.

Many current therapies for
cardiovascular disease do not adequately
address the underlying molecular mech-
anisms of the disorders that make up
the disease. We believe that our strategy
provides an opportunity to improve on
existing therapies and to discover and
develop new therapeutics to address
patients’ symptoms and, perhaps, to slow
or reverse the progression of cardiovas-
cular disorders. Our progress to date
reinforces our belief in this strategy.

In 2003, we achieved several
major goals. We expanded our product
portfolio with the in-licensing of our
third product candidate, darusentan. We
continued the clinical development of

“We have adopted a bold vision: to
_develop and commercialize disease-
difying cardiovascular therapeutics.
Ne intend to impact cardiovascular
rders rather than merely treating

their symptoms.”




enoximone and ambrisentan, including:
the completion of AMB-220, our Phase II
study of ambrisentan in pulmonary
arterial hypertension; the completion
of patient enrollment in EMOTE, our
Phase III study of enoximone capsules
in patients with advanced chronic heurt
failure; and, continued patient enroll-
ment in ESSENTIAL I & II, our pivotal
Phase III studies of enoximone capsuies
in chronic heart failure. We also were
able to accelerate and strengthen our
research and development efforts
through a partnership with the Novartis
Institutes for BioMedical Research, In:.,
an affiliate of Novartis AG. And lastly,
we raised approximately $120 million.
of additional financing which we beli¢ve
will fund the Company through the
middle of next year, when we expect 1o
have reached several additional develop-
ment milestones.

"The drug development proc:zss
is not an ¢asy one. These accomplish-
ments required the commitment and
teamwork of our entire staff. We believe
our corporate culture promotes the ini-
tiative and creativity of individuals in
support of the overall team’s objectives.
The collaborative interaction among
our various departments enables the
organization to identify, set and achieve
strategic value-creating objectives.

*While I am proud of our
accomplishments this past year, I am
equally excited by Myogen’s future. We
have adopted a bold vision: to develop
and commercialize disease-modifying

TIMELINE:

June 1996
Myogen, Inc.
founded

1 I

December 1999
Series C financing
completed

cardiovascular therapeutics. We intend
to impact cardiovascular disorders
rather than merely treating their symp-
toms. This will not be an easy task, but
rather one with many risks and uncer-
tainties. We will attempt to mitigate
those risks with a strategy we believe
will enhance both the long-term growth
of the Company and value for our share-
holders. In 2004, we will focus on
continuing progress with the clinical
development of our product candidates,
including: initiating the Phase III studies
of ambrisentan, ARIES-1&-2; completing
EMOTE, completing patient enrollment
and drug treatment in ESSENTIAL I & II;
and initiating a Phase IIb study of
darusentan in resistant hypertension.

Seven years ago we were just
beginning as a new company. Now, we
are starting as a public company. This is
the next appropriate phase as Myogen
continues its evolution toward becom-
ing a fully integrated biopharmaceutical
company with unique discovery, devel-
opment and commercialization capa-
bilities. I would like to thank all of our
staff for their hard work in getting us
to this point.

I look forward to updating you
on our progress during the year. Thank
you for your continued support.

_.,I-WuauI;«/%

J. William Freytag, Ph.D.
President and Chief Executive Officer
March 5, 2004

October 2001
Ambrisentan
in-licensed

I I

July 2003
Darusentan
in-licensed

September 2003
Ambrisentan
Phase Il study

Three

Myogen's senior management team,

2004 MILESTONES

+ Initiation of ARIES-1 & -2
(ambrisentan Phase I1I in PAH),
which we announced in
January,

+ Completion of EMOTE (enoxi-
mone Phase III in CHF) with
summary results to be reported
in the first half of the year;

» Initiation of a Phase IIb trial
of darusentan in resistant
hypertension; and

+ Completion of patient enroll-
ment and drug treatment in
ESSENTIAL 1 & II (enoximone
Phase 1II in CHF)

November 2003
Initial public
offering of

completed common stock

I |

I I

October 1998
Enoximone
in-licensed;

Series A financing
completed

June 2000
Enoximone
Phase lll program
initiated

December 2001
Series D financing
completed

August 2003
Additional
Series D financing
completed

October 2003
Research
collaboration with
Novartis initiated
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Clinical Development & Regulatory Affairs—Michael Gerber, M.D.

Myogen’s clinical group is program was initiated in June 2000.
responsible for the design, conduct and The EMOTE study was completed in
analysis of clinical trials to evaluate the February 2004. We expect patients in
Company’s development-stage com- the pivotal trials, ESSENTIAL I & 11, to
pounds provided either through the complete enrollment and drug treat-
in-licensing activity of the commercial ment this year.

development team or identified and

developed by the research and develop-

ment group. We believe the experience

and dedication of the clinical group

and our key collaborators enable Myogen
wiewestpertly conduct worldwide clinical

trials. In 2003, we oversaw five late-stage
clinical trials, involving over 250 inves-
tigative sites in 16 countries.

The Phase II clinical evaluation
of ambrisentan for the treatment of
pulmonary arterial hypertension was
completed in September 2003. Based
upon analysis of the results of the
study and interaction with the FDA,
we initiated ARIES-1&-2, our two
pivotal Phase III clinical trials of
ambrisentan, in January 2004.

The Phase III clinical evalua-
tion of enoximone capsules for the
treatment of advanced chronic heart

We plan to initiate the Phase ITb
clinical evaluation of darusentan for the
treatment of resistant hypertension this
vear. With the addition of new trials
and the continuation of on-going trials,
the clinical group will be conducting
seven late-stage clinical trials during the
course of 2004.

failure involves four trials: two pivotal

! trials designed to support regulatory
approval in the United States and Europe
and two trials designed to assist in regu-
latory and post-approval marketing
efforts. The first trial of our Phase III

Up to now, the clinical and
regulatory groups have focused on
designing and conducting our various
clinical trials. Our challenge for the future
is to complete these studies and, if the
results of our Phase III clinical trials are
positive, prepare New Drug Applications
(NDA) for submission to the FDA and the
appropriate marketing approval applica-
tions for foreign regulatory agencies. We
are currently expanding our regulatory
affairs group to address these upcoming
opportunities.

%

e’ ‘
YL‘ \ “We believe the experience and
‘ / dedication of the clinical group and
our key collaborators enable Myogen
to expertly conduct worldwide
clinical trials. In 2003, we oversaw
five late-stage clinical trials,
involving over 250 investigative
sites in 16 countries.”
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Scientific Strategy—Michael Bristow, M.D., Ph.D.

The Myogen staff and our
academic collaborators at the Universicy
of Colorado Health Science Center
and the University of Texas Southwest
Medical Center have made significant
contributicns to defining the molecular
bases of cardiovascular disease. This
understanding is critical to discovering;
and developing therapies that address
the underlying mechanisms of cardio-
vascular disease as well as evaluating
in-licensing opportunities and guiding
our clinical development efforts.

We feel that our experience
with enoximone emphasizes the bene-
fits of a development strategy guided by
fundamental scientific understanding.
Over the past 25 years, drugs such as
beta-blockers, calcium channel blockers
and ACE inhibitors have helped to
increase the survival times of patients
who suffer from cardiovascular diseases.
Despite these advances, many current
therapies do not adequately address the
underlying molecular mechanisms of
cardiovascular disease. Cardiovascular
disease remains progressive in a large
portion of patients, many of who con-
tinue to deteriorate even when treated
with multiple drugs simultaneously.

A prime example is chronic
heart failure (CHF), a debilitating condi-
tion that occurs as the heart becomes
progressively less able to pump an ade-
quate supp.y of blood throughout the
body. It generally occurs in patients with
a long history of uncontrolied high blood
pressure or in patients that have suffered

a heart attack or some other heart-
damaging event. It is estimated that
haif of all patients with CHF die within
five years of diagnosis. CHF is one of
the largest health problems in the devel-
oped world, with annual direct and
indirect healthcare costs in the United
States alone exceeding $24 billion. In
the United States, approximately five
million patients are afflicted with CHE
with an additional 550,000 new cases
reported each year.

Based upon our evaluation
of extensive clinical research and an
advanced understanding of the molecu-
lar basis of chronic heart failure, we
believe that enoximone capsules have
the potential to both alleviate symptoms
and reduce hospitalizations for patients
with advanced chronic heart failure,
resulting in a decrease in associated
costs. This belief guided our in-licensing
of enoximone from its previous sponsor
and the development of our clinical
program to evaluate enoximone in CHE

“Chroriic heart failure is one of the
largest health problems in the devel-
oped world, with annual direct and
indirect healthcare costs in the United
States alone exceeding $24 billion.”
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The goal of our target and
drug discovery research is to discover
and develop disease-modifying drugs for
chronic heart failure and related disor-
ders. Our discovery research involves
the integration of three research pro-
grams supported by a proprietary heart
tissue bank, and involves collaborations
with the academic laboratories of three
prominent scientists working in heart
muscle disease: Dr. Eric Olson at the
University of Texas Southwestern
Medical Center, Dr. Michael Bristow
at the University of Colorado Health
Science Center and Dr. Leslie Leinwand
at the University of Colorado.

The causes and effects of car-
diac hypertrophy have been extensively
documented, but the underlying molec-
ular mechanisms that link the molecular
signals to cell changes, or cardiac signal-
ing pathways, remain poorly understood.

Research and Development—Richard Gorczynski, Ph.D.

Understanding pathologic cardiac sig-
naling pathways is a central theme of
Dr. Olson'’s laboratories and the subject
of a research program that we sponsor.
This work has led to the discovery of
several key signaling pathways that we
believe control cardiac hypertrophy and
its progression to dilated cardiomyopa-
thy. We are now screening chemical
libraries with high-throughput assays
based on these targets. Several lead
chemical structures have been identi-
fied that block abnormal growth of
heart muscle cells, or cardiomyocyte
hypertrophy. Further characterization
and evaluation of these compounds is
underway. Our research has been sup-
ported by several Phase I and Phase 1T
Small Business Innovation Research
grants from the Federal Government.

The strength of our research
program has generated interest among
outside parties. In October 2003, we
established a research collaboration
with the Novartis Institutes for
BioMedical Research, Inc. in Cambridge,
Massachusetts for the discovery and
development of novel drugs for the
treatment of cardiovascular disease. We
believe this partnership will accelerate
our research in chronic heart failure
while preserving Myogen’s opportunity
to participate in the commercialization
of any products that result from our
collaboration.

%erstanding pathologic cardiac
sign#hg pathways is a central theme

Jr. @1son’s laboratories and the
ject of a research program that
e sponsoi'. This work has led to the

discovery of several key signaling
pathways that we believe control car-
poe e cdiac hypertr :hy and its progression
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Commercial Development—John Julian

The Myogen commercial devel-
opment team has four main areas of
focus: existing product sales; identifying,
evaluating and completing in-licensing
opportunities; identifying and developing
strategic collaborations with partners for
the development and commercializaticn
of our procuct candidates and preparing
Myogen to actively participate in the
commercial launches of our current
product candidates should they be
successful :n the clinic and approved
by regulatory authorities.

Myogen is somewhat unique
in that we are a development stage
biotechnology company that also has
small, but growing, commercial capabil-
ities. We currently sell the intravenous
formulation of enoximone, Perfan 1.V,
in eight countries in Europe through a
network of distributors and paftners.
Sales of Perfan I.V. were $2.8 million in
2003. We believe our European sales and
marketing experience will help us build
the capabilities to effectively participate
in the commercialization of our product
candidates, enoximone capsules,
ambrisentan and darusentan.

Ir-licensing clinical stage
compounds is a critical component of
Myogen’s s:rategy. Our three current
product caadidates were all in-licensed.
Our ability to add value to compound
development is driven by our under-
standing of the cardiovascular market,
our fundamental scientific understanding

“From its founding, Myogen

has been committed to retaining
commercial rights to the products
we develop and to participating
in a significant way in their

commercialization.”
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of cardiovascular disorders and our
expertise in designing and conducting
cardiovascular clinical trials.

