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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 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 combined 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 with respect to Shire’s acquisition of NPS Pharmaceuticals Inc., Dyax Corp. (“Dyax”) or Baxalta Incorporated (“Baxalta”) 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;

« aslowdown 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 the 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;

- difficulties in integrating Dyax or Baxalta into Shire may lead to the combined company not being able to realize the expected operating efficiencies, cost savings, revenue enhancements,
synergies or other benefits at the time anticipated or at all; and

other risks and uncertainties detailed from time to time in Shire’s or Baxalta’s filings with the Securities and Exchange Commission, including those risks outlined in “ITEM 1A: Risk Factors” in
Shire’s and Baxalta’s Annual Reports on Form 10-K for the year ended December 31, 2015.

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. £I -
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Completion of our combination with Baxalta —

a transformative achievement

Significant * Organizational structure determined
progress on . * Pipeline prioritization exercise completed
integration * Decision made to maintain presence in Oncology

* Significant experience on large scale organizational
Leveraging transformations

our . * The OneShire initiative of 2013-2015 reflects our capacity
experience to deliver top-line growth and margin expansion

* Recently integrated ViroPharma, NPS Pharma and Dyax

* Revised operating cost synergy target of >$700m
in year 3 post close
‘ * Longer term Non GAAP EBITDA margin®) expectations
trending to mid 40%s

* Enhanced deal financials .
¢Shire

(1) Non GAAP earnings before interest, tax, depreciation and amortization (“EBITDA”) as a percentage of product sales, excluding royalties and other revenues and
cost of sales related to contract manufacturing revenue.
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Continuing to deliver strong results while

Investing in our future

Product Sales Non GAAP EPS ADS(®)
Q2 2016 $2,322M Q2 2016 $3.38
58% 28%
(D) CEROM®)
Q2 2015 $1,476M oER Q22015 $2.63
GROWTH INNOVATION
Addition of Baxalta franchises from June 3, Approval for XIIDRA for signs & symptoms
Q 2016 has led to growth uplift on reported Q of Dry Eye Disease; launch planned for Q3
_____________________ basis 2016
Strong growth from across the portfolio, with L o e
double digit product sales growth from both Gastrointestinal pipeline strengthened
legacy businesses: Shire +19% growth and through addition of SHP647 for IBD, a
D00 +12% pro forma®™ growth ......Phase3readyasset®
O Non GAAP growth in earnings also benefited 0 Encouraging data for SHP607 in certain
from the inclusion of Baxalta operating complications of prematurity; discussions

income, as well as strong growth in the with FDA for follow on studies planned
legacy Shire business

Growth rates are at Constant exchange rates (“CER”), a Non GAAP financial measure. CER performance is determined by comparing 2016 performance (restated using 2015 exchange rates for the relevant period) to
actual 2015 reported performance.

See slide 42 for a list of items excluded from the US GAAP equivalent used to calculate all Non GAAP measures detailed above. See slides 38 to 41 for a reconciliation of Non GAAP financial measures to the most directly
comparable measure under US GAAP.

This is a Non GAAP financial measure. The most directly comparable measure under US GAAP is EPS-ADS (Q2 2016: -$0.71, Q2 2015: $0.81).

Growth rates represent the Q2 pro forma results compared to recast Q2 2015 results as previously disclosed by Baxalta following the separation from Baxter.

Pending regulatory feedback



Strong pro forma sales growth across the product

portfolio

Key drivers Commentary
AWATE * Growth driven by new products and inhibitor therapies

HEMATOLOGY

; * Year on year growth in international markets was particularly strong,
sales $958m; +13%1(2) FEIBA,. year g

due in part to timing of a large order

* Growth driven by CINRYZE and FIRAZYR in HAE; continued new patient
adds and increased utilization driving growth

* Growth in LSD products remains steady as we continue to increase the
number of patients on therapy

* Strong performance across the portfolio

CINRYZE

O esfease bt fuman]

GENETIC DISEASES
sales $688m; +17%®?

A~ firazyr

(icatibant injection)

NEUROSCIENCE :-m.ﬁQﬁfm * VYVANSE continues to perform strongly, with growth driven by increased
sales $655m; +23%@ o8 R use in adults in the US, pricing, and continued growth in international

.................................................................... B KOS e

Ovi * US sales grew at 5%, driven by new product launches and biotherapies
Ll 0L AOICAS gmﬁﬁmmm * Growth ragtJe for our immuno Io};ulin tﬁera [ tively i ? db
. $3041)Q) e Elfe _ _ og _ pies was negatively impacted by

sales $577m; +3% timing of shipments in our international markets

......... ILEJdG%Gaﬂ&a
INTERNAL MEDICINE i i s e * LIALDA sales benefiting from continued market share growth
sales $420m: +19%®) Natpara * Growth from new patient adds on GATTEX partially offset by destocking

ONCOLOGY

sales $53m; N/A

AT el
1 riection

woncaspar
PO

NATPARA continues to grow, driven by new patient adds

ONCASPAR continues to perform well in the US; further growth expected
internationally, as commercial launches are initiated across EU

(1) Growth rates represent the Q2 pro forma results compared to recast Q2 2015 results as previously disclosed by Baxalta following the separation from Baxter.

(2) Growth rates are at Constant exchange rates (“CER”), a Non GAAP financial measure. CER performance is determined by comparing 2016 performance (restated using 2015 exchange
rates for the relevant period) to actual 2015 reported performance. See slide 42 for a list of items excluded from the US GAAP equivalent used to calculate all Non GAAP measures detailed
above. See slides 38 to 41 for a reconciliation of Non GAAP financial measures to the most directly comparable measure under US GAAP.



Today - Global leadership in rare diseases and

highly specialized conditions

2014-2016
Building a leading
global biotech
company ®

» Creating scale and
momentum

e Culture of bold innovation —
internal and external

2016+
Global leadership in rare
diseases and specialized
conditions g

* Multiple, durable, best-
in-class products

* Compelling financial
profile

* Enhanced
diversification and

. Pgtient—cent_ric Rare optionality
Diseases mindset

» Step-change in performance

» Effective and efficient
organization

» Established foundation for
long-term growth

¢Shire



Rare Diseases require unigue capabilities — and

our leading position brings multiple benefits

Why Rare Diseases?

