COMPETITION AND INNOVATION IN THE EU REGULATION
OF PHARMACEUTICALS






COMPETITION AND
INNOVATION IN
THE EU REGULATION
OF PHARMACEUTICALS

The Case of Parallel Trade

Claudia DEsoGus

.II intersentia

Cambridge — Antwerp - Portland



Distribution for the UK:
Hart Publishing Ltd.

16C Worcester Place
Oxford OX1 2JW

UK

Tel.: +44 1865 51 75 30
Email: mail@hartpub.co.uk

Distribution for Austria:

Neuer Wissenschaftlicher Verlag
Argentinierstrafle 42/6

1040 Wien

Austria

Tel.: +43 1 535 61 03 24

Email: office@nwv.at

Distribution for the USA and Canada:
International Specialized Book Services
920 NE 58th Ave. Suite 300

Portland, OR 97213

USA

Tel.: +1 800 944 6190 (toll free)

Tel.: +1 503 287 3093

Email: info@isbs.com

Distribution for other countries:
Intersentia Publishers
Groenstraat 31

2640 Mortsel

Belgium

Tel.: +32 3 680 15 50

Email: mail@intersentia.be

Competition and Innovation in the EU Regulation of Pharmaceuticals:

The Case of Parallel Trade
Claudia Desogus

© 2011 Intersentia

Cambridge — Antwerp - Portland

www.intersentia.com

ISBN 978-94-000-0147-3
D/2010/7849/140
NUR 827

GPRC

Guaranteed
Peer Reviewed
Content

boekenvak.be/gprc

No part of this book may be reproduced in any form, by print, photoprint, microfilm or any

other means, without written permission from the publisher.



ACKNOWLEDGMENTS

My wholehearted thanks goes to Prof. Lamandini for having constantly
nourished the interest for my research with genuine enthusiasm and intellectual
stimulus during my Ph.D career, and for having provided me with guidance to
overcome the hardships I encountered in the accomplishment of this work. I am
also deeply grateful to Prof. Van den Bergh for the help and the time availability
he has been always willing to offer me, even in hectic moments and even from
another continent, and to Prof. Michael Faure for having supported me with
encouraging feedbacks in the final stages of the submission.

My gratitude goes to Prof. Motta and Prof. Denicolo too, for their comments that
greatly helped me improve the quality of the economic analysis.

Special thanks to Heinz Kobelt and to the members of the legal affairs group of
the EAEPC for having provided me with data and material, which allowed me to
develop an extensive knowledge of the pharmaceutical market, to sharpen the
legal understanding of the cases and to enrich the theoretical analysis with
practical experience.

I am indebted to Alfonso Giuliani and Christi Kythreotou for precious comments
on earlier versions of excerpts of this book.

General thanks to Prof. Fiorentini and to Prof. Franzoni, for their great help in
organizational aspects, and to Adelio Garcia Alfisi, Romina Kniaz, Wicher
Schreuders and Marianne Breijer, for having provided their indispensable
assistance in administrative and technical issues.

Many thanks to my EDLE colleagues, especially the first year companions, and
to the Ph.D students in Economics of the University of Bologna for making the

last four years much more than just a Ph.D.

Thanks to my friends that have been morally sharing this experience with me
and have been always heartening me with their affection.

A special thought for my parents, whose unconditioned support has given me
the strength to pursue my passion for research.

