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The dilemma for Pharma is the recognition that new
medicines are subordinated to greater needs

a The elderly are increasingly prevalent, ‘poor’ and an increasing financial ‘burden’

AN J

e (Europe is especially challenged by its social welfare ethos: 7% of global population
. but 50% of global welfare costs

e [Pharma has made enormous contributions to health but with an almost 100% ]
emphasis on chronic management and not on cure

0 [Generics provide a good enough solution for more than 80% of patient visits ]

a Politics is the key driver of medicine strategies and what fuels political decision ’
making is public opinion
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So Pharma needs legitimacy in promoting innovation
on an agenda which is driven by other stakeholders

In an arena where the hierarchy of needs acts as a filter so as to
direct funds to the areas of greatest need

There is very little more cash for medicines in developed markets so innovation must
have compelling evidence to shift budgets from other areas: better is the only option

There are 3 markets where pharma must develop strategies to match regulatory and
Payer expectations: USA, Germany and Japan

It also means strengthening government affairs in developed markets

Recognise that the internet and enabling technologies is transforming informed
debate among all Stakeholders in healthcare

Pharma must gain the key attributes which fulfils the needs of Stakeholders
Passion and commitment

Relentless focus on better outcomes
Stakeholder intimacy and relevance
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In Europe macroeconomic factors will have an
impact on the use of innovative medicines

Europe Drug spend forecast
Forecast

2013-17 CAGR, 0-3%
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Macroeconomic factors

Europe resurgent

» High productivity

« Consumer confidence up

* Reduced unemployment

» Favourable financing
conditions

Innovation implications

Innovative medicines supported

* Innovation prospers across
Europe due to more widely
efficient genericisation and
widespread economic growth

2017 drug spend: $31-34Bn

Patchy recovery

* North Europe recovers
strongly while South
Europe’s economy
continues to deteriorate

Innovative medicines sustained

* New launches thrive in some
countries where economic
growth injects funds and
genericisation frees up budget
2017 drug spend: $28-31Bn

Ongoing austerity

» Low productivity

» Hyperinflation

» High unemployment

* Net exports only source
of growth

Innovative medicines restricted

« Innovative medicines use is
restricted and a hostile
environment exists based on
austerity measures limiting
market access
2017 drug spend: $23-26Bn
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Value sales, LC$ bn

Protected sales will decline in the US and EUS5 to
2017: outlook in Japan more positive
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Source: IMS Health Market Prognosis, September 2013, Audited data only
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Specialty medicine outpaces pharma growth: Just
under 2/3 specialty market are biologics

Europe: specialty (*) sales (billion US$)

ﬁIn Europe, specialty market holding \
240 - 237 31% share (MAT 12 2013). EU 5
represents 72% of the European specialty
220 - market

200 1 M Specialty

¢ Globally, ~60% medications in pipeline
180 - [ Traditional

(Pre-Clinical - Registered) are specialty

Sales, US $bn

160 - drugs
140 1 131 . Specialty growth 7% (MAT 2013/2012)
120 - in Europe with EU 5 growing at 7.3%
100 - K /
80 - 69%
60 - g A
84% Rx-bound 2003 2013
40 - Market Share
O (oo
20 - o
0 10 yr CAGR 5% 21%
_ o o

2003 2013

(*) IMS definition: Specialty products defined as medicines that treat specific, complex chronic diseases with four or more of the following attributes:
Initiated only by a specialist, require special handling and administration; unique distribution; High cost; warrants intensive patient care; might
require reimbursement assistance

Source: IMS Health, MIDAS, MAT December 2013, Non Rx Bound
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Value Sales in US$ billions

Payers looking at biologic costs as small molecule

generic opportunities waning fast

Europe 2003-13: biologics vs. non biologics sales
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Source: IMS Health, MIDAS, MAT December 2013
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In Europe, biosimilar uptake exhibits different paces

Biosimilar uptake across Europe

MAT 06/2007 - 06/2013 (Volumes, SU) veigel ig;ﬁ‘{;t”es
MAT 06/2013
100% e Fast uptake at launch, now mature
90%

{9‘ '; :’ : Consistent uptake
:‘ '() ‘p)SIow uptake, cultural resistance

Fast growing due to faster growing
" market trend
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Oncology will dominate Pharma spend: diabetes ranks
only #11 which is asking for trouble

