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The passage of time and/or the occurrence of subsequent events can render the 
materials in this presentation inaccurate or incomplete. Viewers of this presentation 
should consider the dates of issuance of all materials in this presentation and 
understand that Shire assumes no obligation to update or correct materials, whether as 
a result of new information, future events, or otherwise.



“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, projected revenues, 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 depends on third parties to supply certain inputs and services critical to its operations including certain inputs, services and 
ingredients critical to its manufacturing processes. 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;

• the nature of producing plasma-based therapies 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;

• failure to comply with laws and regulations governing the sales and marketing of its products could materially impact Shire’s revenues 
and profitability;

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

• Shire’s patented products are subject to significant 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 Shire’s revenues, financial condition or 
results of operations;

• Shire may fail to obtain, maintain, enforce or defend the intellectual property rights required to conduct its business;

• Shire faces intense competition for highly qualified personnel from other companies and organizations;

• failure to successfully execute or attain strategic objectives from Shire’s acquisitions and growth strategy 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, could have negative 
consequences for Shire’s business and increase the risk of non-payment by Shire’s customers;

• changes in foreign currency exchange rates and interest rates could have a material adverse effect on Shire’s operating 
results and liquidity;

• Shire is subject to evolving and complex tax laws, which may result in additional liabilities that may adversely affect Shire’s 
financial condition or results of operations;

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

• 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 faces risks relating to the expected exit of the United Kingdom from the European Union;

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

• the potential uncertainty among our employees, customers, suppliers, and other business partners resulting from the 
announcement by Takeda Pharmaceutical Company Limited on May 8, 2018 of a recommended offer for Shire under the U.K. 
Takeover Code; 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 “ITEM1A: Risk Factors”, 
and in Shire’s 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
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Disclaimer on the presentation

NOT FOR RELEASE, PRESENTATION, PUBLICATION OR DISTRIBUTION IN WHOLE OR IN PART, DIRECTLY OR INDIRECTLY, IN, INTO OR FROM ANY JURISDICTION WHERE TO DO SO WOULD CONSTITUTE A
VIOLATION OF THE RELEVANT LAWS OR REGUALTIONS OF THAT JURISDICTION.

This presentation has been prepared by Shire plc (“Shire”) solely for information and for use in connection with its roadshow to take place in Tokyo, Japan in August 2018. By accepting these presentation slides, and attending this
presentation, you agree to the conditions set out below.

For the purposes of this notice, “presentation” means this document, any oral presentation, any question and answer session and any written or oral material discussed or distributed by Shire during the presentation. This presentation
does not, and does not purport to, contain all the information that may be necessary or desirable to fully and accurately evaluate Shire or its business prospects. The statements contained in these presentation slides are not to be
construed as legal, business, financial or tax advice. This presentation is being given (together with any further information which may be provided to the recipient) on the condition that it is for use by the recipient for information purposes
only (and not for the evaluation of any investment, acquisition, disposal or any other transaction). Any failure to comply with these restrictions may constitute a violation of applicable securities laws.

None of Shire, its shareholders, subsidiaries, affiliates, or its or their respective directors, officers, partners, employees, representatives and advisers (the “Relevant Parties”) makes any representation or warranty, express or implied, as to
the accuracy or completeness of the information contained in this presentation, or otherwise made available, nor as to the reasonableness of any assumption contained herein or therein, and any liability therefor (including in respect of
direct, indirect, consequential loss or damage) is expressly disclaimed. Nothing contained herein or therein is, or shall be relied upon as, a promise or representation, whether as to the past or the future and no reliance, in whole or in part,
should be placed on the fairness, accuracy, completeness and correctness of the information contained herein or therein. Further, nothing in this presentation should be construed as constituting legal, business, tax or financial advice.
None of the Relevant Parties undertakes any obligation to provide the recipient with access to any additional information or to update or correct any inaccuracies in or omissions from this presentation.

No Offer or Solicitation

This presentation (including any oral briefing and any question-and-answer in connection with it) is not intended to, and does not constitute, represent or form part of any offer to sell or the solicitation of an offer to buy any securities or a
solicitation of any vote or approval, nor shall there be any sale of securities in any jurisdiction in which such offer, solicitation or sale would be unlawful prior to registration or qualification under the securities laws of any such jurisdiction.
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Shire’s journey over the past 5 years

2013

Building a leading 
global biotech 

Becoming 
One Shire 

Global leader in         
Rare Diseases 

(1) Number of countries where Shire promotes products directly.

Strategic 
direction

Revenue

2014 2015 2016 2017

% of Rare 
Disease

$5B

33% ~70%

# of 
affiliates(1) 22 70+

# of pipeline 
programs 21 ~40

5

>$15B

SHP647



Patient focus

Robust R&D 
pipeline

Strong 
portfolio

6

Rare Disease 
leader

2

• Innovative, rare disease-focused biotech committed to differentiated 
medicines in areas of high unmet medical need

• Global footprint: ~23K employees in 70+ countries; rapidly growing 
(e.g., Japan, China)

4 • ~40 programs in clinical development, 16 in Phase 3, 7 in registration

• Five franchises with over $1B in annual revenue, with multiple leading brands

Clear biotech 
profile • ~65% of 2017 sales from biologics

1

3

• Advancing diagnostics (diagnostic toolkits, biomarkers in genetic diseases)
• Personalized care (e.g., Advate+myPKFit)

5

Today, Shire is the leading global biotech focused on Rare Diseases



Actual and projected revenues for
Rare Diseases drugs(1)

Rare Diseases is an attractive segment growing faster than the broader 
market

~$110B

2022E2017

~$60B

~11% annual 
projected 
growth vs. 6% 
overall for 
pharma 
through 2022(2)

Debilitating, often life-threatening conditions with 
substantial impact on patients and their caregivers

An estimated 350 million people live with one of over 
7,000 recognized rare diseases; 90% of which currently 
without treatment options 

Focused patient groups actively looking for solutions 
(affect fewer than 5 in 10,000 people or 1 in 200,000 in 
the U.S.)

R&D incentives such as Orphan Drug Status, 
Breakthrough Therapy Designation, Fast Track approvals

Growing interest and engagement by regulatory 
authorities (approx. 23% of new U.S. drug approvals 
since 2014)

Orphan
Immunoglobulin

7(1) EvaluatePharma accessed February 19, 2018.  Rare Diseases market includes all orphan drugs. Limited to drugs where the FDA Orphan designation is for primary indication; Excludes sales in 
Oncology and multiple sclerosis.