Intersentia v






CONTENTS

Acknowledgments. . ... .. e v
List of Abbreviations ............ouue et xiii
Table of EQUIVALENCe. . . . ... ottt e XV
List of Tables and Graphs . ....... ..o xvii
Introduction . ... ... ..o 1
1. Background. ............oiiiii e 1
2. Parallel trade: past solutions and new challenges. . ...................... 2
3. General scope. .. ... 4
4. Product and geographicscope. ........ ... i 5
5. Methodology ........ ..o 5
6. Theoretical baseline............. ... .. ..o il 6
7. Structureof thebook ........ ... ... o 6
Chapter L

The European Pharmaceutical Market. .......... ... ... ... ... ... ... 11
Introduction . ....... ... .. i 11
1. The economics of the pharmaceuticals ............ ... ... ... ... ... 12
1.1. Features of the supply-side of themarket......................... 15
1.2. Features of the demand-side of themarket ................. ... .. 20
1.2.1. Who chooses drugs: the role of physicians . ................. 20
1.2.2. Who pays for drugs: the role of governments................ 21

1.2.3. The cost-containment measures applied by national
GOVEIMMENTS. ...ttt it 23
1.2.4. Administering drugs: the role of pharmacists ............... 27
2. The European pharmaceutical market....................... ... .. .. 27
3. A single market for pharmaceuticals .......... ... ... ... oL 32
3.1. The harmonisation of marketing authorisation for drugs........... 32
3.2. The harmonisation of price control measures ..................... 36
4. Price controls and free movement of goods ....................... ... 40
5. Whatis parallel trade? ........ . ... 45
5.1. The regulatory environment.............. ... ..., 51

Intersentia vii



Competition and Innovation in the EU Regulation of Pharmaceuticals

6. Defining the relevant market in the pharmaceutical sector..............
6.1. Therelevantmarket ......... ... ... ... i,
6.1.1. The productmarket........... .. ... ...

6.1.2. The geographicmarket........... ... ... ...,

6.2. The product market definition for pharmaceuticals................
6.2.1. The limits of the SSNIP test........................oo....

6.2.2. The ATC classification .............. ... ... ....oiia..

6.2.3. The limits of the ATC for Article 102 TFEU cases............

6.2.4. When pharmaceutical product markets are narrow ..........

6.2.5. The product market definition in parallel trade cases.........

6.4. The geographic market definition for pharmaceuticals . ............

7. Conclusions . ........o.uiuui i

Chapter II.
The Intersection between Intellectual Property Rights and Competition
Policy Goals in the Pharmaceutical Sector ............ ... ... ... ... ...

INtrodUction . .« ..o vttt e
1. The structure and the function of intellectual property rights ...........
1.1. The trade off in the pharmaceutical sector........................
1.2. Striking the balance: the Italiancase.............. ... ... ... ..
1.3. ‘Lawinbook’v. lawinaction” ......... ... ...t
2. The relationship between intellectual property rights and competition
law under the EU Treaty. ........ ...
2.1. Insearch of a compromise (I): existence v. exercise of an IPR .......
2.2. Insearch of a compromise (II): the ‘specific subject matter’.........
3. The principle of ‘regional exhaustion’. ......... ... ... .. ..
3.1. The exhaustion of trademarks ........... ... ... oL,
3.2. The exhaustion of patents ............c..coiueiiiiiienennnnn,
3.3. The exhaustion of Intellectual Property rights covering products
coming from third countries ............ ... ... ... oL
4. The balance between intellectual property rights and EU competition
lawrules .. ..o
4.1. The exercise of IPRs under Article 101 TFEU ....................
4.2. The exercise of IPRs under Article 102 TFEU ....................
4.2.1. Therefusaltolicence IPRs.............cooiiiiiiin...
5. The early case law on paralleltrade .............. .. .. .. ... .....
5.1. Export bans and other agreements that restrict parallel trade . . . . ..
5.1.1. The Commission practice...........c.ouuueeiniueeennnn...
51.2. Thecaselaw ... ...oooiii i e
5.2. Unilateral conducts that restrict parallel trade ...................
5.2.1. Refusal tosupplycases.............ccoooiiiiiiiia.a..
5.2.2. Price discrimination cases................. ... ...l

viii Intersentia



Contents

New cases on parallel trade of pharmaceuticals: a revirement?.......... 137
6.1. New cases under Article 102 TFEU: the Syfaitsaga ............... 137
6.2. New cases under Article 101 TFEU: the Glaxocase ............... 140
Conclusions ....... ..o 141

