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Actelion at a glance

Actelion Ltd, founded in December 1997, is a biopharmaceutical company with corporate
headquarters in Allschwil/Basel, Switzerland, that focuses on the discovery, development
and commercialization of innovative treatments to serve high unmet medical needs.

Actelion’s flagship product, Tracleer®, an orally available dual endothelin receptor antago-
nist, has been approved as a therapy for pulmonary arterial hypertension (PAH), a chronic,
life-threatening disorder that severely compromises the functions of the lungs and heart.
Ventavis®, the only inhalable PAH therapy in the United States, was acquired in 2006.
Zavesca®, in-licensed from Oxford GlycoSciences, is the only approved oral treatment for
type 1 Gaucher disease, a rare debhilitating metabolic disorder.

In 2006, Actelion was evaluating 8 compounds in various phases of clinical development
and pursuing 25 projects in drug discovery that target cardiovascular, cardiopulmonary,
immunological, and infectious diseases, as well as metabolic and central nervous system
disorders.

The over 1,200 Actelion employees strive to combine the innovation, entrepreneurial spirit
and flexibility of a biotech firm with the financial, risk management, regulatory and commer-
cial discipline of a large pharmaceutical company. Actelion’s strategy of maintaining max-
imum value from scientific innovation is complemented by ongoing alliances with Merck in
orally available renin inhibitors for cardiovascular indications and with Roche in S1P1 ago-
nism in autoimmune disorders.

Actelion has set a rapid pace in achieving commercial success. The first substantial prod-
uct sales were generated during 2002, followed by a full-year net income in 2004. Actelion
posted sales of CHF 945.7 million in 2006. Operating income was CHF 268.2 million and net
income CHF 241.1 million.

2006 2005 2004 2003 2002

Total revenues 945.7 663.6 4719 307.5 1324
EBIT 268.2 152.3 85.6 (1.7) (32.0)
Net profit 241.1 125.5 87.2 (9.9) (52.1)
EPS non-diluted 10.64 5.62 3.96 (0.46) (2.45)
Cash from operations 352.8 138.4 91.7 38.3 (35.8)
Net equity 578.1 321.7 158.1 h4.4 50.3
Employees (FTE equivalent) 1,252 1,028 854 660 412

CHF million except per share and employee data
Includes discontinued operations
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Robert E. Cawthorn
Chairman of the Board

“At Actelion, we are
right at the cusp of a
new cycle of dynamic
growth in our evolution
as a global biopharma-
ceutical company.”
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Letter from the Chairman

Leveraging our unique assets to drive the next
cycle of growth

In 2006, we achieved another year of outstanding business results, while simultaneously
laying the foundation for future growth with key infrastructure investments, organizational
expansion, substantial progress in pivotal clinical trials, a groundbreaking co-development
deal and the largest acquisition in our history.

Actelion’s net revenue increased 43% over 2005 to a total of CHF 945.7 million, driven by the
strong momentum of Tracleer® in pulmonary arterial hypertension (PAH). Operating income
rose 76% to CHF 268.2 million, and net income increased 92% to CHF 241.1 million.

In just over nine years of existence as a company, we have succeeded in launching two
breakthrough therapies that are improving the lives of patients around the world. Our flag-
ship product, Tracleer®, is on track to exceed one billion Swiss francs in sales by the end
of 2007 — two years ahead of schedule. That is a truly remarkable achievement. Zavesca®,
our innovative oral therapy for rare lipid storage diseases, posted sales of CHF 25.4 million
in 2006 — almost doubling compared to 2005.

Acquisition of CoTherix, co-development agreement with Roche

In November 2006, we took the important step of acquiring the US-based biopharmaceuti-
cal company CoTherix, Inc. for USD 389 million — the largest acquisition in our history. The
excellent product fit will strengthen our leadership position in pulmonary arterial hyperten-
sion (PAH). Ventavis® (iloprost), previously marketed by CoTherix, is the only approved
inhalable PAH therapy in the United States. Actelion expects Ventavis® sales to make a
substantial contribution to product revenues in 2007.

Another highlight of 2006 was an exclusive agreement with the global pharmaceutical com-
pany Roche to co-develop and commercialize our STP1 agonist, a novel immunomodulator
with possible application in a number of diseases and the potential for once-a-day oral dos-
ing. This agreement resulted in an upfront payment of USD 75 million to Actelion in 2006,
and foresees additional payments of up to USD 555 million for the first compound as well as
payments for further compounds. Actelion and Roche will share equally the costs of later-
stage development and marketing, with future product revenues shared equally as well. In
addition, Actelion will receive royalties on marketed products.

State-of-the-art R&D infrastructure, global reach in Marketing and Sales

In addition to acquisitions and agreements, Actelion is driving growth by making the most
of our unique assets. In 2006, we moved into a customized, state-of-the-art Research
Center at our headquarters in Allschwil that will facilitate drug discovery. At the beginning
of 2007, we completed our new Clinical Development Center, where we are managing the
ongoing trials that will generate our next wave of innovative products.