(2) EvaluatePharma Orphan Drug Report, 2017

~11%



Shire is the largest player in Rare Diseases

Top 10 companies by Rare Diseases product sales(1)

2017 Rare Disease Product Sales, $B

~$10B

Orphan
Immunoglobulin

8

(1) EvaluatePharma, February 2018 - Rare Diseases market includes all orphan drugs. Limited to drugs where the FDA Orphan designation is for primary indication.  Excludes sales in 
Oncology and multiple sclerosis.

(2) Company reported FY 2017 revenue growth rate.  Shire’s 8% growth rate is on pro forma basis including Baxalta (acquired on June 3, 2016) and Dyax (acquired on January 22, 2016).
Shire’s FY 2017 reported growth rate is 33%.

2017 Company revenue 
growth rate (%) (2)

8%

12%

4%

15%

0%

1%

7%

-1%

0%

6%



Five franchises with over $1B in annual product sales, 
with multiple leading brands

9

4,370

3,786

2,664

1,438

1,045

626

259

262

Ophthalmics

Genetic Diseases (2)

Immunology(2)

Hematology

Oncology (4)

Neuroscience

Established Brands(3)

Internal Medicine (3)

Total Product Sales

+14%

+3%

+7%

+4%

-20%

+39%

+22%

vs. PY (1) (%)2017 product sales ($MM)

(1) Pro forma growth rates.  Product sales represent the full year 2017 results compared to pro forma 2016 results including Baxalta (acquired on June 3, 2016) and Dyax (acquired on January 22, 2016).
(2) For 2017 reporting (including comparative information), HAE sales have been reclassified to the Immunology franchise from Genetic Diseases.
(3) FY 2017 sales recalculated to break out Established Brands from Internal Medicine which include non-promoted products such as LIALDA, PENTASA, and FOSRENOL.
(4) Oncology sale expected to close in Q3 2018.

14,449

NM

+8%
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(1) This is a Non GAAP financial measure. The most directly comparable measure under US GAAP is diluted earnings per ADS (FY 2012: $3.93, FY 2014: $17.28, FY 2016: $1.27, 2018 
Guidance: $7.30-7.90).

(2) See slide 48 for a list of items excluded from the US GAAP equivalent used to calculate all Non GAAP measures detailed above. See slides 49 to 50 for a reconciliation of Non GAAP financial 
measures to the most directly comparable measure under US GAAP.

(3) This statement includes a profit forecast for the purposes of the U.K. City Code on Takeovers and Mergers. Please see slide 48 for further details.

$6.0B

2012 2014

$11.4B

2016 2018 
Guidance(3)

$4.7B

$15.4-15.9B

$6.10
$10.60 $13.10 $14.90-15.50

2018 
Guidance(3)

2012 20162014

Total Revenue  

Non GAAP Diluted Earnings per ADS(1)(2)

A history of strong growth and financial performance

11

Current Key Growth Drivers

Immunology

Recently Launched 
Products

International 
Markets



Recent launches continue on a high growth trajectory

12
(1) Products launched between 2013 and 2017.
(2) Oncology sale expected to close in Q3 2018.
(3) Product sales are on a pro forma basis, which include results from Baxalta (acquired on June 3, 2016) and Dyax (acquired on January 22, 2016)
(4) Products launched between 2013 and 2017: HYQIVA, CUVITRU, XIIDRA, MYDAYIS, ADYNOVATE, VONVENDI, RIXUBIS, OBIZUR, NATPARA, 

GATTEX, ONIVYDE.

0.3

0.8

1.6

1.1

2015 2016 H1 20182017

... contribute substantially to current and 
anticipated future revenues(3), (4)

Product sales, $B

+124% +109% +71%Growth vs. PY:

Hematology

Recently launched products(1)

Internal Medicine

Immunology Ophthalmics Neuroscience

Oncology(2)
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Expanded global footprint contributing significantly to growth

(1) 2016  product sales are on a pro forma basis, which include results from Baxalta (acquired on June 3, 2016) and Dyax (acquired on January 22, 2016). 
H1 2018 growth rate was  in comparison to reported H1 2017 international product sales. 

Global expansion 
accelerated with Baxalta… … leading to meaningful sales growth in the International Business

Commercial 
presence in 

34
countries

Therapies
available in

50
countries

2015

Commercial 
presence in 

70+
countries

Therapies
available in

>100
countries

2017

2.6

2017

4.9

2016 H1 2018

4.6

% of 
Global 
Sales

34% 34% 35%

+8% +13%Growth vs. PY:

International product sales, $B (1)



Significant improvement of operating margins

Non GAAP EBITDA margin(1)(2)

(1) This is a Non GAAP financial measure. The most directly comparable measure under US GAAP is net income margin (FY 2017: 28%, FY 2016: 3%).
(2) See slide 48 for a list of items excluded from the US GAAP equivalent used to calculate all Non GAAP measures detailed above. See slides 49 to 50 for a reconciliation of Non GAAP financial measures to 

the most directly comparable measure under US GAAP.
(3) Baxalta acquisition completed Jun 3rd 2016

14

Successful integration of Baxalta(3)

• Commercial Integration completed quickly, 
all major site moves done

• Synergy realization ahead of plan

• On track to achieve ~$700M in synergies by 
year 3

• Additional $300M in savings identified in the 
manufacturing network

• Future margin expansion also expected to 
be driven by growth of higher margin launch 
productsFY 2016 FY 2017

39%

43%



Strong cash flow generation enables rapid debt pay down

(1) Non GAAP net debt / EBITDA is a Non GAAP financial measure. Non GAAP net debt represents cash and cash equivalents less short and long term borrowings, capital leases and other debt. 
EBITDA represents 12 months trailing Non GAAP EBITDA. The most directly comparable measure for EBITDA under US GAAP is net income. See slide 48 for a list of items excluded from the US 
GAAP equivalent used to calculate all Non GAAP measures detailed above. See slides 49 to 50 for a reconciliation of Non GAAP financial measures to the most directly comparable measure 
under US GAAP.

