
Building on our specialty expertise 

Shire acquires Transkaryotic 
Therapies Inc.
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"SAFE HARBOR" STATEMENT UNDER THE PRIVATE 
SECURITIES LITIGATION REFORM ACT OF 1995 
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 
affected. The risks and uncertainties include, but are not limited to, risks associated with the 
inherent uncertainty of pharmaceutical research, product development, manufacturing and 
commercialization, the impact of competitive products, including, but not limited to, the impact of 
those on Shire's Attention Deficit & Hyperactivity Disorder (ADHD) franchise, patents, including 
but not limited to, legal challenges relating to Shire's ADHD franchise, government regulation and 
approval, including but not limited to Health Canada's suspension of ADDERALL XR® sales in 
Canada and the expected product approval dates of METHYPATCH® (MTS) (ADHD), SPD503 
(ADHD), SPD465 (ADHD), SPD476 (ulcerative colitis), SPD 480 (ulcerative colitis) and NRP104 
(ADHD), including its scheduling classification by the Drug Enforcement Agency in the United 
States, Shire’s ability to secure new products for development and other risks and uncertainties 
detailed from time to time in Shire's filings with the Securities and Exchange Commission, 
including its Annual Report on Form 10-K for the year ended December 31, 2004

The following is a trademark of Shire or companies within the Shire Group, which is the subject of 
trademark registrations in certain territories: FOSRENOL® (lanthanum carbonate).
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Forward-Looking Statements - TKT

This presentation contains forward-looking statements regarding TKT’s development of certain products, 
including Replagal, I2S, GA-GCB, Dynepo, and the timing of clinical trials, clinical trial results and regulatory 
filings, and statements regarding TKT’s financial outlook, as well as statements containing the words 
“believes,” “anticipates,” “plans,” “expects,” “estimates,” “intends,” “should,” “could,” “will,” “may,” and similar 
expressions.  There are a number of important factors that could cause the company’s actual results to 
differ materially from those indicated by such forward-looking statements, including: whether any of the 
company’s products will achieve the commercial success anticipated by the company; whether competing 
products will reduce the market opportunity for such products; whether I2S will be safe and effective as a 
treatment for Hunter syndrome; whether GA-GCB will be safe and effective as a treatment for Gaucher
disease; whether TKT will be able to successfully complete clinical trials of its products; enrollment rates for 
clinical trials; whether the results of clinical trials, will be indicative of results obtained in later clinical trials; 
whether future clinical trials will be conducted and conducted on a timely basis; the ability of TKT and its 
collaborators to successfully complete development of its products; the ability to manufacture sufficient 
quantities of its products to satisfy both clinical trial requirements and commercial demand, if approved; the 
timing of submissions to and decisions by regulatory authorities in the United States, Europe, Japan and 
other countries regarding clinical trials and marketing and other applications; whether the FDA and 
equivalent regulatory authorities grant marketing approval for the company’s products on a timeline 
consistent with TKT's expectations, or at all; the availability and extent of coverage from third party payors
and the receipt of reimbursement approvals for the company’s products; whether competing products will 
reduce any market opportunity that may exist; results of litigation; whether the company will be successful 
in establishing European manufacturing for Dynepo; and other factors set forth under the caption “Certain 
Factors That May Affect Future Results” in the company’s Annual Report on Form 10-K for the year ended 
December 31, 2004, which is on file with the Securities and Exchange Commission and which factors are 
incorporated herein by reference.  While the company may elect to update forward-looking statements at 
some point in the future, the company specifically disclaims any obligation to do so, even if its expectations 
change.
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Additional Information Will Be Filed with the SEC
TKT plans to file with the SEC and mail to its stockholders a Proxy Statement in connection with the 
transaction. The Proxy Statement will contain important information about TKT, the transaction and related 
matters. Investors and security holders are urged to read the Proxy Statement carefully when it is 
available.

Investors and security holders will be able to obtain free copies of the Proxy Statement and other documents 
filed with the SEC by the company through the web site maintained by the SEC at www.sec.gov.
In addition, investors and security holders will be able to obtain free copies of the Proxy Statement from TKT 
by contacting Corporate Communications, 700 Main Street, Cambridge, MA 02139.

TKT, and its directors and executive officers, may be deemed to be participants in the solicitation of proxies in 
respect of the transactions contemplated by the merger agreement. Information regarding TKT's directors 
and executive officers is contained in TKT's Annual Report on Form 10-K for the year ended December 31, 
2004, its proxy statement dated April 27, 2004, and its Current Reports on Form 8-K dated March 30, 2005 
and April 15, 2005, each of which is filed with the SEC. As of April 1, 2005, TKT's directors and executive 
officers and their affiliates, including Warburg Pincus Equity Partners, L.P., beneficially owned approximately 
5,333,922 shares, or 15%, of TKT's common stock. All outstanding options for TKT common stock, whether 
or not vested, including those held by current directors and executive officers, will be cashed out in the 
merger based on the $37 per share purchase price. In addition, Shire has committed to maintaining TKT's
2005 Management Bonus Plan, in which its executive officers participate, in accordance with its current terms 
in respect of the 2005 performance year. Following the merger, Shire has agreed to provide certain retention 
and severance benefits to TKT's employees, including its executive officers. A more complete description will 
be available in the Proxy Statement when it is filed with the SEC.



