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“Safe Harbor” Statement Under The Private Securities Litigation 
Reform Act Of 1995 

Statements included herein that are not historical facts, including without limitation statements concerning 
future strategy, plans, objectives, expectations and intentions, the anticipated timing of clinical trials and 
approvals for, and the commercial potential of, inline or pipeline products, 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, the following: 

• Shire’s products may not be a commercial success; 
• increased pricing pressures and limits on patient access as a result of governmental regulations and 

market developments may affect Shire’s future revenues, financial condition and results of operations; 
• Shire conducts its own manufacturing operations for certain of its products and is reliant on third party 

contract manufacturers to manufacture other products and to provide goods and services. Some of 
Shire’s products or ingredients are only available from a single approved source for manufacture. Any 
disruption to the supply chain for any of Shire’s products may result in Shire being unable to continue 
marketing or developing a product or may result in Shire being unable to do so on a commercially viable 
basis for some period of time; 

• the manufacture of Shire’s products is subject to extensive oversight by various regulatory agencies. 
Regulatory approvals or interventions associated with changes to manufacturing sites, ingredients or 
manufacturing processes could lead to, among other things, significant delays, an increase in operating 
costs, lost product sales, an interruption of research activities or the delay of new product launches; 

• certain of Shire’s therapies involve lengthy and complex processes, which may prevent Shire from timely 
responding to market forces and effectively managing its production capacity; 

• Shire has a portfolio of products in various stages of research and development. The successful 
development of these products is highly uncertain and requires significant expenditures and time, and 
there is no guarantee that these products will receive regulatory approval; 

• the actions of certain customers could affect Shire’s ability to sell or market products profitably. 
Fluctuations in buying or distribution patterns by such customers can adversely affect Shire’s revenues, 
financial conditions or results of operations; 

• Shire’s products and product candidates face substantial competition in the product markets in which it 
operates, including competition from generics; 

• adverse outcomes in legal matters, tax audits and other disputes, including Shire’s ability to enforce and 
defend patents and other intellectual property rights required for its business, could have a material 
adverse effect on the Company’s revenues, financial condition or results of operations; 

• inability to successfully compete for highly qualified personnel from other companies and organizations; 
• failure to achieve the strategic objectives, including expected operating efficiencies, cost savings, 

revenue enhancements, synergies or other benefits at the time anticipated or at all with respect to Shire’s 
acquisitions, including NPS Pharmaceuticals Inc., Dyax Corp. or Baxalta Incorporated may adversely 
affect Shire’s financial condition and results of operations; 

• Shire’s growth strategy depends in part upon its ability to expand its product portfolio through external 
collaborations, which, if unsuccessful, may adversely affect the development and sale of its products; 

• a slowdown of global economic growth, or economic instability of countries in which Shire does 
business, as well as changes in foreign currency exchange rates and interest rates, that adversely 
impact the availability and cost of credit and customer purchasing and payment patterns, including the 
collectability of customer accounts receivable; 

• failure of a marketed product to work effectively or if such a product is the cause of adverse side effects 
could result in damage to Shire’s reputation, the withdrawal of the product and legal action against Shire; 

• investigations or enforcement action by regulatory authorities or law enforcement agencies relating to 
Shire’s activities in the highly regulated markets in which it operates may result in significant legal costs 
and the payment of substantial compensation or fines; 

• Shire is dependent on information technology and its systems and infrastructure face certain risks, 
including from service disruptions, the loss of sensitive or confidential information, cyber-attacks and 
other security breaches or data leakages that could have a material adverse effect on Shire’s revenues, 
financial condition or results of operations; 

• Shire incurred substantial additional indebtedness to finance the Baxalta acquisition, which may 
decrease its business flexibility and increase borrowing costs; and 

a further list and description of risks, uncertainties and other matters can be found in Shire’s most recent 
Annual Report on Form 10-K and in Shire’s subsequent Quarterly Reports on Form 10-Q, in each case 
including those risks outlined in “ITEM 1A: Risk Factors”, and in subsequent reports on Form 8-K and 
other Securities and Exchange Commission filings, all of which are available on Shire’s website. 

All forward-looking statements attributable to us or any person acting on our behalf are expressly qualified 
in their entirety by this cautionary statement. Readers are cautioned not to place undue reliance on these 
forward-looking statements that speak only as of the date hereof. Except to the extent otherwise required 
by applicable law, we do not undertake any obligation to update or revise forward-looking statements, 
whether as a result of new information, future events or otherwise. 