Leverage ratio
Non GAAP net debt / EBITDA(1)

Net cash provided by operating activities
$B

15

Y/E 2016

2.7x

4.8x

Y/E 2017 Jun 2018 Y/E 2018 
Target

2.9x
2.5x

1.7

1.7

2018

1.0

2016

2.6

2017

1.9

2.7

4.3 2H
1H



Pending transactions

16

 Oncology franchise not core to Shire’s longer-term strategy 
 Selling price of $2.4B with attractive multiple of 9.2 times 2017 revenues
 Sharpens focus on our leadership in Rare Diseases
 Expected to close in Q3 2018

Sale of 
Oncology to 

Servier

 On May 8th the Boards of Takeda and Shire announced that they have reached 
agreement on the terms of a recommended offer for Takeda to acquire Shire

 Each Shire Shareholder will be entitled to receive $30.33  in cash and 0.839 new 
Takeda shares

 The acquisition is expected to close in H1 2019, subject to shareholder 
approval of both companies and additional regulatory approvals

Acquisition  
of Shire by 

Takeda
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Immunology
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Strong commercial execution in Immunology business with 
sustainable growth drivers

Immunology product sales(1)

$MM

(1) 2016  product sales are on a pro forma basis, which include results from Baxalta (acquired on June 3, 2016) and Dyax (acquired on January 22, 2016). 

Key growth drivers

19

• Integration of HAE and Immunology 
commercial teams

• Strong demand for subcutaneous IG 
portfolio

• Increasing focus on execution 
(e.g., market penetration, geographic 
expansion)

• Improving patient experiences  
(e.g., patient services, delivery 
systems)

• Approval of new Covington, Georgia 
manufacturing facility adds supply

617
704

4,370

Hereditary 
Angioedema (HAE) 

1,430
3,818

2016

Immunoglobulin (IG) 1,890

2017

1,311

BioTherapeutics

2,237

+14%

+9%

+18%

+14%

IMMUNOLOGY



• Life cycle opportunities 
(e.g., devices), process 
know-how, and strong 
patient services position 
Shire as a leader

• Shire has strong plasma 
collection and fractionation 
capabilities

• No patent expiry on 
substance matter

Competitive advantage

Immunoglobulin & BioTherapeutics market is $16B(1) and growing at 6-8%, 
expected to be $20B by 2020

IG Albumin

2017 Immunology market(1)

Delivery

Site of Care

Intravenous (IV), 
subcutaneous (SC)

Hospital, Home, Clinic

IV 

Hospital

20

Growth 6% IV, 20% SC 5% 

• Aging population
• Increasing diagnosis and 

utilization
• New product launches
• Shift in the care setting from 

hospital to home care

Growth drivers

IMMUNOLOGY

(1) SOURCE: MRB Worldwide; Includes total market data for all the above plasma products, including competitor data. Excludes non-immunology plasma, non-profits, and companies selling mainly in closed 
markets; growth rates from 2014 MRB report, corroborated with internal and external data. Includes Alpha-1 and Ceprotin from BioTherapeutics sub-franchise.

(2) Select examples, approvals vary by country, see local package insert

$11B

Disease 
State (2)

• Primary Immune Deficiency (PID)
• Secondary Immunodeficiency (SID)
• Peripheral neuropathies (MMN)

• Replace blood volume loss due to trauma 
(severe burns or injury with blood loss)

• Treat low albumin levels caused by 
surgery, dialysis and many other conditions

$4B



Immunoglobulin key indications(1)

Indication

Therapeutic 
area

Age groups

2017 
Growth(2)

Immunoglobulin is used to treat multiple conditions and is 
used across specialties

Primary 
physician

(1) Select examples, approvals vary by country, see local package insert
(2) Source: Shire internal estimate

21

PI
Primary 

immunodeficiency

Various

Immunology

Immunologist

9%

CIDP
Chronic inflammatory 

demyelinating
polyneuropathy

Middle age to 
older adults

Neurology

Neurologist

9%

MMN
Multifocal motor 

neuropathy

Middle age to 
older adults

Neurology

Neurologist

17%

Other
Other Approved &
Evidence based

Various

Multiple

Multiple

6%

IMMUNOLOGY
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Shire has a broad portfolio allowing physicians to personalize treatment(1)

IMMUNOLOGY

(1) This chart excludes Hereditary Angioedema  (HAE) 
(2) Includes Albumin, Protein C, pdFVIII, Hyperimmunes, other bleeding disorders, etc. 
(3) Can be used every 1-2 weeks
(4) Can be used every 3-4 weeks

SCIG Weekly A-1 IVA-1 IVIGIV Other fractions(2)SCIG Monthly

Self infusion available

Other

(3) (4)

ATIII, PKT

https://upload.wikimedia.org/wikipedia/commons/9/99/CSL_(Unternehmen)_logo.svg


Covington facility supporting continued growth of Shire Immunology

23(1) Subject to regulatory approval

Fully integrated end-to-end plasma production site

Plasma testing Fractionation Purification Filling Packaging

Update from Covington 
• FDA approval received in June 2018 for GAMMAGARD production 

(from fractionation to packaging)
• Commenced shipments shortly after approval 
• Plans remain on track to file Albumin in H2 2018 with approval expected 

in late 2018/early 2019(1)

IMMUNOLOGY



IMMUNOLOGY

Progression of a single Hereditary 
Angioedema(HAE) attack 

• Attack locations vary by episode; 
commonly involve extremities, GI tract, 
or upper airway 

• Due to genetic deficiency of C1-esterase 
inhibitor (C1-INH)

• Attacks result from uncontrolled plasma 
kallikrein activation

Shire has the potential to transform the HAE sector once again

24

• Acquired in 2014 
with ViroPharma

• Lead therapy for 
prophylaxis 

• Now approved for 
pediatric patients 
in the US

SHIRE LEADERSHIP IN HAE

• Acquired in 2016 with Dyax
• Novel, targeted antibody 

therapy 
• Sub Q administration in <1 

minute, dosed every 2 or 4 
weeks

• Received orphan drug and 
breakthrough designation in 
USA

• Acquired in 2008 
with Jerini

• Lead therapy for 
acute attacks

• Portable, self-
administered

• Largest pediatric 
study in HAE (ped
approved in EU)



Opportunity for TAKHZYRO to address unmet patient needs in US

Estimated US HAE Patients
Thousands

Prophylaxis (1)

2-4

Untreated

2

Undiagnosed

3

1

On-Demand Only

Diagnosed

Prevalence

~6

~8-10

Conversion of prophylaxis patients

Potential for untreated patients to go on therapy

Continued efforts to further identify new patients

Current On-Demand patients adopting prophylaxis

1

2

3

4

(1) Prophylaxis group also includes patients using on-demand treatment in a prophylaxis manner
Source: Shire Internal Estimate 25
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Hematology
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Shire has deep expertise and established leadership with a comprehensive 
portfolio in Rare Hematology

27(1) SOURCE: EvaluatePharma (EP)
(2) Product sales are on a pro forma basis, which include results from Baxalta (acquired on June 3, 2016) and Dyax (acquired on January 22, 2016). 