The drug development process
requires that the necessary resources
be available at the appropriate time to
advance our product opportunities. To
augment the equity financing of the
Company, our team is responsible for
evaluating and entering into partnering
opportunities which have the ability
to add to our existing resources. Our
research partnership with Novartis was
the result of close collaboration between
the R&D and commercial development
teams. The agreement brings additional
resources to the research program while
having the potential to expand Myogen’s
commercial opportunities if the partner-
ship produces a product in the future. We
will evaluate partnering opportunities for
all of our product candidates. We plan
to review all possibilities for advancing
the opportunity of our compounds and
intend to pursue what we believe will be
the most economically beneficial strategy.

From its founding, Myogen
has been committed to retaining
commercial rights to the products
we develop and to participating
in a significant way in their com-
mercialization. We are currently
developing plans and commer-
cial infrastructure to continue
to allow Myogen to progress
toward that goal.




Our group is responsible for
providing the support and resources
necessary to achieve Myogen’s goal of
becoming a fully integrated biopharma-
ceutical firm. This includes focusing on
having: accurate, timely and transparent
reporting of the Company'’s financial
results; adequate capital available to
fund the Company’s operations; the
appropriate staff available; and, the
physical and information technology
infrastructures capable of meeting the
Company’s needs.

In 2003, we raised $40 million
in a private placement of preferred
stock and approximately $80 million in
our initial public offering of common
stock. At the end of the year, we had
$114.3 million in cash, cash equivalents
and short-term investments. We believe
these funds should cover the Company’s
operating expenses through the middie
of 2005.

Finance and Administration—Joseph Turner

The fundamental vitality and
strength of our Company lies in our
people. Since Myogen’s founding
in 1996, we have grown from one
employee to over 60. If our product
candidates are successful in the clinic,
we will need to continue to grow to
prepare for regulatory submissions and
commercialization of our products.
Our growth will necessitate a focused
human resources effort to attract and
retain talented staff who thrive on the
challenges integral to our industry and
our Company mission.

As the Company expands,
our infrastructure must be expanded
to reduce the possibility of delays and
work interruptions. We currently lease
28,000 square feet of office and lab
space in Westminster, Colorado. This
year will see a major overhaul of our
IT capabilities and processes as we
implement additional systems.

We also intend to continue to
improve our existing, and implement
additional, internal controls to ensure
the Company’s ability to manage the
growth we anticipate as well as to com-
ply with the many reporting and regula-
tory requirements that accompany being
a public company. We believe we are in
compliance with the provisions of the
Sarbanes-Oxley legislation and will be
able to comply with the additional pro-
visions that are scheduled to take effect.

“At the end of the year, we had
$114.3 million in cash, cash equiva-
lents and short-term investments. We
believe these funds should cover the

companies operating expenses
through the middle of 2005.”
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Unless the context requires otherwise, references in this report to “Myogen,” the “Company,” “we,” “us,
and “our” refer to Myogen, Inc. '

This report contains forward-looking statements within the meaning of Section 27A of the Securities Act
of 1933, as amended, and Seciion 21E of the Securities Exchange Act of 1934, as amended. These forward-
looking statements include, but are not limited to, statements concerning our plans to continue development of
our current product candidates: conduct clinical trials with respect to our product candidates; seek regulatory
apprevals; address certain markets, engage third-party manufacturers to supply our clinical trial and
commercial requirements; hire sales and marketing personnel; and evaluate additional product candidates for
subsequent clinical and commercial development. In some cases, these statements may be identified by
terminology such as “may,”” “will,”’ “should,” “expect,” “plan,” “anticipate,” “believe,” “estimate,” “predict,”
“potential,” or “continue” or the negative of such terms and other comparable terminology. Although we
believe that the expectations reflected in the forward-looking statements contained herein are reasonable, we
cannct guarantee future results, levels of activity, performance or achievements. These statements involve
known and unknown risks and uncertainties that may cause our or our industry’s results, levels of activity,
performance or achievements to be materially different from those expressed or implied by the forward-
looking statements. Factors thai may cause or contribute to such differences include, among other things, those
discussed under the captions "Business,” “Risk Factors” and “Management’s Discussion and Analysis of
Financial Condition and Resulis of Operations.” Forward-looking statements not specifically described above
also may be found in these and other sections of this report.
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Item I. Business

Overview

We are a biopharmaceutical company focused on the discovery, development and commercialization of
small molecule therapeutics for the treatment of cardiovascular disorders. We have three product candidates
in late-stage clinical development: enoximone capsules for the treatment of chronic heart failure, ambrisentan
for the treatment of pulmonary arterial hypertension and darusentan for the treatment of resistant hyperten-
sion. We are evaluating enoximone capsules in four Phase 111 clinical trials. If these trials progress as planned,
we expect three of these trials, including the trials we believe will be réquired for regulatory approval, will be
fully enrolled and patients will have completed treatment by the end of 2004. We completed a Phase II
clinical trial of ambrisentan in September 2003, yielding positive results, and we initiated two pivotal Phase 111
clinical trials in January 2004. We intend to begin our Phase IIb clinical evaluation of darusentan in 2004. All
of our product candidates are orally administered small molecules that we believe offer advantages over
currently available therapies. In addition, we currently market an intravenous formulation of enoximone,
Perfan 1.V, for the treatment of acute decompensated heart failure in eight countries in Europe.

Through our internal resezrch program and academic collaborations, we are developing an advanced
understanding of the biological pathways of heart disease and have discovered several novel molecular targets
that we believe play a key role in heart failure. We believe this understanding of the biology of cardiovascular
disease combined with our clinical development expertise in cardiovascular therapeutics provide us with the
capability to discover novel therapies, as well as identify, license or acquire products that address serious,
debilitating cardiovascular disorders that are not adequately treated with existing therapies.

In October 2003, we entered into a research collaboration with the Novartis Institutes for BioMedical
Research, Inc. (“Novartis”) for the discovery and development of novel drugs for the treatment of
cardiovascular disease. In exchange for a $4.0 million upfront payment, a deferred payment of an additional
$1.0 million after the first year and obligations to provide research funding to us for a minimum of three years,
Novartis has the exclusive right to license drug targets and compounds developed through the collaboration.
Upon execution of a license, Novartis is obligated to fund all further development of the licensed product
candidate, make payments to us upon the achievement of certain milestones which may total up to
$17.1 million for each product candidate and pay us royalties for sales of any products that are successfully
commercialized. Upon the completion of Phase II clinical trials of any product candidate Novartis has
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licensed from us, we have the option to enter into a co-promotion and profit sharing agreement with them for
that product candidate, subject to our reimbursement of a portion of the development expenses up to that
point, our agreement to share the future development and marketing expenses and elimination of the royalty
payable to us.

We were incorporated in Colorado in June 1996 and we reincorporated in Delaware in May 1998. Our
website address is www.myogen.com. Our annual reports on Form 10-K, quarterly reports on Form 10-Q and
current reports on Form 8-K, as well as any amendments to those reports, are available free of charge through
our website as soon as reasonably practicable after we file them with, or furnish them to, the SEC.

The Cardiovascular Opportunity

The term cardiovascular disease is used to describe a continuum of clinical conditions resulting primarily
from three underlying chronic diseases: atherosclerosis, hypertension and diabetes. These underlying diseases
cause permanent damage to the heart, blood vessels and kidneys, leading to progressively debilitating clinical
conditions such as chronic heart failure, pulmonary arterial hypertension, systemic hypertension, chronic
kidney disease, heart attack and stroke.

Cardiovascular disease is the leading cause of death and disability in the United States, accounting for
20% of all hospitalizations in short-stay, non-Federal hospitals and over 60% of all deaths. The American
Heart Association estimated that the total direct and indirect costs of cardiovascular disease in the United
States would be $300 billion in 2003, including $36 billion in drug costs and $105 billion in hospitalization and
nursing home costs. Despite improved treatments and increased awareness of preventative measures,
62 million people in the United States currently suffer from cardiovascular disease.

Over the past 25 years, drugs such as beta-blockers, calcium channel blockers and angiotensin converting
enzyme, or ACE, inhibitors have been used to treat various cardiovascular diseases. New classes of orally
administered compounds such as endothelin receptor antagonists have been studied and recently approved for
the treatment of pulmonary arterial hypertension. Intravenous hormones such as natriuretic peptide have also
been introduced as a new treatment option for acute decompensated heart failure. Several of these drugs have
helped to increase the survival times of patients who suffer from cardiovascular diseases. However, many
current therapies do not adequately address the underlying molecular mechanisms of cardiovascular disease.
Cardiovascular disease remains progressive in a large portion of patients, many of whom continue to
deteriorate even when treated with multiple drugs simultaneously. We believe that recent advances in the
understanding of the molecular biology of cardiovascular diseases provide an opportunity to improve on
existing therapies and to discover and develop new therapeutics to ameliorate the symptoms and perhaps to
slow or reverse the progression of the diseases.

Our Strategy

Our goal is to create an integrated biopharmaceutical company focused on the discovery, development
and commercialization of novel therapeutics that address the fundamental mechanisms involved in cardiovas-
cular disease, with an initial focus on chronic heart failure, pulmonary arterial hypertension and resistant
hypertension. The key elements of our strategy are to:

» Complete the clinical development of our late-stage cardiovascular therapeutic product portfolio. We
are currently focused on developing and obtaining regulatory approval for three late-stage product
candidates: enoximone capsules, ambrisentan and darusentan.

* Acquire additional product candidates. We intend to pursue attractive product acquisition opportuni-
ties. We believe our expertise in cardiovascular medicine and understanding of the biological pathways
associated with cardiovascular disorders makes us an attractive partner for companies seeking to out-
license product candidates.

+ Discover and develop novel therapeutics for the treatment of cardiovascular diseases. We will
continue to focus our target and drug discovery research programs and our collaborations on
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discovering and developing disease-modifying therapeutics for cardiovascular disease. We entered into
a research collaboration with Novartis to support these programs.

« Develop sales and marketing capabilities. We expect to retain significant commercial rights to all of
our product candidates and plan to develop a direct sales force focused on targeted markets. We also
intend to establish co-promotion arrangements with larger pharmaceutical or biotechnology firms,
which would allow us to address larger markets.

« Establish strategic collaborations. We intend to complement our internal capabilities by selectively
entering into collaborations with pharmaceutical and biotechnology companies that improve our ability
to move new compounds into the clinic and new products into the marketplace.

Our Product Portfolio

Led by two of our academic founders, Dr. Michael Bristow and Dr. Eric Olson, our staff and collaborators
have made significant contributions to defining the molecular bases of cardiovascular disease and improving its
treatment. We believe that our expertise enables us to discover and develop therapies that address the
underlying mechanisms of cardiovascular disease, evaluate and in-license product candidates and guide our
clinical development efforts. We currently market one product in Europe for the treatment of acute
decompensated heart failure and are developing three product candidates for three distinct cardiovascular
indicetions.

Perfan I.V.
(i.v. enoximone)

Acute Decompensated
"Heart Failure -

Enoximone
capsiiles

» " Pulmonary Arterial - : -
Amptlsentan Hypertension - - . - W
Darusentan Resistant Hypertension ﬁ

Enoximone

Chronic Heart Failure

Enoximone is a small organic molecule that exhibits highly selective inhibition of type-I1I phosphodies-
terase, or PDE-III, an enzyme that is present in the heart and plays an important regulatory role in cardiac
function. PDE-III inhibitors block the action of this enzyme, increasing the force of contraction of the heart,
thereby increasing cardiac output. Compounds that increase the force of contraction of the heart, like
enoximone, are referred to as positive inotropes. Enoximone also causes vasodilation, an increase in the
diameter of blood vessels, through its effects on smooth muscle cells that surround blood vessels, which results
in lover pressure against which the heart must pump. Positive inotropy and vasodilation can both be
therapeutically useful in the treatment of heart failure. We are currently working to complete the clinical
evaluation of enoximone capsules. If those clinical trials are successful and the required regulatory approvals
are ottained, enoximone capsules would be the first PDE-III inhibitor to be commercialized in oral form for
the treatment of chronic heart failure. In addition, we currently market the intravenous formulation of
enoxirnone, Perfan I.V., which is indicated for the treatment of acute decompensated heart failure and was
first approved in Europe in 1989.