Top 10 Classes, 50% Others, 50% Top 10 Classes, 60% Others, 40% U

Developed Markets Sales in 2017 Ireland Sales in 2013
(LCS) (LC$)
Oncologics _ $61-71Bn Oncologics $220 Mn
Diabetes $44-49Bn Anti-TNFs $212 Mn
Asthma/COPD $32-37Bn Pain $168 Mn
anti-TNFs [ $32-37Bn Mental Health $161 Mn
i Lipid Regul
Pain | $31-36Bn ipid Regulators | $131 Mn
Mental Health Hypertensives $130 Mn
i $25-28Bn i
Hypertensives Asthma/COPD $128 Mn
i $24-27Bn i
HIv Antivirals [ Antibiotics $105 Mn
s $22-25Bn .
Dermatologics Anti-Ulcerants $104 Mn
1 $21-24Bn T
A Nervous System
Antibiotics Disorders | $103 Mn

B $18-21Bn

Source: IMS Health Thought Leadership, September 2013
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It's the restricted funding environment which
Pharma must surmount to ensure sustainable access

Payer Interventions

Clinical Evidence; Pure cost Reallocating resources
Reimbursement containment to value
of value

Assessment
Clinical evidence no Payers increasing cost Tangible and Pharma increasingly
longer just a containment measures measurable having to find common
regulatory hurdle: to balance budgets incremental benefit ground to sustain
Payers looking to H2H access
comparisons Specific healthcare
resolution of unmet priorities
needs
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Payer willingness to fund often relies on proving value
in treating remaining unaddressed symptoms

Payer perceived unmet need

Common field of
play - success
most challenging
for Pharma

Behavioural Surgical/ other Drug
adjustment interventions treatment
required? required? required?
Relieve Type of unmet
> remaining d
symptoms? nee
‘e Severe Moderate , _
Pharma ability to remaining remaining |> Mgdmr—gelg;%??
revolutionize symptoms? symptoms? ymp '
treatment \
paradigm = high |
probabi{ity of Symptom level
funding of unmet need
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Payers need broad spectrum efficiencies: the
generic cliff is over while patient burden grows

EVOLUTION TO HEALTH OUTCOMES

CLINICAL QUALITY VALUE
Provides clinical efficacy and Improves the execution of care Provides non-clinical and / or
safety standards economic benefits
« Reduction in HbA1lc levels « Improved patient adherence + Reduced ER admissions
« Reduction in BMI index score * Reduced time to diagnosis « Shorter length of stays
* Improvement in DAS score » Better dosing adherence * Improvement in ADLs, EDSS
« Longer progression-free survival » Higher daily compliance rates + Lower re-admission rates
« Better sustained viral response « Improved access to treatment + Improved QALYs
Volume Health outcomes
Treating as many patients A change in the health or
as possible and achieving well-being of an individual
change in surrogate or population from a
endpoints identified as medical intervention

precursors for outcomes

Source: IMS analysis
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Pharma in partnership can drive efficiencies
The PANNASH project in the UK

NHS Changes: Joint Working

* Pulmonary Advancement Network of Newark and Sherwood Health
(PANNASH) was a collaboration between the CCG, Sherwood

. Forest Hospitals Trust, County Health Partnerships, the British

What is PANNASH? Lung Foundation, Breathe Easy (patient group) & 6 pharma

companies BI, AstraZeneca, GSK, MSD, Teva, & Pfizer

» 14 practices within the CCG participated in the project during 2012

« COPD prevalence is higher in Newark & Sherwood than the
national figure - 1.72% vs. 1.57%, with a cost in 2010/2011 of
£645,000 for those COPD patients experiencing a non-elective
admission in hospital as a result of COPD exacerbations. These
admissions (including issues around multiple admissions, 20
patients 4 times) contributed to higher A&E utilization services
owing to COPD than any other CCG in the UK making COPD the
key QIPP priority for 2012/13

Why PANNASH?