\Ol Large opportunity for innovation
PAWAN ©

Over 7,000 diseases, of which
only 5% have treatments

Increasing share of regulatory approvals in
US, EU and Japan

Often accelerated development due to
priority review and phase-skipping

l_ + l Significant medical burden for patient
and healthcare systems

Life-altering conditions for patients and their
caregivers

Large demands on healthcare systems due
to repeated hospital visits, symptomatic
treatments and ongoing care

Societal economic burden due to patient and
caregiver leave and loss of productivity

Shire’s industry leading capabilities

Commercial

i!i R&D

Ability to leverage global commercial infrastructure
Best in class patient support initiatives

Strong voice with payors, governments, advocacy
initiatives

Broader base of therapeutic areas, relationships
and expertise expands optionality

Specialized research and development expertise

Expanded experience base in dealing with unique
challenges of Rare Disease R&D

OO Manufacturing

Manufacturing base bringing highly specialized
expanded plasma collection and fractionation
expertise

Expanded capabilities in highly advanced protein

and cell engineering
Shire



Multiple franchises with best-in-class products

2015 sales® Select flagship products and programs
Hematology $4B B FEIBA: i v
e e
CINRVZE % firazyr SHP643() VPRV

@ 13 My

. . I o
GANMAGARD (01> vosn | 2 Flexbumin | ety
[immune Globulin Infusion (Human)] 10% g SEwn e el [Albumin fHurman)] ith Recombinan Hurman Holuronidase

Gattex  Natpara

[I'I'lESCI|QI'I'IIn eHZg {Tewghce [rOMA origin] v Iniection (Fnarrﬁlﬁje\}:ﬁog hormone)
CONCAaspar 6 onivyde @
pegospovgose (irinotecan liposome injection)
Ophthalmics Xidra SHP640®
ophthalmic solution)5s

Positioned for sustained category leadership
O e e ¢Shire
(3) Proforma 2015 revenues for ONCASPAR only. 9



Recent delivery of successful large-scale
organizational transformation

OneShire (2013-15) and Baxalta integration (2016) have similar
challenges, goals, and solutions

Challenges .‘ Solutions

« Divisional organizational
structure

* Legacy businesses not
wholly integrated

 Duplication of support
functions

* Decentralized geographic
footprint

* Inefficient systems and
processes

* Eliminate duplicate
support structures within
SG&A

* Improve resource
allocation

» Strengthen strategic
alignment

» Re-allocate resources to
commercial execution

» Simpler, streamlined,
integrated organization

* Execution-focused
commercial organization

 Single global R&D
organization

(Shirem



Key integration updates

Organizational
structure

Senior
management

Pipeline

Procurement

Manufacturing

Organization design defined
Synergy targets allocated by business area

Management in place
Includes talented employees from both legacy Shire and Baxalta

Combined pipeline is industry leading rare disease pipeline

Pipeline prioritization complete, several programs discontinued

Savings initiative underway
Leverage combined scale of two businesses to deliver savings

Network review underway




R&D pipeline highlights

* XIIDRA in Dry Eye — approved July 2016, launching Q3 2016

* VONVENDI in VWD - US launch planned for August 2016

Approvals and launches * EU decentralised procedure completed for CUVITRU® (a proline-free

expected in 2016 subcutaneous formulation of 1G); US approval® expected H2 2016

* EU approval® for ONIVYDE in pancreatic cancer® and NATPAR in
hypoparathyroidism by end of year

* SHP643 (HAE) Phase 3 enrolment progressing well

Phase 3 program * SHP620 (maribavir) Phase 3 studies in CMV viremia to start H2 2016

updates * SHP647 for moderate to severe IBD in-licensed from Pfizer; Phase 3
program design planning and authority engagement in process

* Encouraging secondary endpoint data from study of SHP607 in certain

Phase 2 program complications of prematurity support further development

updates * FDA Fast Track Designation received for SHP626 for the treatment of

Nonalcoholic Steatohepatitis (NASH) with fibrosis

* Strong pipeline in Rare Disease indications at all stages of

~75% programs in Rare development

Diseases * Breakthrough Therapy Designation granted for SHP621 in eosinophilic
esophagitis (Phase 3) and SHP625 in PFIC2 (Phase 2)

Strong pipeline in multiple therapeutic areas

¢Shi
(1) Subject to regulatory approval. Ire

(2) Positive CHMP opinion received for treatment of patients with metastatic adenocarcinoma of the pancreas who have progressed following gemcitabine based therapy July 2016. 12



XIIDRA: the only FDA approved treatment for signs
and symptoms of dry eye disease

CLINICAL UPDATE COMMERCIAL UPDATE

Approval: 7/1i/16

@ Indication: Treatment of the signs and
symptoms of dry eye disease

Q Dosing: One drop twice-daily into each eye &d ra

New class designation from FDA: LFA-1
(ifitegrast

antagonist
Demonstrated efficacy & safety in 2,133 subjects: Oph[ha|m|c SO“J ||:]ﬂ 5%

In four studies, a larger reduction in Eye Dryness Score
m (EDS) favoring Xiidra was observed at Weeks 6 and 12

* Media exposure and excitement

At Week 12, a larger reduction in Inferior Corneal within eye care community
@ Staining Score (ICSS) favoring Xiidra was observed in _ _
three of the four studies o Sales representatives received

training on Prescribing Information

The most common adverse reactions (incidence 5-25%)
Q following the use of Xiidra were instillation site irritation,

dysgeusia and decreased visual acuity i
*Four randomized, double-masked, 12-week trials evaluated the efficacy and safety of Xiidra vs vehicle as i FU ” In'market |aU nCh plan ned fOf Q3

assessed by improvement in the signs (measured by Inferior Corneal Staining Score) and/or symptoms (measured

e Supply & distribution on track

by Eye Dryness Score) of DED (N=2133).

]
fIn 5 clinical studies of Dry Eye Disease with lifitegrast ophthalmic solution, 1401 patients received at least one
dose of lifitegrast (1287 of which received Xiidra). The majority of patients (84%) had up to 3 months of treatment I

exposure. 170 patients were exposed to Xiidra for approximately 12 months.

