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SHpYAREgIon

CAGR 1999-2004
8.4%

E&C Europe

E&C Europe
1.7%

. L. America 2.1%
6:1% 5.9% Japan
10.5%

L. America

Rest of World
11.8%

Rest of World

12.09
N. America 0% N. America

40.5% 46.2%

US$ 337 billion US$ 506 billion
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DEHRONIORGENEHES

Varies depending on whether the products are
handled as branded or unbranded

“A product, which is a copy of an original
product whose patent has expired, and may be

marketed either as a brand or using the generic
name.”
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L2y irands Us

ASSUMptions
ssElectioniunlikelytordrastically impact Medicare

N GDP growing 3=3:5% p:a:
S Pricencrease =25+ inflation; generic price increases
*SOpen-forinnoyatiom=pharmacos:;fullyleveraging opportunity

s (Consumerism contintied3oincrease in-health-care
04

S0 e

1999 2000 2007 2002 2003

132 191 16 185 203 224
138 142 102 1041 104

S-billions

Jogrowth 167

Butievenimore significantly =59-% of:products launched
after:4995are sold in US!
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hEN osticommonillinEsSeEsNntheRAge Group
REgUireichroniciCare

Essential Hypertension Unspec
Diabetes Mell without Complic

Lipid Disorders

Osteoarthritis

Menopause

Cataracts

Chronic Obstructive Airways Disease
Depression

Esophagitis

Hypothyroidism
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1995 1996 1997 1998 1999
-0.4

BRAND PRICE CHANGE
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VY ASIIMHCANNEIOU UGSV

Protgeigg) 9y 2005

oserPatent

Selected
2000 2001 2002 2003

BuSpar Accupril Augmentin Cipro
Cytotec Accutane Axid Detrol
Glucophage Allegra Claritin Flonase
Hismanal Feldene Duracef Flovent
Hytrin Mevacor Evista Floxin
Proscar/Propecia | Nasonex Intron A | otensin
Sporanox Pepcid Nolvadex Plavix
Vasotec Pravachol Omnicef Serzone

Prilosec Proleukin Sonata

Prinivil Relafen Valtrex

Prozac Sandostatin

Zestril Suprax

Xanax
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REVATENUSHELTOPE

Assumpﬁens
eNSiowichangesitowards “markeLdnﬁ’%thEa

sNincreasing GDP growth butdow/inflation),  ———
s Price efifected by regulatle@enerlcsaﬂﬁgpﬁﬂﬁﬁe

s Consumerismiinthealthicare moredimited=———————
: Contmuedamarket mtegrﬁiﬁn = Speeding=Up=oi-aunehes-

1999 2004 CAGR% 1999-2004
$billions

Erance 158 23.7 60
52

f

Germany 19:4 25,0
107 14.9 6.8

b1, 10.4 9:2
UK Bl o4 9.6

{otal-EU 19:9 110:6 6.7

Italy

- -

Spain

, Source: Pharma Prognosis International
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IEEanIngMEUROpEanNViarketsiSales Growth

1998299 (Zo Usip))

B Generic Market Growth
[J Retail Market Growth

Spain France ltaly Germany UK
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.‘ (SENENCSICTOWIPANUNSIZENOSIEeating EuropeaniViarkets:

90O SHAREN(USD) =119987-19997 9% GROWTH (USD)
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PENeationsatessAncErcerbifferential=National Averages

Differential
between reference
price and generic

after 4 years

Penetration on
average after
4 years

> UK 50-60% 80%
> Germany 40-50% 30%

» France
> ltaly 5-15% 20-30%
> Spain
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(GENnericiEorecasts

$30.5 billions by 2004 - CAGR = 12%

1/3 of top 35 molecules lose patent protection
by 2004

Total exposure for top 21 companies 44.6
billion
61% with top 8
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[BeacingivieleculesicomingiOirratent

UK GERMANY SPAIN USA

Paroxetine N

1999 Lisinopril Omeprazole Ranitidine

2000 Fluoxetine Lovastatin Simvastatin
Pravastatin

2001 Simvastatin Simvastatin Enalapril Omeprazole/

Ciprofloxacin Fluoxetine/Loratadine

2002 Omeprazole Cetirizine Sertraline

2003 Ciprofloxacin

2004 Aceclofenac
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Retail market share in 2004

UK
France

Germany
Italy
Spain
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%
174
8.3
18.5
0.8
1.5
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Country

