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1. Introduction: European regulatory governancpharmaceuticals

1. Introduction: European regulatory governance of phamaceuticals

“Since the beginning of its presence in the worithn has been fighting against pain,
unhappiness, and diseases. For this purpose, sevesas have been tried; among them, the
most frequently used has been (and is still) dfy@#bongue, 2005: 309)

“Adverse drug reactions (ADRs — a response to aieimedwhich is noxious and unintended)
present a major public health burden in the EU. |t.i$ estimated that 197,000 deaths per
year in the EU are caused by ADRs and that the sotzietal cost of ADRs in the EU is €79

billion. [original emphasis]” (European Commissi@008: 3)

Pharmaceuticals represent a commonly used therapetdrvention and can help to avoid
more extensive and costly forms of medical treatnfeithtenberg, 1996; Neumann et al.,
2000). Beyond itdunctional importance, the production of pharmaceuticals eggnts an
important industrial sector, on the global andoradl scale. The same is true for the European
Union (EU): due to its high-technology profile atite importance for employment and job
growth, it ranked high on the EU’s important Lisbstnategy and played a key role in the
European Commission’s new Europe 2020 strategyoffaan Commission, 2010; Koivusalo,
2006). Traditionally, the pharmaceutical sector basn the target of far reaching public
intervention, transforming the pharmaceutical maggel industry into one of the most highly
regulated fields (Mossialos et al., 2004: 1). Tremtomponent of pharmaceutical regulation
can be characterized aafety regulatiorof pharmaceutical products. Looking at the EU, the
high degree of regulation has been mainly driveraligagic event, namely thghalidomide
disaster. However, regulation is not confined to pharmaczutsafety. Based on the peculiar
character of pharmaceutical demand and supplyctimerol of pharmaceutical prices and
expenditure represents another area of regulatatgrviention. Given severe budget
constraints and constantly rising pharmaceuticgbeaditure, European member states
adopted a plethora of measures to regulate pricastérbach, 2004; Zweifel et al., 2009).
While the regulation of costs in EU member statas temained largely unaffected by EU
influence, the opposite is true for the regulatioh pharmaceutical safety. Since the
Thalidomidecrisis, supranational influence has constantly @mtinuously expanded in this
regulatory field: Starting with the first directivissued in 1965, effectively establishing

binding criteria for market approval (quality, dgfeand efficacy) to the creation of

! Released in 1957 in West Germany under the irn@amtergan the sleeping pill caused peripheral neuritis

in pregnant women and lead to the birth of babiéh wongenital anomalies in several thousand cases
(Permanand, 2006: 1).



1.1 Research questions

manufacturing standards, several attempts to ésttaBluropean approval procedures and,
perhaps most importantly, the creation of an inddpat EU agency, the European Medicines
Agency (EMA) in 1995

1.1 Research questions

The witnessed developments raise two interrelatesbtgpns, forming the central pattern of

investigation of this study.

The first question relates to the delegation olitapry competencies in the pharmaceutical
sector. Pharmaceuticals are important for the remarice of public health but at the same
time represent a consumption risk. Therefore, tleednfor public intervention arises.

Governments play an important role in the finanagharmaceuticals and the protection of
their citizens from potentially harmful productdélprotection of its citizens is one of the key
tasks of the state. The evident delegation of e#gty powers to the European level in the
field of risk regulation thus seems to be at odith Whe member states’ need to legitimize
their activities. In light of this contradictiomhd first question underlying this study is: why
are member states willing to delegate competenniéise area of pharmaceutical regulation

and in the field of risk regulation in more gendemms?

Following from the witnessed delegation of (riskegulatory tasks in the pharmaceutical
sector, the second research question is, in howh&arEuropeanization of pharmaceutical
regulation has impacted on the quality of regutatémd its effectiveness. Delegation to the
supranational level is commonly justified on effiecy grounds and functional reasons, while
European regulatory quality seems to be perceigea given (Dehousse, 2008; Haas, 1958;
Majone, 1996b, 2006). However, the superiority afdpean regulation and the performance
of the European regulatory state no longer remachallenged. While European regulatory
activity has expanded in many fields, it does mans to coincide with a higher acceptance of
the European regulatory state and the EuropeannUatitarge. In fact, the EU is claimed to
face a severe social legitimatory crisis (Arnull \&incott, 2002b), often related to a
democratic deficit. Adetter output and therefore regulation seems to be thie teaer in
order to advance the social legitimacy of the EaespUnion (Scharpf, 1999), the analysis of
existing regulatory policy and governance strudusenecessary. This is even more important
given the constant evolution of European regulatstryictures resulting in independent

2 Until December 2009 the EMA has been calfedopean Agency for the Evaluation of Medicinal Product

(EMEA). For the sake of consistency, the term EMA wélused throughout this study.
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regulatory agencies (Bernstein, 1972; Chiti, 2000ked through a rather long chain of

indirect legitimacy to the European demos.

The study thus tries to assess European pharmealketggulation against the backdrop of
European integration, risk regulatory theory areldkerall social legitimacy of the European
Union. Before turning to the theoretical base, aedle design and structure of the inquiry, the

present study has to be put into the context ehésrresearch on the subject.

