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Shire trademarks

The following are trademarks either owned or licensed by Shire plc
or its subsidiaries, which are the subject of trademark registrations

in certain territories, or which are owned by third-parties as indicated:

ADDERALL XR® (mixed salts of a single entity amphetamine)
ADDERALL® (mixed salts of a single entity amphetamine)
AGRYLIN® (anagrelide hydrochioride)

DAYTRANA® (methylphenidate transdermal system)
ELAPRASE® (idursulfase)

EQUASYM® IR (methylphenidate hydrochloride)
EQUASYM® XL (methylphenidate hydrochloride)
FIRAZYR® (icatibant)

FOSRENOL® (janthanum carbonate)

INTUNIV™ (guanfacine extended release)

JUVISTA®

LIALDA® (mesalamine)

MEZAVANT® (mesalazine)

REPLAGAL® (agalsidase alfa)

VYVANSE® (lisdexamfetamine dimesylate)

VPRIV™ (velaglucerase alfa)

XAGRID® (anagrelide hydrochloride)

Third-party trademark
The following is a trademark of the third-party referred to in this document:

PENTASA® (trademark of Ferting A/S Corp (‘Ferting’))
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The quick read

How has Shire changed over the last five years?
What was once the ‘ADHD company’ has
now become one of the world’s most successtul

specialty biopharmaceutical companies.

An operation covering only nine markets

now extends to 28, with more coming soon.

A pipeline with great potential has become

one that’s delivering solid results, and a narrow
research focus has expanded into leading-edge
expertise in pioneering technologies like human
cell line biologics and Carrierwave technology.



Any other company would be talking about
‘transformation’, and in many ways that’s the
right word to use. But for Shire, this 1s just
another stage in a continuous process that
started over ten years ago. We've built this
company by turning foresight into insight—
in other words, by identifying the emerging
trends in our sector, and having the courage to
act on that knowledge. We saw the opportunity
for specialty pharmaceuticals, and moved
quickly to occupy that space. We predicted the
impact of generics, and the growing pressure
on drug pricing, and made sure we had the
pipeline and business model to deal with it.



S
The same thing 1s happening now: We can see
the big pharma model has outlived its useful life,
and we continue to position Shire to take full
advantage of the new trends that will shape
our industry over the next decade. And just as
before, this will be about practical, eftective
decision-making that builds momentum and
keeps us ahead of the curve. So yes, we've
transformed this company out of all recognition,
but we prefer to see it as what we do every day:

Raising the bar ever higher for Shire.



We've built Shire into one of the most
successtul specialty biopharmaceutical
companies in the world by delivering solid
returns for our shareholders, and helping people
with life-altering conditions lead better lives.
We do that by meeting the needs of specialist
physicians, treating symptomatic diseases, and
identifying and addressing niche unmet needs.
Our business model has proved to be robust,
resilient and right for the future, and it’s
allowed us to evolve industry-leading products,
capabilities, and expertise.



8 Growth-driving products

Our growth prospects remain
excellent with currently eight key
growth products in our portfolio.

LIALDA/MEZAVANT, VYVANSE,
FOSRENOL, INTUNIV,
ELAPRASE, REPLAGAL,
FIRAZYR, VPRIV

Global presence

Shire now operates in 28
countries and this is set to grow
further in 2010.

Technology platforms

Our aim is to develop and offer
the best treatments possible
to our patients by utilizing our
three platform technologies.
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Robust intellectual property

Our strategy is for robust
intellectual property and long
market exclusivity.

Strong pipeline

We have a good pipeline of
products coming through over
the next few years, with three
in Phase 2 and six in Phase 3
clinical trials.

R*D
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Excellent results in a transformational year
We continue to extend the platform to
achieve our aspirational target of mid-teen
revenue growth between 2009 and 2015.

Core product sales ($'M

)
— Our core products are the foundation
of our future growth.
u O — This is one of our most significant
p Key Performance Indicators (‘KPIs’).
Core products represent Shire’s
products excluding ADDERALL XR

Total revenue ($'M)

2009 $3,008M . . . .
—In the year in which our historically largest
2008 $3,022M drug, the blockbuster ADDERALL XR, faced
generic competition, our total revenues
2007 $2,436M of $3 billion in 2009 were in line with the

$3 billion we recorded in 2008.

2006 $1,797M

2005 $1,599M

Year-on-year product growth ($'M)

2009 VYVANSE LN up 58%
2008 VYVANSE $319M — Growth is broadly based across

2009 ELAPRASE EXLXIVE up 16% the core portfolio
2008 ELAPRASE $305M

2009 LIALDA/MEZAVANT PRIV up 68%

2008 LIALDA/MEZAVANT $140M

2009 REPLAGAL EYEZIVE up 10%

2008 REPLAGAL $176M

2009 FOSRENOL EYEVAVE up 19%

2008 FOSRENOL $155M
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Core product sales growth (excluding ADDERALL XR)

FY 2007 $1.1BN FY 2009 $2.1BN

— Our core products are now driving
VYVANSE

|
B ELAPRASE Shire’s growth.
Il LIALDA/MEZAVANT

PENTASA

FOSRENOL
Hl REPLAGAL
I OTHER

CAGR = 35% reriod Q1 2007—Q4 2009

Revenue from ex-US markets* (%)

2009 30% . .
— We have a clear objective to grow our

business internationally and our KPIs for

this is the percentage of sales generated

outside the US.

— Our business is becoming increasingly

international.
*Net product sales from geographic markets outside of the US

EBITDA ($’|\/|) (Earnings Before Interest Tax Depreciation and Amortization)

— Our KPIs for profitability and a key driver
of our Return on Invested Capital (ROIC)
is the growth of EBITDA.

— We delivered a strong EBITDA and
earnings performance despite the loss

of ADDERALL XR.
EBITDA is a Non GAAP measure

2009 cashflow ($'M)

Cash generation

— Our strong cash generation has supported

L7l Capital expenditure . . . .
continued investment in our business.

L7il N Tax and interest payments
$120M
$54M

EQUASYM, licenses and Jerini payments
Payment dividend

$53M Other cash inflows

EPLIVE Net cash inflow

Cash generation is a Non GAAP measure
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Chairman’s review

S i
% &

Matthew Emmens—Chairman

A year of unprecedented change

and enormous opportunity.

Those charged with leading Shire throughout 2009 entered
the year fully cognizant of the challenges that lay ahead.

There were, to begin with, the pressures forged by an industry
confronted by a nearly perfect storm—the worldwide recession;
the implications of proposed healthcare reforms; and the
increasing insistence, on the part of physicians, patients, and
payers, that the benefits of medicines be wholly quantified.
Value had become the watchword. The deliberate execution

of well-made plans would separate those who merely stayed
afloat from those who set new standards.

Such external pressures for our industry were compounded

at Shire by the long-anticipated genericization of ADDERALL XR,
the product that had fuelled Shire’s rise as a leading specialty
biopharmaceutical company. Certainly Shire had proactively
planned for its post-ADDERALL XR era by bolstering its pipeline
with a new generation of Attention Deficit Hyperactivity Disorder
(ADHD’) drugs. Still, the stakes were high.

1ELAPRASE, FIRAZYR, FOSRENOL, INTUNIV, LIALDA/MEZAVANT,
REPLAGAL, VPRIV and VYVANSE.

Staying on course in a weak economy with a portfolio that

was no longer headlined by ADDERALL XR would require Shire
to dig deep—to facilitate the kind of transformation one rarely
sees in any industry, under any circumstances. Those of us who
know this company—the breadth of its talent, the depth of its
commitment—were not surprised by the results. In 2009 Shire
did not just maintain its position as the world’s leading branded
ADHD company, it also advanced its portfolio of eight! growth-
driving products (with robust intellectual property protection),
extended its global presence to 28 countries, and, through its
Human Genetic Therapies (‘HGT’) business, proved its capacity
to answer to some very pressing patient needs. At the close

of 2009, Shire remains on track to meet its aspirational targets
of mid-teen digit revenue growth on average between 2009
and 2015.

Shire’s product portfolio is young and growing. It features a number
of ‘best-in-class’ medicines; medicines that make a discernible
difference. VYVANSE, the once-daily ADHD medicine indicated

for both children and adults, has surpassed the $1 billion mark

in cumulative gross sales since its launch mid-2007. INTUNIV,
launched this past November is a highly promising selective alpha-
2A receptor agonist indicated for once-daily treatment of ADHD.
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2009 highlights

LIALDA, already with 18% market share of the total US in the lives of their patients, and patients more proactively
prescriptions for ulcerative calitis, is currently in global Phase 3 managing their own health. We expect to see an environment,
trials for diverticulitis, an indication that has twice the patient in other words, that is ripe for the kind of company that Shire
population potential of ulcerative colitis. We expect to complete continues to become—"best-in-class, highly differentiated,
this Phase 3 trial by the end of 2010 with a potential launch in forward thinking, truly innovative, and deeply concerned with

early 2012. FOSRENOL, a phosphate-binding agent used in the the lives of those it serves.
control of hyperphosphataemia in chronic renal failure patients,

was our first international product launch, and is now marketed For the past several years, as you will see in this report,

in 38 countries. ELAPRASE, our Hunter syndrome product, Shire has positioned itself to take the right risks in a changing
is treating patients in more than 40 countries around the world. world. Today it finds itself in the midst of a growth cycle—fully
VPRIV (velaglucerase alfa), to help treat patients diagnosed with supported by a flexible business model and staffed by a team
that most common of all lysosomal storage diseases, Gaucher that continues to demonstrate remarkable courage and
disease, is now available on treatment protocol in the US and dedication. Shire isn’'t done yet, and it does not wish to be.
for compassionate use in the rest of the world; it has also been The transformation continues.

granted Priority Review by the US Food and Drug Administration
(‘FDA) and the product will be commercialized in the US at the
end of February 2010, 18 months ahead of schedule.

The world in which we live and work is in endless flux. Going
forward we expect to see physicians, patients, and payers
benefiting from the new science of biomarkers and calling for—
even demanding—far more specific agents to treat disease.

We expect to see specialist physicians taking a more active role

Matthew Emmens
Chairman
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Chief Executive Officer’s review

The Shire story

Past, present and future.

Like most CEOs, | get my fair share of invitations to speak

at conferences. The focus is usually on new trends in our own
industry but some look more broadly at business strategy,
marketing, or change management. Whatever the banner, there’s
one single question | get asked more often than any other: how
have we managed to take a small specialty pharmaceutical start-
up, and turn it into one of the major world players in that field?

It’s true that when you look at where Shire is today, and compare
it with where we were even five years ago, the scale of the change
is pretty extraordinary, and those of us who have been part of that
change can sometimes underestimate just how far we've come.

2009 was an important year for us—in many ways a watershed
year—because the results we've achieved in the last twelve
months are the direct result of a clear strategy that’s been in
place from the start, but has gained real momentum in the last
five years. So it seems a good time to look again at the Shire
story, because the sort of thinking that’s producing strong results
today is also shaping the way we're positioning the business for
the next phase of our growth.

Angus Russell—Chief Executive Officer

Phase I:

Developing the model

Our business model has always been one of the most important
keys to our success. The way we exploit that model is evolving
over time, especially as we grow internationally, but our

basic approach has remained unchanged for many years:

a focus on specialist physicians, niche markets, unmet needs
and symptomatic conditions where the impact of a successful
treatment is immediate and tangible. This strategy started out
as a positive response to a very practical business challenge—
how do you build a successful pharmaceutical company when
you have neither the resources to undertake large-scale high-risk
research, nor the sales infrastructure to compete in mainstream
therapy areas in primary care. Shire decided that the smart
answer was to focus on lower-risk research and development,
and make maximum use of the oral drug delivery know-how

we already had in Pharmavene, a business we acquired in 1997
and renamed Shire Laboratories.

Shire Laboratories had the expertise to re-examine existing drugs
and formulations like ADDERALL, and explore whether they could
be delivered in a more efficient form. For example, if the required
dosage could be reduced to once a day from three or four times,



the drug would be more convenient for the patient—this was

the genesis of ADDERALL XR. This approach proved to be an
extremely effective way of developing new drugs for a company at
our stage of development, because the chemical formulations we
were working on had already been through their safety trials, which
meant we could get new versions to market quickly, and start
generating the revenues we needed to re-invest in the business.

ADDERALL became the world’s leading ADHD treatment in April
2000, with over 30% of the then $1 billion US ADHD market.
When ADDERALL XR was launched in 2001, it rapidly achieved
a 26% share of a market that was worth around $4 billion by the
end of 2008. Shire was becoming a significant industry player;
but by 2002 it was obvious to us—if not to the rest of the
market—that the world was starting to change.

With hindsight, it seems obvious that generics were going to

have an enormous and irreversible impact on the industry, but few
people could have anticipated how wide that impact would be,

or how quickly it would take effect. The pharmaceutical sector has
always worked within the constraints of limited-life patents, and it
was no secret that some of the world’s big blockbuster drugs were
going to come off patent in the late ‘90s. What did surprise people
was the way the generic manufacturers used this opportunity

to start challenging existing patents for the first time: the dynamics
of the entire pharmaceutical market were about to change.

We soon saw exactly what this was going to mean in practice.
We launched ADDERALL XR in 2001, but by 2003 we'd already
attracted a generic filing challenging its patents. By 2004
approximately 60% of our product revenues came from our
ADHD portfolio, and investors questioned how we would survive
the loss of exclusivity. At the same time Shire was also facing the
fact that reformulated drugs only attracted a price premium in
the US. In the EU, reference pricing meant that health authorities
would probably not pay more for a reformulated drug than they
did for the older version. So it became evident that the strategy

Shire plc Annual Review 2009 11

US GAAP highlights

that had initially worked well enough for Shire in the US was

going to prove more challenging in building a platform for growth
in other international markets. This was a pivotal moment:

if Shire could no longer benefit from reasonable exclusivity periods
for drugs like ADDERALL XR, or sell them at a price that would
recover the investment, we would need a new approach.