For a company our size, it is unique to have a successful Marketing and Sales organization
with global reach. This has been an integral part of our company strategy from the begin-
ning in order to retain maximum value from our products. Our agreement with Roche illus-
trates the value of that strategy by allowing us to co-market, on an equal footing, products
developed from our S1P1 agonist.



Another key asset of Actelion is financial independence. As a profitable company with a
strong cash-generating ability, we are masters of our own destiny. We can and must pur-
sue those projects that we believe have the most scientific merit and impact on patients’
quality of life. That philosophy is reflected in our passion for drug discovery and provides
the base from which we turn innovation into value.

One of the strongest pipelines in the biopharmaceutical industry

In 2007, Actelion is aiming to pursue five Phase Ill clinical trials simultaneously. Our current
growth engine, Tracleer®, is about to start Phase Il trials in idiopathic pulmonary fibrosis —
an indication that could double our current sales. Actelion-1, a potential successor drug to
Tracleer® with many times its potency, is about to go into Phase Il in the enlarged indication
of pulmonary hypertension. Our orexin receptor antagonist, which is scheduled to enter
Phase IIl in late 2007, has the potential to completely transform the treatment paradigm in
sleep-related disorders. Our endothelin receptor antagonist clazosentan achieved the pri-
mary endpoint of reducing cerebral vasospasm in patients with aneurismal subarachnoid
hemorrhage, and we are now in discussions with the FDA on the methodology of a Phase IlI
trial. Finally, we are planning to begin Phase Ill trials with tezosentan in patients undergoing
cardiac surgery. Looking at the enormous potential of our late-stage compounds as well as
earlier-stage projects such as our alliance with Merck to develop renin inhibitors and our
collaboration with Roche in S1P1 agonism, it is easy to understand why Actelion’s R&D
pipeline is the envy of companies many times our size.

SOX compliance is a milestone in world-class financial standards

In 2006, Actelion reached another important milestone in its efforts to build a world-class
biopharmaceutical company: compliance with the rules and regulations of the US
Sarbanes-Oxley Act of 2002, Section 404, better known as SOX.

We have undertaken this effort on a voluntary basis, as only companies listed at US stock
exchanges are required to be SOX-compliant. This is an important sign to the international
investment community that we are committed to adhering to the most demanding financial
and corporate governance controls that exist today.

Actelion’s Strategic Plan makes our vision transparent and actionable

At Actelion, we are right at the cusp of a new cycle of dynamic growth in our evolution as
a global biopharmaceutical company. The key to our continued success lies in the creativ-
ity, energy and dedication of our people.

In 2006, we not only continued to implement the initiatives outlined in our Strategic Plan, but
we also undertook a company-wide effort to ensure that all employees fully understand the
key initiatives and priorities as well as the demands and rewards of such a growth strate-
gy. By aligning the whole company behind our core values — innovation, results-driven
behavior, open communication, and trust and teamwork — the talents of our people will be
transformed into scientific innovation and business results.

Q{;&L&\

Robert E. Cawthorn
Chairman of the Board
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Jean-Paul Clozel
Chief Executive Officer

“Culture is something
that can’t be bought or
created overnight — it is
the unique, intangible
quality that distinguish-
es one company from
another.”
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Interview with the CEO

“Our company culture is a compass that guides
us in our daily business decisions”

Why do you consider 2007 a “turning point” for Actelion?

We are at a critical stage in the growth and evolution of our company. If we look back at
our past successes and become complacent, we will remain a mid-size European biophar-
maceutical company. If we grasp the new opportunities ahead of us and make the most of
them, we have the potential to become the next Amgen or Genentech. Actelion has the
necessary assets to make that leap: financial independence powered by an innovative
product soon to exceed one billion Swiss francs in sales, a professional Marketing and
Sales force with global reach, a pipeline that is one of the best in the industry, and newly
built state-of-the-art R&D facilities at our headquarters. The most important asset, how-
ever, is the energy, commitment and creativity of our people.

Is that why you recently visited the Actelion affiliates around the world?

| wanted to make sure that our employees have a strategic view of where our company
stands today, where we can go tomorrow, and why the contribution of each individual is
critical to getting us there. | also wanted to reinforce the role of our company culture as the
“glue” that holds all of us together — whether it's in Allschwil, San Francisco, Sydney or
Tokyo.

Why do you put such emphasis on face-to-face communication?

| believe that for an employee, there is nothing more credible than having someone from
senior management speaking to you face to face and answering your questions. That kind
of personal and open communication is a trademark of Actelion. During my visit to our affil-
iate in Greece, a new employee remarked that after 20 years in the pharmaceutical indus-
try, this was the first time that he had seen a CEQ in person. That speaks volumes about
what sets us apart from other companies.

What were the most frequently asked questions from employees?

Many employees wanted to know how we can grow so quickly and still keep our culture
intact. Another frequent question addressed whether Actelion will remain an independent
company. On the first question, | emphasized our determination to remain true to our cul-
ture despite rapid growth. On the second, | underlined my commitment to shareholders and
employees to preserve Actelion’s independence. The best protection against possible
takeovers, | pointed out, is to increase the value of the company through our daily work. In
2006, our efforts were rewarded by a 147% increase in the value of Actelion’s shares over
the previous year.