Situation

Registration

Pricing

France

T

Germany

Italy

Spain

UK

T= Positive attitude; | = Negative attitude; <> = Indifferent
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SHCSARNEIENSURRIVACHAIN

Wholesalers | Prescribers | Dispensers Patients

France T T PN

Germany

Spain

T
Italy ©
J
T

T
\J
\’
L

UK

T= Positive attitude; | = Negative attitude; <> = Indifferent
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[FatestibevelopmentsiSpaintAnd Erance

Pl
Substitution
Margins
Discount up to 10.74%
Abbreviated registration if price 30% below original brand

Spain
Medicine Agency set up working group for generic registration
Generic substitution

Reference pricing
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EOURCAIEYOHESIONGENENC CompEtitorsin Germany

Full range suppliers

Companies specialising in specific indication groups

R&D-based manufacturers offering generics as line
extension

Low-priced generic operators which offer the lowest
prices by saving on sales and service cost
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EXAMpPIESIOgENEHCAERTiantsHNGERmany

Nurmber of generic for
Metoprolol launched by year
(exp. 03/1989)
1990
1991
1992
1993
1994
1995
1996
1997,
1998
1999

R == a|w|o|w|N(N
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EXAmpPIENORRHCENErOSIonACaptopriNnGermany
19971999 (Prled Pargu) Usel

™~

N———

T

—o— CAPTOPRIL ORIGINAL
BRANDS

—m— CAPTOPRIL
UNBRANDED GENERICS

/\-\lr—-
L T L T T T T T T
1992 1993 1994 1995 1996 1997 1999
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EXAmpIENORREVENUEIErOSIonRCaptopriNniGErmany
19921999 Use) (000

—o—CAPTOPRIL TOTAL BRANDS
~=—CAPTOPRIL TOTAL GENERICS
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selold Of Pilea Srosions tellileiga i f el
19971999 (Prlea Par i) Usp

0.4 T—— —e— RANITIDINE ORIGINAL
BRANDS

—m— RANITIDINE GENERICS
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EXAmpIENORolmeNErosionaRanitidined e UK
19921999 5U ()00

—&— RANITDINE ORIGINAL BRANDS
=@ RANITDINE UNBRANDED
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EXAIpPIENOREEVENUENENOSIONRRanIticinENRESPAIN
19971999 U5 (000,

/\

\"/'\\.

—_

—&— RANITIDINE ORIGINAL BRANDS
—#=— RANITIDINE UNBRANDED
=2x= RANITIDINE LICENSED BRANDS

Copyright 2000, IMS HEALTH, INC.

Screen 32 EGA Poland Oct 2000




REelerencencing

There are two types of reference pricing
operating in EU countries:

Internal

External

Nine EU countries focus on price comparisons
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REelerencencing

|
...The Theory

Focuses on drug interchangeability
Fixes maximum limits on reimbursed prices

Patients can decide whether to pay
Companies can compete on price
Doctors focus on prescribing not on price
Fair prices and equal access
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RETErENCEIBHCING aNUNGENERICS

COUNTRY REF PRICE GENERICS

France v
UK avs

Germany v / established
Netherlands v  established

Italy v
Spain v
Denmark v  established
Sweden v

Belgium v
v" small mkt share
v’/ large mkt share
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CoOmplexityioikererence Prcing

SAain : ‘Bioequivalent generic competitor’
Ref price 10 - 15% lower than most expensive product
annual revisions
1st year launch within 2 months of market approval to trigger ref
mechanism
Average of cluster or reimbursement. Level fixed at or closest

Netherlands- Cluster system (brand & generics)
a) similar therapeutic activity;
b) similar range of indications;
c) no clinically relevant differences e.g. side effects;
d) administered by same route;
e) same age group
Reviewed each time a nhew product enters

Denmark - Only Synonymous products
Reimbursement level calculated as % of the mean of the two
lowest priced products on a DDD basis within ATC
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CoOmplexityioikererence Prcing

Germany- Off patent products
a) identical active ingredients
b) pharmacologically & therapeutically
comparable ingredients
c) comparable therapeutic effects
Reviewed every year