Therapeutic Opportunity

Chronic heart failure, also referred to as congestive heart failure, is a debilitating condition that occurs as
the heart becomes progressively less able to pump an adequate supply of blood throughout the body. Chronic
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heart failure has many causes. It generally occurs in patients with a long history of uncontrolled high blood
pressure or in patients that have suffered a heart attack or some other heart-damaging event. It is estimated
that half of all patients with chronic heart failure die within five years of diagnosis. Chronic heart failure is one
of the largest health problems in the developed world, with annual direct and indirect healthcare costs in the
United States alone exceeding $24 billion. In the United States, approximately five million patients are
afflicted with chronic heart failure, with an additional 550,000 new cases reported each year.

Following diagnosis, patients with chronic heart failure are typically treated with multiple oral medica-
tions, including ACE inhibitors, beta-blockers, vasodilators, diuretics and digoxin. ACE inhibitors and beta-
blockers suppress the stress placed on the heart by increased levels of the hormones angiotensin and
norepinephrine and have demonstrated an ability to increase patient survival time. Vasodilators and diuretics
minimize the work the heart must perform by increasing the diameter of blood vessels and ridding the body of
excess fluid. Digoxin is a weak positive inotrope used to increase cardiac output early in the progression of
chronic heart failure.

Although medical therapy is improving, heart failure remains a major debilitating and progressive
condition characterized by high mortality, frequent hospitalization and deteriorating patient quality of life. The
severity of chronic heart failure is typically classified using a system established by the New York Heart
Association that assesses the patient’s degree of functional limitation based primarily on shortness of breath.
This system is divided into four classes, I through IV, with Class IV being the most severe. Physicians use this
system to track patients’ disease progression and responses to therapies.

As patients enter the advanced stages of chronic heart failure, Classes 111 and IV, their cardiac function
deteriorates, leading to an accumulation of fluid in the lungs, referred to as pulmonary congestion. Eventually,
pulmonary congestion and the resulting breathlessness and fatigue reach a critical point referred to as acute
decompensated heart failure. At this point the patient must be hospitalized and treated with powerful
intravenous diuretics, vasodilators and positive inotropes such as dobutamine, natriuretic peptide (Natrecor),
milrinone or Perfan 1.V., all of which serve to increase the efficiency of the circulatory system, providing
symptomatic relief. After stabilization and discharge from the hospital, patients often decompensate again
within months and must be readmitted to the hospital for another round of intravenous treatment. As their
disease progresses, the frequency of decompensation and hospitalization increases until patients must be
maintained on continuous or intermittent treatment with these intravenous agents, which is both confining and
costly.

We believe that patients with advanced chronic heart failure can benefit greatly from the chronic use of
an oral inotropic agent that would provide the desired symptomatic relief to the patients and reduce the
frequency of hospitalizations by delaying additional episodes of acute decompensated heart failure. An oral
product with these characteristics could also wean patients with severe heart failure who are currently
dependent on intravenous inotropic therapy from those agents and allow them the opportunity to leave the
hospital and return to a more normal daily life. We believe that as a result of these significant clinical benefits,
such an agent would decrease the overall costs associated with the treatment of heart failure. Attempts to date
to develop and commercialize a product with these characteristics have been unsuccessful, primarily because
of drug-related increases in adverse events, including mortality at high doses.

Based upon our evaluation of extensive clinical research and an advanced understanding of the molecular
basis of chronic heart failure, we believe that enoximone capsules have the potential to both alleviate
symptoms and reduce hospitalizations for patients with advanced chronic heart failure, resulting in a decrease
in associated costs.

Enoximone Capsules

We are currently conducting four Phase III trials of low-dose enoximone capsules in patients with
advanced chronic heart failure. If these trials progress as planned, we expect three of these trials, including the
trials we believe will be required for regulatory approval, will be fully enrolled and patients will have completed
treatment by the end of 2004. If our clinical program is successful, enoximone capsules will be the first oral
inhibitor of PDE-III to be commercialized for the treatment of chronic heart failure.
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Overview of Prior Clinical Trials

In the 1980s, Merrell Dow, now part of Aventis, conducted clinical evaluation of enoximone capsules for
the treatment of chronic heart failure. Enoximone capsules were evaluated in approximately 5,000 patients
with chronic heart failure in multiple Phase I and Phase II clinical trials conducted in the United States,
Europe and Japan. The drug was initially tested at doses that we now consider high, 100 to 300 milligrams
administered. three times a day. At these high doses, patients treated with enoximone capsules demonstrated
clinically significant increases in quality of life scores and maximal exercise capacity. However, in one
Phase II placebo-controlled trial involving 151 patients administered enoximone capsules at doses of 100
milligrams or placebo capsules three times a day, there was a statistically significant increase in the mortality
rate in the group of patients receiving enoximone capsules compared to the group receiving placebo capsules:
36% of the patients treated with. enoximone capsules died during the trial versus 23% of the patients treated
with placebo.

Dr. Michael Bristow, our medical founder and the principal investigator on several previous trials of
enoximone capsules, made an unexpected observation during this period: enoximone capsules administered at
lower doses appeared to retain efficacy without increasing mortality. Subsequently, Dr. Bristow demonstrated
in a series of Phase II clinical trials that:

* enoximone capsules adrainistered at doses of 25 and 50 milligrams three times a day increased
maximal exercise capacity with no increase in mortality in patients with Class 11 and III chronic heart
failure after 12 weeks of treatment (two trials involving 219 patients receiving placebo, 25 milligrams
or 50 milligrams three times a day); . |

+ enoximone capsules administered at doses of 25 to 75 milligrams three times a day extended the
survival times of patients with Class IV chronic heart failure awaiting a heart transplant (186-patient
parallel-contro], open latel trial, meaning that both the researcher and patient know the patient was
receiving the drug); and

« enoximone capsules administered at doses of 25 and 50 milligrams three times a day enabled patients
with Class IV chronic heart failure, and otherwise too weak to tolerate beta-blockers, to receive and
benefit from beta-blocker therapy. These benefits included a significant reduction in the severity of
their chronic heart failure symptoms and hospitalization events (30-patient, open-label trial).

In addition, Dr. Bristow conducted a series of open-label trials of enoximone capsules involving over
200 patients to gather additional clinical data. Based on this extensive clinical experience, we sought and
successfully obtained a worldwide license from Aventis (formerly Hoechst Marion Roussel) to enoximone for
the treatment of cardiovascular diseases and designed a clinical development program to advance enoximone
capsules through the final stages of clinical development.

Overview of Current Phase III Trials

In June 2000, we initiated our Phase III program to evaluate the safety and efficacy of enoximone
capsules for the long-term treatment of patients with advanced chronic heart failure. In these studies,
enoximone capsules are being used in addition to standard therapies, including diuretics, ACE inhibitors and
beta-blockers. Our Phase 111 program includes four trials designed to collectively demonstrate that enoximone
capsules at doses of 25 or 50 milligrams administered three times a day are effective in reducing
hospitalizations, improving symgptoms of chronic heart failure, improving quality of life and reducing the need
for intravenous inotropic therapyv:

« EMOTE is a randomized, double-blind, placebo-controlled Phase 111 trial of approximately 200 pa-
tients with the most advanced stage of chronic heart failure, and who are dependent on intravenous
inotrope therapy. The trial is designed to evaluate the use of enoximone capsules to wean patients off of
intravenous inotrope therapy. Patients received 26 weeks of treatment. This trial is being conducted in
the United States. Patierit enrollment began in June 2000 and was completed in July 2003. The last
patient completed treatment on February 9, 2004. We plan to analyze the data from this study in
March 2004 and release results shortly thereafter. Upon completion of their participation in the trial,
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patients were given the opportunity to enroll in an open-label extension, which is ongoing and may
continue until enoximone capsules are commercially available or we terminate the study.

+ ESSENTIAL I is a randomized, double-blind, placebo-controlled pivotal Phase III trial of approxi-
mately 900 patients with Class III and IV chronic heart failure that are being treated with beta-
blockers and other therapies according to current guidelines. The trial will track the time from
randomization to cardiovascular hospitalization or death for each patient as the primary endpoint. On
average, patients will receive treatment for at least 12 months. This trial is being conducted in North
and South America. Patient enrollment began in February 2002, and we expect to complete the
treatment phase by the end of 2004.

+ ESSENTIAL II is a pivotal Phase III trial identical in design and size to ESSENTIAL I. This trial is
being conducted in Western and Eastern Europe. Patient enrollment began in April 2002, and we
expect to complete the treatment phase by the end of 2004.

« EMPOWER is a randomized, double-blind, placebo-controlled Phase III trial of approximately 175
patients with Class 111 and IV chronic heart failure. Patients will be treated for 26 to 36 weeks with
either (i) placebo, (ii)} extended release metoprolol, a frequently prescribed beta-blocker or
(iil) extended release metoprolol in combination with enoximone capsules. The primary objective of
this study is to determine whether enoximone capsules can increase the tolerability to metoprolol in
patients previously shown to be intolerant to beta-blocker treatment. Patient enroliment began in
September 2003. EMPOWER is not required for regulatory approval, but might assist us in post-
approval marketing efforts. The study is enrolling substantially slower than anticipated and we intend to
re-assess the viability of the study at the end of the second quarter of 2004.

The ESSENTIAL trials will be considered completed when the accumulated cardiovascular hospitaliza-
tions or deaths for patients reaches a pre-specified number. In September 2003, we determined that the rate of
occurrence to date of cardiovascular hospitalizations or deaths was lower than originally predicted. As a result,
we decided to enroll an additional 400 patients, approximately 200 in each trial. If the ESSENTIAL trials
progress as planned, we believe the accumulated cardiovascular hospitalizations or deaths in the trials will
reach the pre-specified number by the end of 2004.

We believe that if the ESSENTIAL trials are successful, they will be adequate to support both United
States regulatory approval of enoximone capsules, as well as approvals in various international markets.
Although we do not believe that EMOTE and EMPOWER will be required for initial regulatory approval, we
believe these studies, if completed and successful, will assist in regulatory and post-approval marketing efforts.

Perfan LV.

Perfan L.V. is the intravenous formulation of enoximone that we market in eight European countries.
Clinical studies supporting the use of Perfan I.V. were completed in the late 1980s, and the drug was first
approved in Europe in 1989. Perfan L.V. is used in a hospital setting to treat patients with acute
decompensated heart failure and to wean patients from cardiopulmonary bypass following open-heart surgery.
We recorded sales of Perfan 1.V. of $2.8 million in 2003. We believe our European sales experience helps
prepare us for the potential commercial launch of future products, such as enoximone capsules, ambrisentan
and darusentan.

Selective Oral Endothelin Receptor Antagonists: Ambrisentan and Darusentan

Ambrisentan and darusentan are members of a class of therapeutic agents known as endothelin receptor
antagonists, or ETRAs, that can be orally administered. Endothelin is a small peptide hormone that is believed
to play a critical role in the control of blood flow and cell growth. Elevated endothelin blood levels are
associated with several cardiovascular disease conditions, including pulmonary arterial hypertension, chronic
kidney disease, hypertension, chronic heart failure, stroke and restenosis of arteries after balloon angioplasty or
stent implantation. Therefore, many scientists believe that agents that block the detrimental effects of
endothelin will provide significant benefits in the treatment of these conditions. There are two classes of
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endothelin receptors, ET, and ETj, which play significantly different roles in regulating blood vessel diameter.
The binding of endothelin to ET, receptors located on smooth muscle cells causes vasoconstriction, or
narrowing of the blood vessels. However, the binding of endothelin to ET, receptors located on the vascular
endothelium causes vasodilation through the production of nitric oxide. The activity of the ETy receptor is
thought to be counter-regulatory, protecting against excessive vasoconstriction.

We believe that a significant opportunity exists for a new class of selective ETRAs that bind to the ET,
recepror in preference to the ETg receptor. Selective ET, antagonists are likely to block the negative effects of
endothelin by preventing the harmful effects of vasoconstriction and cell proliferation, while preserving the
beneficial effects of the ET, receptor. We believe that the potential clinical benefits of selective ET,
antagonists will position these compounds as the treatment of choice for certain cardiovascular diseases.