2 



Overview of Hereditary Angioedema (HAE):  
A significant unmet need 

D I S E A S E  O V E R V I E W  
• Characterized by recurrent, unpredictable attacks of 

angioedema which can be severe and potentially fatal 

• Current treatment approaches include: 
1. Treat attacks (acute treatment) 
2. Prevent future attacks (prophylaxis) 

• Unmet need remains; sustained efficacy, less 
treatment burden, and improved side effect profile 

Progression of a single HAE attack  

Source: Shire market research. 
Patient prevalence: Zuraw BL. Clinical practice. Hereditary Angioedema. N Engl J Med. 2008;359(10):1027-1036). 
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P A T I E N T  D Y N A M I C S  

Untreated (10%) 
Global 

Patients 
40,000+ 

Prophylaxis or  
Prophylaxis 

 + Acute  
(~60%) 

Acute Only  
(~40%) 

 

PREVALENCE DIAGNOSIS TREATMENT REGIMENS 

Diagnosed 
(40%-70%) 

Undiagnosed 
(30%-60%) 

 

Treated 
(90%) 
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Small Molecules  
 

Androgens Cinryze 

P A S T  P R E S E N T  F U T U R E  

Proteins 

Lanadelumab(1) 

mAbs 

Innovative monoclonal antibody technology enables a potential 
transformational advance in patient care 

(1) Subject to regulatory approval.  
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Lanadelumab has Orphan Drug (US and EU)  
and Breakthrough Designations (US) 

(1) Subject to regulatory approval.  
(2) Based on topline data from Phase 3 trial. Data on file with Shire. 

• Potent, fully human monoclonal antibody 
• Novel mechanism of action specifically engineered to bind to plasma 

kallikrein and prevent production of bradykinin 
• Long half-life (~14 days) 
• High concentration / low volume ready-to-use formulation (1-2 mL) 

KEY FEATURES 

Lanadelumab has the potential to change the treatment  
paradigm in HAE(1) 



Key results from the 26 week pivotal Phase 3 HELP™ Study 
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• Lanadelumab met the primary and all secondary endpoints for all 
lanadelumab treatment arms vs. placebo (p<0.001 for  all analyses) 

• Monthly attack rate reduction vs. placebo 
• 300mg every 2 weeks: 87% (p <0.001) 
• 300mg every 4 weeks: 73% (p<0.001) 
• 150mg every 4 weeks: 76% (p<0.001) 

• Effective regardless of baseline attack frequency 
• Meaningful reduction starting from the first dose throughout the 26 

week treatment period 
• Significantly higher proportion of patients, compared to placebo, were 

attack free throughout the entire 26 week study period 
 

• 125 patients / 26 week treatment period / HAE Type 1,2 / Age ≥ 12 years of age 
• Evaluated 3 dosing arms of lanadelumab (150 or 300 mg every 4 weeks or 300mg every 2 weeks) vs. placebo 
• Study population included the full HAE disease spectrum   

(baseline 3.7 mean attacks/month;  52% > 3 attacks/month;  65% history of laryngeal attacks; 56% on long term prophylaxis) 
• 96% of patients have voluntarily chosen to roll-over into the ongoing long-term extension safety study (HELP™ Study Extension)  

T R I A L  S U M M A R Y  

E F F I C A C Y  S A F E T Y  

• Favorable safety profile 

• No treatment related serious 
adverse events  

• Most commonly noted treatment 
emergent adverse event was 
mild to moderate injection site 
pain (29% placebo vs. 43%  
across all lanadelumab arms) 



(1) Based on doses administered in Phase 3 trial. Data on file with Shire.  
(2) Based on indicated dose of 1000 units twice per week, which requires 2 vials and 10 mL per administration. 

Lanadelumab has the potential to significantly reduce  
the current prophylaxis treatment burden  
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• Subcutaneous injection 

• Small injection volume, 
ready to use (1-2 mL) per 
administration  

• Rapid injection vs infusion 

• Self-administered once or 
twice a month 

1-2 vials/month(1) 

• IV 

• 10 mL (1000IU) per 
administration; needs 
reconstitution 

• 10 minute infusion time 

• Can be self-administered 
twice-weekly 

C I N R Y Z E ®  (C1 esterase inhibitor [human])  

16 vials/month(2) 

L A N A D E L U M A B ®  



Next steps 
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• Global regulatory submissions are a high priority  
• Current expectation is for BLA submission in late 2017 to early 2018 

pending future discussions with FDA 
• Based on Breakthrough Designation, priority regulatory review is 

expected leading to potential commercial launch in 2H 2018 
• Current expectation for Europe is for a potential MAA submission in 

1H 2018 pending discussions with EMA 
 



Strong clinical results and study design support a potential 
transformational advance in the treatment of HAE 

• HELP Study is the largest randomized, double-blind, parallel arm, placebo 
controlled prevention trial with a treatment period of 26 weeks 

• Baseline characteristics were well balanced across treatment arms and the study 
population reflected the full HAE disease spectrum 

• Study met all primary and secondary endpoints 
• All 3 lanadelumab treatment arms demonstrated highly statistically significant and 

clinically meaningful reductions in the number and severity of HAE attacks compared 
with placebo  

• Results were consistent regardless of baseline attack rate 
• Lanadelumab was generally well tolerated over the 26 week treatment period 
• Study results fully support proceeding to regulatory submissions 
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Thank you… Questions and answers 
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