And we found it.

Phase II:

New technologies, new markets

In 2003, the Board took a long hard look at where we were and
how we were going to grow the business going forward. Shire
sold a range of reformulated drugs in the US, and a number of
other small-scale treatments on a market-by-market basis in the
EU. There were no global drugs, which meant no international
economies of scale. So we went back and re-evaluated the
feasibility of high-risk early-stage research, and dismissed it again
for the same reasons we had before. We then re-examined our
basic ‘specialty pharma’ business model and decided that the
rationale behind it was still sound—but we needed another way
of delivering it. The challenge now was to sell our products on

a global basis, at a price that made them economically viable.
We also realized that reformulated products are vulnerable

to generic challenges, and that new chemical entities have

the benefit of longer periods of US regulatory exclusivity. True
innovation and foresight in new therapies was the way forward.
Around this time our work on developing anagrelide (AGRYLIN
in the US and XAGRID in the EU) gave us our first experience

of the ‘orphan’ drugs sector. Historically this has been less
attractive to very big competitors, because the numbers of
patients affected is very small, which is the main reason why
regulatory exclusivity can be as much as seven years in the

US, and 10 years in Europe and some other parts of the world.
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Chief Executive Officer’s review
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Our Business Development team started to look for opportunities
in this area that matched our existing focus on specialist
physicians, symptomatic diseases, niche markets and unmet
needs. What they found was Transkaryotic Therapies, Inc. (‘TKT’),
the business now known as Shire Human Genetic Therapies.
TKT’s focus on rare genetic diseases was a version of our own
business model, and was built on expertise in a leading-edge
proprietary technology. The difference was TKT dealt with large
molecules, proteins, whereas Shire’'s business up to that point
had been based on small molecules. Also, TKT's ability to
produce enzymes from human cell lines was an exciting new
area, but very few drugs had actually been commercialized at
that stage, making it something of a calculated risk. But the closer
we looked at the TKT opportunity, the more attractive it became.
They'd already started to sell REPLAGAL, and there were two

or three more drugs in the pipeline that we knew could be sold
internationally.

Biologics are now attracting serious attention from many of the
larger pharma companies, but we had the foresight to see the
opportunity early, and the courage to translate that insight into
effective action. This acquisition initially surprised the investment
community, but our shareholders quickly realized how much of
a great opportunity it was for Shire and the results now speak
for themselves. The success of REPLAGAL and ELAPRASE has
allowed Shire to establish operations in 28 countries, compared
with nine in 2005. This new international infrastructure has given
us a very powerful platform from which to exploit the growth
that’s going to come from the so-called ‘pharmerging’ markets.

Shire’s international expansion comes at a time when the US
government is putting more and more emphasis on reducing the
cost of US healthcare. Most pharmaceutical companies derive at
least a third of their revenue from the US; at Shire this percentage
was once as high as 80-85%. We've been working to reduce this
dependence on the US market over the last few years, and by the
end of 2009 it was down to 70%. Our aim is to be making half our

Czech Republic*

Japan*®
Mexico
Netherlands
Norway*
Poland
Portugal
Russia*
Singapore*
Spain
Sweden
Switzerland*
Turkey

United Kingdom
United States

*representative office

revenues outside the US by 2015, and to have 25% of that
revenue generated outside the top five European markets.
This is an aggressive target and it will take a lot of hard work
to get there, but we believe we've built a product range that

can help us achieve it.

A key component of that portfolio is VYVANSE, for the treatment
of ADHD. At the time we were working through the TKT
acquisition, we were also looking at our important ADHD portfolio.
ADDERALL XR, our most significant product in terms of sales,
was being challenged by generic companies, and clearly wasn't
the answer. The solution to this challenge was very similar

to the one we found in TKT: having investigated the market we
discovered that a company called New River was developing

a new way to deliver amphetamine using a proprietary technology
platform called ‘Carrierwave’. This made the effect of the
treatment much smoother and longer-lasting for the patient—

it had a potential duration of effect of at least 13 hours, meaning
only one dose would cover the whole day from start at school

to bedtime. No ADHD treatment had been able to do this

before, but it seemed that New River's new compound just

might. This ultimately led to our acquisition of New River in 2007
bringing us global rights to VYVANSE and ownership of the

Carrierwave technology.

As things stand now, we can see real signs that international
awareness and understanding of ADHD is growing as is the
need to treat adults, and there’s an increasing need for an
effective once-a-day medication. This will give us the potential
to take VYVANSE into a number of markets outside the US.
VYVANSE is already covered by US patents out to 2023, and

pending patents in the EU out to 2024.
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The pharma company of the future

The success of Shire's last ten years is the result of a combination
of foresight, good planning, and excellent execution. Shire’s basic
business model remains the same (specialty biopharmaceuticals,
symptomatic disease, unmet need, niche markets, robust
intellectual property protection); but we'll be adapting and growing
that model in response to new opportunities and new market
trends. Over the next few years we'll also need to carefully
manage the internal impact of our international expansion.
Traditionally we've been a very Anglo-American company, but

as we expand in markets like Eastern Europe, Latin America

and the Pacific Rim, we'll need to adapt to new cultures, new
languages and new ways of collaborating internally. A business
with a presence in nine countries is very different from one

that covers 28: we need to understand how these new markets
work, and adapt our own operations to fit local needs. A lot

of this is about having the right people, but it's also about the
right systems, and the right infrastructure, so that we can cope
with a much higher volume of international sales.

Another challenge is to grow the business without losing the
special culture that's made Shire what it is today, and we want to
keep our agile and entrepreneurial way of working. We're aiming
to do this through a ‘hub-and-spoke’ model, with regional centers
across the world and semi-autonomous business units taking
responsibility for decision-making on the ground. It's important

for us to have a ‘personalized’ structure that allows us to develop
a clear understanding of the needs of the specialist physicians
and patient populations that we serve.

On the manufacturing side we'll continue to make our own

drugs only if there is a strategic reason to do so. For example,
most of the treatments in the Specialty Pharmaceutical portfolio
are derived from small molecule chemicals, where out-sourced
manufacturers have the experience and the capabilities to
produce the product themselves. This is why we're in the process
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CARRIERWAVE TECHNOLOGY

Carrierwave is a technology acquired as part of the acquisition
of New River Pharmaceuticals (‘NRP’) and is used in VYVANSE.
Since its acquisition, Shire scientists have significantly improved
the understanding and breadth of this technology. It potentially
allows Shire to develop New Chemical Entities (‘NCE’s), but with
less risk, as the products will be based on the understanding

of known products which we seek to improve.

Carrierwave NCEs are thus designed to have improved safety/
tolerability, efficacy and/or pharmacokinetic profiles when
compared to the original/existing product—significantly enhancing
their potential medical utility and value.

The first successful application of Carrierwave technology

is VYVANSE for ADHD (launched in the US in 2007). Shire has

a number of Carrierwave NCEs presently in development across
several key therapeutic areas (including ADHD) and sees
applicability of this technology in supplementing the pipelines
of both Shire businesses (Specialty and HGT).

Carrierwave™

of transferring manufacturing from our site at Owings Mills to one
of our contractors. On the other hand, many of our HGT products
are made using complex techniques and proprietary technology,
and there are currently almost no contractors in the market who
can do this better, more cheaply, or more reliably than we can.

Looking more widely, everyone in our industry knows that the
world of healthcare is changing. Populations are ageing, which
changes the balance of needs, while at the same time there's

a constant stream of new and more sophisticated treatments
that offer the hope of new cures. The net result is that an ever-
larger proportion of GDP is being consumed by healthcare,
which translates into more pressure on pricing, and an
increasingly competitive market. The successful pharmaceutical
company of the 21st century will need to be more cost-effective,
more productive, and more proficient at demonstrating the value
of its treatments to the authorities who pay for them. Technology
will become more and more important, as will new ways of
working, not only inside the business, but with partners, academic
scientists, and suppliers. We still believe passionately that we
have the right model, but we're very much aware that it will need
to continue to evolve over the next decade, just as it has already
done over the last one. So the new Shire will be ‘more of the
same’ in the best possible sense, but better, more efficient, more
agile with faster return on investments.

nNeL

Angus Russell
Chief Executive Officer
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The R&D pipeline
19 projects in development,
13 in Phase 2 or beyond.

— VYVANSE non-ADHD—Phase 2 clinical trials actively enrolling patients with data beginning 2011.
— LIALDA—qglobal Phase 3 in diverticulitis ongoing.
— VPRIV—responded to evolving market demands in 2009, planning for launch in 2010.

— Hunter Syndrome Central Nervous System (‘CNS’)—the first of a new platform of direct delivery
of proteins to the CNS. Advancement into the clinic in 2010, first patient dosed.
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Estimated Estimated
Indication Project submission launch

ADHD—adolescent DAYTRANA (US) Registration 2010
ADHD VYVANSE (EU) 3 2011 2012
ADHD—for use in combination with other ADHD treatments INTUNIV (US) 3 2010 2011
Ulcerative colitis—maintenance of remission treatment LIALDA (US) 3 2010 2011
Diverticulitis LIALDA/MEZAVANT 3 2012 2013
Chronic Kidney disease FOSRENOL (US) Pre-registration
Prevention and reduction of scarring JUVISTA (EU) 3 2013-2016
Adjunctive therapy in depression VYVANSE 2
Cognitive impairment in depression VYVANSE 2
Negative symptoms and cognitive VYVANSE 2
impairment in schizophrenia
Platelet lowering SPD 535 1 2013-2016
Gaucher disease VPRIV (EU) Registration H2-2009 2010
Fabry disease REPLAGAL (US) Registration 2010
Hereditary angioedema FIRAZYR (US) 3 2011
Hunter syndrome CNS HGT 2310 1/2 2013-2016
Metachromatic Leukodystrophy (‘MLD’) HGT 1110 Pre-clinical 2013-2016
Sanfilippo A syndrome HGT 1410 Pre-clinical 2013-2016
Globoid Cell Leukodystrophy (‘GLD’, Krabbe) HGT 2610 Pre-clinical 2013-2016

Santaris collaboration 3 targets Pre-clinical 2013-2016
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Sylvie Grégoire—President, Human Genetic Therapies

Human Genetic Therapies

Key corporate objectives out
to 2015 on track to be achieved.

Two of Shire’s key corporate objectives out to 2015 are to
become or maintain a number one or number two market
position in each of our therapeutic areas, and to generate more
than 50% of our sales outside the US. This year’s results show,
the HGT business unit has already achieved both of these
aims and expects to continue to contribute significantly to

the achievement of these goals across the whole of Shire out
to 2015. However, 2009 was also an important year for us

for quite another reason—one which was much more closely
related to the special relationships we have with treating
physicians and patients, and how we fulfil our responsibilities
to them.

Midway through 2009 one of our competitors suddenly had

a problem at one of their manufacturing plants, which created
an acute and unexpected shortage of their products, which in
turn left many patients with limited treatment or no treatment
at all. We were asked by the FDA and other authorities to

step up and help by doing everything we could to make our
treatments, which are currently in development or sold in other
countries, available for these vulnerable people, many of whom
are dealing with life-threatening conditions.

We brought forward the submission and expected launch of

our new Gaucher disease therapy in the US, Canada and the EU,
and gave hundreds of patients access to pre-license treatment
through pre-approval programs. The same issue of shortage of
supply affected the only other Enzyme Replacement Therapy
(‘ERT’) treatment currently available for Fabry disease, and this
meant that demand for our own drug, REPLAGAL, increased
significantly this year. Again, our priority was to do the right thing
for patients, even though there was a cost to us in doing that,
both financially and in terms of the extra pressure it put on our
manufacturing facilities. We were also able to find ways to supply
the drug for free in the US by using treatment or emergency
protocols for VPRIV (velaglucerase alfa for Gaucher disease) and
REPLAGAL (for Fabry disease).

This has always been a business that has put the needs of
patients first, and I'm particularly proud that we were able to
show this in action this year, in such a clear and powerful way.

Sylvie Grégoire, President, Human Genetic Therapies



ELAPRASE

Hunter syndrome

REPLAGAL

Fabry disease
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VPRIV

Gaucher disease

Sales in 2009 $353M

Sales in 2009 $194M

Prevalence Prevalence
2,000 worldwide. 10,000 worldwide.
Product fact Product fact

Approved for treatment in 44 countries.

Approved for treatment in 45 countries.

ELAPRASE is the first and only Enzyme
Replacement Therapy for Hunter syndrome—
a rare, progressive and life-threatening
condition that primarily affects boys.

elaprase

ELAPRASE product sales ($'M)

REPLAGAL replaces the enzyme which
is missing or deficient in people suffering
from Fabry disease. It's been shown to help

improve both kidney function and heart size.

© rePLAGAL

Prevalence
10,000 worldwide.

Product fact

Approved in the US on February 26, 2010
and available through pre-approval process
around the world.

VPRIV supplements replace beta-
glucocerebrosidase, the enzyme that
catalyzes the hydrolysis of glucocerebroside,
reducing the amount of accumulated
glucocerebroside and correcting the
pathophysiology of Gaucher disease.

@..oo
VPRIV

REPLAGAL product sales ($'M)

2009 $353M 2009 $194M

~10%

~16%0
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Human Genetic Therapies

Key achievements in 2009

The most important achievement this year was the way the whole
business pulled together to address the unexpected shortfall

in market supply in two of HGT’s key therapeutic areas. The US
regulatory submission and expected launch for the Gaucher
disease treatment VPRIV was brought forward ahead of schedule,
and this drug received US approval on February 26, 2010, which
is great news for the Gaucher patient population. Marketing
Authorization Applications have also been made in the EU and
Canada, and we expect that the product will be launched in those
regions during 2010. It was also made available to patients in many
countries across the world through national pre-approval access
programs. Acceleration of these plans also meant bringing our own
manufacturing plans forward by 18 months.

