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THE “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 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 Shire’s Specialty Pharmaceutical and 
Human Genetic Therapies products, as well as the ability to secure 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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2010 highlights

•RESOLOR - Addresses symptomatic unmet need of chronic 
constipation and expands ex-US GI franchise

• Exclusive ex-North American rights to ActRIIB molecules to 
be used in muscular disorders

• Approaching 3% market share in first full year
• Prescribed by over 26,000 physicians

• Q3 YTD Rx’s up 30% vs Q3 2009
• Nov YTD US ADHD market up 12% versus 2009
• New uses - New value in pipeline

• Over 2300 patients on therapy
• Can meet demand for at least 300 additional patients

• Approved in the US and EU
• Over 1000 patients on therapy
• Can meet demand for 200 additional patients

Source:  IMS
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Replenishing our pipeline - 4 commercial launches since 2007

INTUNIV (US)
Co-administration

SPD 535
Platelet Reducing

CarrierWave
for Pain

VYVANSE (EU)
ADHD
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GERD
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MDD
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ADHD adolescent

Guanfacine 
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VYVANSE
Negative symptoms and cognitive 

impairment in schizophrenia
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Patients
Innovative drugs for chronic 
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Company they trust

Payors
Value for money
Clear evidence 
of clinical and 

societal benefit
Company
they trust

Investors
Return to justify further 

investment
Company they trust

Market-driven 
R&D

Physicians
New treatments
Clinical benefits

Company 
they trust

Deep 
understanding of 

target disease 
areas

Policymakers
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Delivering tangible stakeholder value



7

Our purpose
We enable people with life-altering conditions to lead better lives

Vyvanse® New Uses
Update

Investigation of dopamine modulation in    
- Major Depressive Disorder 
- Excessive Daytime Sleepiness
- Negative Symptoms - Schizophrenia

This presentation describes investigational studies evaluating potential new uses of lisdexamfetamine
dimesylate (VYVANSE). These data are presented to inform the medical and financial communities about 
Shire development programs.  No conclusions can be drawn regarding the safety or efficacy of VYVANSE in 
these disorders without additional studies and review by regulatory authorities. VYVANSE is approved only 
for the treatment of Attention Deficit Hyperactivity Disorder. Shire does not recommend the use of its 
products in any way other than as described in the approved Prescribing Information.
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(5)

Mood

Cognition

Wakefulness

Reward-Impulsivity

Dopamine-dependent
symptoms

Kessler RC et al. Am J Psychiatry 2006;163:716-723; Atlfas et al. BMC Psychiatry 2002;2:9; Hudson et al. Biol Psychiatry 2007;61:348-358; Ross et al. Schiz. Res 2006;88:90-
95; Wingo et al. J Clin Psychiatry, 2007, 68:11:1776-1784; Walters et. al. J Clin Sleep Med, 2008, 4:6:591-600; Dunlop & Nemeroff Arch Gen Psych (2007); 64:327-37.

Dopamine dysregulation implicated in many neuropsychiatric 
disorders

Schizophrenia

ADHD

Major 
Depression

Excessive
Daytime

Sleepiness

Bipolar
Disorder

Binge 
Eating 

Disorder

VYVANSE should only be used to treat ADHD
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Dopamine-modulating agents and unmet medical needs
Major Depressive Disorder (MDD) and Excessive Daytime Sleepiness (EDS)

• Brain circuitry underlying cognition, motivation, reward, and wakefulness is 
increasingly recognized as dopamine-dependent

• Unmet medical needs in MDD and EDS are large and growing

•MDD is current the leading cause of morbidity in America and by 
2030 will be the leading cause of morbidity worldwide (1)

•60-70% of treated patients do not achieve clinical remission with 
standard antidepressant monotherapy (2)

•EDS is a common pathological symptom related to medical 
conditions or environmental factors, where sub-optimal improvement 
is present in 20 to 40% of cases treated with current first-line therapy 
(3,4)

• VYVANSE (lisdexamfetamine dimesylate) is being evaluated as a potential 
therapeutic option

Sources: See Slide 16 in Appendix
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• Subjects with MDD (n=248) treated for 8 weeks with escitalopram 
(LEXAPRO, up to 20mg/d); inadequate responders (< 50% response and 
MADRS <10) augmented with placebo or VYVANSE (optimized: 20, 30 or 
50 mg/day; n=129) for 6 additional weeks 

• VYVANSE demonstrated significant improvement in primary endpoint
(MADRS) in both non-remitter and non-responder populations compared 
to placebo