Please visit www.xiidra.com for additional Important Safety Information and Full Prescribing Information



SHP465: Advancing a new treatment option

for patients with ADHD

* Safety and efficacy studies Top 5 Products in Adult
completed; on track for Class 2 Market
NDA re-submission and a potential (by Market Share ®) ~ 10% of the aglult
2H 2017 US launch | . patlents_are. using
* Efficacy very positive and safety Total ADDERALL IR  39% a combination of
consistent with known profile e_xtendgd re'e"?‘se
with an immediate
* An important step in providing a Total ADDERALL XR  22% release treatment,
new treatment option for patients ) ’ —
with ADHD, and sustaining the VYVANSE 17% additional duration
growth of our Neuroscience
franchise Methylphenidate 13%
* Expected, on approval, to have
3 years of Hatch-Waxman Total Concerta 6%

exclusivity and at least 3 patents
listed in the FDA Orange Book,

expiring as late as May 2029 * Concentrated HCP customer base

* Clear target patient population

* Powerful value proposition

(Shirem

(1) IMS TRx data, March 2016.



Late stage milestones in 2016

VONVENDI NATPAR
Anticipated US Anticipated EU
launch approval®

! :

t t ! t !

XIIDRA XIIDRA ONIVYDE SHP465
FDA approval: US launch Anticipated EU Anticipated FDA
July 11, 2016 approval® refiling

|
CUVITRU

(20% IGSC)
Anticipated US
approval®

£h
(1) SUbjeCt to regUIatOry apprOVaI. o Ire
I 5

Note: Timings are approximated to the nearest quarter.



Financial Review

Jeff Poulton, Chief Financial Officer




Q2 2016 reported key financials summary

Q2 2016 Q2 2015 Reported CER
$m@) $m Growth Growth®0

Product sales 2,322 1,476 +57% +58%

Non GAAP cash generation®(10) 853 505 +69% -

(1) Results include Baxalta (acquired on June 3, 2016) and Dyax (acquired on January 22, 2016).

(2) Growth rates are at Constant exchange rates (“CER”), a Non GAAP financial measure. CER performance is determined by comparing 2016 performance (restated using 2015 exchange rates for the relevant period) to actual 2015 reported performance.

(3) Thisis a Non GAAP financial measure. The most directly comparable measure under US GAAP is Combined R&D and SG&A (Q2 2016: $970m, Q2 2015: $1,272m).

(4) Thisis a Non GAAP financial measure. The most directly comparable measure under US GAAP is Net loss/income (Q2 2016: -$162m, Q2 2015: $160m).

(5) Non GAAP earnings before interest, tax, depreciation and amortization (“EBITDA”) as a percentage of product sales, excluding royalties and other revenues and cost of sales related to contract manufacturing revenue..

(6) Thisis a Non GAAP financial measure. The most directly comparable measure under US GAAP is Net income margin (Q2 2016: -7%, Q2 2015: 10%).

(7) Thisis a Non GAAP financial measure. The most directly comparable measure under US GAAP is Tax rate (Q2 2016: -427%, Q2 2015: -37%).

(8) Thisis a Non GAAP financial measure. The most directly comparable measure under US GAAP is EPS-ADS (Q2 2016: -$0.71, Q2 2015: $0.81).

(9) Thisis a Non GAAP financial measure. The most directly comparable measure under US GAAP is Net cash provided by operating activities (Q2 2016: $591m, Q2 2015: $452m).

(10) See slide 42 for a list of items excluded from the US GAAP equivalent used to calculate all Non GAAP measures detailed above. See slides 38 to 41 for a reconciliation of Non GAAP financial measures to the most directly comparable measure under US 17
GAAP.



Q2 product sales performance pro forma®

Q2 2016 Sales Pro forma Growth

vs. Q2 2015
$in Millions us Int. Total Reported CER®
Hemophilia 331 389 720 6% 7%
Inhibitor Therapies 78 160 238 31% 33%
Hematology Total 409 549 958 12% 13%
Cinryze 164 10 173 25% 25%
Firazyr 119 17 137 31% 31%
Kalbitor 18 - 18 n/a n/a
Elaprase 38 116 154 5% 8%
Replagal - 118 118 1% 1%
Vpriv 39 50 88 4% 4%
Genetic Disease Total 377 310 688 16% 17%
Vyvanse 467 50 518 22% 22%
Adderall XR 96 6 102 18% 18%
Other Neuroscience 14 21 36 63% 64%
Neuroscience Total 578 77 655 23% 23%
Immunoglobulin Therapies 334 97 431 2% 2%
Bio Therapeutics 70 77 146 3% 5%
Immunology Total 404 173 577 2% 3%
Lialda 174 19 194 23% 23%
Pentasa 73 - 73 10% 10%
Gattex 37 8 45 19% 19%
Natpara 20 - 20 n/m n/m
Other Internal Medicine 35 54 89 4% 4%
Internal Medicine Total 339 81 420 19% 19%
Oncology 44 10 54 n/a n/a
Total Product Sales 2,150 1,201 3,351 16% 16%

=
(1) Growth rates represent the Q2 pro forma sales compared to recast Q2 2015 pro forma sales as previously disclosed by Baxalta following the separation from Baxter. £hlre
(2) Growth rates are at Constant exchange rates (“CER”), a Non GAAP financial measure. CER performance is determined by comparing 2016 performance (restated

using 2015 exchange rates for the relevant period) to actual 2015 reported performance. 18



H1 2016 reported performance metrics

Year on Year Change: H1 20160

Product sales +36%

Combined Non GAAP R&D and SG&A®)(10) +25%

Ratios: % of Product Sales H1 2016 H1 2015

Non GAAP gross margin®)X10) 82.6% 85.9%

Non GAAP EBITDA®®)10) 43% 42%

(1) Results include Baxalta (acquired on June 3, 2016) and Dyax (acquired on January 22, 2016).

(2) Thisis a Non GAAP financial measure. The most directly comparable measure under US GAAP is R&D (H1 2016: -47%, H1 2015: +62%).

(3) Thisis a Non GAAP financial measure. The most directly comparable measure under US GAAP is SG&A (H1 2016: +26%, H1 2015: +13%).

(4) Thisis a Non GAAP financial measure. The most directly comparable measure under US GAAP is Combined R&D and SG&A (H1 2016: -12%, H1 2015: +34%)).

(5) Thisis a Non GAAP financial measure. The most directly comparable measure under US GAAP is Gross margin (H1 2016: 74.7%, H1 2015: 84.3%).