Chapter III

Competition and Regulation in the Pharmaceutical Market: The Case

of Parallel Trade. ..... ...t e 143

Introduction . ... ... ... .. i 143
Regulation on prices: is the pharmaceutical sector ‘specific’? ........... 148
1.1. An overview of national pharmaceutical policies................. 150

1.1.1. The pharmaceutical regulations in the importing countries . . 150
1.1.2. The pharmaceutical regulations in the exporting countries .. 154

1.1.3. National policies on parallel trade ........................ 156
1.1.4. The negotiation of prices for pharmaceuticals .............. 157
1.2. The role of parallel trade in price negotiations. . .................. 160
. Savings from parallel trade of pharmaceuticals: do they exist? ... ....... 162
2.1. Optimal strategies in a world without parallel trade: price
discrimination. .......... . .. 162
2.2. Optimal strategies in a world with parallel trade ................. 164
2.3. The impact of parallel trade of pharmaceuticals on price levels in
importing countries.......... ... it e 166
2.4. The impact of parallel trade of pharmaceuticals on price levels in
exporting countries ............. ... il 170
... And how large are they? Competition and regulation in the
pharmaceutical sector. . ........ ..o 176
3.1. Measuring the magnitude of savings from parallel trade of
pharmaceuticals .......... ... 176
3.1.1. Competition and regulation in pharmaceuticals............ 180
. The price harmonising function of parallel trade of pharmaceuticals . ... 182
4.1. The ‘constitutional’ issue . ..........coviiiniiiiiinnen.. 186
4.2. ‘Negative harmonisation’ v. ‘positive harmonisation’ in the
pharmaceutical market ........ ... ... . 189
. Anticompetitiveness ‘by object’ or ‘byeffect’? ............ ... ... ... 194
5.1. The modernised approach to Article 101 TFEU and the Glaxo case . 195
5.1.1. An effect-based approach? ........... ... ..., 196
5.1.2. ... Or an ad hoc exception for the pharmaceutical sector?. ... 199
. ConCIUSIONS .« .ottt 202

Intersentia ix



Competition and Innovation in the EU Regulation of Pharmaceuticals

Chapter IV.
Parallel Trade and Pharmaceutical Innovation: The Emergence of the
‘Efficiency Defence’ in European Competition Law . ...................... 205
Introduction ... ..ot e 205
1. The ‘efficiency defence’ in European competitionlaw.................. 210
1.1. The four-partite test under Article 101(3) TFEU .................. 210
1.1.1. The two positive requirements. . .............ccovuuueeennn. 211
1.1.2. The two negative requirements . ................c..coouo... 213
1.2. The objective justification to abusive conducts by dominant
COMPANIES ..ottt e 215
2. Innovation in the pharmaceutical market. ............ ... ... ... ... 219
2.1. The economics of INNOVALION « . ..o vuvtvttt i 219
2.2. Market structure as a determinant of innovation................. 221
2.2.1. Market power as a driver of innovation.................... 222
2.2.2. Competition as a driver of innovation..................... 224
2.2.3. Interim conclusions. . ..........oviutiiiini . 227
2.3. Market structure and pharmaceutical innovation ................ 228
2.4. R&D patterns in the pharmaceutical sector...................... 232
3. Patents, profits and incentive to innovate in the pharmaceutical sector .. 236
3.1. The impact of parallel trade on profits .......................... 237
3.1.1. When parallel trade increases manufacturers’ profits. ... .... 239
3.2. Does more money always bring more innovation?................ 242
3.3. Interim conclusions . ...........ovuuiiueinieinenneniennns 245
4. A test for efficiencies under Article I02 TFEU ...............ooovuit.. 246
4.1. The ‘legimate business conductd la SyfaitI' ..................... 247
4.2. The ‘legitimate business conduct d la Syfait I’ ................... 249
4.3. The ‘strictapproach’. ....... ..ot 250
4.4. The ‘efficiency defence’. .......... oo 252
5. CONCIUSIONS .. v vttt ettt et et 255
Chapter V.
The Welfare Effect of Parallel Trade: A Workable Rule of Reason. .......... 259
INtroduction . . . ..o et 259
1. Theruleofreason ...........oouiiuuiiiniii i 263
1.1. Isthere a ‘Europeanruleofreason’? .............ccovveiinenn... 265
1.1.1. The rule of reason under Article 101 TFEU: the old doctrinal
debate. .. ..o 267
1.1.2. The rule of reason under Article 101 TFEU: the caselaw . . ... 270
1.1.3. Recent contributions to the academic debate . .............. 274
1.1.4. The rule of reason under Article 102 TFEU ................ 276