REPLAGAL was also affected by the same market supply
problem, and the US marketing authorization submission was also
completed in 2009 to meet this increased demand. The treatment
was made available to patients in the US in advance of its formal
regulatory approval, to help those affected by the shortage of the
competitor’s treatment. At the end of the year, a Biologics License
Application was submitted for approval in the US. In February
2010, FDA requested additional pharmacokinetic comparability
data. As a result, Shire withdrew its December BLA filing, and,

at the suggestion of FDA, requested and received Fast Track
designation. Shire quickly initiated a rolling BLA submission.

As well as growing sales of key products, HGT also expanded
and streamlined its business in 2009. New decision-making
forums were established to improve the way the division works
and increase efficiency as the business grows internationally.

A representative office was opened in Japan, and a lease signed
on a new building in Lexington Technology Park. HGT now has
28 offices around the world and continues to set foot in countries
where patients require treatments. We also see significant benefit
in working with local expertise to improve local understanding
and awareness of these diseases.

Portfolio review

HGT has been very adept at developing and streamlining its
portfolio in recent years, both in terms of identifying new products
and technologies with significant potential, and in deciding when
to exit those that have not proved to be as promising as they
initially appeared. The objective is to develop our own products
internally or identify partnerships through deals balancing the risk
and managing development costs through milestone payments.

The leading HGT drugs now being sold in the market are REPLAGAL,
ELAPRASE, and FIRAZYR. REPLAGAL is already approved for
use in 45 countries around the world. Sales of the Hunter
syndrome treatment ELAPRASE continued to grow internationally,
and the focus for 2010 will be on Latin America and Eastern Europe.
FIRAZYR is now marketed in the five largest European countries,

and will soon be launched in a number of new markets, as demand
grows for an effective subcutaneous treatment for acute attacks of



Hereditary Angioedema. FIRAZYR is an innovative treatment and
the first new product for this condition in Europe in 30 years. It has
also been granted orphan drug protection in the EU until 2018.
The aim this year, is to complete Phase 3 trials in the US for this
product and file for registration with the FDA in 2010.

The HGT pipeline remains strong, idursulfase has now been
administered directly to the Central Nervous System (‘CNS’)

for the first time on a patient with the CNS symptoms of Hunter
syndrome. The innovation here was the use of a new intrathecal
delivery mechanism, which allows very small quantities of the
drug to be injected into the base of the spine where it enters the
cerebrospinal fluid for delivery to the brain. If this proves effective,
it could open up a number of new opportunities for other
products in the HGT pipeline. We plan to extend the use of this
innovative device to initiate an ERT trial in Sanfilippo A patients
in mid-2010.

A new business development deal was also signed with Santaris
Pharma A/S in August 2009. This gives HGT access to another
important new technology platform, which will be developed
alongside Enzyme Replacement Therapy. This is called Locked
Nucleic Acid (‘LNA), and it could make it possible to target
genetic diseases that result from excessive quantities of certain
proteins, rather than a lack of them, which is what Enzyme
Replacement Therapy seeks to correct. The technical name for
these diseases is ‘autosomal dominant’, and many of them are
also orphan conditions, which would be treated by the same
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1 Lucinda Mickleburgh and daughter Pheobe—REPLAGAL—Fabry disease
2 Dr Wayne Rosenfeld—VPRIV—Gaucher disease
3 Di Angelo and Nick Zubia—ELAPRASE—Hunter syndrome

specialist physicians and centers of excellence that already
use HGT’s drugs. The LNA technology is still at an early stage,
but if it works it could open up an important new area for the
business giving us the lead in new innovative treatments.

New markets

HGT now has a direct presence in 28 countries, and its products are
distributed in around 50 countries across the world. New operations
will open in Colombia, Poland, Turkey, and Switzerland in 2010.

Focus for 2010

The focus for 2010 will be on international launches for a number
of HGT's products, which will leverage the company’s existing
international commercial infrastructure and R&D expertise. The
Switzerland-based office will become an international business
center, which will eventually house certain global commercial
personnel. The HGT commercial team is already operating on

a global scale, and will be the first to move into the new facility
when it opens in late 2010.

As Sylvie Grégoire says, “There are some 7,000 orphan diseases
affecting around 50 million people worldwide, which means there
are still significant new opportunities opening up for HGT, as we
exploit our proprietary technologies to develop new therapies, and
explore the possibilities for new partnerships and alliances. The key
will be to do this in a way that makes the most of the investments
we make. It's about collective bravery, and measured risk-taking,
which have always been at the heart of HGT’s success.”
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An integral part of the way Shire works.

[t comes as no surprise that Shire has always been committed to
managing its business in a responsible way. Any pharmaceutical
company—and especially one that aims to enable people with
life-altering conditions to lead better lives—uwiill always be aware
of its wider social and ethical responsibilities. In this respect Shire
is no different. Shire is different, though, in the depth and breadth
of that commitment. The idea of ‘responsibility’ runs through
everything Shire does, from its distinctive culture, to day-to-day
decision-making, to its long-term strategic goals.

2009 was something of a landmark year for Corporate
Responsibility (‘CR’) at Shire. The Company is proud of the way
it's grown and evolved its approach to CR over the last nine
years, but it's never been complacent. The aim has always been
to make CR an integral part of the way Shire does business,
and considerable progress had already been made. But when
Tatjana May took over as head of the Shire Corporate
Responsibility Committee in July 2008, one of the first and

most important changes she made was to rename that team.

Informal discussions and feedback from employees had

started to suggest that some staff felt that anything managed

by a committee with the word ‘Corporate’ in the title was the
preserve of management, rather than something directly relevant
to their own jobs. As Jessica Mann, Senior Vice President of
Global Corporate Communications, says, “This was despite the
fact that the work many of them were doing was an excellent

example of Corporate Responsibility in practice every day,

even if they weren’t thinking about it in that way.” So the change
in emphasis and focus that’s now underway was initially
prompted by the need to shift perceptions internally. Within
Shire, ‘Corporate Responsibility’ has now become simply
‘Responsibility’, and the formal committee has been re-named
the ‘Responsibility Co-ordination Team’.

The next stage of the change related to the Company’s 2015
ambition to be the most valuable specialty biopharmaceutical
company in the world. As the diagram? shows, making this
happen in practice is going to depend not just on what Shire
does, but how it does it. This insight has led to a major change
in focus for Responsibility at Shire, and one that aligns these
principles even more closely with the Company’s commercial
goals and way of working.

A new focus

Shire is now organising its Responsibility efforts behind 13 focus
areas, all of them directly related to the way Shire is run, the kind
of business it is, and the way it manages its relationships with
external and internal stakeholders.

Each member of the co-ordination team is now acting as
sponsor for one of these areas. And it is very much ‘sponsorship’,
rather management or supervision. Each area has its own
champions within the business, and the main role of the



OUR 2015 GOAL

We will be the most valuable specialty biopharmaceutical company
in the world.

We’ll attain the number one or number two position in each of our
chosen therapeutic areas.

We’'ll grow sales by mid-teens year-on-year on average between
2009-2015.

And we’ll have 50% of our sales coming from outside the US
and 25% from outside the US, Germany, Italy, Spain, UK, France,
and Canada.

We’ll do this by

Nurturing and strengthening our brave and collaborative culture,
which differentiates us from ‘Big Pharma’ and allows all our people
to impact and shape our business.

Encouraging trust and openness in tackling business challenges.

Avoiding complacency and fostering innovation by taking measured
risks and actively experimenting.

Learning from both success and failure, and moving opportunistically
into areas that grow our business.

co-ordination team member is to keep a watching brief on
developments, and make sure that new ideas and success
stories are shared more widely across the whole company.
They can also offer advice and support if that’s helpful, and
provide a third-party sounding board on any new developments
or emerging issues in that field.

As the diagram* shows, some of Shire’s 13 focus areas are

now common CR priorities for any major business, like Health

& Safety, People, and Environmental Stewardship; while others
relate directly to the special challenges and responsibilities

of a major drugs company, such as Product Safety, Bioethics,
and Ethical Sales and Marketing. Some of the 13, however, are
not necessarily what you'd expect to see in a more conventional
list of CR objectives, but these cover key areas that will

be instrumental in making Shire’s long-term goals a reality.

The focus for 2010 and beyond will be on four of these areas in
particular. That’s not to say the others are less important, but the
four that are being emphasized this year are either newer issues
for Shire, or ones that are especially crucial to the 2015 goals.
The first of these is geographical expansion.
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1 Shire continued its support of Kids Company throughout 2009

2 Shire’s Project Playground opens in the Feltonville neighborhood in Philadelphia
3 Our 2015 goal

4 Responsibility Focus Areas

Responsible international growth

Shire’s international presence has increased substantially over
the last few years and the next phase of growth will take this

to a whole new level. The Company is going to have to find a way
of doing this in a way that doesn’t just make commercial sense,
but respects both international best practice and local customs.
As Caroline West, Responsibility Co-ordination Team member
says, “It's about finding a balance between having our own
global standards, and giving our local operations the flexibility
to run their businesses in the best way for their own market,
while of course, assuring that we are in compliance with local
and internationally applicable laws. Our challenge is to provide
the right framework to support our business goals.”

Responsible expansion overseas is also about being aware

of the possible pitfalls of entering a new market. Shire has an
active and experienced New Market Development team, who
ensure that a thorough due diligence process is completed for
each prospective new market. This involves a co-ordinated effort
by a whole range of internal teams, from Finance and Legal,

to Commercial, Manufacturing and Distribution, Medical Affairs,
Regulatory, and Pharmacovigilance. It's crucial to understand
the risks and challenges the company might face in a new
region, especially in emerging markets, where business practices
can vary quite widely. Even in developed markets the regulatory
framework can be very different, even in neighboring countries.
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Each will have its own anti-trade and anti-monopoly rules, its own
anti-corruption regulations, its own employment laws and pricing
controls. As Ann Brady, VP of New Market Development, says,
“We could see a very real opportunity in a market but discover
that there are too few protections of our intellectual property.

We could hear from patients that we want to be able to treat,

but find ourselves impeded by the current national infrastructure
or cultural norms. Whatever steps we or our partners take on
Shire’s behalf reflect on our reputation, and impact our company
as a whole. We cannot be too careful.”

Understanding the issues around access to medicines
Media and public discussion of access to medicines tends to
concentrate almost exclusively on the provision of low-cost drugs
to people in developing countries, especially antiretrovirals for
those suffering from AIDS in Africa. Shire played it’s part in sub-
Saharan Africa by agreeing in 2009 to permit GlaxoSmithKline
(‘GSK’) to enter into royalty-free voluntary sub-licenses in sub-
Saharan Africa with generic manufacturers to make and sell
AlDs antiretrovirals. However, more generally for a business like
Shire operating in the specialty pharma and orphan diseases
sector, there are broader issues involved.

The drugs developed by Shire’s HGT division are used to treat
rare conditions, many of which affect small children, and most
of which are life-threatening. In many cases there is no other
treatment available, so even announcing the early-stage

This is not just a manual

It’s a call to action

Moving Parents And Children Together

1&2

development of a new therapy sets up expectations for patients
and families who have no other hope. Some of these people

will be able to participate in the clinical trials phase, but it’'s never
possible to involve all those who desperately want the chance
to take part, so the challenge for a business like Shire is to
ensure these trials are recruited and conducted in an ethical
manner, in line with good industry practice, and with absolute
integrity. And, of course, that access to treatment is carefully
considered at the most appropriate moment along the pathway
of development of new medicines.

A more sustainable supply chain

Some of the issues raised by Shire’'s geographical expansion

are directly relevant here as well. Shire is not a “fully integrated
pharmaceutical company’ like some of the Big Pharma
businesses. Its success has been built on a business model in
which activities like distribution and manufacture are out-sourced,
unless there is real value or competitive advantage from

keeping them in-house. While this can bring distinct benefits,
relationships with third-party contractors and suppliers need

to be managed very carefully, so that Shire’s standards can be
maintained. “As Shire expands, the number of these relationships
is only going to grow,” says Susan Gavigan, Responsibility
Co-ordination Team member, “and will cover everything from
contractors carrying out drug testing and trials, to in-licensing
partners, to small biotechs and academic departments working
in collaboration with us on the development of new molecules.”
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Shire has already run a number of successful supplier
conferences in the UK and US, and established a supplier audit
program. 35 separate audits were carried out in 2009, but this
will need to expand to keep pace with the Company’s growth,
and will also need to take into account specific risks relating

to social, ethical, and environmental performance.

Promoting a better understanding of ADHD

ADHD is one of those conditions that is well-understood in some
parts of the world, but poorly-diagnosed, and misunderstood,

in others. After many years as the US leader in ADHD treatment,
Shire has a detailed knowledge of this challenging and often
traumatic condition, which affects not just the young person
dealing with it, but their whole family. Likewise, it’s only relatively
recently become clear how many adults still suffer from symptoms
that were traditionally assumed to disappear with adolescence.

More and more markets outside North America are becoming
aware of the real prevalence of ADHD, and the various options
available to manage it, and this is opening up a significant
opportunity for Shire’s range of ADHD therapies. But this
opportunity needs to be managed in a sensitive and appropriate
way, which is why Shire is investing so much time and resource
into physician and patient education. A good example is the
ADHD Awareness Week run in September 2009, which involved
live web-chats with acknowledged experts in the condition.

1 Shire@Work global employee engagement survey administered by Gallup, in which
91% of employees participated in 2009.

2 Students from the University of Minnesota, Carlson School of Management, visit
members of Shire’s Responsibility Co-ordination Team to learn more about CR
in the corporate environment, as part of their European fact finding tour.

3 Shire UK sponsored Action on Addiction, helping to provide their M-PACT counselors
with a manual for their work with families

4 Shire Massachusetts's employees helping Crittenton Women'’s Union.

Next steps

The way forward for Responsibility at Shire is now very clear;
the challenge now is to find a robust way of setting milestones
and measuring progress.