(6) Thisis a Non GAAP financial measure. The most directly comparable measure under US GAAP is R&D (H1 2016: 13%, H1 2015: 33%).

(7) Thisis a Non GAAP financial measure. The most directly comparable measure under US GAAP is SG&A (H1 2016: 29%, H1 2015: 32%)).

(8) Thisis a Non GAAP financial measure. The most directly comparable measure under US GAAP is Net income margin (H1 2016: 6%, H1 2015: 19%).

(9) Non GAAP earnings before interest, tax, depreciation and amortization (“EBITDA") as a percentage of product sales, excluding royalties and other revenues and cost of sales related to contract manufacturing revenue.

(10) See slide 42 for a list of items excluded from the US GAAP equivalent used to calculate all Non GAAP measures detailed above. See slides 38 to 41 for a reconciliation of Non GAAP financial measures to the most directly comparable measure under US 19
GAAP.



Strong Non GAAP cash generation; Non GAAP net debt

Increases following Q2 2016 close of Baxalta acquisition

June 30, 2016

December 31, 2015

Non GAAP cash
generation®(@)

(262)

(127)

$m $m
Cash and cash equivalents 693 136
Longtermborrowmgs ............................................. (21312) .................................... (70)
Shorttermborrowmgs ................................................ ( 2715) .............................. ( 1512)
Otherdebt(344) .................................... (13)
NonGAAPnetdebt(l) ................................................ (23678) .............................. ( 1459)
(11,783)

Non GAAP free
cash flow®@)

Net draw down of facility
and term loans

(130)

(12)

Net Cash inflow QTD

Net Cash inflow YTD

853
Tax and interest payments

Capital expenditure

464

Net cash consideration
for Baxalta transaction

Dividend payment

Other investing and financing
624

558

(1) Thisis a Non GAAP financial measure. The most directly comparable measure under US GAAP is Net cash provided by operating activities (Q2 2016: $591m, Q2 2015: $452m).
(2) See slide 42 for a list of items excluded from the US GAAP equivalent used to calculate all Non GAAP measures detailed above. See slides 38 to 41 for a reconciliation of Non
GAAP financial measures to the most directly comparable measure under US GAAP.

12,085

20



Revised 2016 guidance: includes Dyax and Baxalta

Full Year 2016 Dynamics

Impact of FX Rates on

Guidance Guidance
Total product sales -2% to -3% $10.8 - $11 billion
Royalties & other revenues $490 - $530 million
Non GAAP gross margin® 77% - 79%
Non GAAP combined R&D and SG&A®) $4.1 - $4.4 billion
Non GAAP net interest/other® $400 - $450 million
Non GAAP effective tax rate® 16% - 18%
Non GAAP diluted earnings per ADSW®) -1% to 1% $12.70 - $13.10
2016 fully diluted weighted average shares® 778 million
Capital expenditure ~$800 million
Revenue Earnings

Our 2016 Outlook is based on YTD 2016 actual EUR (1.6%) 2.1%)

exchange rates and the Ju|y 12, 2016 exchange ..............................................................................................

rates holding for H2 2016 (€:$1.11, £:$1.32, CBP ©2%) 04% ..

CHF:$1.01, CAD:$0.77, ¥:$0.0096). The CHF (0.1%) 0.5%

Cetimatod mmact of & 10% Anpreciation n the US e T o

DO”ar against the respective CUrrenCy, over the ........................................ 0 .................................... o ................

full year, on our 2016 Guidance is as follows: P (03@) ......................... (02@ .............

Other (0.5%) (0.3%)

(1) Thisisa Non GAAP financial measure. The diluted earnings per ADS forecast assumes a weighted average number of fully diluted ordinary shares outstanding of 778 million for 2016 following the equity issuance for
the Baxalta transaction.
(2) 2016 fully diluted weighted average shares based on H1 actual weighted average shares of 640 million and H2 forecasted weighted average shares of 916 million.
(3) This is a Non GAAP financial measure. See slide 42 for a list of items excluded from the US GAAP equivalent used to calculate all Non GAAP measures detailed above. See slides 38 to 41 for a reconciliation of Non
GAAP financial measures to the most directly comparable measure under US GAAP. 1



Significant synergy opportunity

. I
mﬁ % Il'@

>$700M 16-17% Accelerated growth
Annual cost synergies Combined effective Non GAAP tax through combined capabilities
projected in year 3 post close rate achieved by year end 2017 and global infrastructure
«  Increase efficiencies *  Combine existing Swiss ’ Lle\;erlmcreased_slc ? IS EIBEEE
. operations global commercial footprint
. Lever combined scale and - Presence in >100 global
network «  Alignment across rare disease countries
portfolio

. Align to Shire’s lean
operating model

*  Apply “best of both”
commercial capabilities

. Efficient global financial across the joint portfolio

. Optimize combined R&D management
portfolio

. Streamline combined

commercial footprint £hire
22



Operating cost synergy target increased 40%

to at least $700m in year 3 post close

Further progress with the
Bl Updated guidance integration allows us to raise our
- Guidance at announcement Opel’atlng COSt Synergy target

We anticipate the synergies will be
delivered from the following P&L
line items;

€.50% SG&A

— Rationalise central functions
and reduce overheads

c.30% R&D

— Optimize R&D portfolio and
infrastructure

c.20% CoGs

@
Year 1" Year 2 Year 3 — Management and product
manufacturing efficiencies

(Shire23

700

(1) Year 1 denotes the time period beginning June 2016 and ending May 2017.



Additional long term guidance

Revised _ o _
Baxalta deal » Accretion: Expected to reach double digits (previous

economics guidance: accretion reaching mid to high single digits)

Long term  Top line: expect double digit top-line growth ($20B+ by 2020)
« Non GAAP EBITDA margin®: trending to mid 40% range

growth
expectations

Leverage * Rapid deleveraging; targeting a net debt to Non GAAP
forecast EBITDA ratio of between 2 and 3 times by end of 2017

(1) Non GAAP earnings before interest, tax, depreciation and amortization (“EBITDA”) as a percentage of product sales, excluding royalties and other revenues and cost of sales related to 24
contract manufacturing revenue.