What makes company culture so important at this point in time?

Culture is something that can’t be bought or created overnight — it is the unique, intangible
quality that distinguishes one company from another. Actelion’s culture is built on the pil-
lars of innovation, open communication, trust and teamwork, and achieving results. During
this period of rapid growth, our culture helps new employees — many from larger pharma-
ceutical companies — assimilate and contribute more effectively. Our company culture is
also a compass that guides us in our daily business decisions. Is a potential product truly
innovative? Does it address a real medical need? Which research approach would |
choose if someone from my family had this particular disease? These are the kind of ques-
tions we ask ourselves. My experience as a doctor also influences my decisions and those
of my colleagues — patients aren't just numbers to me; they are names and faces.

Is the acquisition of the American biopharmaceutical company CoTherix in 2006 an
example of that cultural compass?

Absolutely. The CoTherix licensed product Ventavis® is the only inhalable therapy on the US
market for pulmonary arterial hypertension (PAH), a disease with a medical prognosis
worse than many forms of cancer. This therapy complements the mode of action of our flag-
ship product Tracleer® and our pipeline compound Actelion-1 as well as strengthening our
overall leadership position in PAH. It is a perfect fit.

How is Actelion’s culture of innovation linked with value?

Innovation without value is not sustainable. If researchers discover novel compounds and
the company has no other option than to license them out, scientific innovation is not gen-
erating maximum value. That is why at Actelion we decided from the beginning to develop
our own Marketing and Sales force. Today, we are one of the few biopharmaceutical com-
panies with a truly global reach in getting our products to the marketplace. Our strategic
co-development and co-marketing agreement with Roche in 2006 for our S1P1 agonist
reflects these commercial capabilities. Innovation is also linked with risk, with journeying
into the unknown. It's tempting to take shortcuts and go down the conventional path of “me-
too” products, but that is not who we are as a company.

Actelion’s culture of innovation is not limited to the laboratories. Finding a more efficient
way to conduct meetings, a fresh approach to organizing a medical congress or a higher
quality way of running a clinical trial at comparable cost to others can also be innovative
and create value. | constantly encourage people from all parts of the company to open their
minds and try new ways of solving problems.

“It's tempting to go
down the conventional
path of ‘me-too’ prod-
ucts, but that is not
who we are as a com-

pany.”
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Interview with the CEO

How does Actelion’s culture need to further evolve to reach the company’s ambitious
goals?

We have the necessary assets and cultural values in place. What we need now is hard
work and professional execution. That may sound rather basic, but with the products on the
market and five upcoming Phase Ill clinical trials as well as a multitude of earlier trials, it is
of vital importance. We are now just beginning to climb a huge mountain of work. The key
to success is steady determination — one step at a time — spurred on by the knowledge that
when we reach the top, we will have a whole new magnitude of business opportunities and
scientific perspectives.

How do you see your own role as CEO in this context?

| see my primary role as creating the necessary conditions for success. | serve the inter-
ests of the company by making sure that employees have the right tools to do their jobs,
that information and ideas are shared effectively, that decision-making happens quickly
without bureaucratic delays, and that we place the necessary resources behind our strate-
gic priorities. | also want to energize our people by sharing my own deeply held convictions
and enthusiasm for who we are, what we do, and how we can realize our potential. This is
an exciting, unparalleled juncture in our young history as a company — what we make of it
depends on each and every one of us.

“My experience as a
doctor also influences
my decisions — patients
aren't just numbers to
me; they are names
and faces.”
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In October 2006, an analysis of Actelion’s dose-finding study CONSCIOUS-1 was presented
at the Congress of Neurological Surgeons in Chicago. All three doses of intravenous cla-
zosentan tested (1mg/h, 5mg/h and 15mg/h) reached statistical significance versus place-
bo for the primary endpoint: the reduction in the occurrence of moderate or severe cere-
bral vasospasm. The effect was dose-related and most significantly seen with the dose of
15 mg/hour, a relative risk reduction compared to placebo of 65% (p <0.0001). Detailed pos-
hoc analysis also showed a trend in favor of reducing morbidity/mortality related to
vasospasm. The safety profile is compatible with use in an intensive care unit environment.
The parameters for the Phase Ill trial CONSCIOUS-2 are currently being discussed with
regulatory authorities. Actelion expects this pivotal study to start by the end of 2007,
enrolling up to 1,800 patients, with results expected in late 2009.

Tezosentan moves into Phase lll trials in acute cardiovascular care

In 2007, Actelion will start recruitment in the first Phase Il study evaluating the safety and
efficacy of the intravenous endothelin receptor antagonist tezosentan. The targeted indica-
tion is the reduction of clinically relevant right ventricular failure associated with difficult
separation from bypass in patients undergoing cardiac surgery with cardiopulmonary
bypass. The first study will enroll up to 270 patients, with results expected in 2008. If the
findings are positive, Actelion will perform a second pivotal study to compile a full registra-
tion dossier.