As Jessica Mann says, “Making Responsibility an even more
integral part of the way we work is clearly the right approach,

but it does make it slightly harder to define specific Responsibility
goals. The co-ordination team is now working to establish short-
term objectives for 2010—-11, and longer-term aims out to 2015.”
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Board of Directors

1
Matthew Emmens (58)

Chairman

Mr Emmens was appointed Non-Executive
Chairman on June 18, 2008 and has been

a member of the Board since March 12, 2003.
He is also a member of the Company’s
Nomination Committee. He was the Company’s
Chief Executive Officer from March 2008 to June
2008. Mr Emmens brings to the Board, among
other things, his operational knowledge of Shire
and his wealth of international sales, marketing,
integration and operational experience in the
pharmaceutical sector. Mr Emmens also serves
as Chairman, President and Chief Executive
Officer of Vertex Pharmaceuticals Inc. He is a
former board member of Incyte Corporation.

Mr Emmens began his career in international
pharmaceuticals with Merck & Co, Inc. in 1974,
where he held a wide range of sales, marketing
and administrative positions. In 1992, he helped
to establish Astra Merck, a joint venture between
Merck and Astra AB of Sweden, becoming
President and Chief Executive Officer. In 1999,
he joined Merck KGaA and established EMD
Pharmaceuticals, the company’s global
prescription pharmaceutical business. He was
later based in Darmstadt, Germany as President
of Merck KGaA's US prescription pharmaceutical
business and was a board member. Mr Emmens
holds a degree in Business Management from
Fairleigh Dickinson University.

2

Angus Russell (54)

Chief Executive Officer

Mr Russell was appointed Chief Executive Officer
on June 18, 2008 and has been a member of

the Board since December 13, 1999. He was the
Company’s Chief Financial Officer from December
1999 to June 2008. He is also the Chairman of the
Company'’s Leadership Team. Mr Russell brings
to his position, among other things, his operational
knowledge of Shire and his extensive finance,

risk management, strategic and operational
experience in the pharmaceutical sector.

Mr Russell is a former Non-Executive Director of
the City of London Investment Trust plc. Between
1980 and 1999, he held a number of positions

of increasing responsibility at ICI, Zeneca and
AstraZeneca PLC, including Vice President,
Corporate Finance at AstraZeneca and Group
Treasurer at Zeneca. Mr Russell is a Chartered
Accountant, having qualified with Coopers &
Lybrand, and is a Fellow of the Association of
Corporate Treasurers.

3

Graham Hetherington (51)

Chief Financial Officer

Mr Hetherington has been the Company’s Chief
Financial Officer and a member of the Board
since July 1, 2008. He is also a member of the
Company'’s Leadership Team. Mr Hetherington
brings to his position, among other things,

a broad range of international finance management
and planning, audit, risk management and M&A
experience. Mr Hetherington most recently held
positions as the Chief Financial Officer of Bacardi
in 2007 and Chief Financial Officer of Allied
Domecq plc from 1999 to 2005. Mr Hetherington
is a Fellow of the Chartered Institute of
Management Accountants.

4
David Kappler (62)

Deputy Chairman and Senior Independent
Non-Executive Director

Mr Kappler has been a member of the Company’s
Board since April 5, 2004. He was appointed
Deputy Chairman in June 2008 and Senior
Independent Non-Executive Director in July 2007.
He is Chairman of the Company’s Nomination
Committee and Audit, Compliance & Risk
Committee. Mr Kappler brings to the Board,
among other things, his extensive knowledge and
experience in financial reporting, risk management
and internal financial controls. Mr Kappler also
serves as the Non-Executive Chairman of Premier
Foods plc and as a Non-Executive Director

of Intercontinental Hotels Group plc. Mr Kappler
was a Director of Camelot Group plc from 1996 to
2002 and of HMV Group plc from 2002 to 2006.
Mr Kappler retired from Cadbury Schweppes plc
in April 2004 after serving as Chief Financial
Officer since 1995. He worked for the Cadbury
Schweppes group between 1965 and 1984

and rejoined the company in 1989 following its
acquisition of the Trebor Group, where he was
Financial Director. Mr Kappler is a Fellow of the
Chartered Institute of Management Accountants.

5

Patrick Langlois (64)

Non-Executive Director

Mr Langlois has been a member of the Company’s
Board since November 11, 2005. He is also a
member of the Company’s Audit, Compliance &
Risk Committee and Remuneration Committee.
Mr Langlois brings to the Board, among other
things, his extensive experience in financial
reporting, audit and risk management. Mr Langlois
is a Non-Executive Director of Scynexis Inc.,
Nanobiotix S.A., Exonhit S.A. and Newron Spa.
Mr Langlois previously served as Vice Chairman
of the Management Board of Aventis S.A.,
Strasbourg, having been Group Executive Vice
President and Chief Financial Officer for several
years. He also spent many years in senior
financial roles with the Rhéne-Poulenc Group,
including three years as a member of the
Executive Committee and Chief Financial Officer.
Mr Langlois holds a PhD in Economics and

a diploma in banking studies.



6

Dr Jeffrey Leiden (54)

Vice Chairman and Non-Executive Director
Dr Leiden has been a member of the Company’s
Board since January 1, 2007, and Vice Chairman
since April 2009. He is a member of the
Company’s Remuneration Committee and
Nomination Committee and Chairman of the
Company’s Science & Technology Committee.
Dr Leiden brings to the Board, among other
things, his extensive operational experience in
pharmaceutical companies and his operational
and scientific experience in clinical research,
development and registration. Dr Leiden is also
a Managing Director at Clarus Ventures LLC,
Chairman of the Board of Directors of TyRx
Pharma, Inc., Lycera Corporation and Variation
Biotechnologies Inc., and a member of the Board
of Directors of Biolex Therapeutics Inc., and
Vertex Pharmaceuticals Inc. Dr Leiden served

as President and Chief Operating Officer,
Pharmaceutical Products Group and Chief
Scientific Officer at Abbott Laboratories from
2001 to 2006; during this time he was also a
member of the Boards of Directors of Abbott and
TAP Pharmaceutical Products, Inc. Prior to joining
Abbott, Dr Leiden served as the Elkan R. Blout
Professor of Biological Sciences, Harvard School
of Public Health and Professor of Medicine,
Harvard Medical School. Previously, he was the
Frederick H. Rawson Professor of Medicine and
Pathology and Chief of the Section of Cardiology
at the University of Chicago. Dr Leiden was a
founder of Cardiogene, Inc., a biotechnology
company specializing in cardiovascular gene
therapy. Dr Leiden earned a bachelor’s degree in
biological sciences, a doctorate in virology and a

medical degree, all from the University of Chicago.

He is a Fellow of the American Academy of Arts
and Sciences and an elected member of the
Institute of Medicine of the National Academy
of Sciences. Dr Leiden is currently a Managing
Director at Clarus Ventures LLC.

7

Kate Nealon (56)

Non-Executive Director

Ms Nealon has been a member of the Company’s
Board since July 27, 2006. She is Chairman

of the Company’s Remuneration Committee and
also a member of the Audit, Compliance & Risk
Committee. Ms Nealon brings to the Board,
among other things, her extensive global legal,
compliance and risk management experience
gained through roles held in multinational
companies. Ms Nealon is a Non-Executive
Director of Cable & Wireless plc and a former
Non-Executive Director of HBOS plc. She is also
a Senior Associate at the Judge Business
School at Cambridge University. Ms Nealon was
previously Group Head of Legal & Compliance
at Standard Chartered plc until 2004. She is

a US qualified lawyer and spent several years

in her early career practising law in New York.

8

David Stout (55)

Non-Executive Director

Mr David Stout joined the Board as a Non-
Executive Director with effect from October 31,
2009 and is a member of the Audit, Compliance
& Risk Committee. Mr Stout brings to the Board,
among other things, extensive international
sales, marketing, operational and supply chain
experience gained in the pharmaceutical sector.
Mr Stout also holds directorships at Allos
Therapeutics, Inc, Jabil Circuit, Inc. and Airgas Inc.
Most recently he was President, Pharmaceutical
Operations at GSK. In this position he had
responsibility for pharmaceutical operations

in the United States, Europe, Japan and all other
International Markets. Mr Stout was also
responsible for global manufacturing and global
Biologics (vaccines) at GSK. Prior to that, he was
President of GSK’s US Pharmaceuticals Business
and before that SmithKline Beecham’s North
American Pharmaceuticals Business. Before
joining SmithKline Beecham, Mr Stout worked
for many years at Schering-Plough.
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Former Non-Executive Directors

Dr Barry Price (66)

Non-Executive Director

Dr Price was a member of the Company’s Board from
January 16, 1996 until his retirement from the Board on
January 24, 2010. He was a member of the Company’s
Nomination Committee and Science & Technology Committee
until October 2009 and January 2010 respectively. Dr Price
brought to the Board, among other things, his wealth of
experience in the operational and scientific aspects of clinical
research and development. He serves as Chairman of
Antisoma plc and Summit Corporation plc. In recent years

he has held directorships at Chiroscience plc, Celltech

Group plc, Pharmagene plc and BioWisdom Limited. Dr Price
worked for GSK for 28 years, where he held positions of
increasing responsibility with that company’s research group.

David Mott (44)

Non-Executive Director

Mr Mott was a member of the Company’s Board from
October 31, 2007 to October 30, 2009. He was a member

of the Company’s Audit, Compliance & Risk Committee

until October 2009. Mr Mott joined venture capital firm New
Enterprise Associates (‘NEA') in September 2008 as a General
Partner focused on biopharmaceutical investments. Prior

to joining NEA, Mr Mott was President and Chief Executive
Officer of Medimmune Inc., a subsidiary of AstraZeneca PLC,
and Executive Vice President of AstraZeneca. Formerly, he
was a Vice President in the Health Care Investment Banking
Group at Smith Barney, Harris Upham & Co. Inc. He is a
member of the board of Rib-x Pharmaceuticals Inc. and also
a former board member of Ambit Biosciences and Conceptis
Technologies. Mr Mott holds a bachelor’s degree in
economics and government from Dartmouth College.

Dr Michael Rosenblatt (62)

Non-Executive Director

Dr Rosenblatt was a member of the Company’s Board from
April 24, 2008 to December 23, 2009. He was a member

of the Company’s Nomination Committee, Remuneration
Committee and Science & Technology Committee until
December 23, 2009. Dr Rosenblatt is the Dean of Tufts
University School of Medicine, Boston, Massachusetts.

He was previously Professor of Medicine at Harvard Medical
School and has served in senior research positions at the
Beth Israel Deaconess Medical Center in Boston. He was the
founding director of the Carl J. Shapiro Institute for Education
and Research at Harvard Medical School and Beth Israel
Deaconess Medical Center. In addition, Dr Rosenblatt has
served as Director of the Harvard-MIT Division of Health
Sciences and Technology and as Senior Vice President for
Research at Merck Sharp & Dohme Research Laboratories
where he headed a worldwide development team as well

as directing drug discovery efforts in the United States,
Japan and Italy. He also headed Merck Research’s worldwide
University and Industry Relations Department. He is a
graduate of Columbia University and gained his medical
qualification at Harvard Medical School.
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Leadership Team

1
Angus Russell (54)

Chief Executive Officer

Mr Russell was appointed Chief Executive Officer
on June 18, 2008 and has been a member of

the Board since December 13, 1999. He was the
Company’s Chief Financial Officer from December
1999 to June 2008. He is also the Chairman of the
Company'’s Leadership Team. Mr Russell brings

to his position, among other things, his operational
knowledge of Shire and his extensive finance,

risk management, strategic and operational
experience in the pharmaceutical sector.

Mr Russell is a former Non-Executive Director of
the City of London Investment Trust plc. Between
1980 and 1999, he held a number of positions

of increasing responsibility at ICI, Zeneca and
AstraZeneca PLC, including Vice President,
Corporate Finance at AstraZeneca and Group
Treasurer at Zeneca. Mr Russell is a Chartered
Accountant, having qualified with Coopers &
Lybrand, and is a Fellow of the Association of
Corporate Treasurers.

2

Graham Hetherington (51)

Chief Financial Officer

Mr Hetherington has been the Company’s Chief
Financial Officer and a member of the Board
since July 1, 2008. He is also a member of the
Company'’s Leadership Team. Mr Hetherington
brings to his position, among other things,

a broad range of international finance management
and planning, audit, risk management and M&A
experience. Mr Hetherington most recently held
positions as the Chief Financial Officer of Bacardi
in 2007 and Chief Financial Officer of Allied
Domecq plc from 1999 to 2005. Mr Hetherington
is a Fellow of the Chartered Institute of
Management Accountants.

3

Michael Cola

President, Specialty Pharmaceuticals

Michael Cola has been with Shire since July 2005.
He is President of Specialty Pharmaceuticals and
a member of Shire’s Leadership Team. Mr Cola
has over 20 years of international biopharmaceutical
industry experience. He was previously President
of the Life Sciences Group of Safeguard Scientifics,
Inc. He also held progressively more senior
management positions in product development
and commercialization at AstraMerck/AstraZeneca.
Mr Cola received his Master of Science degree

in biomedical engineering from Drexel University.

4
Dr Sylvie Grégoire

President, Human Genetic Therapies

Dr Sylvie Grégoire joined Shire in September 2007.
She is President of Shire Human Genetic Therapies
and a member of Shire’s Leadership Team.

Dr Grégoire has over 20 years of pharmaceutical
and biotechnology experience. She most recently
served as Executive Chairwoman of the Board

of IDM Pharma, a biotechnology company in
California. Prior to this she was CEO of GlycoFi,
and has also held numerous leadership positions
at Biogen Inc., in the United States and France.
She also worked for Merck & Co. in various
positions in clinical research and in European
regulatory affairs both in the US and abroad.

She received her Doctor of Pharmacy degree
from the State University of New York at Buffalo,
and her pharmacy degree from Université Laval,
Québec City, Canada.