Ambrisentan and darusentan are ETRAs that are highly selective for the ET, receptor. The compounds
demonstrate high potency, high bioavailability and half-lives that we believe may be suitable for once a day
dosing. We believe the selectivity and potency of these ETRAs may offer significant advantages over
non-sclective ETRAs, including enhanced efficacy and a reduction in adverse side effects. We have initially
chosen to evaluate ambrisentan in pulmonary arterial hypertension and darusentan in resistant hypertension.

Ambrisentan

Ambrisentan is an ET, selective endothelin receptor antagonist being developed as an oral therapy for
patients with pulmonary arterial hypertension. We completed a Phase II clinical trial of ambrisentan in
September 2003 and we initiated two pivotal Phase III clinical trials for this indication in January 2004.

Therapeutic Opportunity

Pulmonary arterial hypertension is a highly debilitating disease of the lungs characterized by severe
constriction of the blood vessels in the lungs leading to very high pulmonary arterial pressures. These high
pressures make it difficult for the heart to pump blood through the lungs to be oxygenated. Pulmonary arterial
hypertension can occur with no known underlying cause, or it can occur secondary to diseases like scleroderma
(an autoimmune disease of the connective tissues), cirrhosis of the liver, congenital heart defects and HIV
infection. Patients with pulmonary arterial hypertension suffer from extreme shortness of breath as the heart
struggles to pump against these high pressures causing such patients to ultimately die of heart failure.
Pulmonary arterial hypertension afflicts approximately 40,000 patients, predominantly women, in the United
States. ‘

Mild to moderate pulmonary arterial hypertension is currently treated with calcium channel blockers,
diuretics and anticoagulants. As patients advance into more severe stages of disease, moderate to severe
pulmonary arterial hypertension, therapeutic options become more limited. Prior to 2001, only continuous
intravenous infusion of prostacyclin (Flolan) was available as a treatment for patients with more advanced
stages of pulmonary arterial hypertension. In mid-2002, Remodulin, a more stable form of prostacyclin that
can be administered via continuous subcutaneous infusion, was approved by the FDA.

The most significant therapeutic advance for patients with moderate to severe pulmonary arterial
hypertension took place in December 2001 with the approval of Tracleer, a twice-a-day oral formulation of
bosentan, a non-selective ETRA. Tracleer was demonstrated in clinical trials to improve exercise capacity and
quality of life. We believe that ambrisentan could have several additional clinical benefits over existing
therapies, including:

« lower incidence of liver toxicity;
+ once daily dosing based on its half-life; and

s lower incidence of adverse interactions with other drugs, including anticoagulants.
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Overview of Phase Il Clinical Results

In September 2003, we completed a randomized, double-blind, multi-center, dose-ranging Phase II study
evaluating the effect of ambrisentan on exercise capacity of patients with moderate to severe pulmonary
arterial hypertension. Exercise capacity was the primary efficacy endpoint and was measured as the change
from baseline in the six-minute walk test distance after 12 weeks of treatment. The secondary endpoints were
Borg Dyspnea Index, Patient Global Assessment, time to clinical worsening and World Health Organization,
or WHO, Functional Class, which are tests used by physicians to assess the severity of pulmonary arterial
hypertension. Right heart and pulmonary artery hemodynamics (blood pressures and blood flow in the heart
and lungs) were evaluated in a subset of patients.

A total of 64 patients were randomized to one of four ambrisentan dose groups (1.0, 2.5, 5.0 or
10.0 milligrams). Doses were administered orally once a day for 12 weeks. After 12 weeks of treatment,
patients were allowed to enter an optional 12-week open-label extension period of the study followed by an
optional long-term open-label safety study that is currently ongoing. The results of this trial demonstrated:

» a statistically significant and clinically meaningful increase in the primary efficacy endpoint (six-
minute walk test) in all four ambrisentan dose groups;

» an improvement in all secondary endpoints and pulmonary vascular hemodynamics;
+ ambrisentan was generally safe and well tolerated;

« among the patients taking anticoagulant therapy, there were no apparent harmful intéractions with
anticoagulants requiring dose adjustments; and

* a low incidence of potential liver toxicity as assessed by liver function tests.

Abnormal elevations of liver function test (LFT) results, indicative of potential liver toxicity, have
previously been reported as complications in trials of other endothelin receptor antagonists. LFT abnormalities
were defined in our study as a confirmed serum aminotransferase level greater than three times the upper limit
of the normal range. During the 12-week blinded treatment period of this trial, one patient was taken off
ambrisentan due to an abnormally high LFT result (eight times the upper limit of the normal range). After
halting treatment, the patient’s serum aminotransferase level returned to a normal level without apparent
adverse effects on the patient’s health. During the second 12-week open-label extension period, another
patient had their dose of ambrisentan reduced due to a confirmed abnormally high LFT result. Two additional
patients had LFT results that fluctuated above the normal range during the open-label extension period, and
on one occasion e¢ach had an initial LFT result that was marginally above the threshold of three times the
upper limit of the normal range, but upon repeat testing, the results were below the threshold. Detailed results
of this trial are scheduled to be presented by the principal investigator, Dr. Lewis Rubin, at the annual meeting
of the American Thoracic Society on May 23, 2004.

Phase III Trials

In January 2004 we initiated two pivotal Phase III clinical trials, ARIES 1 and ARIES 2, for
ambrisentan in pulmonary arterial hypertension. The ARIES trials are randomized, double-blind, placebo-
controlled trials of identical design except for the doses of ambrisentan and the geographic locations of the
investigative sites. The study design anticipates enrolling 186 patients (62 patients per dose group) in each
trial. ARIES 1 will evaluate ambrisentan doses of 5.0 milligrams and 10.0 milligrams administered orally once
per day for 12 weeks to patients in the United States and Canada. ARIES 2 will evaluate ambrisentan doses of
2.5 milligrams and 5.0 milligrams administered orally once per day for 12 weeks to patients in Europe and
South America. The primary efficacy endpoint is exercise capacity, measured as the change from baseline in
the six-minute walk test distance compared to placebo. Secondary endpoints include Borg Dyspnea Index,
WHO Functional Class, a quality of life assessment and time to clinical worsening. Upon completion of their
participation in the ARIES trials, eligible patients will be given the opportunity to enroll in an extension study.
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Davrusentan

Darusentan is an ET, selective endothelin receptor antagonist being developed as an oral therapy for
patients with resistant hypertension.

v

Therapeutic Opportunity

Hypertension affects approximately 50 million individuals in the United States and approximately one
billion worldwide. Despite the availability and use of several classes of drugs (diuretics, ACE inhibitors,
angiorensin receptor blockers, beta-blockers, calcium channel blockers) to treat hypertension, a very
significant percentage of these patients do not achieve blood pressures within the recommended range, a
condiion described as “resistant hypertension.” The higher the blood pressure, the greater the chance of heart
attack and stroke. The relationship between blood pressure and cardiovascular events is continuous, consistent
and mdcpendent of other risk factors. '

The relatlonsh1p between blood pressure and cardiovascular events is particularly true for patients with
chronic kidney disease. Chronic kidney disease is a progressive condition that is often associated with diabetes
and lzads to end-stage kidney failure. Patients with end-stage kidney failure experience a high rate of
mortality, primarily due to cardiovascular events such as heart attack and stroke. The National Kidney
Foundation estimates that 20 million people have chronic kidney disease and an additional 20 million more are
at risk: of developing chronic kidney disease and that hypertension is the second leading cause of the condition
in the United States, accounting for 23% of all cases. The majority of patients with chronic kidney disease
suffer from hypertension and approximately 75% of all patients are being treated with anti-hypertensive
agents. Unfortunately, the blood pressure of over 70% of the patients receiving anti-hypertensive therapy
remains uncontrolled. We believe that there is a significant opportunity for an agent that is capable of
improving control of blood pressure in this patient population, leading to the potential for enhanced patient
outcomes, such as a reduction in the number of serious cardiac events.

Overview of Prior Phase II Clinical Results

In 2000, the safety and eflicacy of darusentan were evaluated by Abbott Laboratories in approximately
390 patients with hypertension in a randomized, double-blind, placebo-controlled, multi-center Phase 11 trial.
The primary endpoint in the trial was change in resting diastolic blood pressure. Changes in systolic blood
presstre and pulse rate were secondary endpoints.

The results of this study demonstrated that darusentan produced statistically significant and clinically
meaningful reductions in diastolic and systolic blood pressures in a dose-dependent manner. Pulse rate
remained unchanged in all groups. Headache was the most commonly reported adverse event, with no relevant
difference among placebo and active treatment groups. Flushing and peripheral edema were seen in a dose-
dependent fashion in the active treatment groups only. There were no treatment-related abnormal elevations
in liver enzymes in the study.

Overview of Planned Clinica! Trial

We are finalizing the overall clinical development plan for evaluating darusentan in patients with resistant
hyperrension and we expect to begin a Phase IIb trial in 2004.

Other Indications

Endothelin appears to be involved in the progression of several other cardiovascular conditions, including
chronic heart failure, acute renal failure, stroke and restenosis of arteries after balloon angioplasty or stent
implantation. We believe that ET, selective ETRAs, such as ambrisentan or darusentan, could have
therapeutic potential in some of these indications and we are currently evaluating whether to pursue any of
these additional indications.
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Discovery Research

The goal of our target and drug discovery research is to discover and develop disease-modifying drugs for
chronic heart failure and related disorders. Our discovery research involves the integration of three research
programs supported by a proprietary heart tissue bank, and involves collaborations with the academic
laboratories of three prominent scientists working in heart muscle disease: Dr. Eric Olson at the University of
Texas Southwestern Medical Center (UTSWMC), Dr. Michael Bristow at the University of Colorado Health
Science Center (UCHSC) and Dr. Leslie Leinwand at the University of Colorado (UC). Our internal
research program, augmented by the work of our academic collaborators, has led to the identification of
several novel targets for drug discovery, and we are now screening chemical libraries with high-throughput
assays based on these targets. Several lead chemical structures have been identified that block abnormal
growth of heart muscle cells, or cardiomyocyte hypertrophy. Further characterization and evaluation of these
compounds is underway. In October 2003, we established a collaboration agreement with Novartis to advance
this work.

» Cardiac signaling pathways. Patients with chronic heart failure develop an enlargement of the heart
called cardiac hypertrophy. The causes and effects of cardiac hypertrophy have been extensively
documented, but the underlying molecular mechanisms that link the molecular signals to cell changes,
or cardiac signaling pathways, remain poorly understood. Understanding these signaling pathways is a
central theme of Dr. Olson’s laboratories at UTSWMC and the subject of a research program that we
sponsor. This work has led to the discovery of several key signaling pathways that control cardiac
hypertrophy.

« Fetal gene program. One of the characteristic changes that occur in a failing heart is a change in gene
expression wherein fetal genes that were turned off shortly after birth are reactivated in the disease
process. Although this response may initially be beneficial to a patient with chronic heart failure, it
becomes harmful as the disease progresses. Our scientists and academic collaborators at UCHSC and
UC are focused on identifying the set of fetal genes that are reactivated in chronic heart failure,
understanding the consequences of their reactivation and discovering the means to control their
expression. Our work has led to the discovery of what we believe to be an important gene reactivation
that occurs in the failing human heart, which appears to be responsible for weakening the contraction
of the heart.

» Cardiogenomics and cardioproteomics. We have initiated a survey of the genes (cardioge-
nomics) and proteins (cardioproteomics) that are expressed in normal and diseased human hearts.
Knowledge of these differences might allow us to identify the complete set of genes that are involved in
the disease process. Qur cardiogenomics efforts have led to the identification of more than 200 genes
that might be involved in the failing heart.

 Heart tissue bank. Through a materials transfer agreement with UCHSC, we have access to what we
believe is one of the largest collections of diseased and non-diseased human heart tissue. Dr. Michael
Bristow and his team have worked since 1987 in close collaboration with heart transplant centers to
collect a growing quantity of high quality, well-characterized heart tissue. The heart tissue bank is a
valuable resource in supporting all aspects of our target discovery program including: (i) identifying
genes and proteins that are differentially expressed in human heart failure, (ii) confirming that
signaling pathways discovered in animal models have relevance to human cardiovascular disease and
(ili) elucidating the reactivation of fetal genes.