Summary

Flemming Ornskov, MD MPH, Chief Executive Officer




Execution of strategy is delivering

Continued . L
) Delivering results 2016 priorities
execution
GROWTH O @ ntegrate Dyax and Baxalta
EEEICIENCY . Growth in Launch XIIDRA
revenues
and Advance Shire’s largest number
_ of Phase 3 trials
INNOVATION @ earnings
Expand and strengthen
PEOPLE manufacturing

Creating a global leader in Rare Diseases and highly specialized conditions

(Shire%




Questions and Answers




APPENDIX



Clinical development pipeline

Internal medicine

NATPAR rhPTH[1-84] hypoparathroidism EU Registration
SHP621 oral budesonide suspension eosinophilic esophagitis - Phase 3
SHP555 prucalopride chronic constipation us Phase 3
REVESTIVE teduglutide short bowel syndrome Japan Phase 3
SHP625 - ALGS - Phase 2
SHP625 - PFIC - Phase 2
SHP626 volixibat NASH - Phase 2
SHP647 - IBD - Phase 2
Genetic diseases

SHP609 - Hunter IT - Phase 3
SHP643 - HAE prophylaxis - Phase 3
Firazyr - acute HAE Japan Phase 3
Cinryze C-1 esterase inhibitor HAE prophylaxis Japan Phase 3
Cinryze SC C-1 esterase inhibitor (SC) HAE prophylaxis - Phase 3
SHP610 - Sanfilippo A - Phase 2
SHP611 - MLD - Phase 1
SHP622 - Friedreich’s Ataxia - Phase 1
SHP623 rC1-INH NMO - Phase 1
SHP631 - Hunter CNS - Phase 1
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Clinical development pipeline (continued)

Oncology

ONIVYDE nal-IRI pancreatic cancer, 2" line EU Registration

ONCASPAR lypophilised ALL - Registration
pegaspargase

- pacritinib myelofibrosis EU Registration

- calaspargase pegol ALL - Phase 3

Cinryze C-1 esterase inhibitor AMR - Phase 3

SHP620 maribavir CMV infection in transplant patients - Phase 2

ONIVYDE nal-IRI pancreatic cancer, 15t line - Phase 2

BAX 069 imalumab metastastic colorectal cancer - Phase 2

Immunology

Hyqvia + Kiovig - chronic inflammatory demyelinating - Phase 3

polyneuropathy

BAX 2923 adalimumab Momenta Humira biosimilar - Phase 3

BAX 2200 etanercept Coherus Enbrel biosimilar - Phase 3

- alpha-1 antitrypsin acute GvHD - Phase 2

SM101 - systemic lupus erythematosus Phase 2

Hematology

VONVENDI - von Willebrand disease EU Registration

ADYNOVATE EHL rFVIII PEG Hemophilia A EU Registration

OBIZUR CHAWI (surgery) - Hemophilia A with inhibitors - Phase 3

BAX 826 rEVIIL LA PSA Hemophilia A - Phase 1

BAX 930 rADAMTS13 thrombotic thrombocytopenic purpura - Phase 1 30



Clinical development pipeline (continued)

Neuroscience

Intuniv guanfacine ADHD Japan Registration

SHP465 mixed amphetamine salts ADHD us Phase 3

Vyvanse lisdexamphetamine ADHD Japan Phase 3

Ophthalmics

SHP640 povidone iodine/ infectious conjunctivitis - Phase 2
dexamethasone

SHP607 IGF-1/BP-3 neonatal complications - Phase 2

(Shire31



Pro forma regional product sales analysis

Us Europe LATAM APAC®  Other Total

Q2 2016
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ProformaYoY growth®  +17%  +11%  +30%  +8%  +8%  +16%
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separation from Baxter.

(1) Results from continuing operations including Baxalta (acquired on June 3, 2016) and Dyax (acquired on January 22, 2016). -
(2) Growth rates represent the Q2/H1 2016 pro forma sales compared to recast Q2/H1 2015 pro forma sales as previously disclosed by Baxalta following the Ire
(3) APAC region includes Japan. 32



Royalties and other revenues

Q2 2016 Q2 2015 Reported
$m® $m Growth
SENSIPAR 36 35 +2%
3TCandZE|:|:|x ................................................................................................ 1 2 .......................................... 11 ..................................... + 15% .......
FOSRENOL ................................................................................................................ 11 .......................................... 11 ......................................... +6% .......
ADDERALLXR ........................................................................................................ 5 .............................................. 7 21% .......
otherRoyau,esandRevenues ............................................. 43 .......................................... 1 9+128% .......
Royames&otherRevenueS10782 ..................................... + 31% .......

=
(1) Results include Baxalta (acquired on June 3, 2016) and Dyax (acquired on January 22, 2016). £hlre
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Income statement growth analysis

2015 2015 2015 2015 2015 2016 2016
Ql Q2 Q3 Q4 FY Q1® Q2MW
Total Product Sales $1,423m $1,476m $1,577m $1,624m $6,100m $1,627m $2,322m

versus prior year +9% +0% +2% +8% +5% +14% +57%
Royaltles&OtherRevenues ................. $ 65m .................... $82m ..................... $78m ..................... $92m .................... $ 317m .................... $ 82m$107m .........

versus prior year +68% +150% +73% +22% +65% +26% +31%
TOtaIRevenue$l488m .............. $1558m ............... $1655m ............... $ 1716m ............... $ 6417m ............... $ 1709m$2429m .......

versus prior year +11% +4% +4% +9% +7% +15% +57%
NonGAAPGrOSSMargIn(z)(7) ................ 86%86% ....................... 84% ....................... 86% ....................... 86% ....................... 86% ....................... 80% ...........
gggg:g%gg‘liﬁgP%?lm .................. $697m ................... $652m ................... $ 688m ................. $ 2608m$651m$934m .........

versus prior year +6% +16% +5% +2% +7% +14% +34%
NonGAAPEBITDAMargIn(4)(7) ............. 4 6%39% ....................... 43% ....................... 43% ....................... 43% ....................... 46% ....................... 40% ...........
NonGAAPTaXRate(S)(7) ............................ 17% ....................... 1 3%10% ....................... 21% ....................... 16% ....................... 18% ....................... 16% ...........
IF\)l:rnAGDAé%I)DmdllutedEarnlngs .................. $ 284 .................... $263 ..................... $324 ..................... $297 .................... $ 1168 .................... $ 319 ..................... $ 338 ..........

versus prior year +20% -2% +11% +13% +10% +12% +29%

(1) Results from continuing operations including Baxalta (acquired on June 3, 2016) and Dyax (acquired on January 22, 2016).