1.2  Previous research on European pharmaceutical regulien

Even though pharmaceutical regulation and espgdiadl respective independent regulatory
agency (EMA) have been mentioned in a vast numbieEwopean studies, European
pharmaceutical regulation still represents an uneeearched field. Most studies mainly use
the case of pharmaceutical regulation as an exaofgkiccessful) sectoral integration and/or
to test theories of European integration (Kelen&994; Majone, 1997, 1999; Vogel, 1998,
2001). A second strand of research focuses exellyson the regulatory structure and more
specifically the EMA as an example of a strong pean independent agency (Borréas et al.,
2007; Chiti, 2000; Eberlein & Grande, 2005; Flemch2007; Groenleer, 2009; R. D.
Kelemen, 2004). In contrast, only few authors h&eused exclusively on the field of
pharmaceutical regulation in their studies. Theksoof Jirgen Feick (Broscheid & Feick,
2005; Feick, 2000, 2002, 2004, 2005a, 2005b, 2Qu8)n Abraham (Abraham, 1994, 2002a,
2003, 2005; Abraham & Davis, 2007; Abraham & Lew2§00) and Elias Mossialos (
Mossialos & McKee, 2002; Mossialos et al., 19%&rmanandet al., 2006) have to be
highlighted in this regard. Beyond the studiegadly mentioned, only three monographs,
analyzing European pharmaceutical regulation frgmoldical science perspective, have been

published so far.

The first oneRegulating medicines in Eurofy John Abraham and Graham Lewis (2000),
reviews pharmaceutical regulation from the perspeaif medical sociology and focuses on
“how medicines are controlled in the European Un(igbl), with particular emphasis on the
sociology and political economy of medicines regald@ (2000: 1). Drawing on the political
economy of regulation, Abraham & Lewis analysechidetiropean level regulatory structures
as well as national regulatory systems in Germ&uweden and the UK. The study is based
on interviews conducted with various stakeholdeosnf both the private and public sphere.

Abraham and Lewis identify a neo-corporate biagulatory capture and a strong focus on
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efficiency in pharmaceutical regulation. Furthermothe current system is classified as a
closed system, ignoring the public interest ancaively blocking the inclusion of lay
perceptions in drug approval (2000: 202-218).

As the titleEU pharmaceutical regulation — the politics of pglimakingindicates, Govin
Permanand (2006) focuses on the policy making g@nd the interaction of affected
stakeholders leading to the European pharmaceutemime. Instead of perceiving the
confluence between industry’s interests and thefaan Commission’s free market agenda
as a problem per se, he considers it as an explgntgctor for the emerging regulatory
regime. Using a policy network approach, Permangoeés on to analyze European
pharmaceutical regulation based on three caseestuthe transformation of the property
protection regime affecting pharmaceuticals, thaldshment of the EMA and the lack of a
reimbursement and pricing policy on the Europear!l€2006: 13). As his interest is mainly
on how “policies are made” (2006: 201) Permanaraivdrheavily on a concept by James Q.
Wilson (1980), distinguishing between differenttdizutions of policy costs and benefits and
the resulting policy-making dynamics. Based on fofitics of policyconcept, Permanand
derives at several conclusions regarding the emeggef the current European regulatory
framework. In his view, pharmaceutical regulatierthe result of a struggle between various
stakeholder interests, although heavily influenbgdndustry’s preferences. The dominance
of industrial interests results from the consisyent€ industrial preferences over time, the
confluence between the Commission’s and the phauati@al industry’s interests and the
wish of the Commission to expand its power in “phaceutical matters” (Permanand, 2006:
194). Regarding his second research question helud®s that the current state of
pharmaceutical regulation "shows a regime thamaltely favors producer interests before
those of consumers” (2006: 204).

The latest in-depth study has bdrisk regulation in the single market: the goverramnd
foodstuff and pharmaceuticals in the European UrbgrSebastian Krapohl (2008). Krapohl
uses a comparative research design in order toearibvee interrelated questions:
“Why did different supranational regulatory institns for products traded on the single market\s/l
Are some regulatory institutions more efficientrihathers, and, if so, why? What are the factors tha
determine their democratic legitimacy and theiregtance by EU citizens?” (Krapohl, 2008: 2)
He applies a historical-institutionalist approaohahalyse the respective regulatory regimes.
Krapohl applies a more general research designeadrdtes the developments in the

respective policy fields as a whole. While the gtigl partially designed to test hypotheses
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derived from historical institutionalism regardirthe institutional development in both
sectors, emphasis is put on the efficiency anditegcy of the regulatory regimes. Turning to
the findings of his analysis, Krapohl views the egemce of European pharmaceutical
regulation as the result of path-dependencies. SeEtaip of comparatively strong national
regulatory agencies in the aftermath of the Thathuie crisis rendered European integration
via mutual recognition impossible and led to theeegence of a new European regulatory
procedure and agency (Krapohl, 2008: 185). Theieficy of the regulatory regime in his
view results from the credible commitment of memsiates, the high degree of legalisation
and the continuous scrutiny of European courtsallinKrapohl identifies output legitimacy
as the key lever to legitimize the European regmategime, as input legitimacy is limited
by the credible commitments of member states tad¢lpective regime (Krapohl, 2008: 185-
189).