High unmet need Shire Annual Product Sales ($B)(2)

Global 2017 revenue ($B)(1)

3.0

2016

0.8 0.8

2.92.8

3.8

0.8

2015 2017

3.6 3.7

+2% Inhibitors
Hemophilia

HEMATOLOGY

Shire 
3.8
38%

Novo 
Nordisk 

1.6 
15%

Pfizer 
1.2
11%

Bayer 
1.1
11%

Sanofi
1.1
11%

CSL
1.0
10%

Others 
0.5
4%

$10.2B



Shire has the broadest portfolio across its competitors and offers 
personalized treatment with myPKFit(1)(2)

In
di

ca
tio

ns
Te

ch
no

lo
gi

es

Shire Sanofi Novo
Nordisk Bayer CSL Pfizer

Hemophilia w/Inhibitors

Acquired Hemophilia A 

  Hemophilia B 

    Hemophilia A 

Von Willebrand disease 

 Extended Half Life (EHL)

 Plasma-derived factors 

     Recombinant factors 

Octapharma

Personalized treatment 

28

HEMATOLOGY

(1) Competitor data as of Aug 6, 2018
(2) MyPKFiT is registered in 32 countries as of Aug 7, 2018

Roche









 



We are constantly innovating for the future of Hematology
HEMATOLOGY

(1) MyPKFiT is registered in 32 countries as of Aug 7, 2018
(2) In pre-clinical development
(3) Subject to regulatory approval. 

VWF-Related 
DisordersPersonalization(1) Oral Delivery of 

FVIII(2)

• Investigational 
collaboration 
with Rani 
Therapeutics to 
evaluate use of 
Rani PillTM

technology 

• Exclusive 
licensing option

Gene Therapy

• SHP6543 for 
treatment of 
Hemophilia A

• Orphan Drug 
Designation

+ • SHP6553 for 
treatment of 
congenital TTP, 
acquired TTP 
and Sickle Cell 
Disease

29



Outlook for Hematology Franchise

30(1) Sales only shown for ADVATE and ADYNOVATE; excluding plasma derived and first generation products to treat Hemophilia A, treatments for other Hemophilia conditions such as 
Hemophilia B and Von Willebrand Disease.

Long-term efficacy & safety data, real-world physician & patient experience, 
and future innovation will determine long run outcome

Inhibitor Sales (FEIBA) Non-Inhibitor Sales (ADVATE / ADYNOVATE)(1)

Could face ~50% FEIBA erosion by 2022

• Greater level of unmet need
• Bypassing agent still needed – 37% of emicizumab 

patients still experience bleeds

• Historically ~40% of patients require both FEIBA and 
NOVOSEVEN, or do not respond to one

• Factor VIII standard of care with decades of efficacy and 
safety data

• Growing market with continued innovations in Factor 
VIII treatment with extended half life and personalized 
prophylaxis

Cautiously assume erosion of up to 30% by 2022 

1.2

1.2US

InternationalInternational

US

0.5

0.3

2017 Hematology product sales, $B

HEMATOLOGY



Neuroscience
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Shire Neuroscience – a strong performer and global leader in ADHD

32

NEUROSCIENCE

Product sales, $B

Strong Neuroscience revenue trajectory • Shire is a global leader in ADHD, 
building on 20 years of innovation 

• Three disease areas
− Attention Deficit Hyperactivity 

Disorder (ADHD)
− Binge Eating Disorder (BED)
− Epilepsy

• Current growth driven by
− ADHD adult market growth & 

market share
− International expansion

2014 2015

2.5

+7%
CAGR

2016 2017

2.7

2.2 2.2



1996 2001 2006
2007

2009
2010

Binge Eating Disorder in Adults 

33

For the treatment of ADHD

20+ years 
of ADHD 

experience
SHP680(2)
2018+

2015

20+ Years of growth and innovation in ADHD

2017

2017
Vyvanse Chewable

NEUROSCIENCE

(1) Date of when Shire bought Ex US rights
(2) Subject to regulatory approval.

(1)



Product sales, $M

Strong International growth

Strong international growth with expectations beyond 2023

34

201720162014 2015

200
236

289

380+24%
CAGR

NEUROSCIENCE

(1) VYVANSE also known as ELVANSE, VENVANSE, TYVENSE outside of the US

• Shire growth outpacing ADHD 
international market

• A market leader in 6 of top 10 Int’l 
ADHD markets

• Presence in 22 countries, with 39 
launches since 2013

• Strong growth drivers expected 
beyond 2023
− VYVANSE(1) / INTUNIV 

penetration
− Increased adult diagnosis rate
− Geographic expansion 

(e.g., INTUNIV in Japan) 
− Commercial execution 



Internal Medicine
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Internal Medicine - Strong track record, driven by new product launches 
and geographic expansion, with exciting mid / long term potential

36

INTERNAL MEDICINE

(1) Internal medicine consists of GATTEX, AGRYLIN/XAGRID, NATPARA, RESOLOR and PLENADREN. Excludes established brands: LIALDA / MEZAVANT, PENTASA, FOSRENOL, CARBATROL, 
EQUETROL and REMINYL. 

(2) Subject to regulatory approval

Global Internal Medicine Product Sales(1), $B Key future growth drivers

• Increasing treatment uptake across short bowel 
syndrome (Gattex/Revestive) and 
hypoparathyroidism (Natpara/Natpar) 

• Gattex/Revestive and Natpar/a launching in key 
international markets

• US Prucalopride launch (SHP555 - 2019)(2) for 
CIC (chronic idiopathic constipation), a ~$2B 
addressable market

• SHP647(2) differentiated alternative for UC 
(ulcerative colitis) and CD (Crohn’s disease), a 
~$15B market

0.3

2016

0.5

2017

0.6

2015

43%



PHASE 1

PHASE 2

PHASE 3

APPROVED

Complications of 
Parathyroid Glands

Hypo-
parathyroidism

Natpara / 
Natpar

I. Endocrinology

Alagille Syndrome

Progressive Familial Intrahepatic Cholestasis
SHP625(2)

Eosinophilic Esophagitis SHP621(2)

Inflammatory Bowel Disease SHP647(2)

Chronic Idiopathic Constipation SHP555(2)/Resolor
Short Bowel Syndrome Gattex / Revestive

II. Gastrointestinal(1)

Complications of Prematurity

Bronchopul-
monary Dysplasia

Intraventricular 
Hemorrhage

Chronic Lung 
Disease

SHP607(2)