(2) Thisis a Non GAAP financial measure. The most directly comparable measure under US GAAP is Gross margin (Q2 2016: 67%, Q2 2015: 85%).
(3) Thisis a Non GAAP financial measure. The most directly comparable measure under US GAAP is Combined R&D and SG&A (Q2 2016: -24%, Q2 2015: +89%). L
(4) Thisis a Non GAAP financial measure. The most directly comparable measure under US GAAP is Net income margin (Q2 2016: -7%, Q2 2015: 10%).

(5) Thisis a Non GAAP financial measure. The most directly comparable measure under US GAAP is Tax rate (Q2 2016: -427%, Q2 2015: -37%).

(6) Thisis a Non GAAP financial measure. The most directly comparable measure under US GAAP is EPS-ADS (Q2 2016: -$0.71, Q2 2015: $0.81).

(7) See slide 42 for a list of items excluded from the US GAAP equivalent used to calculate all Non GAAP measures detailed above. See slides 38 to 41 for a reconciliation of Non GAAP financial measures to the most 34
directly comparable measure under US GAAP.



Non GAAP cash flow measures

Non GAAP cash generation® and Q22016 Q22015 Reported

Non GAAP free cash flow@® reconciliation $m) $m Growth

Non GAAP cash generation® 853 505 +69%
Taxandmterestpaymemsnet ............................................................................................... (262) ............................... (53) ..................................................
USGAApNetcashprowdedbyoperatmgacuwues591452+31% .......
Cap.ta|expend.ture .................................................................................................................................. (127) ............................... (20) ..................................................
NonGAAPfreecaShﬂOW(l) ............................................................................................................... 464432 .............................. +7% .......

See slide 42 for a list of items excluded from the US GAAP equivalent used to calculate all Non GAAP measures detailed above. See slides 38 to 41 for a
reconciliation of Non GAAP financial measures to the most directly comparable measure under US GAAP.

(1) Thisis a Non GAAP financial measure. The most directly comparable measure under US GAAP is Net cash provided by operating activities (see details above). £I i
(2) Results include Baxalta (acquired on June 3, 2016) and Dyax (acquired on January 22, 2016). 35



Non GAAP net debt

June 30, 2016 December 31, 2015
$m $m

Cash and cash equivalents 693 136

Non GAAP net debt® (23,678) (1,459)

(1) Thisis a Non GAAP financial measure. See slide 42 for a list of items excluded from the US GAAP equivalent used to calculate all Non GAAP measures detailed
above. See slides 38 to 41 for a reconciliation of Non GAAP financial measures to the most directly comparable measure under US GAAP.

extended at Shire’s option by twelve months. Shire also had a $5.6bn term loan facility that was fully utilized to finance the acquisition of Dyax and amortizes until its

=]
At June 30, 2016 Shire had utilized $12.39bn of the bridge loan arranged to finance the Baxalta acquisition. It matures in 2017, although the maturity date may be £hlre
final maturity in 2018. Its $2.1bn revolving credit facility matures in 2020. 36



Q2 2016 — Operating Income US GAAP and Non

GAAP

Q22016 Q22015 Reported

$m® $m Growth

Non GAAP Operating Income®@® from continuing operations 972 614 +58%

Integration and acquisition costs (644) 207

Intangible asset amortization (213) (131)

Impairment of IPR&D intangible assets (9) (523)

Divestments and reorganizations (9) (6)

Legal and litigation costs (2) (2)

Other - (26)

US GAAP Operating Income from continuing operations 96 133 -27%
(1) Results include Baxalta (acquired on June 3, 2016) and Dyax (acquired on January 22, 2016). =
(2) This is a Non GAAP financial measure. The most directly comparable measure under US GAAP is US GAAP Operating income (see details above). £hlre
1 econciation of Hon GAAP fnancial measures to the most direcly comparabie measure Under US GARR. - e oo e S ATore 37



Total Revenues

Costs and expenses:

Cost of product sales

R&D

SG&A

Integration and acquisition costs
Amortization

Reorganization costs

Gain on sale of product rights
Depreciation

Total operating expenses

Operating Income
Total other expense, net
PBT

Income taxes
EMI

Income from continuing operations

Loss from discontinued operations, net of tax

Net (loss)/income

No. of Shares
Diluted (Loss)/earnings per ADS

The following items are included in Adjustments:

GAAP to Non GAAP Reconciliation

For the three months ended June 30, 2016

M)

GAAP Adjustments Non GAAP
@ (b) (©) (d) (e) ®
2,429.1 2,429.1
778.1 - (280.7) - - (22.4) 475.0
294.8 (8.9) - - - (5.8) 280.1
675.3 - - - (1.6) (19.7) 654.0
363.0 - (363.0) - - - -
213.0 (213.0) - - - - -
11.0 - - (11.0) - - -
(2.3) - - 23 - - B
- - - - - 47.9 47.9
2,332.9 (221.9) (643.7) (8.7) (1.6) - 1,457.0
96.2 2219 643.7 8.7 16 - 972.1
(79.6) - 25.9 - - - (53.7)
16.6 221.9 669.6 8.7 1.6 - 918.4
70.9 (56.4) (155.7) (3.1) 0.6) - (144.9)
0.9 - - - - - 0.9)
86.6 165.5 513.9 5.6 1.0 - 772.6
(248.7) - - 248.7 - - -
(162.1) 165.5 513.9 254.3 1.0 - 772.6
682.8 3.8 686.6
($0.71) $0.72 $2.25 $1.12 - - $3.38

(a) Amortization and asset impairments: Impairment of SHP627 IPR&D intangible asset ($8.9 million), amortization of intangible assets
relating to intellectual property rights acquired ($213.0 million), and tax effect of adjustments;

(b) Acquisition and integration activities: Amortization of inventory fair value adjustments primarily associated with NPS, Dyax and
Baxalta ($280.7 million), acquisition and integration costs primarily associated with NPS, Dyax and Baxalta ($419.5 million), net
credit related to the change in the fair value of contingent consideration liabilities ($56.5 million), amortization of one-time
upfront borrowing costs for Baxalta and Dyax ($25.9 million), and tax effect of adjustments;

(c) Divestments, reorganizations and discontinued operations: Net gain on re-measurement of DAYTRANA contingent consideration
to fair value ($2.3 million), costs relating to the relocation of staff from Chesterbrook to Lexington and closure of the Basingstoke

office ($11.0 million), tax effect of adiustments and loss from discontinued operations, net of tax ($248.7 million);

(d) Legal and litigation costs: Costs related to litigation, government investigations, other disputes and external legal costs ($ 1.6
million), and tax effect of adjustments; and
(e) Depreciation reclassification: Depreciation of $47.9 million included in Cost of product sales, R&D and SG&A for US GAAP
separately disclosed for the presentation of Non GAAP earnings.