Inadequate response in MDD
Evaluating the clinical signal

Data Source SPD489-203: Tables 3.1.1.1, 3.1.2.4, 16-Sep-2010; Shire data on file
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Excessive Daytime Sleepiness
Evaluating the clinical signal

• Validated model of sleep deprivation (n=135)
• Healthy males underwent assessment prior to medication administration (equal randomization to 1 of 

5 groups: placebo, VYVANSE 20 mg, 50 mg, 70 mg, or armodafinil 250 mg [NUVIGIL®]) and 
throughout the nocturnal deprivation period

• Objective measure (Primary endpoint, MWT)

• All groups statistically improved objective wakefulness compared to placebo**
• Pre-specified statistical comparisons showed 

• VYVANSE 70 mg providing statistically significant improvement compared to 250 mg armodafinil
• No significant difference between VYVANSE 50 mg and armodafinil 250 mg
• VYVANSE 20 mg as inferior to armodafinil 250 mg

• Subjective measure (Secondary endpoint, KSS)

• VYVANSE 50 and 70 mg statistically improved subjective wakefulness compared to placebo**
• Neither 250 mg armodafinil or 20 mg VYVANSE statistically improved subjective wakefulness 

compared to placebo 
• Pre-specified statistical comparisons showed 

• VYVANSE 70 and 50 mg providing statistically significant improvement compared to 250 mg armodafinil 
(p=0.0297 and p=0.0004, respectively)

• No significant differences between VYVANSE 20 mg and armodafinil 250 mg

Data Source SPD489-207: Table 1.1 and 1.2 and Listing  1.1, 24Aug2010**P<0.0001; MWT=Mean Wakefulness Test; KSS=Karolinska Sleepiness Scale
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• Data support hypothesis of dopamine-modulating effects in MDD and EDS
• VYVANSE appears able to deliver improvement in common residual depressive 

symptoms, compared to placebo augmentation of anti-depressant therapy
• VYVANSE appears able to deliver improvement in wakefulness, compared to placebo 

and active-controls (monotherapy)
• VYVANSE maintains potential for differentiating effect in EDS, particularly in subjective 

‘quality of wakefulness’
• No new safety findings in the populations studied, profile to date aligned with labeled 

profile
• Vyvanse is a federally controlled substance (CII) because it can be abused or lead to 

dependence.  Vyvanse is a stimulant medication. Misuse of stimulants may cause 
sudden death and serious cardiovascular adverse events.

• Will complete health authority interactions to determine the clinical 
program parameters for MDD and EDS programs

• Await data and interpretation mid-year 2011 of other ongoing signal finding 
studies 

• Negative Symptoms in Schizophrenia (enrollment completed)
• Inadequate response in MDD with cognitive impairment (enrollment completed)

VYVANSE New Uses Update
Conclusions and Next Steps
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Key events in 2011

• Launching New Products & New Indications
• RESOLOR – continue European launches
• VYVANSE – Brazil; Adolescent launch (US & Canada); Adult launch in Canada
• INTUNIV* – Co Administration with stimulants PDUFA Feb 2011
• FIRAZYR* – US

• Life Cycle Management
• VYVANSE – file MAA in Europe and continue development of new uses
• INTUNIV – commence EU Phase 3
• FIRAZYR – Self administration label

• Advancing the Pipeline
• SPD 535 – Platelet reduction
• Guanfacine Carrierwave
• SPD 556 & 557 (formerly Movetis 002 and 003)
• HGT IT programs – Hunter CNS, Sanfilippo A, MLD

• Investing in manufacturing and global operations
• Complete REPLAGAL and VPRIV submissions for new plant approval

*Pending regulatory approval
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Q & A Breakout
Georgian Room
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APPENDIX
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Sources from Slide 9

(1) World health organization:  Global Burden of Disease 2004 Update, pages 
44, 51 
(http://www.who.int/healthinfo/global_burden_disease/GBD_report_2004up
date_full.pdf)

(2) The STAR*D Project Results: A Comprehensive Review of Findings, D 
Warden, AJ Rush, MH. Trivedi, M Fava and SR Wisniewski; Current 
Psychiatry Reports (2007)  9:449-459

(3) Shire Primary Market Research
(4) The efficacy and safety of armodafinil as treatment for adults with excessive 

sleepiness associated with narcolepsy, JR. Harsh, R Hayduk, R 
Rosenberg, KA. Wesnes, JK Walsh, S Arora, GE. Niebler and T Roth, 
Current Medical Research and Opinion, Vol. 22, No. , 2006, 761–774