1.3 Research focus of the present study

Considering the research focus and approach of iquevresearch on European
pharmaceutical regulation, the present study diffetterms of the main research interests, the
theoretical foundations and the design of the iryquiihe main aim is neither to test theories
of European integration nor to reanalyze the peti@king process. Instead the study
provides an analysis of regulatory quality and affeness, focusing on the governance of
the sector and the implementation stage. Whereapdft addresses the issue of regulatory
quality to some extent, the efficiency of the catneegulatory regime is not the main focus of
the inquiry. Instead, the effectiveness of the entrregime, depicting the degree of regulatory
goal attainment, serves as a yardstick for evalnativhile the importance of regulatory
governance and outcomes is at least mentioned byralious studies, the concrete
evaluation of regulatory governance features mooenmently in this inquiry. It thus tries to

provide a more inclusive analysis of European plaasutical regulation.

1.3.1Theoretical approach, research design and methodaiy

The study applies a rational choice-institutiortaipproach (Peters, 2000) to analyze the
regulatory regime and to explain the emergence wbiean competencies in this sector.

While sharing Krapohl's theoretical approach astda a certain degree, it does not share the
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perception that the emergence of European pharrmeakexegulation can be explained solely
by invoking functional reasons e.g. being a credibbmmitment of the member states
(Krapohl, 2008: 23). In contrast, it offers an duial (and micro-founded) explanatory
factor for the delegation of risk regulation to tBeropean level by drawing on the concept of
blame avoidance (Hood, 2002; Hood & Rothstein, 20W&aver, 1986) and depoliticisation
(Burnham, 2001; Flinders & Buller, 2006While an analysis of regulation must include
preferences and goals of stakeholders, this stodg dot share the assumptions put forward
by some of the previous works in the field. Acknedding the importance of scientific
objectivity (Weber, 1904), a more neutral perspectn stakeholders and the pharmaceutical

industry more specifically is advocated.

In order to answer the underlying research questitime study employs a predominantly
qualitative approach, drawing on existing dataic@f documentation and secondary sources.
In an attempt to derive partially generalisableultss quantitative data is utilized. Beyond
publicly available basic health statistics as vesllpharmaceutical market and demographic
data, however, data availability and reliabilitppfed to be a major challengds it will be
discussed in greater detail, transparency is ventdd in the pharmaceutical sector,
expanding to the availability of data (Abraham &ulig, 1998)> While market data would be
principally available through specialized commdrcigroviders, this would imply
considerable costs. While it has been possiblétai information by drawing on secondary
sources, industrial associations and regulatorpuregs, data remains incomplete. The
utilized data must be interpreted cautiously, sinested interests feature prominently in the
pharmaceutical sector (Godlee, 2010; Wilson, 19809reover, the reliability of health
outcome data proofed to be problematic as wellingafor a cautious interpretation of the
results presented in this study. In light of thessrictions, the study adopts a predominantly
qualitative approach, incorporating quantitativealgsis to complement (qualitatively)
derived findings to the extent possible. The emgtbyesearch design and methodology
therefore partially draws on an approach that leaently risen to prominence within the

The idea of using blame avoidance for the expiandtas been mentioned, although to a very limitetent,

by Jurgen Feick (2002).

An additional indication of data restrictions daaseen in the relatively small number of compeeatiealth
economic studies of the European pharmaceutictdrsec

This problem seems to be specifically striking caned to the situation in the US. Furthermore, data
shortages might explain the lack of previous resean European pharmaceutical regulation espedialy

the perspective of health economics.
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social science under the common heading of triatigui® By applying different methods
and perspectives on the underlying research olgegtore holistic understanding is enabled
while the hazard of a systematic research biassezhiy the employment of single and
unfitting analytical approaches, is effectivelyuwedd (Pickel, 2009; Wolf, 2007).

The conclusions and findings developed in this ywtadge mainly drawn from two types of
sources. First, the study employs secondary lilezafrom the field of political science,
medicine, (health) economics and law as well asokmyy, anthropology and psychology,
partially covering the underlying research questio®econd, the inquiry uses primary
sources, comprised of European legislation, in fafndirectives and regulations, official
European and national documents as well as puioiisabf national and European regulatory
authorities, associations and interest groups.ri@#hodological challenge must therefore be
seen in the linkage of these specific sourcestemritor different purposes and heterogeneous
target audiences and often resonating vested stgengith the overarching research questions
of the present inquiry. In order to meet this datadle, interpretation of secondary sources,
even though mainly based on a political sciencepmative, has to apply a multidisciplinary
view on the regulation of pharmaceuticals includilegal, economic, sociological and
medical perspectives.

Turning to the actual research design, this studly facus on the analysis of European
pharmaceutical regulation. This limitation seemséojustified by thespecificcharacter of
pharmaceutical regulation, rendering the comparisasther regulatory fields unsuitable. The
study thus tries to capture and evaluate (regyptigvelopments on the policy, governance
and outcome level throughout time. Given the speaiégulatory structure of European
pharmaceutical regulation, no in—depth assessnfemdtmnal structures and their changes is
pursued. Instead of assessing the relative dedrgeadity and effectiveness by comparing
policy fields, the study develops a general, noiveaframework for the evaluation of
regulation. The selected approach allows assedsivwgjopments over time and deriving more

general conclusions on the overall effectivenedsusbpean pharmaceutical regulation.