5

Tatjana May

General Counsel, Company Secretary and
Executive Vice President Global Legal Affairs
Tatjana May has been with Shire since May 2001.
She is General Counsel and Company Secretary
and a member of Shire’s Leadership Team.

Ms May was previously Assistant General Counsel
at the corporate headquarters of AstraZeneca plc
and prior to that she worked at the law firm
Slaughter and May.

6

Anita Graham

Executive Vice President, Corporate Business
Services and Chief Administrative Officer
Anita Graham has been with Shire since January
2004. She is Executive Vice President Corporate
Business Services and Chief Administrative
Officer and a member of Shire’s Leadership
Team. Ms Graham was previously Vice President
of Human Resources at Cytyc Corporation.

She also held senior HR positions at Serono, Inc.
and Scudder Kemper Investments, Inc. (now part
of Deutsche Bank) and has extensive experience
in all aspects of HR, both in Europe and the US.

7

Barbara Deptula

Executive Vice President and

Chief Corporate Development Officer

Barbara Deptula has been with Shire since
September 2004. She is Executive Vice President
and Chief Corporate Development Officer and a
member of Shire’s Leadership Team. Ms Deptula
was previously President of the biotechnology
division of Sicor Inc. and Senior Vice President
for commercial and product development at
Coley Pharmaceutical Group. She also held senior
management positions focused on marketing,
product development, licensing and business
development at US Bioscience, Schering-Plough,
American Cyanamid, and Genetics Institute.
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Former Leadership Team Member

Joseph Rus

Executive Vice President Market

Alliance & New Product Development

Joseph Rus has been with Shire since 1999. Following the
merger of Shire Pharmaceuticals and BioChem Pharma in
May 2001, he was appointed President and Chief Executive
Officer of Shire BioChem Inc. He has more than 25 years
of experience in the international pharmaceutical industry
including European country management.
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Shareholder information

Electronic communication

Shire will communicate with those shareholders
who have elected or who are deemed to have
elected to receive documents electronically by
publishing documents on its website and will write
to shareholders to inform them of the availability
of these documents on the Company’s website.

Alternatively, shareholders can elect to

receive electronic notification of Company
communications. Instead of a letter, an email will
be sent to the shareholder’s email address with
a link to the documents on the Company’s
website. To effect this, you must register free

of charge at www.shareview.co.uk by following
the online instructions.

The advantages of electronic communication are:

— Receiving shareholder information speedily
and efficiently

— Reducing the demand on natural resources

— Helping your Company reduce its costs

Shareholders who do not elect to receive
documents or notifications electronically will
receive paper copies of materials.

Shareholder security

Many companies have become aware that their
shareholders have received unsolicited phone
calls or correspondence concerning investment
matters. These are typically from overseas-based
‘brokers’ who target UK shareholders, offering

to sell them what often turn out to be worthless
or high risk shares in US or UK investments.

Shareholders are advised to be very wary

of any unsolicited advice, offers to buy shares

at a discount or offers of free company reports.

If you receive any unsolicited investment advice:

— Make sure you get the name of the person
and organization

— Check that they are properly authorized by
the FSA before getting involved by visiting
www.fsa.gov.uk/register/home.do

— Report the matter to the FSA either
by calling 0300 500 5000 or by completing an
online form at www.fsa.gov.uk/pages/doing/
regulated/law/alerts/form.shtml

If you deal with an unauthorized firm, you will not
be eligible to receive payment under the Financial
Services Compensation Scheme.

Details of any share dealing facilities that
the Company endorses will be included in
Company mailings.

More detailed information on this or similar
activity can be found on the FSA website
www.moneymadeclear.fsa.gov.uk

This warning has been issued by the Financial
Services Authority and endorsed by the Institute
of Chartered Secretaries and Administrators.

Financial calendar

Second interim April 2010
dividend payment

Annual General Meeting April 2010
First quarter results April 2010
announcement

Second quarter results August 2010
announcement

First interim September/
dividend payment October 2010
Third quarter results October 2010
announcement

Annual results February 2011
announcement

Second interim April 2011

dividend payment

Dividends

Shareholders are able to choose how they
receive their dividends:

— directly into their bank account* or

— by cheque

*Shire preferred option:
The quickest and most efficient way to receive
your dividends is to have them paid directly into
your bank account. Those selecting this payment
method receive a tax voucher with each payment.
To change how you receive your dividends, either
log on to www.shareview.co.uk or contact Equiniti.

Income Access Share (‘IAS’) Arrangements
Shareholders who elect, or are deemed to have
elected, to receive their dividends via the IAS
arrangements will receive their dividends from

a UK source (rather than directly from the
Company which is an Irish tax resident company)
for UK tax purposes.

Shareholders who hold 25,000 or fewer shares

(i) on the date of admission of the Company to

the London Stock Exchange, being May 23, 2008,
and (ji) in the case of shareholders who did not
own shares at that time, on the first dividend
record date after they became shareholders in the
Company, unless they elect otherwise, will be
deemed to have elected to receive their dividends
under the IAS arrangements.

Shareholders who hold more than 25,000 shares
and who wish to receive their dividends from a UK
source must make an IAS election. All elections
remain in force indefinitely unless revoked.

Unless shareholders have made an IAS election,
or are deemed to have made an IAS election,
dividends will be received from an Irish source
and will be taxed accordingly.



ShareGift

Shareholders with a small number of shares,

the value of which makes it uneconomical to

sell, may wish to consider donating them to the
charity ShareGift (registered charity no. 1052686).
Donated shares are aggregated and sold by
ShareGift, the proceeds being passed on to

a wide range of charities. Find out more about
ShareGift at www.sharegift.org or by telephoning
ShareGift on +44 (0)20 7930 3737.

US Shareholders

(i) ADSs

The Company’s American Depositary Shares
(‘ADS’s), each representing three Ordinary shares,
are listed on the NASDAQ Global Select Market
under the symbol ‘SHPGY". The Company files
reports and other documents with the Securities
and Exchange Commission (‘SEC’) that are
available for inspection and copying at the SEC’s
public reference facilities or can be obtained by
writing to the Company Secretary.

(i) ADS Depositary

JPMorgan Chase Bank, N.A. is the depositary
for Shire ADSs. All enquiries concerning

ADS records, certificates or transfer of Ordinary
Shares into ADSs should be addressed to:

JPMorgan Chase & Co.
P.O. Box 64504

St Paul

MN 55164-0504

USA

General enquiries:
Toll free in US:
Tel +1 800 990 1135

From outside the US:
Tel +1 651 453 2128
Email jpmorgan.adr@wellsfargo.com

Registered Office
22 Grenville Street
St Helier

Jersey JE4 8PX

Registered in Jersey
No. 99854

Corporate Headquarters
5 Riverwalk

Citywest Business Campus
Dublin 24

Ireland

UK

Hampshire International Business Park
Chineham

Basingstoke

Hampshire RG24 8EP

United Kingdom

Website
www.shire.com

Investor relations

ROW: Clea Rosenfeld

Tel +44 (0)1256 894160

Email investorrelations@shire.com

North America: Eric Rojas
Tel +1 617 551 9715
Email erojas@shire.com
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Registrars

All administrative enquiries relating to
shareholders should be addressed to Equiniti,
clearly stating the registered shareholder’s
name and address.

Equiniti

Shire Shareholder Services
Equiniti (Jersey) Limited
PO Box 63

11-12 Esplanade

St Helier

Jersey JE4 8PH

Shareholder helpline
From overseas:
Tel +44 (0)121 415 7047

In the UK:
Tel 0871 384 2553*

*Calls to this number are charged at 8p per minute from a
BT landline. Other telephone providers’ charges may vary.
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Shire head offices and main operating locations

Ireland

Corporate Headquarters
5 Riverwalk

Citywest Business Campus
Dublin 24

Republic of Ireland

Tel +353 1 429 7700

Fax +353 1 429 7701

UK

Hampshire International Business Park
Chineham

Basingstoke

Hampshire RG24 8EP

United Kingdom

Tel +44 (0) 1256 894000

Fax +44 (0) 1256 894708

US Specialty Pharmaceuticals
725 Chesterbrook Blvd.

Wayne

Philadelphia

19087-5637

USA

Tel +1 484 595 8800

Fax +1 484 595 8200

US Human Genetic Therapies
700 Main Street

Cambridge

Massachusetts 02139

USA

Tel +1 617 349 0200

Fax +1 617 613 4004

US Human Genetic Therapies
300 Patriot Way

Lexington

Massachusetts 02420

USA

Tel +1 617 349 0200

Fax +1 617 613 4004

Argentina

Olga Cossettini 263 3 piso

Unidad Funcional 21

Dique IV

Puerto Madero

Ciudad Auténoma de Buenos Aires (C1107CCF)
Argentina

Tel +54 11 3753 4400

Fax +54 11 3753 4499

Australia

Level 3

78 Waterloo Road
P.O. Box 6240

North Ryde

NSW 2113

Australia

Tel +61 2 8019 4400
Fax +61 2 8864 0161

Belgium
Lambroekstraat 5a
1831 Diegem
Belgium

Tel +32 (0)719 04 25
Fax +32 (0)719 00 10

Brazil

Avenida Juscelino Kubitschek

1726 14 e 16 andares conjuntos 143, 161 e 163
Sé&o Paulo

Brazil

Tel +55 11 3014 7300

Fax +55 11 3079 6284

Canada

2250 Alfred-Nobel Blvd., Suite 500
Ville Saint-Laurent

Québec H4S 2C9

Canada

Tel +1 514 787 2300

Fax +1 514 787 2427

France

86-90, rue du Déme
92100 Boulogne-Billancourt
France

Tel +33 (1) 46 10 90 00

Fax +33 (1) 46 08 21 49

Germany

FriedrichstraBe 149

10117 Berlin

Germany

Tel +49 (0) 30 206 5820
Fax +49 (0) 30 206 582 100

ltaly

Corso ltalia, 29
50123 Firenze

[taly

Tel +39 055 288 860
Fax +39 055 296 931

Mexico

Av. Paseo de los Tamarindos 90
Torre 1, Piso 7

Colonia Bosques de Las Lomas
Delegacion Cuajimalpa CP 05120
Mexico DF

Tel +52 (55) 5081 0120

Fax +52 (65) 2167 3141

The Netherlands
Strawinskylaan 847
Amsterdam 1077XX
The Netherlands

Tel +31 20 407 8425
Fax +31 20 407 6209

Spain

Paseo Pinto Rosales num. 44
Bajo

28008 Madrid

Spain

Tel +34 9 1550 0691

Fax +34 9 1549 3695

Sweden

Svardvagen 11D

182 33 Danderyd
Sweden

Tel +46 8 544 964 00
Fax +46 8 544 964 09
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Glossary of terms

Carrierwave technology FDA
Carrierwave is a technology acquired as part US Food and Drug Administration
of the acquisition of New River Pharmaceuticals
(‘NRP’) and is used in VYVANSE. Since its GDP
acquisition, Shire scientists have significantly Gross Domestic Product
improved the understanding and breadth of this
technology. It potentially allows Shire to develop Phase 1
new chemical entities (‘NCE’s), but with less Oral therapies usually conducted in healthy
risk as the products will be based on the human volunteers to determine if a drug
understanding of known products which we candidate is safe for the more extensive testing.
seek to improve.
Phase 2
CNS Clinical trials conducted in patients with relevant
Central Nervous System disease to assess the safety and efficacy of the
trust candidate.
Hyperphosphataemia
Chronic Kidney Disease disrupts the delicate Phase 3
interplay between the body’s levels of calcium, Clinical trials conducted in the target patient
parathyroid hormone (‘PTH’), and vitamin D, population to comprehensively assess the safety
leading to hyperphosphataemia. Over time, and efficacy of the drug candidate.

hyperphosphataemia can ultimately lead

to calcification in the heart, lung, and some
arteries.! Accumulating evidence shows that
hyperphosphataemia contributes to cardiovascular
disease, which accounts for aimost half of all
deaths among dialysis patients? Studies have
shown that cardiovascular mortality in dialysis
patients aged 25-34 years is more than five times
greater than that in people aged 65-74 in the
general population.®

-

Norris KC. Toward a new treatment paradigm for
hyperphosphataemia in chronic renal disease. Dial Transplant
1998; 27 (12): 767-773

2 Block G, Port FK. Re-evaluation of risks associated with
hyperphosphataemia and hyperparathyroidism in dialysis
patients: recommendations for a change in management.
Am J Kidney Dis 2000; 35 (6): 1226-1237

3 Foley R et al. Clinical epidemiology of cardiovascular
disease in chronic renal disease. Am J Kidney Dis 1998;
32 (5) Suppl 3:112-119



40  Shire plc Annual Review 2009

Cautionary statements

Statements included herein that are not historical
facts are forward-looking statements. Such
forward-looking statements involve a number of
risks and uncertainties, and are subject to change
at any time. In the event such risks or uncertainties
materialize, Shire’s results could be materially
adversely affected. The risks and uncertainties
include, but are not limited to, risks associated
with: the inherent uncertainty of research,
development, approval, reimbursement,
manufacturing, and commercialization of the
Shire’s Specialty Pharmaceutical and Human
Genetic Therapies products, as well as the ability

to secure and integrate new products

for commercialization and/or development;
government regulation of Shire’s products; Shire’'s
ability to manufacture its products in sufficient
quantities to meet demand; the impact of
competitive therapies on Shire’s products; Shire’s
ability to register, maintain, and enforce patents
and other intellectual property rights relating to
its products; Shire’s ability to obtain and maintain
government and other third-party reimbursement
for its products; and other risks and uncertainties
detailed from time to time in Shire’s filings

with the Securities and Exchange Commission.

Designed and produced by
Bostock and Poallitt Limited, London

Print managed by
Urban Life Support

This Review is printed on Revive Pure White
Silk, a 100% recycled paper with FSC
certification. All pulps used are Elemental
Chlorine Free (‘ECF’) and the manufacturing
mill is accredited with the ISO 14001
standard for environmental management.