Joint clinical development projects with Merck and Roche move forward

In 2006, the renin alliance with Merck achieved its third clinical milestone, triggering a pay-
ment to Actelion of USD 7 million, as the project moved forward into Phase | trials. Actelion
and Merck formed an exclusive worldwide alliance in December 2003 to discover, develop
and market new classes of renin inhibitors for patients suffering from cardio-renal dis-
eases. The two companies are jointly funding Phase Il development, with Merck respons-
ible for funding all Phase Ill and outcome studies. Renin plays a key role in the regulation
of blood volume, sodium status, arterial pressure, and cardiac or vascular function.
Therapeutic manipulation of the renin-angiotensin pathway is believed to hold consider-
able potential in treating hypertension and heart or renal failure.

In July 2006, Actelion announced an exclusive worldwide collaboration with Roche to joint-
ly develop and commercialize Actelion’s selective S1P1 receptor agonist, an immunomodu-
lator with the potential for once-a-day oral dosing. The compound is currently in Phase |
development. The two companies plan to jointly develop and commercialize S1P1 agonists
for multiple autoimmune disorders.
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Orexin RA

Brishare-Roch C. et al. Promotion of sleep by targeting
the orexin system in rats, dogs and humans. Nature
Medicine 13, 150-55 (2007).

24

Clinical Development

Sphingosine-1-phosphate (S1P) is a phospholipid released by platelets, mast and other
cells that leads to a variety of biological responses. At least five S1P receptors are known,
affecting lymphocyte migration, endothelial cell function, blood vessel constriction, heart
rate modulation and other physiological processes. Actelion’s agonist selectively activates
the STP1 receptor sub-type, an approach that is expected to be a key differentiator to other
novel immunomodulators under development, such as fingolimod from Novartis (see also
“Inside Story” on p. 30).

Orexin antagonist: promising results in primary insomnia

Actelion’s orexin receptor antagonist has enormous potential as the first in a new class of
sleep-enhancing agents. In the United States alone, a 2005 National Institutes of Health
(NIH) state-of-science conference about chronic insomnia estimated that there were up to
80 million Americans suffering from sleeplessness, of which 25 million suffered from chron-
ic insomnia.

In February 2007, Actelion announced the results of a proof-of-concept study with its orex-
in receptor antagonist in patients with primary insomnia. The study met its primary end-
point, an improvement in sleep efficiency measured by polysomnography. This finding
obtained in the per-protocol analysis from 39 patients receiving the starting dose in this
multi-center, multiple-stage, double-blind, randomized, placebo-controlled clinical trial was
highly statistically significant (p <0.0001). The clinical results in patients suffering from pri-
mary insomnia add to the understanding of the role of the orexin system, as described in
the February 2007 edition of Nature Medicine. This publication presents data generated by
Actelion in both animal models and healthy volunteers. The data, comprising the proof of
concept study together with results of other ongoing pre-clinical and clinical activities, will
define the final design of the upcoming Phase Il program, expected to start before year-
end 2007 and to last two to three years.

For more extensive details on clinical trial results, visit www.actelion.com

Actelion’s Clinical Development Projects

Late Preclinical Phase 1 Phase 2 Phase 3
Deovelopment
Renin Inhibitor Bosentan in Metastatic Actelion-1
Co-Davelopment with Melanoma
Antibacterial Mearck Bosentan in IPF
Orexin Antagonist
S1P: Agonist Clazosentan
Ce i ypmeEnt with
Roche Tezosentan

! Antibacterial f Cardiovascular (CV) f Central Nervous System (CNS) f lmmunalogy
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Drug Discovery

A productive dynamo of scientific excellence

Actelion’s Drug Discovery team is one of the most productive on a per capita basis in the
biopharmaceutical industry. The discoveries of the 240 in-house scientists, who filed 40
patent applications in 2006 alone, include a number of potential breakthroughs now in the
pipeline: an S1P1 agonist for autoimmune disease, orally available renin inhibitors for car-
diovascular indications, Actelion-1, a highly potent successor to bosentan for pulmonary
hypertension and other cardiovascular indications, and an orexin receptor antagonist as a
first-in-class sleep-enhancing agent.

As these compounds are promoted to Clinical Development candidates, Drug Discovery
focuses on a new set of targets that address further unmet medical needs. The 25 ongoing
research projects cover indications in the cardiovascular field, oncology, central nervous
system disorders, bacterial infections, immunology and allergies.

Since the company's inception, Actelion’s researchers have concentrated on two platforms
of molecular targets, G-protein-coupled receptors and aspartyl proteases. Today, addition-
al platforms are being added, for example, to find novel approaches in the battle against
antibiotic-resistant bacteria. While these parameters provide the framework for scientific
research, Actelion’s researchers remain flexible enough to follow innovation wherever it
leads.

State-of-the-art Research Center built with future growth in mind

In February 2006, Actelion completed its state-of-the-art Research Center at headquarters
in Allschwil. This custom-built facility, designed to facilitate communication and cross-
fertilization of ideas, underlines Actelion’s philosophy of concentrating research at one
site. Built with continued expansion in mind, the Research Center is accommodating a
steady increase in the number of employees in Pharmacology and Preclinical
Development, Molecular Biology, Biochemistry and Chemistry.