III. Neonatology

Complications of Liver

Complications of Esophagus

Complications of Intestines

(1) Includes Gastro and Liver (Haepatic) diseases
(2) Subject to regulatory approval

Essential Thrombocythemia Xagrid / Agrylin
Complications of Bone Marrow

INTERNAL MEDICINE

Internal Medicine  - A strong Shire heritage with a deep pipeline
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R

R

R

R

R Pursuing at least one rare indication

B Biologic

B

B

B

B



Genetic Diseases
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Shire’s Focus on Lysosomal Storage Diseases (LSD)
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Shire Annual Product 
Sales ($B)(1)

2015

1.4

20172016

1.4
1.3

+4%
CAGR

GENETIC DISEASES

Gaucher Disease

• Rare genetic disorder 
• Body is unable to break 

and recycle the fatty acid, 
Gb 1, and accumulates 
mainly in the spleen, liver, 
and bone marrow 

• Symptoms may include 
enlarged liver and spleen, 
anemia, low platelet 
counts, and skeletal 
abnormalities

• 1 in 50,000-100,000 
people

Fabry Disease

• Rare X-linked inherited
genetic disease 

• Over accumulation of a 
waste substance Gb-3 
due to deficiency or 
missing enzyme

• Causes progressive 
damage to tissues and 
major organs

• Estimated prevalence of
1 in 40,000-117,000 
people

Hunter Syndrome

• Rare X-linked genetic 
disorder that primarily 
affects males 

• A serious, progressive and 
life-limiting disorder

• Symptoms may include 
distinct facial features, a 
large head, enlarged 
abdomen, and affected 
central nervous system 

• 1 in 162,000 male live 
births

(1) Product sales are comprised of ELAPRASE, REPLAGAL, and VPRIV



Ophthalmics
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Shire has created a high growth franchise in Ophthalmics
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54

259

162

Q1:62

20172016

Q2:100

1H2018

XIIDRA Global Sales

OPHTHALMICS

US Market

1.Craig et al. Ocul Surf. 2017;15:276-283.  2. 2016 Dry Eye Products Market Scope Report: A Global Market Analysis for 2015-2021. Market Scope. 2016:1-213. 3. Paulsen AJ et al. Am J Ophthalmol. 2014;157(4):799-806. 4. US Census 
Bureau. Annual estimates of the resident population for selected age groups by sex for the United States, States, Counties, and Puerto Rico Commonwealth and Municipios: 5. Data on file. 6. Steinberg D et al. Equity Research Americas.
May 18, 2017:1-38. 7. Xiidra [package insert]. Lexington, MA: Shire US Inc.

Source: IMS data 

$M

20172015 2016

3%

8%

23%

DED Market Growth (TRx)

Dry Eye Disease (DED): One of most common eye diseases
DED is an inflammatory ocular surface disease1

• First line of therapy = Artificial Tears, does not address inflammation
• Progressive disease which causes visual and quality-of-life disturbances

DED affects 344M globally, and growing2

• US:  30M affected, with only 6M diagnosed and 1.5M treated with Rx3,4,5,6

• Incidence growing worldwide due to aging population, increased screen-
use, use of topical/systemic medications, improved awareness/diagnosis

XIIDRA (lifitegrast ophthalmic solution) 5% First approved DED 
treatment for both signs and symptoms7

• First in a new class of drugs called LFA-1 antagonists
• Provides sign improvement (inferior corneal staining) in 12 weeks and may 

provide symptom relief (eye dryness) in some patients in 2 weeks

Global expansion of XIIDRA with further launches in next 2 years
• Canadian launch occurred in H1 2018
• Further international launches underway



Ophthalmology Franchise Portfolio

Approved cornerstone product XIIDRAand three pipeline products 

Signs and Symptoms of 
Dry Eye Disease

SHP640(1)

(acq. 2015)
Infectious Conjunctivitis

SHP639(1)

(acq. 2008)
Glaucoma

SHP659(1)

(acq. 2017) Dry Eye Disease

(1) Subject to regulatory approval

SHP640 Highlights
• Strengthens the Franchise by broadening our 

product offering in the anterior segment

• First-in-class, fixed dose antiseptic/ corticosteroid 
combination; First anti-viral therapy to demonstrate 
adenovirus eradication and clinical resolution; First 
drug for the treatment of both adenoviral and 
bacterial infections

OPHTHALMICS

42



Agenda
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4. Pipeline

Shire Overview

2. Financials

3. Franchise Deep Dives



Good pipeline progress in 2018

Anticipated 
clinical milestones

Regulatory filing or 
anticipated approval= milestone met 

SHP647 CD: 
Phase 3 FPS

SHP643 HAE PEDS: 
Phase 3 FPFV(1)

SHP654 HemA:  
Ph1/2 FPS

SHP489 ADHD PEDS: 
Japan approval(2)

SHP621 EoE: 
Phase 3 TLD(3)

SHP643 HAE: 
US approval

SHP660 HemA:
EU approval



Q1 2018 Q2 2018 Q3 2018 Q4 2018

SHP660 HemA 
myPKFiT: 

US filing acceptance 

SHP643 HAE: 
EU filing acceptance

SHP677 VWD: 
EU approval(2)

SHP643 HAE: 
US filing acceptance

SHP663 (CLP) ALL: 
US filing acceptance 

SHP555 CIC: 
US filing acceptance







(1) Pending pediatric written request (PWR) approval by FDA. 
(2) Subject to regulatory approval.
(3) Top line data for induction study (301).
All approvals based on standard regulatory review timelines.  Programs with Breakthrough Designation reflect accelerated review/approvals.
Note: Timings are approximated to the nearest quarter
CD: Crohn’s Disease; DED: Dry Eye Disease; CIC: Chronic Idiopathic Constipation; HAE: Hereditary Angioedema; VWD: Von Willebrand Disease; ADHD: Attention Deficit Hyperactivity Disorder; EoE: 
Eosinophilic Esophagitis; FPS: First Patient Screened; FPFV: First Patient First Visit; TLD: Top-Line Data; HemA: Hemophilia A; CLP: Calaspargase Pegol; TLD: Top Line Data; Peds: Pediatric.