©

FSC
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Shire trademarks

The following are trademarks either owned or licensed by Shire plc or companies within the Shire Group which are the subject
of trademark registrations in certain territories, or which are owned by third-parties as indicated and referred to in this Report:

ADDERALL XR® (mixed salts of a single entity amphetamine)
AGRYLIN® (anagrelide hydrochloride)

CALCICHEW® range (calcium carbonate with or without vitamin D3)
CARBATROL® (carbamazepine extended-release capsules)
DAYTRANA® (methylphenidate transdermal system)
DYNEPO® (trademark of Sanofi-Aventis)

ELAPRASE® (dursulfase)

EQUASYM® IR (methylphenidate hydrochloride)
EQUASYM® XL (methylphenidate hydrochloride)
FIRAZYR® (icatibant)

FOSRENOL® (lanthanum carbonate)

INTUNIV™ (guanfacine extended release)

LIALDA® (mesalamine)

METAZYM™ (arylsulfatase-A)
MEZAVANT® (mesalazine)
PENTASA® (trademark of Ferring A/S Corp (‘Ferring’))

REMINYL® (galantamine hydrobromide) (United Kingdom (‘UK’)
and Republic of Ireland) (trademark of J & J, excluding UK and Republic of Ireland)

REMINYL XL™ (galantamine hydrobromide)
(UK and Republic of Ireland) (trademark of J & J, excluding UK and Republic of Ireland)

REPLAGAL® (agalsidase alfa)
\/YVANSE® (lisdexamfetamine dimesylate)
VPRIV (velaglucerase alfa)

XAGRID® (anagrelide hydrochloride)
ZEFFIX® (trademark of GSK)

3TC® (trademark of GSK)
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L

Graham Hetherington—Chief Financial Officer

Excellent results in a transformational year

We continue to extend the platform to

achieve our aspirational target of mid-teen
revenue growth between 2009 and 2015.

The following discussion should be read in conjunction with
the Company’s US GAAP consolidated financial statements
included in the Company’s Annual Report on Form 10-K for
the year to December 31, 2009. A copy of the Company’s
Annual Report on Form 10-K is available on its website
www.shire.com and is also available on the SEC’s website
at www.sec.gov.

Results of operations
Key financial highlights for the year to December 31, 2009
are as follows:

— product sales excluding ADDERALL XR increased
by 25% to $2,067.2 million (2008: $1,652.5 million)
following continued strong growth from VYVANSE,
LIALDA/MEZAVANT, ELAPRASE and REPLAGAL;

— product sales including ADDERALL XR decreased
by 2% to $2,693.7 million (2008: $2,754.2 million)

due to the expected decline in ADDERALL XR product
sales following the launch of authorized generic versions
by Teva Pharmaceutical Industries, Ltd. (‘Teva’) and Impax
Laboratories, Inc. (‘Impax’), with the strong performance
in Shire’s other products offsetting the decrease;

— total revenues decreased marginally to $3,007.7 million

in 2009 (2008: $3,022.2 million) as the increase

in product sales excluding ADDERALL XR and royalty
income received on Teva and Impax’s sales of authorized
generic ADDERALL XR offset the decline in ADDERALL
XR product sales;

— operating income in 2009 increased by 51% to

$620.2 million (2008: $412.0 milion); and

—net income attributable to Shire plc increased by

$335.6 million to $491.6 million (2008: $156.0 million)
and diluted earnings per Ordinary Share increased
t0 89.7¢ in 2009 (2008: 28.6¢).
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Financial review

Total revenues
The following table provides an analysis of the Company’s total revenues:

Product sales Non GAAP  US prescription Exit market

2009 2008 growth CER growth growth(® share(”)
Year to December 31, $M M % % % %
Net product sales:
SPECIALTY PHARMACEUTICALS (‘Specialty’)
ADHD
VYVANSE 504.7 318.9 +58 +58 +65 13
DAYTRANA 71.0 78.7 -10 -10 -13 1
EQUASYM 22.8 — n/a n/a n/a n/al
INTUNIV 5.4 — n/a n/a n/a 10
ADDERALL XR 626.5 1,101.7 -43 -43 —42 8
Gastrointestinal
PENTASA 214.8 185.5 +16 +16 -2 16
LIALDA/MEZAVANT 235.9 140.4 +68 +69 +43 18
Other products
FOSRENOL 184.4 155.4 +19 +23 -2 8
CALCICHEW 43.7 52.8 17 -3 n/a n/a®
CARBATROL 82.4 75.9 +9 +9 -4 55
REMINYL/REMINYL XL 424 34.4 +23 +42 n/a n/ad
XAGRID 84.8 78.7 +8 +16 n/a n/al@
Other product sales 19.4 50.1 -61 -59 n/a n/ad®
Total Specialty product sales 2,138.2 2,272.5 -6
HUMAN GENETIC THERAPIES (‘HGT’)
ELAPRASE 353.1 305.1 +16 +20 n/a n/ad
REPLAGAL 193.8 176.1 +10 +16 n/a n/a@
FIRAZYR 6.1 0.5 n/a n/a n/a n/a
VPRIV@ 25 — n/a n/a n/a n/al
Total HGT product sales 555.5 481.7 +15
Total product sales 2,693.7 2,754.2 —2
Royalty income:
3TC and ZEFFIX 164.0 180.5 -9 -6 n/a n/a
ADDERALL XR 68.0 — n/a n/a n/a n/a
Other 60.5 65.0 -7 -3 n/a n/a
Total royalties 292.5 2455 +19
Other revenues 215 225 -4

Total revenue 3,007.7 3,022.2 —

(1) US prescription growth and market share data provided by IMS Health ('IMS’) National Prescription Audit. Exit market share represents the US market share in the last week
of December 2009.

(2) Not sold in the US or awaiting approval in the US.
() IMS data not available.

(4) Not approved at December 31, 2009. Sales achieved under early access programs.
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The Company’s management analyzes product sales growth for certain products sold in markets outside of the US on a constant exchange
rate (‘CER’) basis, so that product sales growth can be considered excluding movements in foreign exchange rates. Product sales growth
on a CER basis is a Non GAAP financial measure, computed by comparing 2009 product sales restated using 2008 average foreign
exchange rates to 2008 actual product sales. Average exchange rates for the year to December 31, 2009 were $1.57:£1.00 and $1.39:€1.00
(2008: $1.85:£1.00 and $1.47:€1.00).

SPECIALTY PHARMACEUTICALS

VYVANSE—ADHD
The increase in VYVANSE product sales was driven by higher US prescription demand in 2009 compared to 2008, 9% growth in the US
ADHD market and price increases. Product sales growth was lower than prescription growth due to lower stocking in 2009 compared to 2008.

INTUNIV—ADHD

INTUNIV was launched in the US in November 2009. In line with Shire’s revenue recognition policy for launch shipments, initial stocking
shipments have been deferred and are being recognized into revenue in line with end-user prescription demand. At December 31, 2009
deferred revenues on the balance sheet represented gross sales of $38.8 million.

ADDERALL XR—ADHD

The launch by Teva and Impax of their authorized generic versions of ADDERALL XR led to the expected decline in 2009 of branded
ADDERALL XR prescription demand, and resulted in higher US sales deductions in 2009 compared to 2008. These factors more than offset
the positive impacts of price increases taken since the fourth quarter of 2008, and the inclusion in product sales of shipments of authorized
generic ADDERALL XR to Teva and Impax in 2009.

Sales deductions represented 47% of branded ADDERALL XR gross sales in the year to December 31, 2009 compared to 25% in the same
period in 2008, following higher Medicaid and Managed Care rebates subsequent to the authorized generic launches.

There are potentially different interpretations as to how shipments of authorized generic ADDERALL XR to Teva and Impax should be included
in the Medicaid rebate calculation pursuant to Medicaid rebate legislation, including the Deficit Reduction Act of 2005 (‘Medicaid rebate
legislation’). As a result more than one unit rebate amount (‘URA') is calculable for the purpose of determining the Group’s Medicaid rebate
liability to States after the authorized generic launch. During 2009 the Group highlighted the different interpretations to the Centers for Medicare
and Medicaid Services (‘CMS’) and submitted data to the CMS for the purpose of computing the URA, based on the Group’s reasonable
interpretation of the Medicaid rebate legislation and related guidance. The State Medicaid agencies have invoiced the Group for Medicaid
rebates, and the Group has paid these Medicaid rebate invoices, based on this URA. Despite this CMS has the ability to subsequently
challenge the Group’s interpretation of the Medicaid rebate legislation, and require an alternative interpretation to be applied (both retrospectively
and prospectively), which could result in a significantly higher Medicaid liability.

Throughout 2009 the Group’s management has recorded its accrual for Medicaid rebates based on its best estimate of the rebate payable.

For the first three quarters of 2009, the Group’s management based this best estimate on an amount that the Group could pay were CMS

to challenge the Group’s interpretation and require an alternative interpretation of the Medicaid rebate legislation to be applied. In the fourth
quarter of 2009, the Group’s management lowered its best estimate of the Medicaid rebate payable down to be consistent with () the Group’s
interpretation of the Medicaid rebate legislation, (i) the Group’s repeated and consistent submission of price reporting to CMS using the Group’s
interpretation of the Medicaid rebate legislation, (i) CMS calculating the URA based on that interpretation, (iv) States submitting Medicaid rebate
invoices using this URA and (v) Shire paying these invoices. This change of estimate increased ADDERALL XR product sales by $97.7 milion

in the fourth quarter of 2009 (of which $73.6 million related to ADDERALL XR product sales recognized in the first three quarters of 2009).

In determining its best estimate of the Medicaid rebate liability at December 31, 2009 the Group’s management has considered a number of
factors taken in combination (including the receipt of a further quarter’s invoices from the States with a URA based on the Group’s interpretation
of the Medicaid rebate legislation and related guidance, and the Group’s likely response were CMS to employ an alternative interpretation of the
Medicaid rebate legislation). Any future change in the Group’s interpretation which results in a change of estimate could significantly decrease
sales of ADDERALL XR in the period of any such change in estimate.

The Group strongly believes that its interpretation of the Medicaid rebate legislation is reasonable and correct. However, CMS could disagree
with the Group’s interpretation, and require the Group to apply an alternative interpretation of the Medicaid rebate legislation and pay up to

$210 million above the recorded liability. This would represent a URA substantially in excess of the unit sales price of ADDERALL XR and
accordingly be in excess of the approximate amount of the full cost to the States of reimbursement for Medicaid prescriptions of ADDERALL
XR. Should CMS take such an approach, the Group could seek to limit any additional payments to a level approximating the full, un-rebated
cost to the States of ADDERALL XR, or $98 milion above the recorded liability. Further, the Group believes it has a strong legal basis supporting
its interpretation of the Medicaid rebate legislation, and that there would be a strong basis to initiate litigation to recover any amount paid in
excess of its recorded liability. The result of any such litigation cannot be predicted and could result in additional rebate liability above the Group’s
current best estimate.
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LIALDA/MEZAVANT—UiIcerative colitis
Strong product sales of LIALDA/MEZAVANT continued in the year to December 31, 2009 driven by an increase in market share over 2008,
growth in the US oral mesalamine market and price increases taken during 2009.

PENTASA—Ulcerative colitis
Product sales of PENTASA continued to grow despite a decrease in US prescription demand in 2009 compared to 2008 due to the impact
of price increases taken during 2009.

FOSRENOL—Hyperphosphatemia
Product sales increased as FOSRENOL entered new countries and grew in existing markets outside the US. In the US, FOSRENOL sales
grew despite lower prescriptions due to a price increase in 2009.

Litigation proceedings regarding certain Shire patents are ongoing. Further information about these litigation’s can be found in our filings
with the Securities and Exchange Commission (‘SEC’), including our Annual Report on Form 10-K for the year to December 31, 2009.

HUMAN GENETIC THERAPIES

ELAPRASE—Hunter syndrome
The growth in sales of ELAPRASE was driven by increased volumes across all regions where ELAPRASE is sold. On a Non GAAP constant
exchange rate basis sales grew by 20% (66% of ELAPRASE sales are made outside of the US).

REPLAGAL—Fabry disease

The growth in REPLAGAL product sales in 2009 over 2008 was driven by a significant increase in demand in the fourth quarter of 2009
due to an acceleration of patients switching to REPLAGAL in the EU, attributable in part to supply shortages of a competitor product. Sales
increased 16% on a Non GAAP constant exchange rate basis (REPLAGAL is sold primarily in Euros and Pounds sterling).

Royalties
Royalty revenue increased by 19% to $292.5 million for the year to December 31, 2009 (2008: $245.5 million).

3TC (HIV" infection and AIDS®) and ZEFFIX (Chronic hepatitis B infection)
Shire receives royalties from GSK on worldwide 3TC and ZEFFIX sales which decreased mainly due to competition from other HIV and hepatitis
B treatments.

(1) Human Immunodeficiency Virus (‘HIV’).

(2) Acquired Immunodeficiency Syndrome.

ADDERALL XR—ADHD
Royalties were received on Teva’s sales of an authorized generic version of ADDERALL XR between April 2009 and September 2009, and
on Impax’s sales of an authorized generic version of ADDERALL XR from October 2009.

Other

Other royalties are received primarily on worldwide (excluding UK and Republic of Ireland) sales of REMINYL and REMINYL XL (known as
RAZADYNE and RAZADYNE ER in the US). Royalties on sales of these products decreased in the year to December 31, 2009 to $47.7 million
(2008: $63.5 million) due to generic competition in the US from August 2008.

Cost of product sales

Cost of product sales decreased to $388.0 milion for the year to December 31, 2009 (14% of product sales), down from $408.0 million in the
corresponding period in 2008 (2008: 15% of product sales). Cost of product sales in the year to December 31, 2008 included charges relating

to DYNEPO exit costs of $48.8 million (2% of product sales). Excluding this item, cost of product sales as a percentage of product sales in 2009
compared to 2008 has increased by 1% to 14%. This increase primarily resulted from changes in product mix following the launch by Teva and
Impax of their authorized generic versions of ADDERALL XR in 2009. Higher sales deductions on Shire’s sales of branded ADDERALL XR, together
with lower margin sales of the authorized generic version of ADDERALL XR to Teva and Impax have both depressed gross margins in 2009.