X Intersentia



Contents

2. The impact of parallel trade on consumer welfare..................... 279
2.1. Balancing the anti- and pro-competitive effects of an abusive
conduct. ... 280
2.2. The workability of the rule of reason............................ 282
3. Sharing the burden to lighten it: the law of evidence and the rule
Of FRASOM . ..o 285
3.1. The legal burden of proof and the evidential burden of proof. . . .. .. 285
3.2. The proof of restriction of competition.......................... 288
3.2.1. The burden of proof under Article 101(1) TFEU in
parallel tradecases. ...........ccouii i 288
3.3. The proof of efficiencies . . ........ ...t 292
3.3.1. Who has to prove efficiencies under Article 102 TFEU?. ... .. 292
3.3.2. The standard of proof for efficiencies in parallel trade cases .. 298
4. ConcluSIONS .. ..outtt 303
Conclusions and Future Research .................. ... ... 307
List Of Referenices. .. ... oot 311

Intersentia xi






LIST OF ABBREVIATIONS

ABPI Association of the British Pharmaceutical Industry

AEP Average European Price

AG Advocate General

AIFA Agenzia Italiana Farmaco (Italian Medicines Agency)

ATC Anatomical Therapeutic Chemical Classification System

CAT Competition Appeal Tribunal

CEPS Commission d’Evaluation des Médicaments (Economic
Committee for Health Care Products)

CFI Court of First Instance

CPMP Committee for Proprietary Medicinal Products

CPR Comitato Prezzi e Rimborso (Italian Committee for Pricing and
Reimbursement)

CTS Commissione Tecnico-Scientifica (Italian Technical Scientific
Committee)

DKMA Danish Medicines Agency

DTP Direct-to-Pharmacy distribution schemes

EAEPC European Association of EuroPharmaceutical Companies

EC European Community

ECJ European Court of Justice

EFPIA European Federation of Pharmaceutical Industry and
Associations

EFTA European Free Trade Association

EMEA European Medicine Agency

FDA Food and Drug Administration

FTC Federal Trade Commission

GDP Good Distribution Practices

GMP Good Manufacturing Practices

IP Intellectual Property

IPRs Intellectual Property Rights

LFN Likemedelsformdansndmnden (Swedish Pharmaceutical Benefits
Board)

LIF Leegemiddel Industrie Foreningen (Danish Pharmaceutical
Industry Association)

MPPA Dutch Medicinal Product Prices Act

MRS Dutch Medications Reimbursement System

Intersentia xiii



MSD
NAS
NCE
NHS
NME
OTC
PPI
PPRS
PRO
PRU
QP
R&D
ROC
RP
SPC
SSNIP
TEU
TFEU

Competition and Innovation in the EU Regulation of Pharmaceuticals

Merck Sharp & Dohme

New Active Substance

New Chemical Entity

National Health Service

New Molecular Entity

Over-The-Counter

Proton Pump Inhibitors

Pharmaceutical Price Regulation Scheme
Pharmaceutical Price Ordinance

Pricing and Reimbursement Unit

Qualified Person

Research and Development

Return on Capital

Responsible Person

Supplementary Certificate Protection

Small but Significant and Non-Transitory Increase in Price
Treaty of the European Union

Treaty on the Functioning of the European Union

The term ‘EU’ refers to a multiplicity of meanings within the present work:
depending on the context, it is used to refer to the territorial space of the
European Economic Area, to the European Union as the political and economic

union of the 27 Member States, or just as a synonymous of ‘European’.