® Besides an increased number of textbooks addgessamgulation and the use ofixed methodéCreswell,

2009; Flick, 2008; Pickel, 2009), thiwurnal of Mixed Methods Researgbublished for the first time in
2007, dedicates itself to the advancement of tipecazh.
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1.3.2 Scope of the study

Since pharmaceutical regulation represents a congpld multifaceted subject, it is necessary
to clearly define the boundaries of this enquirheTstudy investigates the regulation of
pharmaceutical safety in the European Union, fogugn the regulation of prescription
medicine, leaving the regulation of homeopathic heal medicine aside. While the inquiry
focuses on theld EU 15 member states, the regulatory impact omtin@e European Union
of 27 member states will be discussed to the extessible’. The research period covers the
period from the beginnings of modern European phasutical regulation in the late 1950s
until the end of 2008, even though more recent ldpweents in the sector will be considered
as well® In late 2007, a new legislative cycle of Europedmarmaceutical regulation has

started and has still been ongoing at the timeraing.

While the regulation of reimbursement, pharmacealificicing and intellectual property rights
are important in their own right an evaluation béde aspects is beyond the scope of this
study? However, due to their closeness and (perceive@jadinon the effectiveness of
European pharmaceutical regulation, these issubsbwviaddressed to the extent possible.
Another important aspect not covered in this stuslythe regulation of liability and
compensation for pharmaceutical damages within Eoeopean Uniol® While this is
undoubtedly an important topic for further inquitige complexity of the issue would require

a separate assessment.

1.4  Outline of the study

The study consists of two main parts. The first,pansisting of three chapters, develops the
main research question and the framework for thseguent assessment. The second part,
consisting of four chapters focuses on the empinneestigation of European pharmaceutical

regulation.

The decision to focus on the EU 15 has been basédmreasons. While the accession member states hav
taken over most of the European pharmaceutical atignl the EU 15 were involved in the process of
establishing the current regulatory framework. Meer, the EU 15 and more specifically the founding
members represent the overwhelming majority (ropd@% market share) of the European pharmaceutical
demand (DG Competition, 2009: 20).

In late 2007, a new legislative cycle of Europeharmaceutical regulation has started and hasetth

ongoing at the time of writing.

For an overview covering most of the EU 15 memketes see the recent OECD study (2008b).
Comparative research in this area has been vergell. For an overview of national and European
developments, see (Cavaliere, 2004; Gal3ner & Rdalter, 2006; Hodges, 2005; Jenke, 2004).
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The second chapter starts with a discussion of gaao health policy. More specifically, it
reassesses previously made claims that a Europeatih hpolicy has emerged. The
guantitative method employed, using existing datebaof European legislation will be
introduced in order to substantiate former claimhisacEuropean health policy. The third
chapter addresses the delegation of pharmaceatidatisk regulation in the European Union
from a theoretical perspective. It proposes blawwdance theory and more importantly the
reduction of underlying (political) uncertainty @ complementing explanation for the
delegation of risk regulatory competencies. By aiphg delegation based on political
preferences instead of purely functional reasdms,superiority of technocratic and neutral
European regulation is put into question. In a sdcgtep, the relevance of regulatory quality
in the European context will be discussed by drgwom the official European better
regulation discourse. As it will be shown, the Epgan Commission conceptualizes
regulatory quality mainly as a question of effi@gnreflecting a strong economic business
perspective on regulation. This proves to be a Ipmbregarding the social legitimacy
(Arnull, 2002) of the European regulatory statejolithas not been tackled adequately by the
ongoing better regulation debate on the Europeael Ilemerging in the late 1990s.
Consequently, an alternative conceptualization efulatory quality emphasizing the
importance of effectiveness from the perspectiveEofopean citizens is proposed in the
following chapter. Moreover, a framework for thesessment of regulatory quality focusing

on the legal framework, governance structures amcbmes is developed.

The second part starts with an introduction to tecific characteristics of the
pharmaceutical market as well as regulatory gdatds and challenges. Such an excursion
seems to be necessary given the complexity of liaenpaceutical sector and shall facilitate

the understanding of the empirical investigationdigcted in the following three chapters.

The sixth chapter discusses the preconditions figcteve regulation and engages in the
analysis of the current regulatory framework byulsing on the policies on which regulation
is based. Furthermore an overview of the developsntrading to the present regulatory
regime is provided. This allows for the assessnoérihe de jure effectiveness of the given
regulatory system. Acknowledging the multi-natiorehd multi-level character of the

European regulatory state, the chapter will subsety assess the transposition of and
compliance with European regulation by European benstates. The legal analysis is
supplemented by the investigation of governancectires carried out in chapter seven.
Based on the (neo)institutionalist claim that isions matter and that the quality and
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effectiveness of regulation depends heavily on nb&pective governance structure, the
institutional set-up and impact of European phaenécal regulation is assessed. Special
attention has to be given to the analysis of theAEdhd the European approval regime
created in 1995, as their establishment marked t@rafeed of European pharmaceutical
regulation in many respects. Moreover, it will biscdissed in how far regulation has been
able to solve regulatory problems and contributethie attainment of regulatory goals.