In 2006, Actelion researchers continued to make new scientific advances. Structural biol-
ogists used advanced photon-beam technology to solve more than 30 structures of differ-
ent enzymes. Most of these were within the scope of the joint renin inhibitor project with
Merck, helping to fine tune the most promising compounds for clinical trials. A process
research chemistry group, newly formed in 2006, will help to eliminate potential bottle-
necks in scaling up from small amounts of compounds in the laboratory to much larger
amounts needed for toxicology studies and later on for clinical trials. In coping with the
increasing amount of scientific data generated by experiments, in-house information
technology experts and proprietary software played a vital role. With the property predi-
cation software, for example, Actelion’s scientists can create chemical structures for
new compounds on screen and obtain information such as molecular weight, toxicity,
water solubility and drug-like properties.

A novel anti-bacterial agent and an anti-allergic agent to enter clinical trials

In researching a new generation of anti-bacterial agents, Actelion benefits from its evi-
dence-based experience on the usefulness of dual blockade approaches. Addressing the
increasingly alarming problem of bacterial resistance to current antibiotics, Actelion’s sci-

“Compared to 2005,
we have more than
doubled the number of
research projects. Our
task i1s now to prioritize
and promote the most
promising ones for
future development.”

Thomas Weller
Head of Drug Discovery, Chemistry
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“The steadily increas-
ing number of com-
pounds discovered in
house that enter into
pre-clinical trials every
year demonstrates not
only the productivity of
Actelion’s scientists but
also the quality of the
work.”

Walter Fischli

Head of Drug Discovery,
Molecular Biology & Biochemistry

“As our research proj-
ects enter accelerated
programs of clinical
development, we con-
tinue to offer pre-clini-
cal support, including
further pharmacologi-
cal characterization and
selection of potential
follow-up compounds.”
Martine Clozel

Head of Drug Discovery,
Pharmacology & Preclinical Development
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Drug Discovery

entists have developed novel modes of action that kill bacteria with “double-warheads” —
increasing efficacy and lowering the chance of cross-resistance. Actelion expects an anti-
bacterial agent from Drug Discovery to begin Phase | trials in 2007: Actelion-9 (injectable),
which has shown promising pre-clinical results against a broad spectrum of bacteria, is
intended primarily for hospital use as a rescue therapy.

Expertise on G-protein-coupled receptors has also helped Actelion’s researchers to dis-
cover an anti-allergic agent designed to address the huge unmet medical need in treating
allergic rhinitis and allergic asthma. This orally available compound, about to enter Phase
I clinical trials, targets the amplification process in allergic reactions and probably also the
onset of the inflammation cascade. If successful, it could be used as a replacement for or
in conjunction with conventional therapies.

Actelion’s Drug Discovery Projects

Project Project High Tl_mTh- Lead Lead Preclinical
Proposal Initiated Put Sereening  Identilication Optimization Development
Antibacterial Antibacterial CNS Antibacterial Auti- Al g
CNS Antibacterial CNS CNS Antibacterial
cv Antibacterial cv cv
Immunclogy CNS cv cv
Immunology CNS cv
CNS Immunelogy
CNS Immunology
lmminology
Immunnlogy

lergie f Antibacterial / Cordiovascular [CV] / Central Nervous System (CNS] / lmmunology
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“The S1P1 project
underscores Actelion’s
flexibility in recalibrat-
ing scientific goals to
follow the best
prospects for innova-
tion and

therapeutic value.”

Beat Steiner

Deputy Head of Pharmacology and
Pre-Clinical Development
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Inside Story

S1P1 agonism: discovering an innovative way to
modify the immune system

When Actelion was established in late 1997, the foundations of the company were built on
science related to the endothelium, the inner lining of the blood vessels. Among other
molecular targets, the S1P1 receptor (sphingosine-1-phosphate receptor-1, initially called
Edg-1), a G-protein-coupled receptor expressed on the endothelium, seemed a logical tar-
get for Actelion’s drug discovery team. This group is composed of Thomas Weller (Head of
Drug Discovery, Chemistry), Walter Fischli (Head of Drug Discovery, Biology &
Biochemistry), Martine Clozel (Head of Drug Discovery, Pharmacology and Preclinical
Development), and their cross-functional scientific teams. Cloning, expression and high-
throughput screening started in 1999 and identified several “hits.” Chemists then began
synthesizing more potent compounds while the biologists and pharmacologists probed
more deeply into the profiling of these first molecules.

A turning point for Actelion’s STP1 project came in 2002, when a scientific paper was pub-
lished on a new compound known as FTY720 that demonstrated a novel way of modulating
the immune system by targeting the STP receptor family.

“When we learnt about the effects of FTY720 on lymphocyte trafficking,” said Martine Clozel,
“we hypothesized our S1P:1 selective agonists might also be effective in this area.
Furthermore, we believed the greater selectivity of our compound would hold a number of
benefits.”