The terms ‘European Courts’ and ‘EU Courts’ refer to the General Court
(formerly Court of First Instance) and the European Court of Justice jointly.

Xiv

Intersentia



TABLE OF EQUIVALENCE

This work has been completed after the Lisbon Treaty came into force. The
enactment of this Treaty determined the suppression of the European
Community. It also entailed substantial amendments to the structure of both the
Treaty on the European Union and the Treaty establishing the European
Community (now named ‘Treaty on the Functioning of the European Union’).
Numeration also greatly changed. In the text I use the new numeration
introduced by the Lisbon Treaty, except for quotations. Also, when I cite papers
and books, or when I refer either to legislations and official documents enacted
before the Lisbon Treaty came into force, or to the reasoning of EU Courts and
of the Commission in a given case, I keep the old numeration.

In order to help the reader in getting acquainted with the structure of the
new Treaties, I hereby provide a table of equivalence between the old and the
new numeration, in relation to the provisions that have been cited in the text.

Old numeration New numeration

Art.2EC repealed and replaced in substance by Art. 3 TEU
Art. 3EC replaced in substance by Articles 3 to 6 TEU
Art. 5EC replaced in substance by Art. 5 TEU

Art. 14 EC Art. 26 TFEU

Art. 28 EC Art. 34 TFEU

Art. 30 EC Art. 36 TFEU

Art. 81 EC Art. 101 TFEU

Art. 82 EC Art. 102 TFEU

Art. 86 EC Art. 106 TFEU

Art. 95 EC Art. 114 TFEU

Art. 113 EC Art. 284 TFEU

Art. 234 EC Art. 267 TFEU

Art. 251 EC Art. 294 TFEU

Art. 295 EC Art. 345 TFEU

Intersentia XV






LIST OF TABLES AND GRAPHS

Table 1. Worldwide Sales of Pharmaceuticals by 10 Largest Manufacturers. 14
Table 2. Market concentration of Statins, 2003.......................... 15
Table 3.  Total expenditures in health care in % of GDP (2008) ............ 24
Table 4. Payment for pharmaceuticals by compulsory health insurance

systems and national health services (ambulatory care only) . .. ... 24
Table 5.  Policies used to Promote Use of Parallel Imported Medicines in

Selected European countries. ...........ccoviiieiinieeannn... 156
Table 6.  Price cut operated by MSD on Cozaar in August 2007 matched

with parallel import penetrationin UK ....................... 168
Table 7. Reduction in parallel trade activities in UK and voluntary price

cuts after the 2005 renegotiation of the PPRS compared ......... 168
Table 8. Comparison between the findings of three studies measuring

direct savings from parallel trade on pharmaceuticals in given

years(inml €) ... .o 178
Graph 1. Phases of the research and development process................. 17
Graph 2. Pharmaceutical R&D expendituresin EU-US................... 29
Graph 3. New molecular or biological entities (1989-2008)................ 30
Graph 4. Pharmaceutical prices in Europe (2004) ........................ 37
Graph 5. Pharmaceutical prices in Northern Europe (2009) ............... 38
Graph 6. PT market share evolution along time in some importing

Member States....... ... ... 47
Graph 7. Parallel trade market penetration in 2008 in importing countries. . 49
Graph 8. Dynamic gains from intrabrand competition .................. 170
Graph 9. Trend of direct savings from parallel trade from 2001 to 2006

Anml€) .. 180
Graph 10. The net effect of parallel trade on welfare...................... 281
Intersentia xvil