We believe our advanced understanding of the biology of cardiovascular disease combined with our
clinical development expertise in cardiovascular therapeutics allows us to identify, license or acquire products.
The Novartis collaboration presently covers nearly all of our discovery research projects. However, as we
progress projects that are not funded by this pariner, we intend to enter into collaborations with other
pharmaceutical and biotechnology companies that allow us to build upon our expertise in cardiovascular
disease. We will seek arrangements that improve our ability to move new compounds into the clinic and new
products into the marketplace.
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Sales and Marketing

Assuming that we receive regulatory approval for our product candidates, we plan to commercialize them
by building a focused sales and marketing organization complemented by co-promotion arrangements with
pharmaceutical or biotechnology partners. Our sales and marketing strategy is to:

s Build a direct sales force. We believe that a relatively small sales force could effectively reach the
specialists and medical institutions that treat the majority of patients in indications such as advanced
chronic heart failure and pulmonary arterial hypertension. We intend to build this sales force ourselves
or through a contract sales organization.

o Build a marketing organization. We plan to build a marketing and sales management organization to
develop and implement product plans and support our sales force.

» Establish co-promotion alliances. We intend to enter into co-promotion arrangements with larger
pharmaceutical or biotechnology firms when necessary to reach larger markets than would be possible
with our own sales force. For example, our Novartis collaboration grants us the option to enter into a
co-promotion agreemen: for certain markets upon completion of Phase II clinical trials of product
candidates they have licensed from us. We intend to retain the rights to ambrisentan, but we plan to
explore co-promotion arrangements for enoximone. We expect to seek a co-promotion or
co-development partner for darusentan.

We currently market Perfan 1.V. through local distributors in Belgium, France, Germany, Ireland, Italy,
Luxembourg, the Netherlands and the United Kingdom.

Licensing Agreements and Collaborations

In October 1998, we entercd into a license agreement with Aventis (formerly Hoechst Marion Roussel)
under which we received an exclusive worldwide license to develop and commercialize enoximone. In
consideration for the license, we paid Aventis initial license fees totaling $5.5 million, and we are obligated to
pay royalties based on net sales of enoximone for a period of 10 years beginning with the first commercial sale
on a country-by-country basis. If we fail to commercialize enoximone capsules in certain markets, Aventis
may market the product on its own in the affected countries, paying us a royalty on its sales. The agreement is
of indefinite term, although Aventis may terminate the agreement if we fail to use reasonable commercial
diligence to develop and commercialize enoximone capsules. In addition, either party may terminate the
agreement under certain circumstances, including a material breach of the agreement by the other.

In October 2001, we entered into a license agreement with Abbott under which we received an exclusive
worldwide license from Abbott to develop and commercialize ambrisentan. In consideration for the license, we
have paid Abbott initial license fees totaling $5.8 million, have paid a milestone fee of $1.5 million upon the
initiation of the ARIES trials and have accrued an additional $690,000 related to an additional feasibility and
evaluation study performed on our behalf. If we successfully develop ambrisentan in pulmonary arterial
hypertension, we will be required to make additional milestone payments totaling $4.5 million as well as
royaltics based on net sales of ambrisentan. If we fail to commercialize ambrisentan in certain markets,
Abbotr may market the product on its own in the affected countries, paying us a royalty on its sales. We must
use reasonable diligence to dev:lop and commercialize ambrisentan and to meet milestones in completing
certain clinical work. The agreernent is of indefinite term, although either party may terminate the agreement
under certain circumstances, including a material breach of the agreement by the other. We would be
obligated to make additional milestone payments if we develop ambrisentan in additional indications.
However, in no event would we tie obligated to pay more than $25.5 million in total license and milestone fees.

In June 2003, we entered into a license agreement with Abbott under which we received an exclusive
worldwide license from Abbott to develop and commercialize darusentan. In consideration for the license, we
paid Abbott initial license fees ¢f $5.0 million and are obligated to make future milestone payments totaling
$25.0 raillion if we successfully commercialize the drug for a single indication. Additional milestone payments
would be due if we commercialize darusentan for additional indications. However, in no event would we be
obligated to pay more than $50.0 million in total milestone and license fees. In addition, we will owe royalties
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based on net sales of darusentan. If we seek a co-promotion arrangement for darusentan in any country or
group of countries, Abbott has the right of first negotiation. Abbott also has the option to be our exclusive
development and commercialization partner for darusentan in Japan, upon terms to be negotiated. If we do
not commercialize darusentan in certain markets, Abbott may market the product on its own in the affected
countries, paying us a royalty on its sales. We must use reasonable commercial diligence to develop and
commercialize darusentan and to meet milestones in completing certain clinical work. The term of the
agreement is indefinite, however, either party may terminate the agreement under certain circumstances,
including a material breach of the agreement by the other.

We also hold four other license agreements relating to intellectual property and patents. In September
1998, we entered into an exclusive license agreement, with the right to sublicense, with University License
Equity Holdings, Inc., (formerly University Technology Corporation), or ULEHI, an affiliate of UC, that
allows us access to several different patents relating to the treatment of heart failure. This exclusive license
may be subject to certain rights of the U.S. Government if any of the licensed subject matter is developed
under a governmental funding agreement. We must use commercially reasonable efforts to bring one or more
products to market and, in order to retain an exclusive license, must meet certain milestones, including
providing forecast reports and selling a minimum amount of product. In consideration for the license, we paid
ULEHI an initial fee of $5,900, and we are obligated to pay future license maintenance fees of $4,250 per
annum, as well as royalties, which are based upon net sales of the licensed products. As of December 31, 2003,
we accrued a $25,000 sublicense fee to ULEHI under this agreement, which was paid in February 2004.
Under this license agreement, we also have the primary responsibility of applying for and maintaining any
patent or intellectual property rights. ULEHI may only assume such responsibility in the event that we decide
not to do so. We amended this agreement in November 2003 to modify the royalty structure and to include
milestone payments for any drugs developed from the licensed technology, up to a maximum of $400,000 in
the case of a drug for which an application for marketing approval is filed. This agreement may be terminated
by either party upon breach of the agreement, or we may cancel the agreement upon six months notice to
ULEHI.

In December 1999, we entered into a Patent and Technology License Agreement with the University of
Texas System, or the University, which gives us exclusive rights, with the right to sublicense, to certain patents
and technology relating to cardiac hypertrophy and heart failure. Concurrently, we entered into a Sponsored
Research Agreement with the University to fund research at UTSWMC. Rights to inventions arising from the
sponsored research are included within the exclusive license granted by the license agreement. This exclusive
license may be subject to certain rights of the U.S. Government if any of the licensed subject matter is
developed under a governmental funding agreement. In consideration for the license, we paid an initial license
fee of $50,000 and are obligated to pay future annual fees of $50,000 per year beginning the first year following
termination of the Sponsored Research Agreement, a percentage of sublicense revenue and royalties based
upon net sales. Additionally, we are obligated to make milestone payments for any drugs developed from the
licensed technology, up to a maximum of $3.2 million in the case of a drug for which a marketing application
is approved. Patent prosecution and maintenance is carried out by a mutually agreed upon patent attorney, but
we are obligated to reimburse the University for the associated patent costs. This license agreement will
continue on a country by country basis in many cases until the last patent expires which currently is on
September 26, 2022, based on patents issued to date, but could be extended. There are also provisions that
allow termination of the license agreement upon breach of the license, upon our insolvency, or upon written
mutual agreement between Myogen and the University. We must diligently attempt to commercialize a
licensed or identified product or the University has certain rights to cancel the exclusivity of the license
agreement if we fail to provide written evidence within sixty days of our commercialization attempts.
Similarly, the University can completely terminate the license agreement in the future if we fail to provide
written evidence of our commercialization attempts within sixty days. This license agreement is also subject to
the terms of the Sponsored Research Agreement entered into concurrently with the Patent and Technology
License Agreement, under which we currently pay $250,000 per annum through March 31, 2007. In 2003, we
accrued a $162,500 sublicense fee to the University under this agreement which was paid in January 2004.
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In January 2000, we entered into a Patent License Agreement with the University and the University of
North Texas Health Science Center at Fort Worth {UNTHSC) which grants us exclusive rights, with the
right to sublicense, to certain patents and technology relating to cardiac hypertrophy. This exclusive license
may be subject to certain rights of the U.S. Government to the extent any of the licensed subject matter is
develcped under a governmental funding agreement. In consideration for the license, we are obligated to pay
an annual license fee of $50,000 per year, a percentage of sublicense revenue and royalties based upon net
sales. Additionally, we are obligated to make milestone payments for any drugs developed from the licensed
technology, up to a maximum of $3.2 million in the case of a drug for which a marketing application is
approved. Patent prosecution and maintenance is carried out by a mutually agreed upon patent attorney, but
we are obligated to pay the associated patent costs. This license agreement will continue on a country by
country basis in many cases until the last patent expires which currently is on October 15, 2018, based on
patents issued to date, but could be extended. There are also provisions that allow termination of the license
agreement upon breach of the license, upon our insolvency, or upon written mutual agreement between
Myogen, the University and UNTHSC. We must actively attempt to commercialize products or the licensors
have certain rights to cancel the exclusivity of the license agreement if we fail to provide written evidence of
our or our sublicensees’ commercialization attempts.

In January 2000, we issued 803,606 shares of Series B preferred stock in connection with the license
agreements entered into in December 1999 and January 2000 with the University and UNTHSC.

In January 2002, we entered into a second Patent and Technology License Agreement, which was
amended in February 2004, and related Sponsored Research Agreement with the University. The license
grants us exclusive rights, with the right to sublicense, to certain patents and technology relating to cardiac
hypertrophy, heart disease, and heart failure, including inventions that arise during the conduct of the
sponsored research. The patent and technology license is also subject to certain rights of the U.S. Government
if any of the licensed subject matter is developed under a governmental funding agreement. In consideration
for this license, we paid an initial license fee totaling $35,000 and have an obligation to pay milestone
payments potentially totaling $400,000, a percentage of sublicense revenue and royalties based upon a
percentage of net sales. Since the expiration of the Sponsored Research Agreement, we are obligated to pay
annual fees of $5,000 per year. In addition, we are obligated to reimburse the University for patent expenses.
For most products, this agreement will terminate upon the expiration of the last patent to expire, which
currenily is on February 13, 2021 based on patents issued to date, but could be extended. There are also
provisions that allow termination upon breach of the license, upon insolvency of the licensee, or upon written
mutual agreement between Myogen and the University. :

We continue to maintain a close working relationship with three of our academic founders: Dr. Michael
Bristov/, our Chief Science and Medical Officer and head of cardiology at UC, Dr. Leslie Leinwand,
chairperson of molecular, cellular and developmental biology at UC and Dr. Eric Olson, chairman of
molecular biology at UTSWMC. Dr. Olson serves as an active consultant, frequently visiting our laboratories
and collaborating closely both in research areas and in our discussions with larger pharmaceutical firms. In the
case o both laboratories, we have an option allowing us to acquire the rights to future cardiovascular
discoveries. Both universities own shares of our stock.

In October 2003, we entcred into a research collaboration with Novartis for the discovery and
development of novel drugs for the treatment of cardiovascular disease. In exchange for signing fees to be paid
to us totaling $5.0 million (a $4.0 million upfront payment and $1.0 million to be paid after the first year) and
an obligation to provide research funding to us for a minimum of three years, Novartis has the exclusive right
to license drug targets and compounds developed through the collaboration. Upon execution of a license for a
produc: candidate, Novartis is obligated to fund all further development of that product candidate, make
payments to us upon the achievement of certain milestones which may total up to $17.1 million for each
produc: candidate and pay us royalties for sales if the product is successfully commercialized. The agreement
provides Novartis the right to exiend the collaboration for an additional period of up to two years. Thereafter,
the collaboration can be extended by mutual agreement of the parties. Novartis has the right to terminate the
agreement 18 months after the date of the original agreement, subject to a termination payment. The
agreement can also be terminated upon breach of the license, insolvency of either party, mutual written
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agreement or our sale to a competitor of Novartis. The agreement with Novartis provides that upon the
completion of Phase II clinical trials of any product candidate they have licensed from us, we have an option
to enter into a co-promotion and profit sharing agreement with Novartis for that product candidate in certain
markets, subject to our reimbursement of development expenses incurred through the completion of the
Phase 1I trials, our agreement to share future development and marketing costs and elimination of the royalty
payable to us.