Same active ingredients - cheapest reimbursed

‘Identical’ products off-patent, therapeutically
equivalent generics

Cheapest equivalent product available four times
a year
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| ozlet of Hafdidies Zilelle)

Brand name products are generally forced to
reduce prices to the reimbursement level

Generic products lower maximum
reimbursement level
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IMpacHORREEIENcE PrHEIngniSpain

Brand name products are generally forced to
reduce rices to the reimbursement level

Generic products lower maximum
reimbursement level

Patients can decide whether to pay

Doctors focus on prescribing not on price

Drug Interchangeability
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CentralféaEastermEUrope

CAGR: 1999 - 2004
7.2% (US$ terms)
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CentralfEurope

Generic Market Share in Combined CEE Countries

MAT Qtr lli 97

MAT Qtr Il 98

MAT Qtr Il 99

Total Retail Market

100.0%

100.0%

100.0%

Unbranded

6.6%

6.2%

5.9%

Other Brand

35.2%

37.6%

38.9%

Licensed + Original Brand

50.0%

52.0%

52.4%

Products not yet classified

8.2%

4.2%

2.8%
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EorecastiBreakdownioRterCEEN etaliViarket:Sales
atActiaiPrcENUSS)NnT2004

Bulgaria
4%
Czech Republic
13%

Hungary
16%

Slovenia
7%

Slovak Republic
7%
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Ezp EUNGPEE I hErmaceucalNViarketZ000=2004)

CAGR
1999-2004

Poland

Hungary

Czech Republic
Romania
Slovak Republic
Slovenia
Bulgaria
Croatia
Yugoslavia
Macedonia
Total Market Size

14.8%
12.6%
8.2%
7.8%
15.3%
13.4%
16.4%
8.5%
0.9%
0.1%
12.4%
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l‘ GISiEharmaceuticaliMarket(2000=2004)iUSS Billion

CAGR
Country =999=2004
REEssian _ : 6 7%
Federation
Haain=e

5%
2%
A%
6%
A%
6%
2%
0%
1.6%

Eithuania

Latvia
Estonia
Kazakhstan
Belorussia
Uzbekistan
G-eorgia
A=zerbaidzhan

LI SSEESRE 1 CLLLSSHTTHOF et oot 111 et a1 aadi 1 e Y

e e 11 et et e 1 et e
ez i1 i1 e e et/ e e et
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CentralfsaEasteErmEuropeHealthearne Environment

I Healthcare spend remains well below EU/OECD average
except in Czech, Hungary/Slovenia

Pharmaceuticals account for over 20% of healthcare spend

Govts committed to healthcare reform with Poland most
advanced and Bulgaria furthest behind

Markets dependent on health insurance funds & direct govt
subsidies for funding but health insurance collection
remains problematic as is management of funds

Pricing & reimbursement systems are over-complex,
bureaucratic and lack transparency

No retroactive product patent protection
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Bulgaria 22.3
Czech Republic 75.3

Hungary 80.2
Poland 62.5
Slovak Republic  60.9
Slovenia 161.9

yright 2000, IMS HEALTH, INC.

+17.1%

+8.4%
+13.1%
+14.7%
+15.1%
+13.6%

EGA Poland Oct 2000




CEntralisaEastermpEUNoPE
ReVAEVEntsHMpactngEULUENGrowih

Reimbursement listing policies
Price controls
Increasing copayments

Stricter hospital budgets

Prescribing controls such as guidelines,
treatment protocols
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GERercsS = Elturersitiation

Volume sales will increase significantly driven by:

- Govt policies such as substitution and prescribing
guidelines

- Patent Expiries

Growth in value terms will be constrained due to:
Price competition
Govt pricing initiatives such as reference pricing

New competitors in the most attractive markets, eg
Canada and the UK and low-priced competitors from India
and South East Asia
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(GENErESEUtiressitiation

Retail growth for major generics markets (1999-2004) is
forecast to grow at 12% CAGR to US$ 30.5 bn in 2004

Of the leading 35 molecules world-wide in US$ terms, 13
will lose their patent protection over the next five years

Major patent expiries during the period in all major therapy
classes:

Central Nervous System (Anti Depressants - SSRIs)
Cardiovascular System (Ace Inhibitors)

Alimentary Tract (Proton Pump Inhibitors)
Respiratory System (Antihistamines)
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