For the year to December 31, 2009 cost of product sales included depreciation of $21.8 milion (2008: $16.2 million). Depreciation charged in
2009 is higher than 2008 due to accelerated depreciation of $12.0 million in 2009 following a change in the estimate of the useful lives of the
property, plant and equipment at Shire’s Owings Mills facility as a result of the anticipated closure of the facility in 2011.
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Research and development (‘R&D’)

R&D expenditure increased by 29% to $638.3 milion in the year to December 31, 2009 (24% of product sales), up from $494.3 miillion in the
corresponding period in 2008 (18% of product sales). R&D for the year to December 31, 2009 included a charge of $36.9 million (1% of product
sales) relating to the amendment of an INTUNIV in-license agreement and costs of $62.9 million (2% of product sales) following the agreement
with Duramed Pharmaceuticals, Inc. to terminate the Women’s Health development agreement. R&D in the year to December 31, 2008
included costs of $6.5 million for DYNEPO exit costs. Excluding these items, R&D increased in the year to December 31, 2009 compared to the
same period in 2008 due to continued investment in R&D programs, including the acceleration of investment in VPRIV and REPLAGAL in the
US, and the inclusion within R&D of an upfront payment of $6.5 million to Santaris Pharma A/S for technology access and R&D funding.

For the year to December 31, 2009 R&D included depreciation of $15.5 milion (2008: $12.5 million).

Selling, general and administrative (‘SG&A)

SG&A expenses decreased to $1,342.6 million (50% of product sales) for the year to December 31, 2009 from $1,455.2 million (53% of product
sales) in the corresponding period in 2008. The decrease was due to the Company’s continued focus on cost management, and lower
intangible asset impairment charges in the year to December 31, 2009 compared to the same period in 2008. SG&A in the year to December
31, 2009 includes intangible asset amortization of $136.9 million (2008: $126.2 milion), the increase resulting from a full year amortization of the
FIRAZYR intangible asset. Intangible asset impairment charges in the year to December 31, 2009 were $nil (2008: $97.1 million). Impairment
charges in 2008 included $94.6 million related to DYNEPO which the Company ceased to commercialize. Depreciation included in SG&A was
$67.7 million in 2009 (2008: $48.5 million).

Gain on sale of product rights
For the year to December 31, 2009 Shire recorded gains of $6.3 milion (2008: $20.7 million) arising from the sale of non-core products to
Laboratorios Aimirall S.A. in 2007. These gains had been deferred since 2007 pending obtaining the relevant consents to transfer certain assets.

In-process R&D (‘IPR&D’) charge

During the year to December 31, 2009 the Company recorded an IPR&D charge of $1.6 million (2008: $128.1 million), in respect of FIRAZYR in
markets outside of the EU which, have not been approved by the relevant regulatory authorities. Also included in IPR&D in 2008 was a charge
of $135.0 million relating to the acquisition of METAZYM from Zymenex A/S.

The IPR&D charge in respect of FIRAZYR relates to the US ($64.9 million) and the Rest of the World (ROW’) ($64.8 million) markets. In the US
FIRAZYR received a not approvable letter from the US Food and Drug Administration (‘FDA) in April 2008, and in certain ROW territories it has
not been approved by the regulatory authorities.

Reorganization costs
For the year to December 31, 2009 Shire recorded reorganization costs of $12.7 milion (2008: $nil) relating to the transfer of manufacturing
from its Owings Mills facility.

Integration and acquisition costs
For the year to December 31, 2009 Shire recorded integration and acquisition costs of $10.6 milion (2008: $10.3 million) primarily relating
to the integration of Jerini AG.

Interest income

For the year to December 31, 2009 Shire recsived interest income of $1.9 million (2008: $25.5 million), primarily earned on cash and cash
equivalents. Interest income for the year to December 31, 2009 is lower than the same period in 2008 due to significantly lower average interest
rates in 2009 compared to 2008 and lower average cash and cash equivalent balances.

Interest expense

For the year to December 31, 2009 the Company incurred interest expense of $39.8 milion (2008: $139.0 million). Interest expense in 2009
primarily related to interest expense on the Company’s convertible bonds totaling $33.3 million (2008: $33.3 milion). Interest expense in 2008
was higher than 2009 due to interest expense of $87.3 million recorded in respect of the Transkaryotic Therapies, Inc. (‘TKT’) appraisal rights
litigation, of which $73.0 million was additional interest arising from the settlement of the litigation in November 2008.
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Other income/(expense), net

For the year to December 31, 2009 the Company recognized Other income, net of $60.7 million. Other income in 2009 includes a gain of
$55.2 million on disposal of the Company’s investment in Virochem Pharma Inc. (‘Virochem’) to Vertex Pharmacedticals Inc. (‘Vertex’) in a cash
and stock transaction. Shire received total consideration of $19.2 million in cash and two milion Vertex shares (valued at $50.8 milion at the date
these shares were acquired). Other income, net in 2009 also includes a gain of $5.7 million on the substantial modification of a property lease.

For the year ended December 31, 2008, the Company recognized Other expense, net of $32.9 million. Other expense, net includes other-than-
temporary impairment charges of $58.0 million. Impairment charges in 2008 include $44.3 million relating to the Company’s available-for-sale
investment in Renovo Group plc. Offsetting this in 2008 is a gain of $9.4 milion from the disposal of the Company’s available-for-sale investment
in Questcor Pharmaceutical Inc. (‘Questcor’) for cash consideration.

Taxation
In the year to December 31, 2009 the effective tax rate was 22% (2008: 37%). Excluding the impact of IPR&D charges of $263.1 million in
2008, which are either not tax deductible or for which no tax benefit is currently recognized, the effective tax rate in 2008 was 19%.

The effective rate of tax in 2009 was higher than 2008 (excluding the impact of IPR&D charges) due to increased profits in higher tax territories,
and the recognition of valuation allowances against EU and US deferred tax assets. These factors more than offset reductions to the effective
rate of tax in 2009 due to: the decrease in valuation allowances relating to state tax credits and loss carry forwards following Massachusetts
State tax changes in 2009; the benefit of the effect of the change in the effective state tax rate on the net state deferred tax balance; and higher
R&D tax credits in the US, principally the acceleration of the VPRIV program.

Discontinued operations

The loss from discontinued operations for the year to December 31, 2009 was $12.4 milion (2008: $17.6 million). The loss in 2009 related

to net losses on discontinued Jerini businesses which were either divested or closed during the second quarter of 2009, the loss on disposal
of Jerini’s Peptides business and the write-off of assets previously classified as held-for-sale. The loss in 2008 related to certain businesses
acquired through the Jerini acquisition, including a charge of $12.9 million arising on the re-measurement of assets held-for-sale to their fair
value less cost to sell.
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Summary consolidated balance sheets in milions of US dollars

Restated

December December
31,2009 31,2008
M $™M
ASSETS
Current assets:
Cash and cash equivalents 498.9 218.2
Restricted cash 331 29.2
Accounts receivable, net 597.5 395.0
Inventories 189.7 154.5
Assets held-for-sale 1.7 16.6
Deferred tax asset 135.8 89.5
Prepaid expenses and other current assets 113.5 141.4
Total current assets 1,570.2 1,044.4
Non-current assets:
Investments 105.7 42.9
Property, plant and equipment, net 676.8 534.2
Goodwill 384.7 350.8
Other intangible assets, net 1,790.7 1,824.9
Deferred tax asset 79.0 1181
Other non-current assets 104 18.4
Total assets 4,617.5 3,933.7
LIABILITIES AND EQUITY
Current liabilities:
Accounts payable and accrued expenses 9291 708.6
Deferred tax liability 2.9 10.9
Other current liabilities 88.0 104.3
Total current liabilities 1,020.0 823.8
Non-current liabilities:
Convertible bonds 1,100.0 1,100.0
Other long-term debt 43.6 431
Deferred tax liability 294.3 348.0
Other non-current liabilities 2471 2913
Total liabilities 2,705.0 2,606.2
Shareholders’ equity:
Common stock of 5p par value 55.6 55.5
Additional paid-in capital 2,677.6 2,694.6
Treasury stock (347.4) (897.2)
Accumulated other comprehensive income 1491 97.0
Accumulated deficit (622.4) (1,022.7)
Total Shire plc shareholders’ equity 1,912.5 1,327.2
Noncontrolling interest in subsidiaries — 0.3
Total equity 1,912.5 1,327.5

Total liabilities and equity 4,617.5 3,9338.7
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Summary consolidated statements of operations in milions of US dollars

2009 2008
Year to December 31, $M M
Revenues:
Product sales 2,693.7 2,754.2
Royalties 292.5 2455
Other revenues 215 22.5
Total revenues 3,007.7 3,022.2
Costs and expenses:
Cost of product sales 388.0 408.0
Research and development 638.3 494.3
Selling, general and administrative 1,342.6 1,465.2
Gain on sale of product rights 6.3) (20.7)
IPR&D charge 1.6 263.
Reorganization costs 12.7 —
Integration and acquisition costs 10.6 10.3
Total operating expenses 2,387.5 2,610.2
Operating income 620.2 412.0
Interest income 1.9 25.5
Interest expense (39.8) (139.0)
Other income/(expense), net 60.7 (32.9)
Total other income/(expense), net 22.8 (146.4)
Income from continuing operations before income taxes and equity in (losses)/earnings of equity-method investees 643.0 265.6
Income taxes (138.5) (98.0)
Equity in (losses)/earmnings of equity-method investees, net of taxes (0.7) 2.4
Income from continuing operations, net of taxes 503.8 170.0
Loss from discontinued operations (net of income tax expense of $nil in all periods) (12.4) (17.6)
Net income 491.4 162.4
Add: Net loss attributable to the noncontrolling interest in subsidiaries 0.2 3.6

Net income attributable to Shire plc 491.6 156.0
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Summary consolidated statements of operations continued In milions of US dollars

2009 2008
Earnings per Ordinary Share—basic
Earnings from continuing operations attributable to Shire plc shareholders 93.2¢ 32.1¢
Loss from discontinued operations attributable to Shire plc shareholders (2.3¢) (3.3¢)
Earnings per Ordinary Share attributable to Shire plc shareholders—basic 90.9¢ 28.8¢
Earnings per Ordinary Share—diluted
Earnings from continuing operations attributable to Shire plc shareholders 91.9¢ 31.8c
Loss from discontinued operations attributable to Shire plc shareholders (2.20) (3.2¢)
Earnings per Ordinary Share attributable to Shire plc shareholders—diluted 89.7¢ 28.6¢

Weighted average number of shares (millions):
Basic 540.7 541.6
Diluted 548.0 545.4
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Summary consolidated statements of cash flows in milions of US dollars

2009 2008
Year to December 31, $M M
CASH FLOWS FROM OPERATING ACTIVITIES:
Net income 491.4 162.4
Adjustments to reconcile net income to net cash provided by operating activities:
LLoss from discontinued operations 124 17.6
Depreciation and amortization 250.2 202.9
Share-based compensation 65.7 65.2
IPR&D charge 1.6 128.1
Impairment of intangible assets _ 97.1
Impairment of available-for-sale securities 0.8 58.0
Gain on sale of non-current investments (55.2) (10.1)
Gain on sale of product rights 6.3 (20.7)
Other 12.2 10.5
Movement in deferred taxes (98.8) 74.0
Equity in losses/(earnings) of equity-method investees 0.7 (2.4)
Changes in operating assets and liabilities:
(Increase)/decrease in accounts receivable (212.3) 9.4
Increase in sales deduction accrual 134.7 84.3
(Increase)/decrease in inventory (38.7) 36.4
Decrease/(increase) in prepayments and other current assets 3041 (9.6)
Decrease in other assets 0.8 3.6
Increase/(decrease) in accounts and notes payable and other liabilities 38.6 (99.0)
Returns on investment 4.9 71
Cash flows used in discontinued operations (5.9 4.7
Net cash provided by operating activities®” 626.9 800.1
CASH FLOWS FROM INVESTING ACTIVITIES:
Movements in restricted cash 3.9 10.3
Purchases of subsidiary undertakings and businesses, net of cash acquired (83.3) (499.4)
Payment on settlement of TKT appraisal rights litigation — (419.9)
Purchases of non-current investments (0.9 2.2
Purchases of property, plant and equipment (254.4) (236.0)
Purchases of intangible assets (7.0) (25.0)
Proceeds from disposal of non-current investments 19.2 10.3
Proceeds from disposal of property, plant and equipment 1.0 1.8
Proceeds/deposits received on sales of product rights — 5.0
Proceeds from disposal of subsidiary undertakings 6.7 —
Returns from equity investments 0.2 0.6

Net cash used in investing activities® (322.4) (1,154.5)
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Summary consolidated statements of cash flows continued In milions of US dollars

2009 200!

Year to December 31, $M $™M
CASH FLOWS FROM FINANCING ACTIVITIES:

Proceeds from drawings under bank facility — 190.0
Repayment of drawings under bank facility — (190.0)
Proceeds from building finance obligation — 1.3
Payment under building financing obligation 4.7) (1.8)
Excess tax benefit of share-based compensation 16.8 —
Costs from issue of common stock, net — (5.6)
Proceeds from exercise of options 14.6 11.4
Payment of dividend (54.4) (46.8)
Payments to acquire shares by Employee Share Ownership Trust (‘ESOT’) (1.0 (146.6)
Net cash used in financing activities© (28.7) (178.1)
Effect of foreign exchange rate changes on cash

and cash equivalents® 4.9 (11.8)
Net increase/(decrease) in cash and cash equivalents+B+C+D) 280.7 (544.3)
Cash and cash equivalents at beginning of period 218.2 762.5

Cash and cash equivalents at end of period 498.9 218.2
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Notes to the summary financial information

1 BASIS OF PREPARATION

The accompanying consolidated financial statements include the accounts of Shire plc, all of its subsidiary undertakings and the Income Access
Share trust, after elimination of inter-company accounts and transactions. Noncontrolling interests in the equity and earnings or losses of a
consolidated subsidiary are reflected in ‘Noncontrolling interest in subsidiaries’ in the Company’s consolidated balance sheet and consolidated
statement of operations. Noncontrolling interest adjusts the Company’s consolidated results of operations to present the net income or loss
attributable to the Company exclusive of the earnings or losses attributable to the noncontrolling interest.