5

Agenda

Acquisition Rationale Matthew Emmens 

Overview of platform and key products David Pendergast

Financials Angus Russell

Concluding remarks Matthew Emmens 



6

Shire’s strategy
TKT

Specialty pharmaceutical company

Small and efficient sales forces

Address the needs of the specialist physician

Concentrate resources on lower risk projects with relatively fast 
development timelines

Seek drugs with strong competitive position

In-license / acquire products and projects with potential peak 
sales of $150 - $500 million

Focus on products below ‘big pharma’ radar

R&D capability and capacity
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Acquisition terms

All cash transaction

$37.00 per share (approximately $1.6 billion total)

21.6% premium to TKT’s closing price on April 20, 2005

Approximately 14% irrevocable undertaking received from TKT’s 
largest shareholder

Subject to shareholder and regulatory approvals by the 
shareholders of both companies, anticipated to close in summer 
of 2005
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Expansion into protein therapeutics 

Diversifies revenue base

Relatively low-risk therapeutic area

Mechanism of action well established

High success rate – low risk of development failure

Targets niche markets with high unmet needs

Orphan drugs = strong exclusivity position

Good platform for further product expansion
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Adds new products

Two approved products

REPLAGAL 

Fabry disease, sales of $77 million in 2004

Estimated current market is $190 million in Western Europe which is larger 
than the US market 

DYNEPO 

Approximately 65-70% is used in anemia renal disease

EPO market is currently >$2.3 billion in Europe

Launch planned 2006 
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Adds new products …cont/
Two new clinical projects

I2S 

Hunter syndrome – Phase 3 results expected June 2005 (not a condition of closing)

Estimated launch in 2006

Estimated market is between $200 - $300 million

US 40%; EU 40% and RoW 20%

Availability of treatment could lead to increasing recognition of the disorder

GA-GCB  

Gaucher disease – Phase 1/2 results expected 2H 2005

Anticipate 2008 introduction

Current market is approximately $840 million:

Western Europe 32%, Israel 22%; US 40% and RoW 6%

*IMS data
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Marketed products

DYNEPO launch planned 2006
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Combined R&D Pipeline

Registration*P3P1 / P2

2005MTS** (ADHD)

2005SPD503 (ADHD)

2005SPD476 (UC)

I2S (Hunter syndrome) 2005

NRP104 (ADHD) 2006

SPD465 (ADHD) 2006

GA-GCB (Gaucher disease) 20072006

*anticipated registration
**METHYPATCH
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Excellent strategic and business fit

Consistent with Shire’s specialty model

Provides attractive product portfolio

Targeted research on specific enzyme / protein replacement 
therapy 
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Complementary capabilities:

Shire’s 
commercialization, 
infrastructure and 
resources

Small, specialized 
sales approach

Enzyme and protein 
R&D 

Low technical risk

Manufacturing 
expertise

Specialized sales 
approach 

Shire TKT
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Attractive market dynamics

High unmet medical need

Limited number of competitors

Orphan product exclusivity:

7 years in US

10 years in EU

Below ‘big pharma’ radar



David Pendergast
TKT

Overview of platform and key 
products
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Gene activation technology

Patented platform technology

Switches on normally ‘silent’ genes

To produce target protein

Replagal, Dynepo and GA-GCB produced by gene activation technology 
in human cells

Have identical amino acid and glycosylation patterns to natural proteins

The only human proteins available in their respective areas

Human proteins may offer advantages compared to those derived from 
animal cells
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Replagal: Fabry Disease

What is Fabry Disease?
Serious, life-threatening, rare genetic disorder

Inherited metabolic disease due to a deficiency of the enzyme alpha-galactosidase A

Causes debilitating pain, kidney disease, heart disease and stroke

What is Replagal?
Fully human alpha-galactosidase A protein produced using gene activation technology 

Enzyme replacement therapy to replace deficient alpha-gal with active enzyme to stop or 
ameliorate the clinical manifestations of Fabry disease

Administered at 0.2 mg/kg biweekly over a 40 minute infusion, 

European launch commenced 4Q 2001 

Approved in 34 countries outside the US, including the EU and Canada

How common is it?
Estimated 8,000  to 10,000 patients worldwide

What is the opportunity?
2004 Sales total $77.4 million; 2005 expected sales: $95 - $105 million