« Improve the quality and effectiveness of care delivered to patients
with COPD in primary care

What did PANNASH hope to « Reduce avoidable admissions to hospital for COPD related
achieve? complications

« Improve long term outcomes for patients with COPD in Newark and
Sherwood

Source: IMS UK Team
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PANNASH clearly showed the improvement in patient ,: -
outcomes possible through aligned/collaborative working

Key Patient Outcomes Dynamic Prescribing Impact
1200
Hospital admissions showed a 19% reduction A 367% increase (QTR Nov’'11 vs. Nov'12)
1000
Number of COPD patients reviewed: 890

800

Number of patients referred to their GP for treatment

change: 527 (60%)

600

Number of patients with a revised diagnosis other than

COPD: 89 (10%)

400

Number of Patients receiving self-management/action

plans: 693 200 -

Patients referred for Pulmonary Rehabilitation: 70 (total
number referred in year was 75, 70 was only for 9 months) 0

Qtr Qtr Qtr Qtr Qtr Qtr Qtr Qtr

May-11 Aug-11 Nov-11 Feb-12 May-12 Aug-12 Nov-12 Feb-13
PANNASH Asthma: From February 2013, PANNASH will focus = Seretide Accuhaler 500 = Seretide Evohaler 250
on Asthma given the positive COPD outcomes for patients Symbicort 200 ® Symbicort 400

Source: IMS UK Team
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But even in oncology Payers demanding more

5 non-reimbursement m Recent NICE Al I 5 oncology products 0D
verdicts. “| approvals have all A received no additional
Only 1 ASMR > 3 in the last | required a patient access benefit rating from G-BA
5 years scheme since 2012
2013 2013 1N
2012 ]
2012 2012 [
2011 B
2011 1
2010 B 0 5 10
2009 L] 2010 1B
2008 2000
0 5 10 15 0 . 10
mNot recommended B5. No additional benefit
V B Not recommended
IV Restricted _ 3. Minor additional benefit
.EI .igg:gi:g with patient access scheme 1. Considerable additional benefit

I

Source - Published payer assessments (CT reports, G-BA assessments, NICE guidance). From Unravelling payer perception in oncologye
P&8 MA Forum June 2013
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And driving increasingly hard bargains

. © ()] 9 c ) ©
GBA additional 1] > 3 X 8 =) o c c x " o *
benefit rating = o S =) o g T o i o > S > T
(examples) o 5 0 T 35 = > ® T s & = g2 4
_ ) N > m Z C) > T w m 7)) w - W
major

considerable

minor ‘ ' .

not quantifiable

O
o

. highest add. benefit in one of the populations

Average rebate across all products that went through AMNOG: 21%**

Total price
reduction*
(in %)

22 19 18 21 18

25

48

Il AMNOG rebate

The following products were withdrawn from the market after unsatisfying price negotiation results:
Trobalt (GSK), Xiapex (Pfizer), Rasilamlo (Novartis), Trajenta (BI), Forxiga (AZ)

*AMNOG rebate includes the mandatory rebate of 6% and the negotiated
AMNOG rebate
Source - Lauer-Taxe; GBA homepage (15t January 2014)
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New customer interaction models bring increasing

engagement options
Commercial enablement today is complex and costly

360° Multi-Channel Approach

Social Networking

o
. f Speaker
Website Program

eMail Visits Attendance
(@ Impression Face-to-
s Face

Registration s e Detail

. il S Telesales
pirect Ma! . . |
2] e B N Personal Ll
Distribution ~ Personal * &

: | _ Interactions
ReSDONSE Customer
/ P INteractions cU=fomPR Service Call

Direct Mail

Distribution Medical
/ Response - Inquiry
Discussions
Convention

Medical
Portals Attendance

Visits Patient data
Market data

Data

Source: IMS Health Apparture

2 imshealth


http://www.google.com/imgres?imgurl=http://blog.soliant.com/wp-content/uploads/doctor-picture.jpg&imgrefurl=http://blog.soliant.com/careers-in-healthcare/18-recession-proof-jobs-andor-employment-industries/&usg=__YLCuFysbgasoh3sZgFAqz3M7GM4=&h=462&w=301&sz=13&hl=en&start=5&zoom=1&tbnid=1g5FXhfadvDzeM:&tbnh=128&tbnw=83&prev=/images?q=doctor&hl=en&gbv=2&tbs=isch:1&itbs=1
http://www.google.com/imgres?imgurl=http://www.istockphoto.com/file_thumbview_approve/6286614/2/istockphoto_6286614-doctor-and-patient.jpg&imgrefurl=http://www.istockphoto.com/stock-photo-6286614-doctor-and-patient.php&usg=__N54YOklnYXEOiKlMozRHW6IdIjY=&h=380&w=380&sz=53&hl=en&start=164&zoom=1&tbnid=G_4r7w69VUBq7M:&tbnh=123&tbnw=123&prev=/images?q=patient&start=160&um=1&hl=en&sa=N&tbs=isch:1&um=1&itbs=1
http://www.google.com/imgres?imgurl=http://www.cgschmidt.com/Handlers/Photo.ashx?id=217&imgrefurl=http://www.cgschmidt.com/projects/Default.aspx?projectid=85&categoryID=2&index=14&usg=__hozt6MpisAMaqLm181VL4v9Apjo=&h=413&w=760&sz=114&hl=en&start=18&zoom=1&tbnid=aspgWyfbfpZS3M:&tbnh=77&tbnw=142&prev=/images?q=medical+office+building&um=1&hl=en&tbs=isch:1&um=1&itbs=1