(f) Impact of dilutive shares

(Shire38



GAAP to Non GAAP Reconciliation

For the six months ended June 30, 2016

($M) GAAP Adjustments Non GAAP

(@ (b) (© (d) @

Total Revenues 4,138.4 4,138.4

Costs and expenses:

Cost of product sales 1,026.7 - (293.5) - - (30.7) 702.5
R&D 511.9 8.9) - - - (11.7) 491.3
SG&A 1,150.2 - - - (16.6) (39.8) 1,093.8
Integration and acquisition costs 454.1 - (454.1) - - - -
Amortization 347.6 (347.6) - - - - -
Reorganization costs 14.3 - - (14.3) - - -
Gain on sale of product rights (6.5) - - 6.5 - - -
Depreciation - - - - - 82.2 82.2
Total operating expenses 3,498.3 (356.5) (747.6) (7.8) (16.6) - 2,369.8
Operating Income 640.1 356.5 747.6 7.8 16.6 - 1,768.6
Total other expense, net (131.8) - 44.1 6.0 - - (81.7)
PBT 508.3 356.5 791.7 138 16.6 - 1,686.9
Income taxes 11.2) (96.0) (164.1) 4.1) (6.1) - (281.5)
EMI (1.0) - - - - - (1.0)
Income from continuing operations 496.1 260.5 627.6 9.7 10.5 - 14044
Loss from discontinued operations, net of tax (239.2) - - 239.2 - - -
Net Income 256.9 260.5 627.6 248.9 10.5 - 1,404.4
No. of Shares 640.0 640.0
Diluted Earnings per ADS $1.20 $1.22 $2.94 $1.17 $0.05 - $6.58

The following items are included in Adjustments:
(a) Amortization and asset impairments: Impairment of SHP627 IPR&D intangible asset ($8.9 million), amortization of
intangible assets relating to intellectual property rights acquired ($347.6 million), and tax effect of adjustments;

(b) Acquisition and integration activities: Amortization of inventory fair value adjustments primarily associated with
NPS, Dyax and Baxalta ($293.5 million), acquisition and integration costs primarily associated with NPS, Dyax and
Baxalta ($499.2 million), net credit related to the change in the fair value of contingent consideration liabilities
($45.1 million), amortization of one-time upfront borrowing costs for Baxalta and Dyax ($44.1 million), and tax effect
of adjustments;

(c) Divestments, reorganizations and discontinued operations: Net gain on re-measurement of DAYTRANA contingent
consideration to fair value ($6.5 million), costs relating to the relocation of staff from Chesterbrook to Lexington and
closure of the Basingstoke office ($14.3 million), loss on divestment of non-core subsidiary ($6.0 million), tax effect
of adjustments and loss from discontinued operations, net of tax ($239.2 million);

(d) Legal and litigation costs: Costs related to litigation, government investigations, other disputes and external legal =
costs ($16.8 million), and tax effect of adjustments; and Ire
(e) Depreciation reclassification: Depreciation of $82.2 million included in Cost of product sales, R&D and SG&A for US

GAAP separately disclosed for the presentation of Non GAAP earnings. 39



GAAP to Non GAAP Reconciliation

For the three months ended June 30, 2015

($M) GAAP Adjustments Non GAAP

@ (b) © (@ (©) ®

Total Revenues 1,557.6 1,557.6

Costs and expenses:

Cost of sales 228.0 - (5.1) - - (2.8) (13.1) 207.0
R&D 775.9 (523.3) - - - (5.7) 8.9) 238.0
SG&A 496.0 - - - (1.9) (17.5) (17.9) 458.7
Integration and acquisition costs (212.4) - 212.4 - - - - -
Amortization 131.3 (131.3) - - - - - -
Reorganization costs 13.3 - - (13.3) - - - -
Gain on sale of product rights (7.1) - - 7.1 - - - -
Depreciation - - - - - - 39.9 39.9
Total operating expenses 1,425.0 (654.6) 207.3 (6.2) 1.9) (26.0) - 943.6
Operating Income 132.6 654.6 (207.3) 6.2 1.9 26.0 - 614.0
Net Interest & Other (12.7) - - 3.7) - - - (16.4)
PBT 119.9 654.6 (207.3) 25 1.9 26.0 - 597.6
Income taxes 44.1 (102.5) (6.5) 2.7) (0.6) 9.2) - (77.4)
EMI 0.1 - - - - - - 0.1
Income from continuing operations 164.1 552.1 (213.8) 0.2) 13 16.8 - 520.3
Loss from discontinued operations, net of tax (4.5) 45 -
Net Income 159.6 552.1 (213.8) 4.3 13 16.8 - 520.3
No. of Shares 593.2 593.2
Diluted Earnings per ADS $0.81 $2.79 ($1.08) $0.02 $0.01 $0.08 - $2.63

The following items are included in Adjustments:

(a) Amortization and asset impairments: Impairment of SHP625 IPR&D intangible asset ($346.6 million), impairment of
SHP608 IPR&D intangible asset ($176.7 million), amortization of intangible assets relating to intellectual property
rights acquired ($131.3 million), and tax effect of adjustments;

(b) Acquisition and integration activities: Amortization of NPS inventory fair value adjustments ($5.1 million), costs
primarily associated with the acquisition and integration of NPS ($49.1 million), net credit associated with the
integration of ViroPharma ($3.4 million) due to adjustments to estimates relating to an onerous lease provision, net
credit related to the change in fair value of contingent consideration liabilities ($258.1 million), and tax effect of
adjustments;

(c) Divestments, reorganizations and discontinued operations: Gain on re-measurement of DAYTRANA contingent
consideration to fair value ($6.0 million), gain on disposal of non-core product rights ($1.1 million), costs relating to
the One Shire reorganization, including costs relating to the relocation of staff from Chesterbrook to Lexington ($13.3
million), gain on sale of long-term investment ($3.7 million), tax effect of adjustments, and loss from discontinued
operations, net of tax ($4.5 million);

(d) Legal and litigation costs: Costs related to litigation, government investigations, other disputes and external legal ™

costs ($1.9 million), and tax effect of adjustments;

(e) Other: Costs associated with AbbVie’s terminated offer for Shire ($26.0 million), and tax effect of adjustments; and £h I re

(f) Depreciation reclassification: Depreciation of $39.9 million included in Cost of product sales, R&D and SG&A for US 40
GAAP separately disclosed for the presentation of Non GAAP earnings.