2 RECONCILIATION OF MOVEMENTS IN EQUITY
Total eq;ity
'M

As at December 31, 2008 (as previously reported) 1,298.5
Prior year adjustment (See Note 5) 29.0
As at December 31, 2008 (as restated) 1,327.5
Net income 491.4
Shares released by ESOT to satisfy options exercised 13.9
Share based compensation (including excess tax benefit associated with exercise of stock options) 82.5
Foreign exchange 35.2
Unrealized holding gains on available-for-sale securities (net of tax) 16.1

Dividendss (64.4)
Other 0.3
At December 31, 2009 1,9125
3 DIVIDENDS

During the year to December 31, 2009 the Company paid dividends totaling 9.91 US cents per Ordinary Share (equivalent to 29.72 US cents
per American Depositary Share), totaling $54.4 milion.

4 BUSINESS COMBINATIONS

EQUASYM IR and XL

On March 31, 2009 the Company acquired the worldwide rights (excluding the US, Canada and Barbados) to EQUASYM IR and XL for the
treatment of ADHD from UCB Pharma Limited (‘UCB?’) for cash consideration of $72.8 million. Included within the recognized purchase price
for the acquisition is further consideration of $18.2 million, which may become payable in 2010 and 2011 if certain sales targets are met.
This acquisition has broadened the scope of Shire’s ADHD portfolio and facilitated immediate access to the European ADHD market as well
as providing Shire the opportunity to enter additional markets around the world.

The acquisition of EQUASYM IR and XL has been accounted for as a business combination. The purchase price has been allocated on a
preliminary basis to the currently marketed products acquired ($73.0 million), IPR&D ($5.5 milion), other liabilities ($0.7 million) and goodwill
($13.2 million).

5 RESTATEMENT OF PREVIOUSLY ISSUED FINANCIAL STATEMENTS

Subsequent to the issuance of the Company’s financial statements for the year ended December 31, 2008, the Company’s management
determined that its non-current deferred tax liabilities were overstated by $29 million, following a misstatement in computing the temporary
difference between the tax and book value of its other intangible assets. The Company has corrected this misstatement by restating its
previously issued financial statements for the year ended December 31, 2008.

This prior period adjustment does not affect the Company’s net income or earnings per share for the year ended December 31, 2008.

The effect of correcting this misstatement has decreased the Company’s accumulated deficit at January 1, 2008 by $29 million and has
reduced non-current deferred tax liabilities by a corresponding amount. The restatement does not affect the Company’s net income or cash
flows in the year to December 31, 2008.
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Summary Directors’ remuneration report

Introduction
This summary Directors’ remuneration report outlines the Company’s remuneration policy and approach as developed by the Remuneration
Committee (the ‘Committee’), and provides the annual remuneration of the Board in 2009.

Pound sterling denominated amounts are converted to US dollar amounts at the average exchange rate for the year ended December 31, 2009
of £1:$1.5647 (2008: £1:$1.8542) unless otherwise stated.

Remuneration policy

The Committee considers that an effective remuneration policy, aligned to the Company’s business needs, is important to the Company’s
success. It directly impacts the Company'’s ability to recruit, retain and motivate employees of the highest caliber who will be able to deliver
sustained value to shareholders, even in the most challenging times.

In 2009 the Committee approved the Total Rewards Guiding Principles for reward programs for all employees, including Executive Directors,
senior leadership, and the broader employee population. The guiding principles are:

Guiding Principle Description

Simple and understandable — Each element of the package has a clear purpose
— Plan drivers are easily understood by participants
— Pay decisions are not mechanistic
— Plans are simple to implement
— Plans are transparent and easily communicated

Competitive — Plans are competitive with the external market
— Plans help to attract and retain talent

Strategically and culturally aligned — Incentive Plans support success, aligned with Shire’s goals
— Plan designs support Shire Culture

Performance oriented — Differentiate based on performance
— Maintain link to overall Group performance

Valued by employees — Employee perceived value is aligned with cost to Company
— Plans drive shareholder value
— Plans minimize accounting cost and provide tax efficiencies where possible

In addition, the Committee reconfirmed the following compensation philosophy:

— pay should be targeted at the 50th percentile for median level performance. However, compensation plans should allow for the achievement
of top quartile pay levels, if appropriate, to recognize the highest levels of performance;

— benchmarking should consider each individual component of pay (base salary, annual incentive, and long-term incentive targets).
Additionally, market data for total cash and total direct compensation will also be part of the pay decision;

— percentage of pay at risk should consider the external market.

Further guidelines for Executive Directors and other members of senior leadership include:

—base pay and incentive targets are determined with reference to a blended US/UK market comparison group. Pay is targeted at or around
the median relative to the comparison group and actual amounts may be higher or lower than the median based on performance;

— the Committee currently aims for variable compensation to represent over two-thirds of total remuneration; and

—executive Directors and senior leadership are encouraged to own shares in the Company in order to ensure the alignment of their interests
with those of the Company’s shareholders.

The Remuneration policy, through the Guiding Principles and compensation philosophy, is designed to balance the needs of the Company,

the shareholders, and employees. It recognizes the importance for reward programs to link to Company strategy, with a focus on performance
and achieving shareholder value, while also providing programs that are competitive, are valued by employees, and reward them for strong
performance in the achievement of Company and individual goals.

The Committee was also mindful of achieving this balance in 2009, in light of the wider economic downturn. The Committee recognized
this external environment in making decisions and was focused on ensuring that salary increases, plan payouts for bonuses and long-term
incentives were closely aligned to Company performance and the creation of shareholder value.
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Service contracts

The Executive Directors’ service contracts are based on a rolling term. The contracts contain obligations on the Executive Directors in respect
of intellectual property, together with post-termination restrictions. The Committee’s view is that the Company should retain the right to make
a payment in lieu of notice to a Director. In the event of early termination, Executive Directors should be treated fairly but paid no more than

is necessary. Moreover, there should be no element of reward for failure.

Mr Russell's contract, which is dated July 2, 2008, reflects his promotion to Chief Executive Officer in June, 2008 and incorporates contract
provisions reflecting current best practice for Executive Directors’ contracts. Effective January 1, 2010, Mr Russell's contract was amended

to reflect his move to the US, including changes to benefits and pension arrangements noted above. Otherwise, all terms remained the same
except for those required for the contract to be compliant with US law.

Mr Hetherington’s contract is dated July 2, 2008. Mr Russell's and Mr Hetherington’s contracts require them to give Shire 12 months notice.
Shire is required to give Mr Russell and Mr Hetherington 12 months notice of termination, other than if termination is for cause.

The contracts contain phased payment provisions which would entitle Shire to terminate an Executive Director’s employment and make a
severance payment not as a lump sum but in monthly instalments over the length of the notice period. These provisions allow the payments
to be reduced, or eliminated entirely, by income obtained by the director from a new post.

In the event of termination of employment within 12 months of a change in control, the amount payable to Mr Russell and Mr Hetherington
is one year’s salary and the cash equivalent of one years pension, car allowance and other contractual benefits. Any annual bonus payable
is at the discretion of the Committee and is capped at the contractual maximum level.

The amount of annual bonus payable upon termination of employment in any other circumstances, other than for cause, is at the discretion
of the Committee and is capped at the contractual target level.

Non-Executive Directors and the Chairman

Each Non-Executive Director is paid a fee for serving as a Director and additional fees are paid for membership or chairmanship of the Audit,
Compliance & Risk, Remuneration, Nomination and Science & Technology Committees. The Chairman of the Company receives an inclusive
fee. Fees are determined by the Executive Directors and the Chairman, with the exception of the Chairman’s fee which is determined by the
Committee and confirmed by the Board. Fees are benchmarked against Chairman and Non-Executive Director fees of comparable companies.
The fees paid to the Chairman and Non-Executive Directors are not performance-related. Details of fees paid to the Chairman and Non-
Executive Directors in 2009 are set out in the table below.

The Non-Executive Directors are not eligible to join the Company’s pension scheme. Non-Executive Directors do not participate in any of the
Company share schemes or other employee benefit schemes and no options have been granted to Non-Executive Directors in their capacity
as Non-Executive Directors of Shire plc.

Non-Executive Directors are appointed by the Board ordinarily for a term of two years. At the expiration of the two year term Non-Executive
Directors are not required to be re-elected by shareholders (unless the expiration of the term coincides with a particular Non-Executive Director’s
turn to retire by rotation), but may be re-appointed by the Board. Non-Executive Directors who have served on the Board for nine years or more
are appointed by the Board for one year terms and, in accordance with the Combined Code on Corporate Governance published by the UK
Financial Reporting Council in June 2008, are subject to annual re-election by shareholders. Non-Executive Directors are not entitled to
compensation for loss of office.

Aggregate Directors’ remuneration
The following table gives details of the aggregate remuneration paid to Executive Directors and Non-Executive Directors including the value
of the exercise of options, Share Appreciation Rights (‘'SAR Awards’) and vesting of Performance Share Awards (‘PSA Awards)):

2009 2008

$000 $000
Emoluments 5,508 6,609
Money purchase pension contributions 674 696
Sub-total of annual emoluments 6,182 7,305
Other income arising from release/exercise of long-term incentives(!)
Gains on exercise of share options and SAR Awards and release of PSA Awards 22,448 304
Gains on the release of long-term incentive plan awards 1,904 2,530
Total emoluments and other income arising from long-term incentives 30,534 10,139

(1) Includes the value of shares that were released under long-term plans and gains realized in these years.
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Summary of Executive Directors’ remuneration

The following table gives details of the remuneration received in 2009 by each Executive Director individually:
Pension
Basic salary Incentive(") Car allowance Benefits in kind® Total contributions

Cash Restricted
element share element

2009 2008 2009 2008 2009 2008 2009 2008 2009 2008 2009 2008 2009 2008
£°000 £'000 £°000 £'000 £000 £'000 £000 £'000 £000 £'000 £°000 £'000 £°000 £'000

Angus

Russell®416) 684 524 552 572 314 323 18 16 1 11 1,569 1,446 188 223
Graham

Hetherington©® 416 200 267 139 183 77 12 6 2 1 880 423 243 51

(1) Cash element includes any amounts paid into pension arrangements as supplemental pension contributions in return for an equivalent waiver in the cash element.
(2) Benefits in kind are comprised of private medical insurance and tax return preparation.
(8) Mr Russell received a long service award of £1,864.41 in 2009 which is included in his basic salary.

(4) In 2008, Mr Russell contractually agreed with his employing company that supplemental pension contributions amounting to £75,000 be made into his pension arrangements
in return for an equivalent waiver in the cash element of his EAIP award for the 2007 performance period.

(5) Mr Russell received a basic salary of £414,170 p.a. as Chief Financial Officer pro-rated for the period January 2008 to June 2008 and a basic salary of £602,000 p.a. as Chief
Executive Officer pro-rated for the period June 2008 to December 2008.

(6) In 2009, Mr Hetherington contractually agreed with his employing company that supplemental pension contributions amounting to £139,000 be made into his pension
arrangements in return for an equivalent waiver in the cash element of his EAIP award for the 2008 performance period.

(7) Mr Hetherington was appointed Chief Financial Officer in July 2008 and received a basic salary of £400,000 p.a. pro-rated for the period until December 2008.

Summary of Non-Executive Directors’ fees(!)
The following table gives the total fees received in 2009 by each Non-Executive Director.

Fees
2009 2008
£°000 £'000
Matthew Emmens®@ 355 158
Dr Barry Price 88 58
David Kappler 129 90
Patrick Langlois 97 70
Dr Jeffrey Leiden 113 65
Kate Nealon 102 75
David Mott® 77 63
Dr Michael Rosenblattt 98 36
David Stout® 12 —
(1) The Non-Executive Directors’ fees include travel allowances paid for each transatlantic trip made on Board business.
(2) Mr Emmens was appointed Chairman on June 18, 2008.
(8) Mr Mott stepped down from the Board on October 30, 2009.
(4) Dr Rosenblatt was appointed to the Board on April 24, 2008, and stepped down on December 23, 2009.
(5) Mr Stout was appointed to the Board on October 31, 2009.
Three-year historical TSR performance. Change in value Five-year historical TSR performance. Change in value
of a hypothetical £100 holding over three years of a hypothetical £100 holding over five years
3year TSR 5year TSR
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Cautionary statements

Statements included herein that are not historical facts are forward-
looking statements. Such forward-looking statements involve a number
of risks and uncertainties, and are subject to change at any time.

In the event such risks or uncertainties materialize, Shire’s results could
be materially adversely affected. The risks and uncertainties include,

but are not limited to, risks associated with: the inherent uncertainty

of research, development, approval, reimbursement, manufacturing, and
commercialization of the Shire’s Specialty Pharmaceutical and Human
Genetic Therapies products, as well as the ability to secure and integrate
new products for commercialization and/or development; government
regulation of Shire’s products; Shire’s ability to manufacture its products
in sufficient quantities to meet demand; the impact of competitive
therapies on Shire’s products; Shire’s ability to register, maintain, and
enforce patents and other intellectual property rights relating to its
products; Shire’s ability to obtain and maintain government and

other third-party reimbursement for its products; and other risks and
uncertainties detailed from time to time in Shire’s filings with the
Securities and Exchange Commission.
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