We also intend to selectively enter into collaborations with other pharmaceutical or biotechnology
companies that allow us to build upon our expertise in heart disease.

Intellectual Property and Patents

The primary patents covering enoximone expired in 2000 in the United States and 2001 in most of the
major markets in Europe. In the United States, the Hatch-Waxman Act of 1984 provides up to five years of
market exclusivity from the date of marketing approval by the FDA for any new chemical entity. We believe
that enoximone capsules will meet the Act’s various criteria and therefore we expect to receive five years of
marketing exclusivity in the United States, when and if enoximone capsules are approved. In Europe, similar
legislative enactments provide exclusivity on the data package used by a drug sponsor to obtain registration for
a product with an expired compound patent. This protection is awarded for six to 10 years, depending on the
country and registration approach taken by the sponsor.

We have licensed from UC a patent with broad claims for the use of positive inotropes, including
enoximone, to stabilize patients who are otherwise hemodynamically too unstable to accept beta-blocker
therapy without such stabilization. The European counterpart application is currently undergoing prosecution.

We plan to commission the development of a proprietary extended-release oral form of enoximone to
reduce dosing frequency to once per day. We expect that this new formulation could provide market
exclusivity to the extended release formulation of enoximone capsules beyond the expiration of legislative
protections for immediate release enoximone capsules.

The primary patents covering ambrisentan and darusentan expire in 2015 in the United States and most
markets in Europe.

We have exclusive licenses to over 25 patent applications covering technology for the diagnosis and
treatment of heart failure. Under our licenses, and associated sponsored research agreements, we have been
granted a right of first refusal to certain future discoveries in the field of heart disease from UC and
UTSWMC. We have either assumed responsibility for the prosecution of the patent applications or have
significant input thereon.

Competition

The pharmaceutical industry is highly competitive. We face significant competition from pharmaceutical
companies and biotechnology companies that are researching and selling products designed to treat
cardiovascular disease. Many of these companies have significantly greater financial, manufacturing, market-
ing and product development resources than we do. Large pharmaceutical companies in particular have
extensive experience in clinical testing and in obtaining regulatory approvals for drugs. These companies also
have significantly greater research capabilities than we do. Several pharmaceutical and biotechnology
companies have established themselves in the field of cardiovascular disease. In addition, many universities
and private and public research institutes are active in cardiovascular research, some in direct competition
with us. We also must compete with these organizations to recruit scientists and clinical development
personnel. Significant competitors working on treatments for chronic heart failure, pulmonary arterial
hypertension and/or resistant hypertension are Actelion Ltd., Encysive Pharmaceuticals, Inc., GlaxoS-
mithKline ple, Orion Pharma, Speedel Group, United Therapeutics Corp., Vasogen Inc., and most other
major pharmaceutical companies.

A number of companies, including Encysive Pharmaceuticals, Inc., have ET, receptor selective
antagonist compounds in later stage clinical development in indications competitive with ambrisentan.
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Encysive’s sitaxsentan is in clinical trials for the treatment of pulmonary arterial hypertension and could be
approved for marketing before ambrisentan. Several companies have non-selective endothelin antagonists in
development and on the market. In particular, Actelion Ltd. markets Tracleer (bosentan), a non-selective
endothelin receptor antagonist for the treatment of pulmonary arterial hypertension. In addition, Pfizer Inc is
conducting trials to expand the label for sildenafil to include the treatment of pulmonary arterial hypertension.

Manufacturing

The production of enoximone, ambrisentan, and darusentan employ small molecule organic chemistry
procedures standard for the pharmaceutical industry. We plan to continue to outsource manufacturing
responsibilities for these and any additional future products. This manufacturing strategy allows us to direct
our financial and managerial resources to the development and commercialization of products rather than the
establishment of a manufacturing infrastructure.

Governmental Regulation and Product Approval

The FDA and comparable regulatory agencies in state and local jurisdictions and in foreign countries
impose substantial requirements upon the clinical development, manufacture and marketing of pharmaceuti-
cal products. These agencies and other federal, state and local entities regulate research and development
activities and the testing, manufacture, quality control, safety, effectiveness, labeling, storage, record keeping,
approval, advertising and promotion of our products.

The process required by the FDA before product candidates may be marketed in the United States
generally involves the following:

» pre-clinical laboratory and animal tests;

+ submission of an investigational new drug application, or IND, which must become effective before
clinical trials may begin;

+ adequate and well-controlled human clinical trials to establish the safety and efficacy of the proposed
drug for its intended usc;

» pre-approval inspection of manufacturing facilities and selected clinical investigators; and
» FDA approval of a new drug application, or NDA, or NDA supplement.

The testing and approval process requires substantial time, effort and financial resources, and we cannot
be certain that any new approvals for our products will be granted on a timely basis, if at all.

Before the first clinical trial can begin, we must submit an IND to the FDA. The IND automatically
becomes effective 30 days after receipt by the FDA, unless the FDA, within the 30-day time period, raises
concerns or questions about the conduct of the clinical trial. In such a case, the study cannot be initiated until
the IND sponsor and the FDA resolve any outstanding concerns. Qur submission of an IND may not result in
FDA authorization to commence a clinical trial. A separate submission to the existing IND must be made for
each successive clinical trial conducted during product development but there is no waiting period after the
IND is open. An independent institutional review board for each medical center proposing to conduct the
clinicel trial must review and approve the plan for any clinical trial before it commences at that center.

For purposes of NDA approval, human clinical trials are typically conducted in three sequential phases
that may overlap.

s Phase I: The drug is initially given to healthy human subjects or patients and tested for safety, dosage
tolerance, absorption, me:tabolism, distribution and excretion.

¢ PhaseIl: Studies are conducted in a limited patient population to identify possible adverse effects and
safety risks, to determine the efficacy of the product for specific targeted diseases and to determine
dosage tolerance and optimal dosage. Multiple Phase II clinical trials may be conducted by the sponsor
to obtain information prior to beginning larger and more expensive Phase III clinical trials. In some
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cases, a sponsor may decide to run what is referred to as a “Phase IIb” evaluation, which is a second,
confirmatory Phase II trial that could, if positive, serve as a pivotal trial in the approval of a drug.

* Phase I1I: 'When Phase II evaluations demonstrate that a dosage range of the product is effective and
has an acceptable safety profile, Phase III trials are undertaken to further evaluate dosage, to provide
statistically significant evidence of clinical efficacy and to further test for safety in an expanded patient
population at multiple clinical study sites.

Clinical trials are designed and conducted in a variety of ways. A “placebo-controlled” trial is one in
which the trial tests the results of a group of patients, referred to as an “arm” of the trial, receiving the drug
being tested against those of an arm that receives a placebo, which is a substance that the researchers know is
not therapeutic in a medical or chemical sense. In a “double-blind” study, neither the researcher nor the
patient knows into which arm of the trial the patient has been placed, or whether the patient is receiving the
drug or the placebo. “Randomized” means that upon enrollment patients are placed into one arm or the other
at random by computer. “Parallel control” trials generally involve studying a patient population that is not
exposed to the study medication (i.e., is either on placebo or standard treatment protocols). In such studies
experimental subjects and control subjects are assigned to groups upon admission to the study and remain in
those groups for the duration of the study. An “open label” study is one where the researcher and the patient
know that the patient is receiving the drug. A trial is said to be “pivotal” if it is designed to meet statistical
criteria with respect to pre-determined “endpoints,” or clinical objectives, that the sponsor believes, based
usually on its interactions with the relevant regulatory authority, will be sufficient for regulatory approval. In
most cases, two “‘pivotal” clinical trials are necessary for approval.

Regulatory authorities or an institutional review board or the sponsor may suspend a clinical trial at any
time on various grounds, including a finding that the subjects or patients are being exposed to an unacceptable
health risk.

The FDA may require, or companies may pursue, additional clinical trials after a product is approved.
These so-called Phase IV studies may be made a condition to be satisfied after a drug receives approval. The
results of Phase IV studies can confirm the effectiveness of a product candidate and can provide important
safety information to augment the FDA’s voluntary adverse drug reaction reporting system.

The results of product development, pre-clinical studies and clinical trials are submitted to the FDA as
part of an NDA, or as part of an NDA supplement, for approval of a new indication if the product candidate is
already approved for another indication. The FDA may deny approval of an NDA or NDA supplement if the
applicable regulatory criteria are not satisfied, or it may require additional clinical data and/or an additional
pivotal Phase III clinical trial. Even if such data are submitted, the FDA may ultimately decide that the NDA
or NDA supplement does not satisfy the criteria for approval. Once issued, the FDA may withdraw product
approval if ongoing regulatory standards are not met or if safety problems occur after the product reaches the
market. In addition, the FDA may require testing and surveiilance programs to monitor the effect of approved
products that have been commercialized, and the FDA has the power to prevent or limit further marketing of
a product based on the results of these post-marketing programs.

Satisfaction of FDA requirements or similar requirements of state, local and foreign regulatory agencies
typically takes several years and the actual time required may vary substantially based upon the type,
complexity and novelty of the product or disease. Typically, if a drug product is intended to treat a chronic
disease, as is the case with the product candidates we are developing, safety and efficacy data must be gathered
over an extended period of time, which can range from six months to three years or more. Government
regulation may delay or prevent marketing of product candidates or new drugs for a considerable period of
time and impose costly procedures upon our activities. We cannot be certain that the FDA or any other
regulatory agency will grant approvals for new indications for our product candidates on a timely basis, if at all.
Success in early stage clinical trials does not ensure success in later stage clinical trials. Data obtained from
clinical activities is not always conclusive and may be susceptible to varying interpretations, which could delay,
limit or prevent regulatory approval. Even if a product candidate receives regulatory approval, the approval
may be significantly limited to specific disease states, patient populations and dosages. Further, even after
regulatory approval is obtained, later discovery of previously unknown problems with a product may result in
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restrictions on the product or even complete withdrawal of the product from the market. Delays in obtaining,
or failures to obtain, additional regulatory approvals for enoximone or ambrisentan would harm our business.
In addition, we cannot predict what adverse governmental regulations may aris¢ from future United States or
foreign governmental action.

Any products manufactured or distributed by us pursuant to FDA approvals are subject to continuing
regulation by the FDA| including record-keeping requirements and reporting of adverse experiences with the
drug. Drug manufacturers and ¢heir subcontractors are required to register their establishments with the FDA
and certain state agencies, and are subject to periodic unannounced inspections by the FDA and certain state
agencies for compliance with current Good Manufacturing Practices, or ¢cGMP, which impose certain
procedural and documentation requirements upon us and our third-party manufacturers in order to ensure that
the product meets applicable specifications. We cannot be certain that we or our present or future suppliers
will be able to comply with the cGMP and other FDA regulatory requirements. If our present or future
suppliers are not able to comply with these requirements, the FDA may halt our clinical trials, require us to
recall a drug from distribution, or withdraw approval of the NDA for that drug.

The FDA closely regulates the marketing and promotion of drugs. A company can make only those
claims relating to safety and efficacy that are approved by the FDA. Failure to comply with these requirements
can result in adverse publicity, warning letters, corrective advertising and potential civil and criminal penalties.
Physicians may prescribe legally available drugs for uses that are not described in the product’s labeling and
that differ from those tested by us and approved by the FDA. Such off-label uses are common across medical
specialties. Physicians may believe that such off-label uses are the best treatment for many patients in varied
circunistances. The FDA does not regulate the behavior of physicians in their choice of treatments. The FDA
does, however, restrict manufacturer’s communications on the subject of off-label use.

The FDA’s policies may change and additional government regulations may be enacted which could
prevent or delay regulatory approval of our product candidates or approval of new diseases for our existing
products. We cannot predict the likelihood, nature or extent of adverse governmental regulation that might
arise from future legislative or administrative action, either in the United States or abroad.