“As scientists, we don’t work in isolation in our labs, but integrate knowledge that is con-
stantly evolving in the scientific community,” explained Beat Steiner, Deputy Head of
Pharmacology and Pre-Clinical Development. “The S1P1 project underscores Actelion’s
flexibility in recalibrating scientific goals to follow the best prospects for innovation and
therapeutic value.”

The selective mode of action of S1P1 agonists represents a significant advantage over a
standard immunosuppressant such as cyclosporine, which eliminates or severely reduces
functions that are important for the inmune system. By contrast, an STP1 agonist temporar-
ily traps or “sequesters” most of the circulating lymphocytes in the lymph nodes, which
offers potentially better resistance against opportunistic infections, and a quicker return to
normal immune response upon stopping treatment. This controlled immunomodulation
would give STP1 agonists an edge in treating long-term autoimmune diseases such as mul-
tiple sclerosis and rheumatoid arthritis.

S1P1 agonist has fewer side effects, faster steady state and rapid reversibility

As the project progressed, the selectivity of Actelion’s STP1 agonists did prove to be a key
differentiator. In animal models, the selective S1P1 agonist not only showed comparable
efficacy to FTY720, but also demonstrated a more rapid onset of action and faster “steady-
state” plateau in the bloodstream, as well as rapid reversibility after administering the last
dose — which allows a faster mobilization of the body’s defenses against bacterial and viral
pathogens if needed. Selectivity also could mean fewer side effects.



“We initiated Phase | trials with our S1P1 agonist in human healthy subjects in 2006,”
explained Beat Steiner, “and we are now starting preparation of Phase Il clinical studies.
Due to the unique mode of action, we can measure the number of circulating lymphocytes
in the bloodstream. This functions as a hiomarker, giving us a good indication of effective-
ness of different oral doses of the S1P1 agonist at this early stage of development.”

The enormous potential of STP1 agonists in autoimmune diseases was behind the ground-
breaking co-development and co-marketing deal with the global pharmaceutical company
F. Hoffmann-La Roche in July 2006. Actelion is responsible for developing the lead com-
pound through Phase Il in the first two clinical indications. All subsequent development and
commercialization costs will be shared equally between Roche and Actelion. In addition to
the lead compound, Actelion is working in parallel on a number of potential follow-up S1P1
agonists.

“As a scientist, you have to keep your emotions and hopes about a possible therapy in check
and focus on the hard data at each step of a project,” said Martine Clozel. "As a medical doc-
tor, you can’t help but think about the human dimension of what you are working on. With our
S1P1 project, we could make a positive impact on the lives of thousands of patients with long-
term, debilitating diseases. That gives a strong sense of purpose to our work."”

“With our S1P1 project,
we could make a posi-
tive impact on the lives
of thousands of
patients. That gives a
strong sense of pur-
pose to our work.”

Martine Clozel

Head of Drug Discovery,
Pharmacology and Preclinical Development
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People

“Passion and expertise are key to our success”

A lot can be learned about a company by the way it is perceived during job interviews.
Many candidates say they are attracted to Actelion because it is a small company that is
science-driven, a place where each individual can have an impact. People comment on the
strong sense of purpose at Actelion that comes from discovering and developing new med-
icines for high unmet medical needs.

In 2006, an internal survey revealed how strongly Actelion’s employees identify with the
company. Compared to industry benchmarks, a significantly higher proportion of Actelion’s
employees would recommend their company as a place to work. The same survey also
showed that employees believe in and strive to realize Actelion’s core values: innovation,
results-driven behavior, open communication, and trust and teamwork.

Diverse, international and attractive working environment
Located in a dynamic region where the borders of Switzerland, France and Germany meet,
Actelion has been a diverse, multinational company from the beginning. Employees thrive
in an international environment, with over 20 nationalities represented at headquarters in
Allschwil. The company prides itself on gender diversity. Today, nearly 50% of researchers
are women, and more female talent is recruited every year.

Actelion is sensitive to employees’ needs and provides attractive benefits. Where job
requirements allow, there are flexible working hours and selective opportunities to work
from home. Benefits also include maternity leave above the legal requirements and part-
time opportunities on a case-by-case basis for working mothers. In terms of compensation,
Actelion offers packages that are competitive with industry standards, including monetary
incentive schemes such as performance-based bonuses or stock options that allow
employees to share in the success of the company.

Personal and professional development of employees is incorporated into Actelion’s
Strategic Plan. Recently completed state-of-the-art Drug Discovery and Clinical
Development facilities at headquarters underline the importance given to a well-resourced,
attractive workplace.

Actelion’s business momentum is mirrored in the growing number of employees. In 2006,
the ninth year since the founding of the company, headcount expanded to over 1,200, with
affiliates in 22 countries. In 2007, continued growth is forecast, with 400 new positions to be
added globally.

“At Actelion, we will
continue to place a
high priority on attract-
ing, developing and
retaining the best tal-
ent in our industry
because we know that
people with passion
and expertise are the
key to our present and
future success.”