Drawing on the results of previous chapters, thghtei chapter assesses the impact of
pharmaceutical regulation on the realization ofufatpry goals, by discussing regulatory

outcomes. Given the previously mentioned data iotisins the chapter relies on previous

studies of regulatory performance and proxy measumeassessing the outcome/output
dimension. The ninth and final chapter summaribestheoretical and empirical findings as

well as discussing their relevance for the fieldEnfropean pharmaceutical regulation and
beyond. Moreover, further research needs, currelitiqgal developments and some tentative
conclusions for the advancement of regulatory &ffeness in the pharmaceutical sector will

be presented.
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2. The puzzle of European health policy

The role and competencies of national states andca@ased influence of the European level
has been the subject of a vital political and gdiendiscussion. While the debate has been
particularly intense regarding economic policy (Miil 1994), other fields have long been
spared. The dominant role of national governmers largely remained uncontested in
public policy such as defence, welfare, educatiod above all, the field of health policy
(Alesina et al., 2005; Alesina & Perotti, 2004).dth policy represents a core policy field
from the perspective of government since a closemection between the maintenance of
public health and economic (and societal) perfoeaexists (Bhargava et al., 2001; Bloom
et al., 2004). A functioning health system playsimportant role for political stability in
general (Steffen et al., 2005: 1) and even thohghrole of the state in healthcare might be
changing (Rothgang et al., 2005), European citiztiisexpect their governments to provide
quality healthcare. Policy failures would thus mosttainly result in a decrease of political
support and potentially reduced legitimacy of theitional governments. An explanation for
the limited discussion of a supranational transfiecompetences in health care may be the
defensive if not protective stance towards a Idssuthority in this field (Greer, 2006: 134).
While health policy clearly represents a sensitbgeie with high domestic salience and is of
high political importance, the reluctance relatesthe connected high costs of health
provision. Since the delegation of competence waunkVitably result in less national
influence on financing, the Europeanization of ttealolicy is perceived as an undesirable
strategy. Health expenditure accounts for a sicguifi share of gross domestic product. At the
same time, healthcare in the majority of Europeanntries is financed predominantly
through public authorities (Thomson et al., 2008)Mowing the expansion of European
competencies in this area would potentially reduegnber states’ discretion in deciding on
resource allocation, which runs counter memberestdiasic preferences. These national
policy preferences are reflected in the currentlldgamework, with the European treaty
providing nation states with exclusive competendieshe field of health policy (Hervey,
2005)! Notwithstanding the clear preference of membetestandjudicial protective
measures, the clearly assigned roles and resplitnssbbetween the national and European

level seem to erode in the field of health.

1 see Article 111-278 (7) TCE
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Graph 1: Total health expenditure as % of gross dom  estic product (GDP)
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Graph 2: Public sector health expenditure as % of t  otal health expenditure
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A rising number of studies assert the emergenca Btiropean health policy (Gerlinger &
Urban, 2007; Greer, 2006; Hervey, 2002; Lampingt&ffén, 2004; Randall, 2000; Steffen,
2005). This trend has been echoed in the officialogue as well, as the Lisbon strategy
explicitly advocates the modernisation of Europsanial systems including health systems
(Klusen, 2006}2 The rise of European health policy seems puzzlasyjt challenges the
previously outlined relationship between membetestand the European Union in the policy
field. The question arises, how such assessmentd emerge and how the political reality
could be adequately described. Since concepts efinittbns of as well Europeanization as
health policy might be the reason for the contrengifinding of a European health policy, a

brief  reassessment of previous studies serves as strting point.

2 Another health-relevant aspect of this strategyicbe seen in the publication of EU health straediy the
Commission.
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2.1  Europeanization of health policy — research, methaland definitions

The number of studies on the influence of the EUnhealth policy has been rising slowly but
constantly. Comparing recent contributions, the hoeblogical closeness of these works
becomes apparent. In depth case studies form tliestmeam analytical approach, relying
heavily on the discussion of official EU documeatsl legislation (Gerlinger & Urban, 2007,
Hervey, 2002; Lamping & Steffen, 2004; Randall, @0Bteffen, 2005). This document-based
approach is occasionally complemented by interviewth relevant European and national
level actors (Greer, 2006). Turning to the undedyconcepts of Europeanization and health
policy, the different studies reveal significanffeliences. Hans-Jurgen Urban and Thomas
Gerlinger (2007) for example, define Europeanizats, the gradual expansion of European
regulatory competencies in the field of preventom the increased trend towards a market-
based organisation of health care systems builh tpe four freedoms of the single market.
The European Court of Justice (ECJ) is singledasuthe main driver of this development,
limiting member states’ capacity in designing ardorming their national health care
systems. In addition, Europeanization is seen @ dbtablishment of European ideas and
framing of problems. This trend becomes visibléh@ number of official publications lining
out concrete benchmarks and targets for natiofatms of health care systems increases. As
the authors rightfully note, these publications éavnon-binding character but still have an
enormous leverage potential in context of the apethod of coordination (2007: 136-137).
Even though no clear definition of Europeanizatisrgiven by Urban and Gerlinger, the
concept seems to be defined twofold: the increagaumpean competencies and the (harder
to capture) emergence of a European agenda. Healitty is defined by two dimensions:
prevention and the organisation of health care.