The integration of data and technology offers many
opportunities to personalise engagements

MARKETING
MATURITY
CURVE

PRESSURE ON MARGINS / ROI

CHANNEL & CUSTOMER
INTEGRATION

DATA INTEGRATION

CUSTOMER / CHANNEL COMPLEXITY
TACTIC-DRIVEN
MARKETING
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Traditional detailing levels in mature markets show

decline
Shift to specialty plays a role in reducing detail volume and

spend

Millions

Traditional Detailing Trends in Developed Markets

400

300

200

100

-100

-200
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Detailing spend absolute growth
MAT Q3 2013 vs MAT Q3 2012
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Germany
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Source: IMS Health, Global Promo Track, MAT Sep 2013

Japan

Millions

| A [ N R I B |
O U1 A W N

Detailing volume absolute growth
MAT Q3 2013 vs MAT Q3 2012
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As traditional promotion falters, social media rises

Comprehensive and free online information
source

Emphasis on self-regulation resulting in
higher quality control than other social
networks

The combination of trust in Wikipedia and its
vulnerability to both mistakes and author bias
has caused concern within the academic and
medical community

The most diverse social network
Capable of detailed and engaging
interactions

Enhanced word-of-mouth effect from
friends’ activity

Regulatory adherence is more difficult and
varies according to geographic region
Privacy concerns

i

|

Effective broadcasting platform, high viral
possibilities

Strong for news and live events such as
conferences

Small message size is easily digestible

Character limit makes it difficult to have any
depth
Hard to generate meaningful engagement

You

Favoured by physicians for highly
informative, detail-orientated videos
Engagement correlates to emotive patient
focused content

Good link to other social networks

Videos often require a large time investment
Engagement not as direct as other social media
platforms

23
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Communication increasingly embracing the patient

Physicians increasingly recommend

Social media use for
healthcare purposes
rises continuously
among online users

(40% of online consumers
use social media for
health information?)

websites to patients

Strong growth in eHealth
adoption among older
consumers?

sermo

WebMD @f"IEdf\ﬂforld

Better information. Better health.

patientslike me

e .=
) ~20% of physicians use
Strong adoption of YouR[LLL: V XIVA @ social media for
mobile tech - with . . professional purposes?
social media becoming Lmkedm HealthVault

increasingly mobile

Convergence of social media
platforms due to interconnectivity

Source: 1Epsilon cited by Mediapost; 2Manhattan Research

Social media communication:
increasingly targeting the
individual rather than the
broader audience

24
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http://www.google.de/imgres?imgurl=http://visionhelp.files.wordpress.com/2011/12/linkedin-logo.png&imgrefurl=http://visionhelp.wordpress.com/2011/12/08/an-open-letter-to-dr-x/linkedin-logo/&usg=__D4erY-YGcQ5ss_cgoU7vJcmGEBI=&h=300&w=1062&sz=55&hl=de&start=2&zoom=1&tbnid=JnzQcG533mdHHM:&tbnh=42&tbnw=150&ei=vfY0T_G7B4SLhQe0k_yTAg&prev=/search?q=linkedin+logo&um=1&hl=de&sa=N&gbv=2&tbm=isch&um=1&itbs=1

As an example, Wikipedia visits show high
correlation with ATC-3 class sales

Wikipedia visits vs. ATC-3 sales: common cold English language wiki
page, chest rub ATC3 sales (US)

— SU sales
— Wikipedia site visits

Source: IMS Health Social media analysis, Y-axis not to scale
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Access to innovation in Ireland on a par with EU5
average

__ 5508 - c19 RX capita spend in
- § Ireland in line with
- 500% - EU5 average. Also,
N o 4504 - access to biologics and
-1‘;: S 3 targeted therapies at
c & . EUS level
) 144
D 126
S o
a? 100% -
o O
o8
U 50% - 36 31 5g 30
Ni
0$ -
RX spend RX Biologic spend Onco Targeted

therapies spend
Il FrRANCE [ EU 5 Ml SPAIN [] IRELAND

Source: IMS Health, MIDAS MAT December 2013 Rx. Population data - IMF, 2012.
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Launches of NCEs in Ireland also on a par with EU