Christian Albrich
Head of Global Human Resources
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Andrew J. Oakley
Chief Financial Officer
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Letter from the CFO

Strengthening the base

Dear Shareholders,

The year 2006 has been very successful. Our financial performance can only be described
as outstanding. At the same time, we have made the necessary investments into marketed
products, development pipeline, research projects, infrastructure and Human Resources to
strengthen the base necessary to facilitate long-term, above-industry average growth.

The 2006 operating income of CHF 268.2 million and a net income of CHF 241.1 million com-
pares to an operating income for 2005 of CHF 152.3 million and a net income of CHF 125.5
million. In 2006, Actelion achieved a (non-US GAAP) cash EBIT of CHF 320.4 million, which
compares to CHF 178.6 million in 2005.

Tracleer® continues its growth trajectory

Net revenues for 2006 totaled CHF 945.7 million, compared to total net revenues in 2005 of
CHF 663.6 million, an increase of CHF 282.1 million or 43%. Tracleer® continues to provide
the foundation for growth as we build on our position as market leader and continue to
strengthen Tracleer® as the cornerstone therapy in pulmonary arterial hypertension (PAH).
With no material net price impact in 2006, growth came from a fundamental improvement
in the paying patient base. At the end of 2006, Tracleer® was commercially available in more
than 30 countries and territories, including all major pharmaceutical markets worldwide.

Zavesca® sales in 2006 — in a market which continues to be dominated by a competitor
product providing a different mode of action, i.e. enzyme replacement therapy — continued
steadily, with sales increasing to CHF 25.4 million from CHF 14.4 million in 2005. Zavesca® is
commercially available in the US and in several markets in the European Union.

Contract revenues were CHF 21.5 million, compared to CHF 16.0 million in 2005. Previously,
most of this revenue stemmed from the global collaboration in the field of renin inhibition with
Merck & Co, Inc.. During 2006, Actelion received a further milestone payment of USD 7 million
from this partner, bringing the total 2006 contract revenue recognition from this effort to CHF
9.1 million. In July 2006, Actelion entered into a global collaboration with Roche in the field of
S1P1agonism. The first milestone under this agreement was received upon signing and result-
ed in the cash receipt of USD 75 million and contract revenue recognition in 2006 of CHF 5.6
million.

Overall, we continued to see revenue growth in all markets in which we market our prod-
ucts. In 2006, 46% of our revenues were generated in the United States of America,
unchanged from the previous year. As in previous years, we again benefited from a net pos-
itive price movement in the US relative to a net negative price movement in Europe. In 2006,
we also benefited from an improvement in the US reimbursement environment.

Despite pronounced currency movements throughout 2006, especially as far as the US dol-
lar was concerned, the overall company performance in Swiss francs (+43%) was similar
to that in local currencies (+41%).



Letter from the CFO

Operating expenses — fully funding future growth

We announced early in 2006 that we have set ourselves five key priorities to deliver contin-
uous long-term growth. These growth initiatives — strengthening marketed products,
expanding and prioritizing our research and development, pursuing external growth,
expanding our geographical base and nurturing our corporate culture — determine the pri-
orities with which we invest.

This translated into an increase in operating expenses from CHF 511.3 in 2005 to CHF 677.5
million in 2006, an increase of 33%. We have thereby set the base from which we can con-
tinue to grow profitability in absolute terms while investing in our pipeline to deliver inno-
vative products that meet high unmet medical needs.

Overall, this increase in expenses of 33% compares to a growth in revenues of 43%. In local
currency terms, operating expenses grew by 32% compared to total revenue growth of 41%.

Cost of sales in 2006 was CHF 90.6 million or approximately 10% of sales revenues. The
absolute increase in cost of sales is attributable to the growth in sales revenues from both
Tracleer® and Zavesca®. Additionally, the second generation manufacturing process for
Tracleer® came on line in 2006, which positively but marginally impacted our gross margin.

Research and Development expenses in 2006 increased to CHF 211.8 million, from CHF 171.5
million, an increase of CHF 40.3 million or 23%.

In the year under review, the company continued to expand the number of clinical projects.
Compared to 2005, Actelion’s clinical trials recruited 25% more patients. With the opening
of Actelion’s new Research Center, we expanded our innovation base that discovers first-
in-class compounds at a rate rarely observed anywhere else. The R&D spend of 22.4% of
total net revenues was below the 25 to 28% the company believes it should currently invest
into new product opportunities. This relative underspending was the result of timing issues,
with several projects starting to accelerate in 2007.

Marketing and advertising expenses in 2006 increased to CHF 185.5 million from CHF 140.0
million in 2005, an increase of CHF 45.5 million. This increase is the result of Actelion con-
tinuing to invest in disease education, the key prerequisite to increase diagnosis and, con-
sequently, product sales.

Selling, general and administrative expenses in 2006 increased to CHF 185.1 million from
CHF 132.1 million in 2005, an increase of 40%. Approximately two thirds of this increase was
the result of a larger sales force, and the success of this expansion, in turn, resulted in both
increased product sales and an increase in sales-related payments.

To support long-term growth, Actelion also continues its investments into support infra-
structure, including human resources.