GAAP to Non GAAP Reconciliation

For the six months ended June 30, 2015

(M) GAAP Adjustments Non GAAP

(CY (b) © (@ © ®

Total Revenues 3,046.0 3,046.0

Costs and expenses:

Cost of sales 455.8 - (16.3) - - (5.5) (24.8) 409.2
R&D 969.6 (523.3) - - - (11.5) (11.7) 4231
SG&A 914.3 - - - 2.7) (31.0) (35.7) 844.9
Integration and acquisition costs (136.7) - 136.7 - - - - -
Amortization 219.6 (219.6) - - - - - -
Reorganization costs 28.5 - - (28.5) - - - -
Gain on sale of product rights (12.3) - - 12.3 - - - -
Depreciation - - - - - - 72.2 72.2
Total operating expenses 2,438.8 (742.9) 1204 (16.2) 2.7) (48.0) - 1,749.4
Operating Income 607.2 742.9 (120.4) 16.2 2.7 48.0 - 1,296.6
Net Interest & Other (16.0) - - 3.7) - (1.1) - (20.8)
PBT 591.2 742.9 (120.4) 125 2.7 46.9 - 1,275.8
Income taxes (13.3) (135.6) (20.1) (7.1) (1.0) (17.0) - (194.1)
EMI (0.9) - - - - - - (0.9)
Income from continuing operations 577.0 607.3 (140.5) 54 1.7 29.9 - 1,080.8
Gain from discontinued operations, net of tax (7.0) - - 7.0 - - - -
Net Income 570.0 607.3 (140.5) 12.4 17 29.9 - 1,080.8
No. of Shares 593.0 593.0
Diluted Earnings per ADS $2.88 $3.07 ($0.71) $0.07 $0.01 $0.15 - $5.47
The following items are included in Adj

(a) Amortization and asset impairments: Impairment of SHP625 IPR&D intangible asset ($346.6 million), impairment of
SHP608 IPR&D intangible asset ($176.7 million), amortization of intangible assets relating to intellectual property
rights acquired ($219.6 million), and tax effect of adjustments;

(b) Acquisition and integration activities: Amortization of NPS inventory fair value adjustments ($15.0 million),
amortization of ViroPharma inventory fair value adjustments ($1.3 million), costs associated with acquisition and
integration activities, principally NPS ($119.0 million), net credit related to the change in fair value of contingent
consideration liabilities ($255.7 million), and tax effect of adjustments;

(c) Divestments, reorganizations and discontinued operations: Net gain on divestment of non-core product rights and
on re-measurement of DAYTRANA contingent consideration to fair value ($11.2 million), gain on disposal of non-
core product rights ($1.1 million), costs relating to the One Shire reorganization, including costs relating to the
relocation of staff from Chesterbrook to Lexington ($28.5 million), gain on sale of long term investments ($3.7
million), tax effect of adjustments and loss from discontinued operations, net of tax ($7.0 million);

(d) Legal and litigation costs: Costs related to litigation, government investigations, other disputes and external legal

costs ($2.7 million), and tax effect of adjustments; ™
(e) Other: Costs associated with AbbVie’s terminated offer for Shire ($48.0 million), interest income received in
respect of cash deposited with the Canadian revenue authorities ($1.1 million), and tax effect of adjustments; and
41

(f) Depreciation reclassification: Depreciation of $72.2 million included in Cost of product sales, R&D and SG&A for US
GAAP separately disclosed for the presentation of Non GAAP earnings.



Non GAAP measures

This presentation contains financial measures not prepared in accordance with US GAAP. These measures are referred to as “Non GAAP” measures and include: Non GAAP operating income; Non GAAP net income; Non GAAP diluted earnings per ADS; effective
tax rate on Non GAAP income before income taxes and (losses/earnings) of equity method investees (“effective tax rate on Non GAAP income”); Non GAAP CER; Non GAAP cost of product sales; Non GAAP gross margin; Non GAAP R&D; Non GAAP SG&A; Non
GAAP other expense; Non GAAP cash generation; Non GAAP free cash flow, Non GAAP net debt, Non GAAP EBITDA and Non GAAP EBITDA margin (excluding royalties and other revenues and cost of sales related to contract manufacturing revenue).

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 presentation 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 competitor’s 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 different from, and therefore may not be comparable to, similarly titted 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 US GAAP, and Shire’s financial results calculated in accordance with US 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 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

. Noncontrolling 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 US GAAP to Non GAAP measures.

Depreciation, which is included in Cost of product sales, R&D and SG&A costs in our US GAAP results, has been separately disclosed for the presentation of 2016 and 2015 Non GAAP earnings.

Cash generation represents net cash provided by operating activities, excluding up-front and milestone payments for in-licensed and acquired products, tax and interest payments.

Free cash flow represents net cash provided by operating activities, excluding up-front and milestone payments 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 and other debt.

A reconciliation of Non GAAP financial measures to the most directly comparable measure under US GAAP is presented on pages 23 to 24.

Non GAAP CER growth is computed by restating 2016 results using average 2015 foreign exchange rates for the relevant period.

Average exchange rates used by Shire for Q2 2016 were $1.45:£1.00 and $1.13:€1.00 (2015: $1.52:£1.00 and $1.10:€1.00). Average exchange rates used by Shire for the six months to June 30, 2016 were $1.44:£1.00 and $1.11:€1.00 (2015: $1.53:£1.00 and
$1.13:€1.00).

See slides 38 to 41 for a reconciliation of Non GAAP financial measures to the most directly comparable measure under US GAAP.
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