19




RISK FACTORS

QOur business faces significant risks. These risks include those described below and may include
additional risks of which we are not currently aware or which we currently do not believe are material. If any
of the events or circumstances described in the following risks actually occurs, our business, financial condition
or results of operations could be materially adversely affected. These risks should be read in conjunction with
the other information set forth in this report.

Risks Related to Our Business

We are at an early stage of development as a company and we do not have, and may never have, any
products that generate significant revenues.

We are at an early stage of development as a biopharmaceutical company, and we do not have any
commercial products that generate significant revenues. Our existing product candidates will require extensive
additional clinical evaluation, regulatory review, significant marketing efforts and substantial investment
before they could provide us with any revenues. Our efforts may not lead to commercially successful drugs, for
a number of reasons, including:

+ our product candidates may not prove to be safe and effective in clinical trials;

« we may not be able to obtain regulatory approvals for our product candidates or approvals may be
narrower than we seek;

+ we may not have adequate financial or other resources to complete the development and commerciali-
zation of our product candidates; or

 any products that are approved may not be accepted in the marketplace.

Other than sales of Perfan 1.V. in Europe, which are only minor, we do not expect to be able to market
any of our product candidates for a number of years. If we are unable to develop, receive approval for, or
successfully commercialize any of our product candidates, we will be unable to generate significant revenues.
If our development programs are delayed, we may have to raise additional capital or reduce or cease our
operations.

We have a history of operating losses and we may never become profitable.

We have experienced significant operating losses since our inception in 1996. At December 31, 2003, we
had an accumulated deficit of $118.5 million. For the year ended December 31, 2003 we had an operating loss
of $43.0 million and for the years ended December 31, 2002 and 2001, we had operating losses of $28.8 million
and $17.8 million, respectively. Revenues from the commercial sales of our only approved product,
Perfan 1.V., were $2.8 million and $2.3 million for the years ended December 31, 2003 and 2002, respectively,
and we will not achieve profitability from the sales of this product alone. We also do not expect that research
and development revenue, which was $1.0 million in 2003, will become sufficient for us to achieve profitability.
We have funded our operations principally from the sale of our equity securities. We expect to continue to
incur substantial additional operating losses for the next several years as we pursue our clinical trials and
research and development efforts. To become profitable, we, either alone or with our collaborators, must
successfully develop, manufacture and market our product candidates, or continue to identify, develop,
acquire, manufacture and market other new product candidates. We may never have any s1gmﬁcant revenues
or become profitable.

If we fail to obtain additional financing, we may be unable to complete the development and
commercialization of our product candidates or continue our research and development programs.

Our operations have consumed substantial amounts of cash since inception. To date, our sources of cash
have been primarily limited to the sale of our equity securities. We expect to continue to spend substantial
amounts on research and development, including amounts spent on conducting clinical trials for our product
candidates, manufacturing clinical supplies and expanding our discovery research programs. In 2003, our
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operations consumed approximately $2.6 million of cash per month, compared to $2.2 million of cash per
month in 2002. This rate of cash consumption was reduced by research and development funding by an
average of $0.5 million per month. We expect that our monthly cash used by operations will continue to
increase for the next several years. We expect that our existing capital resources will be sufficient to fund our
operations for at least the nexi 12 months. We will be required to raise additional capital to complete the
development and commercialization of our current product candidates. If we are unable to raise additional
capital when required or on acceptable terms, we may have to significantly delay, scale back or discontinue
one or more of our drug development or discovery research programs. We also may be required to:

+ seek collaborators for our product candidates at an earlier stage than otherwise would be desirable and
on terms that are less favorable than might otherwise be available; and

« relinquish, license or otherwise dispose of rights to technologies, product candidates or products that we
would otherwise seek to develop or commercialize ourselves on terms that are less favorable than might
otherwise be available.

We may experience delays in our clinical trials that could adversely affect our financial position and our
commercial prospects.

With the exception of EMOTE, we do not know when our current clinical trials will be completed, if at
all. We also cannot accurately predict when other planned clinical trials will begin or be completed. Many
factors affect patient enrollment, including the size of the patient population, the proximity of patients to
clinical sites, the eligibility criteria for the trial, competing clinical trials and new drugs approved for the
conditions we are investigating. Other companies are conducting clinical trials and have announced plans for
future trials that are seeking or likely to seek patients with the same diseases as those we are studying.
Comgetition for patients in cardiovascular disease trials is particularly intense because of the limited number
of leading cardiologists and the geographic concentration of major clinical centers. Our Phase III ARIES
trials for ambrisentan include placebo control groups, which may decrease the pace of enrollment compared to
our Phase II trial. As a result of all of these factors, our trials may take longer to enroll patients than we
anticipate. Delays in patient enrollment in the trials may increase our costs and slow down our product
develcpment and approval process. In addition, two of our current clinical trials for enoximone capsules are
designed to continue until a pre-specified number of events have occurred to the patients enrolled. Trials such
as these are subject to delays stemming from patient withdrawal and from lower than expected event rates, in
addition to the risk of slower than anticipated patient enrollment. These trials may also incur increased costs if
enrollment is increased in order to achieve the desired number of events. Our product development costs will
also increase if we need to perform more or larger clinical trials than planned. Any delays in completing our
clinicel trials will delay our ability to generate revenue from product sales, and we may have insufficient capital
resources to support our operations. Even if we do have sufficient capital resources, our ability to become
profitable will be delayed.

Adverse events in our clinical trials may force us to stop development of our product candidates or
prevent vegulatory approval of our product candidates.

Cur product candidates mey produce serious adverse events. These adverse events could interrupt, delay
or halt clinical trials of our product candidates and could result in the Food and Drug Administration, or FDA,
or other regulatory authorities denying approval of our product candidates for any or all targeted indications.
An independent data safety monitoring board, the FDA, other regulatory authorities or we may suspend or
terminate clinical trials at any time. We cannot assure you that any of our product candidates will be safe for
human use.

Our applications for regulatory approval could be delayed or denied due to problems with studies
conducted before we in-licensed the product candidates.

We are developing product candidates, including enoximone capsules, ambrisentan and darusentan, that
we have in-licensed from other pharmaceutical companies. Many of the pre-clinical studies and some of the

21




clinical studies on these product candidates were conducted by other companies before we in-licensed the
product candidates. In some cases, the studies were conducted when regulatory requirements were different
from today. We would incur unanticipated costs and experience delays if we were required to repeat some or
all of those studies. Even if the previous studies are acceptable to regulatory authorities, we may have to spend
additional time analyzing and presenting the results of the studies. Problems with the previous studies could
cause our regulatory applications to be delayed or rejected. For example, as a result of changing regulatory
standards, we may be required to repeat certain animal toxicology studies for enoximone prior to the
submission of our application for marketing approval. If we must repeat these studies, we would experience an
increase in our expenditures and the final regulatory approval of enoximone could be jeopardized or delayed.

If our product candidates do not meet safety or efficacy endpoints in clinical evaluations, they will not
receive regulatory approval and we will be unable to market them.

Other than Perfan 1.V., which is approved for use in several European countries, our current product
candidates, enoximone capsules, ambrisentan and darusentan, are in clinical development and have not
received regulatory approval from the FDA or any foreign regulatory authority.

The regulatory approval process typically is extremely expensive, takes many years and the timing of any
approval cannot be accurately predicted. If we fail to obtain regulatory approval for our current or future
product candidates, we will be unable to market and sell such products and therefore may never be profitable.

As part of the regulatory approval process, we must conduct pre-clinical studies and clinical trials for
each product candidate to demonstrate safety and efficacy. The number of pre-clinical studies and clinical
trials that will be required varies depending on the product candidate, the indication being evaluated, the trial
results and regulations applicable to any particular product candidate.

The results of pre-clinical studies and initial clinical trials of our product candidates do not necessarily
predict the results of later-stage clinical trials. Product candidates in later stages of clinical trials may fail to
show the desired safety and efficacy despite having progressed through initial clinical trials. We cannot assure
you that the data collected from the pre-clinical studies and clinical trials of our product candidates will be
sufficient to support FDA or other regulatory approval. In addition, the continuation of a particular study after
review by an independent data safety monitoring board does not necessarily indicate that our product
candidate will achieve the clinical endpoint.

The FDA and other regulatory agencies can delay, limit or deny approval for many reasons, including:
» a product candidate may not be safe or effective;

» the manufacturing processes or facilitiess we have selected may not meet the applicable
requirements; and

» changes in their approval policies or adoption of new regulations may require additional work.

Any delay in, or failure to receive or maintain, approval for any of our products could prevent us from ever
generating meaningful revenues or achieving profitability.

Even if our products meet safety and efficacy endpoints in clinical trials, regulatory authorities may not
approve them, or we may face post-approval problems that require withdrawal of our products from the
market.

Our product candidates may not be approved even if they achieve their endpoints in clinical trials.
Regulatory agencies, including the FDA, or their advisors may disagree with our interpretations of data from
pre-clinical studies and clinical trials. Regulatory agencies also may approve a product candidate for fewer
indications than requested or may grant approval subject to the performance of post-marketing studies for a.
product candidate. In addition, regulatory agencies may not approve the labeling claims that are necessary or
desirable for the successful commercialization of our product candidates.
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Even if we receive regulatory approvals, our product candidates may later exhibit adverse effects that
limit or prevent their widespread use or that force us to withdraw those product candidates from the market.
In addition, a marketed preduct continues to be subject to strict regulation after approval. Any unforeseen
problems with an approved product or any violation of regulations could result in restrictions on the product,
including its withdrawal from the market. Any delay in, or failure to receive or maintain regulatory approval
for, any of our products could prevent us from ever generating meaningful revenues or achieving profitability.

‘There can be no assurance that enoximone capsules do not increase mortality.

Clinical trials with type-1II phosphodiesterase, or PDE-I1I, inhibitors, including enoximone capsules,
have ¢hown that at certain doses these compounds can increase the risk of mortality in specific patient
populations. In studies of enoximone capsules administered at doses of 100 to 300 milligrams three times a
day, some patients experienced abnormal rhythms in the beating of the heart. In one Phase II placebo-
controlled trial involving 151 paiients administered placebo capsules or enoximone capsules at 100 milligrams
three rimes a day, there was a statistically significant increase in the mortality rate in the group of patients
receiving enoximone capsules compared to the group of patients receiving placebo capsules: 36% of the
patients treated with enoximone capsules died during the evaluation period versus 23% of the patients treated
with placebo. We are testing enoximone capsules administered at doses of 25 and 50 milligrams three times a
day. We cannot assure you that a similar mortality effect will not occur at these lower doses in our clinical
trials or in commercial usage after approval. If we are unable to clearly demonstrate that mortality is not
increased by enoximone capsulzss at these lower doses, we are not hkely to receive regulatory approval to
market enoximone capsules.

Endothelin receptor antagonists, including ambrisentan and darusentan, have demonstrated toxicity in
animals.

Pior to regulatory approval for a product candidate, we are required to conduct studies of our product
candidates on animals to determine if they have the potential to have toxic effects. The toxicology tests for
ambrisentan and darusentan indicated that they both cause birth defects in rabbits. Other toxicology tests
indicated that ambrisentan and darusentan caused damage to the testes causing infertility in rodents and that
ambrisentan had the potential to cause damage to the testes in dogs. We assume that similar toxicities could
occur in humans. As a result, the FDA will only consider approving ambrisentan and darusentan for the
treatment of severe diseases such as pulmonary arterial hypertension or resistant hypertension and will prohibit
their use in women who may become pregnant.

Market acceptance of our product candidates is uncertain.

We cannot assure you that jphysicians will prescribe or patients will use enoximone capsules, ambrisentan
or darusentan, if they are approved. Physicians will prescribe our products only if they determine, based on
experience, clinical data, side effect profiles and other factors, that they are preferable to other products then
in use or beneficial in combination with other products. Recommendations and endorsements by influential
physicians will be essential for market acceptance of our products, and we may not be able to obtain these
recommendations and endorsements. Because of prior reports of increased mortality caused by high dose
enoximone capsules in earlier clinical trials, physicians may be unwilling to use enoximone capsules in treating
their patients. Physicians may not be willing to use ambrisentan and darusentan because of demonstrated
adverse side effects such as damage to testes in some animal species. Additionally, market acceptance of
endothelin receptor antagonists will be limited because they are known to cause birth defects in animals and
are believed to do the same in humans.