As of 1 July 2005, Actelion adopted — as required under US GAAP — the accounting standard
FAS 123R, which resulted in a non-cash charge in 2006 of CHF 32.7 million compared to
CHF 13.6 million in 2005. These non-cash expenses will continue to increase, not only as the
number of employee’s increase but also as a result of the 147% share price increase in 2006.
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Letter from the CFO

Operating income and cash EBIT

With net revenues growing at a faster rate than operating expenses, operating income for
the year was CHF 268.2 million compared to CHF 152.3 million in 2005. This performance is
especially satisfying as the company has strengthened the base from which further growth
can be generated.

In the future, Actelion expects that the company’s results expressed in US-GAAP will be
more and more disorted from economic realities by the size of non-cash items mandated by
accounting standards. Accordingly, the company has chosen to also express its perform-
ance in a non-US GAAP metric, cash EBIT.

This metric is calculated by adding back to operating income non-cash expenses such as
depreciation and amortization, IPRD charges and the cost of stock based compensation.
In 2006, cash EBIT was CHF 320.4 million compared to CHF 178.6 million in 2005.

Non-operating income

Interest income in 2006 amounted to CHF 8.4 million compared to CHF 3.0 million in 2005 and
interest expense was CHF 0.2 million, unchanged from 2005. The increase in income is
attributable to both enhanced returns and higher amounts of invested cash.

A full year's amortization of debt discount and bond issuance costs in 2006 resulted in a non-
cash expense of CHF 8.4 million, compared to CHF 7.8 million in 2005.

Other financial income in 2006 was CHF 10.7 million, compared to a loss of CHF 11.3 million
in 2005. This income is mostly due to foreign exchange gains from hedging operations that
the company has in place to protect operational cash flows.

Income tax expense in 2006 was CHF 37.7 million, compared to CHF 10.5 million in 2005
mostly due to increased profitability across our operations. In 2005, our tax expense was
lower due to the capitalization of tax losses in certain of our affiliate operations.

Net income and earnings per share

Net income for 2006 was CHF 241.1 million, compared to CHF 125.5 million in 2005. Basic
earnings per share increased in 2006 to CHF 10.64 per share compared to CHF 5.62 in 2005.
On a fully diluted basis, earnings per share in 2006 were CHF 10.25, despite a significant
increase in the number of shares used in the calculation.

Balance sheet — improved working capital management

With a strong operational performance in terms of netincome and careful management of
working capital, the major impact on the balance sheet was an improvement in net equity
and a general strengthening of the financial position of the company.

In addition, in November 2006 we raised CHF 460 million through a convertible bond issue.
The very favorable terms achieved — zero coupon, zero yield to maturity — reflect both the
favorable capital market environment as well as the growing maturity of the company.

The proceeds of the convertible bond issue provided the funds necessary for the acquisi-
tion of CoTherix Inc., which was consummated on January 9, 2007. In addition, a part of the
proceeds have been used to manage the dilution from the 2008 convertible bond the com-
pany issued in 2003 and which was called on January 18, 2007.



Overall in 2006, liquid funds increased markedly, as the company reported better operating
results. Actelion also received additional milestone payments from Merck (USD 7 million)
and Roche (USD 75 million).

Trade and other receivables increased to CHF 217.4 million at the end of December 2006
from CHF 157.2 million at the end of December 2005. This increase is directly related to high-
er sales. Importantly, these higher sales did not result in any material increase in day’s
sales outstanding.

Investment in property, plant and equipment was substantially higher in 2006, CHF 42.5 mil-
lion compared to 24.8 million in 2005. This increase can be attributed to new infrastructure
projects. In February 2006, the company was able to start operation in its new Research
Center. By the end of the year, another new facility providing office space had almost
reached completion.

Continued cash generation at the operational level

In 2006, the company generated cash from operations of CHF 352.8 million compared to CHF
138.4 million during 2005, an increase of CHF 214.4 million. This increase in cash generation
is driven by both an increase in operational income and receipt of milestone payments.

Effective internal controls over financial reporting
As at December 31, 2006, Actelion and its auditors were able to certify as to the effective-
ness of our internal controls over financial reporting.

While Actelion is a Swiss company listed at the Swiss Stock Exchange SWX, we chose to
certify ourselves according to the standards stipulated in the US known as the Sarbanes-
Oxley Act, Section 404.

Actelion underwent this certification process voluntarily so as to document our commit-
ment to develop an infrastructure capable of adapting to the demands of rapid growth.

| am particularly proud that we were able to achieve certification based on internal
resources, and without the need for costly external facilitation.

Concluding remarks and outlook

As a Chief Financial Officer in a rapidly growing company, | am indeed extremely fortunate to
be able to count on a very dedicated and highly professional finance and internal audit team.
All Actelion employees share a commitment to stakeholder value creation. Innovative medi-
cine for patients will create shareholder value if we carefully manage the resources deployed.
The same commitment is shared by the Board of Actelion. Through their Finance and Audit
Committee, they have provided substantial assistance and efforts. The same is true for our
auditors, Ernst & Young.

To all of you: Thank you. | am grateful that | can work together with you so that | can report
again in one year from now about another successful year for Actelion.

Andrew J. Oakley
Chief Financial Officer
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