A significantly broader definition of health poliéy offered by Tamara Hervey analyzing the
process of Europeanization of health policy frojadicial point of view (2002: 69): ,Health

policy is defined broadly ,and thus a number ofaaref Community law may contribute to
such an EU ‘health policy’ [original emphasis]‘. Ake highlights the contribution of other
areas to health policy, the emphasis on spill @ffects is evident. In line with the results of
Urban and Gerlinger, Hervey stresses the connebtitneen the realisation of the common
market and the resulting limitations for nationalipy-making. Her analysis focuses mainly
on changes in contractual frameworks and Europeenpetencies in the field of health,
issued regulations and European case law. Whilelear definition of Europeanization is

provided by Hervey, the fragmented character oftwhdabelled European health policy
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becomes evident: it is the sum of several spillr@féects, including for example working
time regulations which affect employees in the tieséctor (Hervey, 2002: 87).

In contrast to the previously mentioned studies,libok edited by Wolfram Lamping, Stefan
Lehto and Monika Steffen offers a distinct discassof European health policy. In the
introductory chapter Lamping and Steffen (2004jtstéth anon-finding from their point of
view no real European health policy exists. Upooset review, this non-finding can be
qualified: it is based on the fact that there isEnwopean competence for the provision of
medical services: ,the EU is not a provider of =g or an agency of distribution and re-
distribution, rather it primarily rules by regulati” (2004: 2). Using such restricted definition
regarding the European level and its policy ad@sitturns out to be rather problematic. If
European policy were restricted to distributive aldistributive activities, European policy
as a whole would be virtually nonexistent. The prachantly regulatory character of
European policy has been acknowledged for quiteesbme, resulting in the much cited
labelling of the European Union as a “regulatoatest (Majone, 1994b).

Instead of distributional activities, it is the ocence of regulatory activity that should be
perceived as a proof of European policy. Intergdfienough, Lamping and Steffen continue
to identify exactly the same general trend previstuslies identified when they highlight the
indirect nature of European health policy:
“Given the fact that health policy and health caren intrinsic and considerable part of the Euampe
market of goods and services, it is not surprigheg large parts of it have meanwhile been affettgd
European policy-making via single market compatiilco-ordination, and harmonization” (Lamping &
Steffen, 2004: 2).
The used definition of health policy is slender amhsists of the two dimensionspiiblic
health’ (management of collective health risks) on the lomed andhealth care’(treatment
of individual illness) on the other [original empig]” (2004: 5). A useful distinction is
introduced with these two dimensions. While Eurapzation in the aforementioned meaning
is traceable in the public health dimension, théhans point out that such influence or
tendency is very limited in the area of health camd mainly results from European Court’s
activities (2004, 5). The authors identify the ¢i@aof the single market, public health crises
as well as policy diffusion and European discoasehe main drivers of the development in
public health (2004, 2%

13 This finding resonates with the definition and dission of Gerlinger and Rosenbrock (2006).
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While no clear definitions of concepts are offenedis study, Ed Randall (2000) views the
emergence of transnational health crises, e.gcdlse of BSE, as the trigger of a stronger
European involvement in health matters. Accordinghis research European activity is
confined to the field of public health. As the poasly cited authors, Randall stresses the
piecemeal and haphazard character of Europeamzaitioealth policy:
“The development of the EU’s role in health policyshafor the most part — been opportunistic and
accidental, in some cases serendipitous, and,hlicpuealth terms, largely ineffective. Opportunibias,
however, been an essential ingredient for gettirggEU health policy show on the road and keeping it
there.” (2000: 139)
The contribution by Scott L. Greer does not idgnéfEuropean health policy in the sense of
direct and active European level steering. Agaie, indirect character of European health
policy manifested in spill-over effects is emphasiz,If something got into health service, it
came via a market. That is the basis on which EWeps not originally directed at health
come to shape the environments of EU health systéespite the explicit refusal of member
states to create EU health service competencie®e{(2006: 145). The cited mechanism is
exemplified by the impact of the Working Time Ditige (93/104/EC) dating back to 1993.
While the directive originally was drafted as astinment for the completion of the single
market regarding labour law, it had some seriounsequences for national health policy. The
main objective of the said directive was the imgment of working condition within the
European Union in general, affecting employeeshi lhealth sector alike, expanding to
doctors-in-training since 2000 (Sheldon, 2004). Hegative consequences did not result
from the original directive but from legal interpaon through the European Court of Justice
(ECJ) (Nowak, 2008). As the court decided to uskmited definition of working time,
maximal working time for doctors were reduced esiegly, with severe consequences for
the provision of medical care (Greer, 2006: 141).