Enoximone capsules for the treatment of chronic heart failure and ambrisentan for the treatment of
pulmonary arterial hypertension both address highly competitive markets and the availability of other drugs
and devices for the same indicaiions may slow or reduce market acceptance of our products. Drugs such as
beta blockers, angiotensin converting enzyme inhibitors and diuretics have been on the market for many years,
and physicians have experience with prescribing these products for the treatment of chronic heart failure.
Traclecr, a non-selective endothelin receptor antagonist, is a drug that has been approved for pulmonary
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arterial hypertension, the same indication we intend for ambrisentan, and has been available since December
2001. Adoption of ambrisentan may be slow if physicians continue to prescribe Tracleer. In addition,
sitaxsentan, an ET, selective endothelin receptor antagonist like ambrisentan, is in clinical trials for the
treatment of pulmonary arterial hypertension. Sitaxsentan is at a more advanced stage of development than
ambrisentan and could be on the market before ambrisentan. If sitaxsentan is approved and achieves market
acceptance prior to ambrisentan, the adoption of ambrisentan may be slowed or reduced.

Many other factors influence the adoption of new pharmaceuticals, including marketing and distribution
restrictions, adverse publicity, product pricing and reimbursement by third-party payors. Even if our product
candidates achieve market acceptance, the market may not be large enough to result in significant revenues.
The failure of our product candidates to achieve market acceptance would prevent us from ever generating
meaningful product revenues.

If we become subject to product liability claims, the damages may exceed our insurance.

It is impossible to predict from the results of animal studies the potential adverse effects that a product
candidate may have in humans. We face the risk that the use of our product candidates in human clinical trials
will result in adverse effects. If we complete clinical testing for our product candidates and receive regulatory
approval to market our products, we will mark our products with warnings that identify the known potential
adverse effects and the patients who should not receive our product. We cannot assure that physicians and
patients will comply with these warnings. In addition, unexpected adverse effects may occur even with use of
our products that have received approval for commercial sale.

In pre-clinical testing, ambrisentan and darusentan caused birth defects in animals. Based on these
results and similar results with other endothelin receptor antagonists, we have concluded that ambrisentan and
darusentan could cause birth defects in humans. Neither ambrisentan nor darusentan should be taken by
women who are pregnant, or are capable of getting pregnant and not practicing adequate forms of birth
control; however, there can be no assurance that ambrisentan or darusentan will not be taken by these women.
Additionally, there can be no assurance that a patient will not exceed the recommended dose of our products
and suffer adverse consequences. If a child is born with a birth defect or a patient suffers harm from exceeding
the approved dose on our products, we may be subject to product liability claims that exceed any insurance
coverage that may be in effect at the time.

We have obtained liability insurance of $10 million for Perfan I.V. and our product candidates in clinical
trials. We cannot predict all of the possible harms or side effects that may result and, therefore, the amount of
insurance coverage we currently hold, or that we or our collaborators may obtain, may not be adequate to
protect us from any liabilities. In addition, if any of our product candidates are approved for marketing, we
may seek additional insurance coverage. We may be unable to obtain additional coverage or afford such
coverage. We may not have sufficient resources to pay for any liabilities resulting from a claim beyond the
limit of our insurance coverage. If we cannot protect against potential liability claims, we or our collaborators
may find it difficult or impossible to commercialize our products. We may not be able to renew or increase our
insurance on reasonable terms, if at all.

If we are unable to develop adequate sales, marketing or distribution capabilities or enter into
agreements with third parties to perform some of these functions, we will not be able to commercialize
our products effectively.

We have limited experience in sales, marketing and distribution. To directly market and distribute any
products, we must build a sales and marketing organization with appropriate technical expertise and
distribution capabilities. We may attempt to build such a sales and marketing organization on our own or with
the assistance of a contract sales organization. For some market opportunities, we may need to enter into
co-promotion or other licensing arrangements with larger pharmaceutical or biotechnology firms in order to
increase the commercial success of our products. We may not be able to establish sales, marketing and
distribution capabilities of our own or enter into such arrangements with third parties in a timely manner or on
acceptable terms. To the extent that we enter into co-promotion or other licensing arrangements, our product
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revenues are likely to be lower than if we directly marketed and sold our products, and some or all of the
revenues we receive will depend upon the efforts of third parties, and these efforts may not be successful.
Additionally, building marketing and distribution capabilities may be more expensive than we anticipate,
requiring us to divert capital from other intended purposes or preventing us from building our marketing and
distribution capabilities to the desired levels.

Since we will rely on third-party manufacturers, we may be unable to control the availability or cost of
producing our products.

There can be no assurance that our products, if approved, can be manufactured in sufficient commercial
quantities, in compliance with regulatory requirements and at an acceptable cost. Although there are several
potential manufacturers capable of manufacturing our products, we intend to select and rely initially on one
third-party to manufacture each of our approved products. Establishing a replacement source for any of our
products could require at least 12 months and significant additional expense. We will need to expand
relationships with manufacturers we have used in the past or establish new relationships with different third-
party manufacturers for our products. We may not be able to contract for manufacturing capabilities on
acceptable terms, if at all. Furthermore, third-party manufacturers may encounter manufacturing or quality
control problems or may be unable to obtain or maintain the necessary governmental licenses and approvals to
manufacture our products. Any such failure could delay or prevent us from receiving regulatory approvals and
marketing our products. Our dependence on third parties may reduce our profit margins and delay or limit our
ability to develop and commercialize our products on a timely and competitive basis.

Our third-party manufacturers and their manufacturing facilities and processes are subject to regulatory
appvoval, which may delay or disrupt our development and commercialization efforts.

Third-party manufacturers of our products or product candidates must ensure that all of the processes,
methods and equipment are compliant with the current Good Manufacturing Practices, or ¢<GMP, and
conduct extensive audits of verdors, contract laboratories and suppliers. The cGMP requirements govern
quality control of the manufacturing process and documentation policies and procedures. Compliance by
third-party manufacturers with ¢GMP requires record keeping and quality control to assure that the product
meets applicable specifications and other requirements. Manufacturing facilities are subject to inspection by
regulatory agencies at any time. If an inspection by regulatory authorities indicates that there are deficiencies,
third-party manufacturers could be required to take remedial actions, stop production or close the facility,
which ‘would disrupt the manufacturing processes and limit the supplies of our products or product candidates.
If they fail to comply with thesz requirements, we also may be required to curtail the clinical trials of our
product candidates, and may not be permitted to sell our products or may be limited in the jurisdictions in
which we are permitted to sell them.

Due to our reliance on contract research organizations or other third parties to conduct clinical trials, we
are vnable to directly control the timing, conduct and expense of our clinical trials.

We rely primarily on third parties to conduct our clinical trials, including the EMOTE, ESSENTIAL
and ARIES trials, as well as the planned clinical trials for darusentan. As a result, we have had and will
continue to have less control over the conduct of the clinical trials, the timing and completion of the trials, the
required reporting of adverse events and the management of data developed through the trial than would be
the case if we were relying entirely upon our own staff. Communicating with outside parties can also be
challenzing, potentially leading o mistakes as well as difficulties in coordinating activities. Qutside parties
may have staffing difficulties, ray undergo changes in priorities or may become financially distressed,
adversely affecting their willingness or ability to conduct our trials. We may experience unexpected cost
increases that are beyond our control. Problems with the timeliness or quality of the work of a contract
research organization may lead us to seek to terminate the relationship and use an alternative service provider.
However, making this change may be costly and may delay our trials, and contractual restrictions may make
such a change difficult or impossible. Additionally, it may be impossible to find a replacement organization
that can conduct our trials in an acceptable manner and at an acceptable cost.
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If we do not find development and commercialization collaborators for our product candidates, we may
have to reduce or delay our rate of product development and commercialization and increase our
expenditures.

Our existing collaborations have been with academic scientists and institutions for basic scientific
research and we recently entered into a research collaboration with Novartis relating to targets and compounds
identified in our discovery research program. To date, we have not entered into any collaboration agreements
for the development or commercialization of our existing product candidates. We plan to enter into
relationships with selected pharmaceutical or biotechnology companies to help develop and commercialize our
product candidates. We may not be able to negotiate collaborations with these other companies for the
development or commercialization of our product candidates on acceptable terms. If'we are not able to
establish such collaborative arrangements, we may have to reduce or delay further development of some of our
programs, increase our planned expenditures and undertake development and commercialization activities at
our own expense. Co

If we enter into development or commercialization collaborations with pharmaceutical or biotechnology
companies, including a license agreement or a co-promotion and profit sharing agreement with Novartis, these
relationships will also be subject to a number of risks, including:

* collaborators may not pursue further development and commercialization of compounds resuiting from
collaborations or may elect not to renew research and development programs;

» collaborators may delay clinical trials, underfund a clinical trial program, stop a clinical trial or
abandon a product candidate, repeat or conduct new clinical trials or require the development of a new
formulation of a product candidate for clinical testing;

» a collaborator with marketing and distribution rights to one or more of our products may not commit
enough resources to the marketing and distribution of our products, limiting our potential revenues
from the commercialization of these products; and

* disputes may arise delaying or terminating the research, development or commercialization of our
product candidates, or result in significant legal proceedings.

Even if we receive regulatory approval for our product candidates, we will be subject to ongoing
regulatory obligations and review.

Following any regulatory approval of our product candidates, we will be subject to continuing regulatory
obligations such as safety reporting requirements and additional post-marketing obligations, including
regulatory oversight of the promotion and marketing of our products. In addition, we or our third-party
manufacturers will be required to adhere to regulations setting forth current good manufacturing practices.
These regulations cover all aspects of the manufacturing, testing, quality control and record keeping relating to
our product candidates. Furthermore, we or our third-party manufacturers must pass a pre-approval inspection
of manufacturing facilities by the FDA and foreign authorities before obtaining marketing approval and will be
subject to periodic inspection by these regulatory authorities. Such inspections may result in compliance issues
that could prevent or delay marketing approval, or require the expenditure of financial or other resources to
address. If we fail to comply with applicable regulatory requirements, we may be subject to fines, suspension or
withdrawal of regulatory approvals, product recalls, seizure of products, operating restrictions and criminal
prosecution.

Our success depends on retention of our President and Chief Executive Officer, Chief Science and
Medical Officer and other key personnel.

We are highly dependent on our President, Chief Executive Officer and Chairman, J. William
Freytag, Ph.D., Chief Science and Medical Officer, Michael R. Bristow, M.D., Ph.D. and other members of
our management team. We are named as the beneficiary on term life insurance policies covering Drs. Freytag
and Bristow in the amount of $2.0 million each. We also depend on academic collaborators for each of our
research and development programs. The loss of any of our key employees or academic collaborators could
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delay our discovery research program and the development and commercialization of our product candidates
or result in termination of them in their entirety. Drs. Freytag and Bristow, as well as others on our executive
management team, have severance agreements with us, but the agreements provide for “at-will” employment
with no specified term. Our future success also will depend in large part on our continued ability to attract and
retain other highly qualified scientific, technical and management personnel, as well as personnel with
expertise in clinical testing, governmental regulation and commercialization. We face competition for
persoanel from other companies, universities, public and private research institutions, government entities and
other organizations. If we are unsuccessful in our recruitment and retention efforts, our business will be
harmed,

We also rely on consultants, collaborators and advisors to assist us in formulating and conducting our
research. All of our consultanis, collaborators and advisors are employed by other employers or are self-
empleyed and may have commitments to or consulting contracts with other entities that may limit their ability
to contribute to our company.

If our discovery research program is not successful, we may be unable to develop additional product
candidates.

Ve have devoted and expect to continue to devote significant resources to our discovery research
program. For the years ended December 31, 2003, 2002 and 2001, we spent $3.3 million, $3.5 million and
$2.4 raillion, respectively, on our discovery research program. We are obligated under sponsored research
agreeraents to make annual payments of $350,000 to the University of Texas Southwestern Medical Center.
How