Country Innovation profile
(NCEs launched vs. Market Share achieved)

6.0%  — :
o i EU average n46 |
$ 55%4 oo '
©
€ 5.0% -
é N
— 4.5% - orway
3 _ Germany
2 4.0% - Luxembourg Switzerland
‘s
U 3.5% - ] Austria
o Slovakia
N 3.0% - Slpvenia
] 3-0% Greece Spain Sweden e
T 2.5% - Belgiym=—=——~Q France ° Finland | EU average 2.3%
© Lo ___
= o Netherlands ® \ _lreland J UK
&‘ . 0
s . Hungary Portugal
K 1.5% Czech R Italy
o
o
- 1.0% - Bulgaria
® Estonia
LZ) 0.5% - Latvia Lithuania Poland

0.00/0 T T T T RIomar]lla T T T T T T T T T T T

0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 85 90

Number of NCEs (2008-12) launched

Source: IMS Health, MIDAS, MAT December 2013, Rx only. Denmark not includedNCEs (New Chemical Entities)
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Generic penetration in Ireland equivalent in value to
benchmarks but low in volume

Selected markets segmentation value share Selected markets segmentation volume share
M ﬂ i 26,4% !
32,6% | 14,9% | |
: 28,1% | l :
! ; 23,5% i ;
: i 36,7% ! ;
5 i 31,7% | ' 21,9%
| | | | 20,4%
i | 38,9% i |
i i 26,6%  25,5% i i 24,8% 22 0%
7,7%  6,4% | |6,3%| 84% | 9,3% 11.2% | i
2003 2013 2008 2013 2003 2013 2003 2013§ 2008 2013 : 2003 2013
Ireland | Netherlands UK Ireland | Netherlands UK

-— RIS P RIS
B Generics [] Off patent originals [l Protected originals [] Other products
Source: IMS Health MIDAS December 2013, Market segmentation. * Netherlands earliest available period 2008

- imshealth




Generic erosion of the unprotected segment in
Ireland is also at variance to others

Selected markets unprotected value Selected markets unprotected volume
share by segment share by segment
i 54,0% i
: ! : M 65,9%
2003 2013 2008 2013 52003 2013 2003 2013§ 2008 2013 : 2003 2013
Ireland | Netherlands UK Ireland | Netherlands ! UK

A‘ ’A U fa i %

B Generics [] Off patent originals

Source: IMS Health MIDAS December 2013, Market segmentation. * Netherlands earliest available period 2008
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Future growth of the Irish market is highly
dependent on the impact of government initiatives

Introduction of Reference Pricing for
off patent medicines and their
generic equivalents has had and will

Ireland, drug spend forecast continue to have significant impact
on the Irish market as each medicine

3 10% is reviewed

8% The introduction of a preferred drug
6% list from the Medicines
Management Board for PPIs and
statins happened in 2013 was
expected to generate savings, but
has had little impact

4%

2%

/ _ %
'/G -2% Introduction of Hospital Groups may
4% lead to savings through tender offers
‘ - biosimilars

-6%

N
GROWTH CONST US$

SPENDING US$BN

=

Introduction of Universal Health

Insurance may have an affect on
-10% drug spend, but has been delayed
until 2019

-8%

2011 2012 2013 2014 2015 2016 2017

Sales e===Growth

Source: IMS Market Prognosis, Sep 2013 at ex-manufacturer price levels, not including rebates and discounts. Contains Audited+Unaudited
data. MoU: Memorandum of Understanding; PBS: Pharmaceutical Benefits Scheme
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Jaw, jaw, not war, war*

The accumulative impact of higher levels of education coupled with
the explosion of information and insights easily available is
transforming engagements among all stakeholders

Payers want clarity on value in defined patient cohorts and a
commitment to sustained measurement of outcomes throughout the
lifecycle

But as the quick generic wins decline Payers need to move on to
greater efficiencies in the delivery of healthcare

As patients supported by providers become more vocal Payers will
need to become more transparent and that’s where Pharma can
provide the evidence to inform rational decision making

* Winston Churchill
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Pharma can contribute to cost effective and quality
health care: time to change?
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