Summing up the results of previous research, tiarfg of Europeanized health policy can be
possibly attributed to the definitions used. Theeems to be supportive evidence for the
existence of European health policy claim as langealth policy is conceptualized as public
health, and Europeanization is understood as amectdspill-over rather than intentional

process including the explicit transfer of compet= In light of such inclusive concepts, the
controversial finding becomes less surprising. Hoevethe evidence compiled by previous
studies does not support a definitive conclusiamceoning the question if a European health
policy has emerged, is emerging or may start torgeneStrictly speaking, no systematic
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analysis of what could be understood as Europeatthh@olicy has been conducted by
previous studies. To remedy this shortcoming, aemsystematic analysis is needed. A
precondition for such reassessment is a brief #ieail discussion of the key concepts

Europeanization and health policy.

2.2  Concepts of Europeanization

The concept of Europeanization is a comparativelyng and only partially established one
within the wider field of research on the Europdamon (Jachtenfuchs & Kohler-Koch,
2003: 34). In contrast to the broader notion ofitwall integration, Europeanization has a
narrower but at the same time multilayered focusin® Eising identifies three different
notions of the concept in EU research, varying @eués and the respective object of
investigation (2003: 393). While the focus of ThankRisse, Maria Green Cowles and James
Caporaso (2001a) in defining Europeanization ighmnestablishment of structures on the
European level (1), Robert Ladrech (1994) focuseshe influence of European activity on
domestic/national politics and the underlying logit this development (2). The most
complex and inclusive definition is offered by Gt Radaelli (2000), including the
emergence of institutions on the European level #red policy dynamics between the
supranational and national under the term of Ewanpation (3). In order to clarify the
relation between the different notions one coulghoize the three perspectives on a common
scale. While the influence on the national leveldtech) can be seen as the first step towards
Europeanization, the emergence of structure (Riedgehis colleagues) the final establishment
of institutions on the European level and the rtesylinteraction between national and
European level (Radaelli), can be understood asemutive steps of this development.
Understanding Europeanization in line with the @piadeveloped by Thomas Risse and his
colleagues, describing a process of emergenceecffapstructures on the European level, the
finding of Europeanization of health policy seemsbe supported by little evidence: There
are no significant and established structures ddfiny a regulatory framework on EU level

which would serve as a proof of such a processféstet al., 2005: 5)*

* However, the establishment of the Commissioni®&orate General fdfealth and Consumer Affaif®G
SANCO) in 1999 and several European agencies retatelistinct health aspects might be interpreted as
such a development. Considering the tasks of tageacies, with the notable exception of the EMAythe
mainly engage in monitoring activities rather ttetopting a steering function. The same holds tru¢hi®
DG focusing on monitoring and the development @tegies.
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Graph 3: Different notions of Europeanization
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Applying the concept of Ladrech, and in a more t@di sense the concept of Radaelli,
speaking of an Europeanization in health policgtiteast theoretically possible. Even though
the previously discussed studies do not explicigtier to these authors, they seem to adopt
their concepts. Europeanization is thus concemedlias European influence on national
policy even if no ,distinct structure of governahddisse et al., 2001a: 2) exist. An
alternative differentiation of Europeanization deyped in context of European health policy
is offered by Monika Steffen, Wolfram Lamping unghdni Lehto (2005, 4-8). They propose

at least five distinct perspectives on Europeaitinat

» A traditional perspective, conceptualizing Europeanization asethergence of institutions and
directly binding political decisions at the Europédavel.

» A transformativeperspective which focuses on the changes in ratiostitutional structures and
policy styles caused by European influefite.

e A political perspective, viewing Europeanisation as the raxfudt complex interactive process of
mutual alignment and shifting of topics betweentthe levels.

» A constructivistperspective which focuses on the transfer of id@aksframing of problems leading
to a change in perception of issues on the natiemal.

» A restructuring perspective, identifying Europeanization as a geaim national opportunity
structures through European influence, which mayngbathe national rules of the game and
coalitions of actors.

The key difference of the presented perspectivesbeaattributed to the conception of the
relationship between the national and the Europeaal. While the second perspective
conceptualizes the national level as a dependerable, all other perspectives focus on the
processes of transfer between the two levels. Qunakzing interaction of the two levels this
way seems to describe reality more adequate. Anbalaf power rather than a clear

subordination between the member states and tleedieuropean level exists, even though it

> The term transformative has not been used by $teifel her colleagues, but was supplemented toasere
consistency.
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is a contested one (Haltern, 2005: 113). A secasiihdtion can be based on the degree of
institutionalisation with different levels of cori®@ation corresponding to a narrower
definition of Europeanization. Conceptualizing BEuganization from such procedural
perspective avoids the risk of mislabelling suclmdencies as Europeanization. It is
reasonable to assume that the emergence of a EuralEcourse represents frecursorof
Europeanization of a given policy field. The emerge of discourse might be interpreted as
heralding signs of Europeanization, even though rtegt steps in the process might not
follow automatically. To speak of European policgwever, would presume that these
consecutive steps actually have taken place. ToreeEuropeanization as defined in this
study is limited to direct and targeted interventiof the European level. Using such a
definition, the concept is able to discriminatevin EU influences limiting national room
to manoeuvre (even accidentally) and the explitgntional intervention in a specific policy
field.