SHP555 CIC: 
US approval(2)
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SHP616 HAE PEDS: 
US approval



PIPELINE





Pipeline overview

Rare indication

Non-rare indication
(1)  SHP607 originally developed for ROP;  (2)  Granted breakthrough designation by FDA;  (3) Aproved in U.S. for on-demand, prophylaxis in adults and children and in perioperative management. (4) Working 
closely with the FDA to resolve their questions. (5) SHP606 EU Filing Strategy changed to Centralized Procedure. 
Note: Phase 2/3 programs shown as Phase 3; LCM: Life cycle management – while this product is approved for certain indications, it is under investigation for other indications and subject to regulatory approval. 
LCM- Lifecycle Management; MLD- Metachromatic Leukodystrophy; CNS- Central Nervous System; PFIC- Progressive Familial Intrahepatic cholestasis; ALGS- Alagille Syndrome; SLE- Systematic Lupus 
Erythematosus; CMV- Cytomegalovirus; EOE- Eosinophilic Esophagitis; UC- Ulcerative Colitis; CD- Crohn’s Disease; CTTP- Congenital Thrombotic Thrombocytopenic Purpura; CIDP- Chronic Inflammatory 
Demyelinating Polyradiculoneuropathy; PID- Primary Immunodeficiency Diseases; CHAWL- Congenital Hemophilia A with Inhibitors; CIC- Chronic Idiopathic Constipation; ADHD- Attention Deficit Hyperactivity 
Disorder; ALL- Acute Lymphoblastic Leukemia; HAE- Hereditary Angioedema; VWD- Von Willebrand Disease.

RESEARCH AND 
PRECLINICAL

• Internally 
developed and via 
partnership

• Both Rare 
Disease and 
specialty 
conditions

• Multiple modalities 
including NCEs, 
MAbs, proteins, 
and gene therapy

~40 programs
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SOURCE: Pipeline as of  Aug 2018.

PIPELINE

REGISTRATION

SHP660(3) – EU
(Hemophilia A)
LCM for ADYNOVATE

2018 
APPROVALSPHASE 1

SHP631
(Hunter CNS)

SHP655 
(cTTP)

SHP654
(Hemophilia A, Gene 
Therapy)

SHP611
(MLD)

PHASE 2

SHP673
(Pancreatic Cancer, 
1st line)
LCM  for ONIVYDE

SHP625(2)

(PFIC)

SHP625
(ALGS)

SHP607(1)

(Chronic Lung 
Disease)

SHP640
(Infectious 
Conjunctivitis)

SHP652(4)

(SLE)

SHP673 – Japan
(Pancreatic Cancer, 
Post Gemcitabine)
LCM for ONIVYDE

SHP647
(UC)

PHASE 3

SHP672
(CHAWI surgery)
LCM for OBIZUR

SHP671
(Pediatric PID)
LCM for HYQVIA

SHP677
(VWD)
LCM for VONVENDI

SHP643 – EU
(HAE Prophylaxis)

SHP616 – Japan
(HAE Prophylaxis)
LCM for CINRYZE

SHP616 SC
(HAE Prophylaxis)
LCM for CINRYZE

SHP621(2)

(EoE)

SHP671
(CIDP)
LCM for HYQVIA

SHP555 – US
(CIC)

SHP609
(Hunter IT)
Ph 2/3

SHP489 – Japan
(ADHD)
LCM for VYVANSE

SHP633 – Japan
(Adult SBS)
LCM for GATTEX

SHP620(2)

(CMV infection in 
transplant patients)

SHP673
(Small Cell Lung 
Cancer, 2nd Line)
LCM for ONIVYDE

SHP659
(Dry Eye Disease)

SHP639
(Glaucoma)

SHP606 – EU(5)

(Dry Eye Disease)
LCM for XIIDRA

SHP667 - Japan
(HAE)
LCM for FIRAZYR

SHP616 
(AMR)
LCM for CINRYZE

SHP615- U.S.
(Seizures)
LCM for BUCCOLAM

SHP634 – Japan 
(Hypoparathyroidism)
LCM for NATPARA

SHP680
(Neurological 
Conditions)

SHP615 – Japan
(Seizures)
LCM for BUCCOLAM

SHP633
(Pediatric SBS)
LCM for GATTEX

SHP663 
(ALL)
LCM for ONCASPAR

SHP647
(CD)

SHP643(2) – US
(HAE Prophylaxis)



Patient focus

Robust R&D pipeline

Strong portfolio
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Rare Disease leader

2

4

Clear biotech profile 

1

3

5

Today, Shire is the leading global biotech focused on Rare Diseases
Closing Remarks



Appendix
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Non GAAP measures
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This presentation contains financial measures not prepared in accordance with U.S. GAAP. These measures are referred to as 
“Non GAAP” measures and include: Non GAAP total revenues; Non GAAP operating income; Non GAAP income tax expense; 
Non GAAP net income; Non GAAP diluted earnings per ADS; Non GAAP effective tax rate; Non GAAP CER; Non GAAP cost of 
sales; Non GAAP gross margin; Non GAAP R&D; Non GAAP SG&A; Non GAAP other expense; Non GAAP free cash flow, Non 
GAAP net debt, Non GAAP EBITDA and Non GAAP EBITDA margin.

The Non GAAP measures exclude the impact of certain specified items that are highly variable, difficult to predict and of a size
that may substantially impact Shire’s operations. Upfront and milestone payments related to in-licensing and acquired products 
that have been expensed as R&D are also excluded as specified items as they are generally uncertain and often result in a 
different payment and expense recognition pattern than ongoing internal R&D activities. Intangible asset amortization has been 
excluded from certain measures to facilitate an evaluation of current and past operating performance, particularly in terms of 
cash returns, and is similar to how management internally assesses performance. The Non GAAP financial measures are 
presented in this press release as Shire’s management believes that they will provide investors with an additional analysis of 
Shire’s results of operations, particularly in evaluating performance from one period to another.

Shire’s management uses Non GAAP financial measures to make operating decisions as they facilitate additional internal 
comparisons of Shire’s performance to historical results and to competitors' results, and provides them to investors as a 
supplement to Shire’s reported results to provide additional insight into Shire’s operating performance. Shire’s Remuneration
Committee uses certain key Non GAAP measures when assessing the performance and compensation of employees, including 
Shire’s executive directors.

The Non GAAP financial measures used by Shire may be calculated differently from, and therefore may not be comparable to, 
similarly titled measures used by other companies - refer to the section “Non GAAP Financial Measure Descriptions” below for 
additional information. In addition, these Non GAAP financial measures should not be considered in isolation as a substitute for, 
or as superior to, financial measures calculated in accordance with U.S. GAAP, and Shire’s financial results calculated in 
accordance with U.S. GAAP and reconciliations to those financial statements should be carefully evaluated.