Co-orphan drug exclusivity for up to 10 years in Europe until 2011

Considerable growth potential in existing and new markets
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Dynepo: Anemia  

What is erythropoietin (EPO)?
Natural protein that regulates red blood cell production in properly functioning kidneys

Without sufficient amounts of EPO, oxygen is not adequately delivered throughout the body, 
resulting in anemia

Patients who suffer from anemia often feel fatigued and lethargic

What is Dynepo?
Protein to elevate and maintain red blood cell production

Produced by gene activation in human cells

Indicated for the treatment of anemia in patients with chronic renal failure (dialysis and pre-
dialysis)

Subcutaneous and intravenous routes of administration

What is the opportunity?
Europe represents a greater than $2.3 billion market 

Approved in EU and, subject to finalizing manufacturing arrangements, market introduction 
anticipated in 2006
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I2S: Hunter Syndrome
What is Hunter Syndrome?

X-linked, rare genetic disorder  
Deficiency of enzyme iduronate-2-sulfatase results in build up of toxic substrate in 
lysosomes (glycosaminoglycans)
Causes variety of debilitating symptoms including heart, airway, bone and liver 
abnormalities and CNS involvement in severe patients
Average age of diagnosis is 2-5 years; life expectancy ranges from 10-30 years
No cure or treatment at present; death usually occurs due to cardiac or respiratory disease

What is I2S?
Human iduronate-2-sulfatase produced by genetic engineering technology intended for 
long-term treatment of Hunter syndrome
Enzyme replacement therapy could potentially either stop or ameliorate the clinical 
manifestations of the disease
Phase 3 pivotal program completed; Top-line results expected in June 2005 and if positive, 
regulatory filings expected in 2H 2005

How common is it?
Target population estimated at 2,000 patients worldwide

What is the opportunity?
Anticipate $300 million market opportunity
No therapeutic competition; expected to be standard of care at diagnosis
Orphan Drug designation in both the US and Europe
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GA-GCB: Gaucher Disease
What is Gaucher Disease?

Rare enzyme disorder due to deficiency of enzyme glucocerebrosidase (GCB)

Range of severity and may include liver and spleen enlargement, skeletal weakening, and 
disorders associated with low blood cell counts such as anemia

What is GA-GCB?
Human GCB produced using gene activation technology

Enzyme replacement treatment to replace deficient GCB with active to stop or ameliorate 
clinical manifestations

Phase 1/2 open-label study completed; Top-line results expected 2H 2005

Pivotal trial expected to commence in 2006, designed to support a commercial launch in 
2008

How common is it?
Approximately 10,000 patients worldwide; Treated patients estimated at 4,000 worldwide

What is the opportunity?
$800 million market

Will be second enzyme replacement therapy expected to enter the market

No orphan drug exclusivity barriers to entry



Angus Russell
Chief Financial Officer 

Financials 
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Valuation

Offer price per share $37.00

Transaction Value(1) $1.57 bn

Premium: 
Current price(2) 21.6%
One month average(3) 43.6%

(1) Based on an aggregate of 34.9 million basic shares outstanding, 2.5 million share equivalents from in-the-
money options and 5.1 million shares from the exercise of TKT’s existing convertible bond

(2) Based on TKT’s closing price on April 20, 2005

(3) Based on TKT’s average closing price in the month prior to and including April 20, 2005
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Enhances sales and EPS growth beyond 2007

Drives increasing growth medium to longer term

Ability to sustain Shire’s consistent operating margin performance

Modest cost savings

Cash and GAAP EPS neutral in the second full year of ownership 
post closing
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Shire and TKT

Shire

Revenues $1,363m

Operating Income $446m

Net Income $269m

Cash Position $1,458m

TKT

Revenues $78m

Operating Loss $(75)m

Net Loss $(66)m

Cash Position $155m

Note: Based on published audited accounts as of December 31, 2004; cash position represents an aggregate of 
cash and cash equivalents
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Financial guidance and current trading

Shire continues to perform in line with the guidance given at its 
preliminary results announcement - Q1 results scheduled for April 29, 
2005

Additional factors arising from the acquisition:

One time charge, on closing, of approx. $800 million relating mainly to 
the write-off, under US GAAP, of the intangible asset value associated 
with the acquired in-process R&D pipeline and some re-structuring 
costs

Cash consideration for the acquisition + working capital/product in-
licensing requirements post completion to be financed from current 
cash resources of enlarged group, together with new bridging debt 
facility of $500 million



Matthew Emmens

Concluding remarks
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Concluding remarks

Integration plan established

Delivers on Shire’s strategy

Broadens platform for growth 

Enhances future opportunities

Diversifies revenue stream

Builds future value

Accelerates growth and earnings



Questions and answers

All
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