Non GAAP Financial Measure Descriptions

Where applicable, the following items, including their tax effect, have been excluded when calculating Non GAAP earnings and 
from our Non GAAP outlook:

Amortization and asset impairments:
• Intangible asset amortization and impairment charges; and
• Other than temporary impairment of investments.

Acquisitions and integration activities:
• Up-front payments and milestones in respect of in-licensed and acquired products;
• Costs associated with acquisitions, including transaction costs, fair value adjustments on contingent consideration and 
acquired inventory;
• Costs associated with the integration of companies; and
• Non-controlling interests in consolidated variable interest entities.

Divestments, reorganizations and discontinued operations:
• Gains and losses on the sale of non-core assets;
• Costs associated with restructuring and reorganization activities;
• Termination costs; and
• Income/(losses) from discontinued operations.

Legal and litigation costs:
• Net legal costs related to the settlement of litigation, government investigations and other disputes (excluding internal legal 
team costs).

Additionally, in any given period Shire may have significant, unusual or non-recurring gains or losses, which it may exclude from 
its Non GAAP earnings for that period. When applicable, these items would be fully disclosed and incorporated into the required 
reconciliations from U.S. GAAP to Non GAAP measures.

Depreciation, which is included in Cost of sales, R&D and SG&A costs in our U.S. GAAP results, has been separately disclosed 
for presentational purposes.

Free cash flow represents net cash provided by operating activities, excluding up-front and milestone payments, or receipts, for
in-licensed and acquired products, but including capital expenditure in the ordinary course of business.

Non GAAP net debt represents cash and cash equivalents less short and long term borrowings, capital leases and other debt.

A reconciliation of Non GAAP financial measures to the most directly comparable measure under U.S. GAAP is presented on 
pages 49 to 50.

Non GAAP CER growth is computed by restating 2017 results using average 2016 foreign exchange rates for the relevant 
period.

Average exchange rates used by Shire for the three months ended December 31, 2017 were $1.34:£1.00 and $1.18:€1.00 
(2016: $1.26:£1.00 and $1.09:€1.00). Average exchange rates used by Shire for the twelve months ended December 31, 2017 
were $1.29:£1.00 and $1.13:€1.00 (2016: $1.36:£1.00 and $1.11:€1.00). 

2020 Financial Targets 

A reconciliation of 2020 Non GAAP EBITDA margin to US GAAP net income margin and Non GAAP tax rates to the US GAAP 
tax rates cannot be provided because we are unable to forecast with reasonable certainty many of the items necessary to 
calculate such comparable GAAP measures, including asset impairments, acquisitions and integration related expenses, 
divestments, reorganizations and discontinued operations related expenses, legal settlement costs, as well as other unusual or 
non-recurring gains or losses . These items are uncertain, depend on various factors, and could be material to our results 
computed in accordance with GAAP. We believe the inherent uncertainties in reconciling Non GAAP measures for periods after 
2018 to the most comparable GAAP measures would make the forecasted comparable GAAP measures nearly impossible to 
predict with reasonable certainty and therefore inherently unreliable.

PROFIT FORECASTS

In its FY 2017 results announcement on February 14, 2018 (FY 2017 Announcement), Shire published its full year 2018 outlook 
for total revenue(1) of $15.4-$15.9 billion, GAAP diluted EPS of $7.30-$7.90, and non-GAAP diluted EPS of $14.90-$15.50 (Full 
Year 2018 Outlook). Shire also announced “We are committed to achieving our projected revenue target of $17-$18 billion in 
2020” and “With the already disclosed manufacturing and SG&A cost reduction initiatives, we are on track to achieve mid-forties 
Non-GAAP EBITDA margin by 2020” (Mid-Term Outlook).

Certain of the statements on pages 10 of this presentation include a “profit forecast” for the purposes of Rule 28 of the City Code 
on Takeovers and Mergers (the “Code”) which was first contained in the FY 2017 Announcement.

In accordance with Rule 28.1(c) of the Code, the directors of Shire confirm that: (i) each of the Full Year 2018 Outlook and the 
Mid-Term Outlook remains valid and has been properly compiled on the basis of the assumptions stated in the FY 2017 
Announcement; and (ii) the basis of accounting used for each of the Full Year 2018 Outlook and the Mid-Term Outlook is 
consistent with Shire’s accounting policies.

The Full Year 2018 Outlook and the Mid-Term Outlook do not take into account, and exclude the impact of, the anticipated 
completion of the sale of the Oncology business to Servier S.A.S. (as announced by Shire on April 16, 2018).

(1) Management is providing guidance for total revenue. Total revenue is comprised of total product sales and royalties & other 
revenues. Pursuant to a change in U.S. GAAP related to accounting for revenue, certain revenue formerly classified as royalties 
are now recorded as product sales.  



GAAP to Non GAAP reconciliation
For the twelve months ended December 31, 2017
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$MM GAAP Non GAAP
(a) (b) (c) (d) (e) (f)

Total Revenues 15,160.6            -                        -                        -                        -                        (74.6)                  -                        15,086.0            

Costs and expenses:
Cost of product sales 4,700.8              -                        (747.8)                -                        -                        -                        (276.1)                3,676.9              
R&D 1,763.3              (20.0)                  (131.2)                -                        -                        -                        (47.2)                  1,564.9              
SG&A 3,530.9              -                        -                        -                        (10.6)                  4.0                      (172.5)                3,351.8              
Amortization of acquired intangible assets 1,768.4              (1,768.4)             -                        -                        -                        -                        -                        -                        
Integration and acquisition costs 894.5                 -                        (894.5)                -                        -                        -                        -                        -                        
Reorganization costs 47.9                    -                        -                        (47.9)                  -                        -                        -                        -                        
Gain on sale of product rights (0.4)                     -                        -                        0.4                      -                        -                        -                        -                        
Depreciation -                        -                        -                        -                        -                        -                        495.8                 495.8                 
Total operating expenses 12,705.4            (1,788.4)             (1,773.5)             (47.5)                  (10.6)                  4.0                      -                        9,089.4              

Operating Income 2,455.2              1,788.4              1,773.5              47.5                    10.6                    (78.6)                  -                        5,996.6              

Total other expense, net (561.8)                -                        6.1                      (28.7)                  -                        15.0                    -                        (569.4)                

Income from continuing operations before income taxes
and equity earnings of equity method investees 1,893.4              1,788.4              1,779.6              18.8                    10.6                    (63.6)                  -                        5,427.2              
Income taxes 2,357.6              (419.7)                (389.9)                (10.8)                  (3.8)                     (2,359.0)             -                        (825.6)                
Equity in earnings of equity method investees, net of taxes 2.5                      -                        -                        -                        -                        -                        -                        2.5                      

Income from continuing operations 4,253.5              1,368.7              1,389.7              8.0                      6.8                      (2,422.6)             -                        4,604.1              

Gain from discontinued operations, net of tax 18.0                    -                        -                        (18.0)                  -                        -                        -                        -                        
Net income 4,271.5              1,368.7              1,389.7              (10.0)                  6.8                      (2,422.6)             -                        4,604.1              

No. of Shares 912.0                 912.0                 
Diluted earnings per ADS $14.05               $4.50                 $4.57                 ($0.03)                $0.02                 ($7.96)                -                        $15.15               

The following items are included in Adjustments:
(a)
(b)

(c)

(d)
(e)

(f) Depreciation reclassification: Depreciation of $495.8 million included in Cost of product sales, R&D and SG&A for US GAAP separately disclosed for the presentation of Non GAAP earnings.

Adjustments

Amortization and asset impairments: Impairment of IPR&D intangible asset ($20.0 million), amortization of intangible assets relating to intellectual property rights acquired ($1,768.4 million), and tax effect of adjustments;
Acquisition and integration activities: Expense related to the unwind of inventory fair value adjustments primarily associated with Baxalta ($747.8 million), costs relating to license arrangements ($131.2 million), acquisition and integration costs primarily 
associated with Baxalta ($773.8 million), net charge related to the change in the fair value of contingent consideration liabilities primarily related to SHP643 ($120.7 million), amortization of one-time upfront borrowing costs for Baxalta and Dyax ($6.1 million), 
and tax effect of adjustments;

Divestments, reorganizations and discontinued operations: Reorganization costs primarily relating to facility consolidations ($47.9 million), net gain on sale of product rights ($0.4 million), gains on sale of long-term investments ($28.7 million), tax 
effect of adjustments and gain from discontinued operations, net of tax ($18.0 million);

Legal and litigation costs: Costs related to litigation, government investigations, other disputes and external legal costs ($10.6 million), and tax effect of adjustments;
Other: Receipt of upfront license fee ($74.6 million), one-time adjustment to pension expense ($4.0 million), loss on fair value adjustment for joint venture net written option ($15.0 million), income tax adjustment on subsidiary move from Zurich to Zug ($11.1 
million), credit to income taxes due to U.S. tax reform ($2,378.3 million), and tax effect of other adjustments; and



GAAP to Non GAAP reconciliation
For the twelve months ended December 31, 2016
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$MM GAAP Non GAAP
(a) (b) (c) (d) (e) (f)

Total Revenues 11,396.6            -                        -                        -                        -                        -                        -                        11,396.6            

Costs and expenses:
Cost of product sales 3,816.5              -                        (1,118.0)             (18.9)                  -                        (10.0)                  (160.8)                2,508.8              
R&D 1,439.8              (8.9)                     (110.0)                -                        -                        -                        (34.1)                  1,286.8              
SG&A 3,015.2              -                        -                        -                        (16.3)                  (10.0)                  (98.0)                  2,890.9              
Amortization of acquired intangible assets 1,173.4              (1,173.4)             -                        -                        -                        -                        -                        -                        
Integration and acquisition costs 883.9                 -                        (883.9)                -                        -                        -                        -                        -                        
Reorganization costs 121.4                 -                        -                        (121.4)                -                        -                        -                        -                        
Gain on sale of product rights (16.5)                  -                        -                        16.5                    -                        -                        -                        -                        
Depreciation -                        -                        -                        -                        -                        -                        292.9                 292.9                 
Total operating expenses 10,433.7            (1,182.3)             (2,111.9)             (123.8)                (16.3)                  (20.0)                  -                        6,979.4              

Operating Income 962.9                 1,182.3              2,111.9              123.8                 16.3                    20.0                    -                        4,417.2              

Total other expense, net (476.8)                -                        93.6                    6.0                      -                        -                        -                        (377.2)                

Income from continuing operations before income taxes
and equity losses of equity method investees 486.1                 1,182.3              2,205.5              129.8                 16.3                    20.0                    -                        4,040.0              
Income taxes 126.1                 (295.4)                (422.7)                (41.8)                  (5.9)                     (1.1)                     -                        (640.8)                
Equity in losses of equity method investees, net of taxes (8.7)                     -                        -                        -                        -                        -                        -                        (8.7)                     

Income from continuing operations 603.5                 886.9                 1,782.8              88.0                    10.4                    18.9                    -                        3,390.5              

Loss from discontinued operations, net of tax (276.1)                -                        -                        276.1                 -                        -                        -                        -                        
Net income 327.4                 886.9                 1,782.8              364.1                 10.4                    18.9                    -                        3,390.5              

No. of Shares 776.2                 776.2                 
Diluted earnings per ADS $1.27                 $3.43                 $6.88                 $1.41                 $0.04                 $0.07                 -                        $13.10               

The following items are included in Adjustments:
(a)
(b)

(c)

(d)
(e)
(f) Depreciation reclassification: Depreciation of $292.9 million included in Cost of product sales, R&D and SG&A for US GAAP separately disclosed for the presentation of Non GAAP earnings.

Other: One-time adjustment to pension expense ($20.0 million), and tax effect of adjustments; and

Adjustments

Amortization and asset impairments: Impairment of SHP627 IPR&D intangible asset ($8.9 million), amortization of intangible assets relating to intellectual property rights acquired ($1,173.4 million), and tax effect of adjustments;
Acquisition and integration activities: Expense related to the unwind of inventory fair value adjustments primarily associated with Dyax and Baxalta ($1,118.0 million), SHP647 (Pfizer) upfront and milestone payments ($110.0 million), acquisition and 
integration costs primarily associated with NPS, Dyax and Baxalta ($873.0 million),  net charge related to the change in the fair value of contingent consideration liabilities ($10.9 million), amortization of one-time upfront borrowing costs for Baxalta and Dyax 
($93.6 million), and tax effect of adjustments;

Divestments, reorganizations and discontinued operations: Inventory write-off ($18.9 million) relating to the planned closure of a facility at the Los Angeles manufacturing site, and exit and severance costs ($85.3 million), costs relating to facility 
consolidations ($36.1 million), net gain on sale of product rights ($11.0 million), net gain on sale of assets ($5.5 million), loss on divestment of non-core subsidiary ($6.0 million), tax effect of adjustments and loss from discontinued operations, net of tax 
($276.1 million);

Legal and litigation costs: Costs related to litigation, government investigations, other disputes and external legal costs ($16.3 million), and tax effect of adjustments;
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