2.3  Demarking European policy fields: the case of heditpolicy

A fundamental conceptual problem for the analysi€uaropean policy fields is the proper
demarcation depicting the conceptual clarification of whatnsbttutes apolicy field
Acknowledging this problem, Kennet Lyngaard (20@%4) recently proposed a definition
According to his definitiodour main characteristics are relevant: Based oonramon topic (1),

a group of actors (2) operate within a distinctitnsonal and procedural setting (3) which
could be distinguished from other (identical) sysde(4). While offering a simple and
comprehensive conceptualisation the contributiometduce the problem of demarcation is
limited. In the case of health policy, defining tmmmon topic already proves to be complex.
Looking at the public debate, the concept fallsypte two truncations (Gerlinger &
Rosenbrock, 2006: 12). First of all, health polisylimited to the concept of (individual)
health care. Secondly, the discussion is dominbyedxpenditure and cost cutting in health
services while the larger implications of healtHiggoon society and the measures taken to
improve public health are neglected. To clarify timelerlying common topic of health policy,
existing definitions of health policy must be rever. A typology developed by Steffen,
Lamping and Lehto (2005: 8-10) defines a concepichviconsists of five different
characteristics or meanings of health policy.
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2.3 Demarking European policy fields: the caseaslth policy

1. ,Policies that focus on the development of medieaie, and the organisation of healthcare systenis. [

This part of the subject may be calie@dical care policy.

2. ,In a broader context, the focus tends to be onsthaal security system and the regime of social
protection in the case of sickness. [...] This mdrthe subject may be callezbcial security policy
covering sickness.

3. ,Health policies may also be viewed from the pecsipe of health determinants such as work and
living conditions, environment, traffic safety, ritibon, smoking and physical exercise, in additton
health education, vaccinations and screeningstliis] global public health approach could be called
health system policy.

4. ,From the perspective of the economic interestateel to this area, health policies may also be asen
policies creating growth potential for health-retat industry:

5. ,Quite often, policies with other primary goals malgo promote health. [...] In addition to poligies
activities and institutions that have health asrthemary goal, the concept could also cover thibee
have an impact on health, even if it's only a seleoy or tertiary goal or no goal at all of the ddesed
policy, activity or institution [...] This dimensioof health policy should be recognizedpadicies with
health impact[original emphasis]’

Against the backdrop of Lyngaard’s definition, tbeject of investigation can now be
clarified. Following from this definition the policfield health would only include the
characteristics of medical care policy (1) and theaystem policy (3) while the other three
characteristics would fall outside a strict defomtof health policy. Using a narrow definition
seems to be of great importance, as one of the pralsiems of health policy research in the

European context is the tendency to use elusiveeis.

Such conceptual stretching (Sartori, 1970) canltr@sumpure definitions of the concept and
runs the risks to include components which arecooistitutive to the concept. Conceptual
stretching constitutes a problem for the definitimhnational policy fields and European
policy alike. While the argument of spill over effe may justify the usage of broader
concepts, using a definition as broad as the ooygsed by Steffen and her colleagues would
include aspects of social policy (2), industrialipp (4) or, as in the case of policies with
health impact (5), any political activity with aminediate influence on health policy. As a
result, the concept would become useless as agt@ahltool. This is not to say that spill
over effects do not influence national policy detmn and the operation of health care
systems. It is true that a lot of European inflleef@ppens indirectly, but the need to
distinguish between the Europeanization of polieydé and European influence on national
policy remains. While European influence in genesaconceptualized in a broader way
including spill over effects, Europeanization igdted as distinct in this context. If the

19



2. The puzzle of European health policy

purpose of a definition is to grasp the conceptoaé, a definition of health policy should be
build upon the two core components of the term: dhganisation of healthcare systems
(medical care policy) and the safeguarding of mub&alth (health system policy). It includes
only those aspects aiming primarily at the commapict of health. Furthermore, it reduces
the concept of health policy to direct (and intendl) intervention. In congruence with this
concept, the health policy model of Gerlinger andséhbrock (2006) consists of two
dimensions: prevention (“Pravention”) and a systeinmedical treatment or health care
(“System der Krankenversorgund®.The first dimension of prevention resembles the
concepthealth system policywhile the second dimension entails most elementshef
concept ofmedical care policyln terms of sequence, prevention takes placerédfealth is
negatively affected. Health policy in terms of pation therefore entails all societal or
political efforts aiming at the protection of publealth in general (Baggott, 2000). Turning
to the definition of the second dimension of hegltiicy, Gerlinger and Rosenbrock (2006)
identify five relevant subfields: health insuran@érankenvesicherung), ambulatory care
(ambulante Versorgung), inpatient treatment (Stdie Versorgung), supply of
pharmaceuticals (Arzneimittelversorgung) and carPflege). According to this
characterization, the dimensionganisation of healthcare systewmmntains the provision and
steering of the defined areas and services. Inrasinto prevention, the second dimension
predominantly deals with issues concerning the awpment of an already negatively
affected health. This two-dimensional definition lgalth policy offers a clear-cut yet
sufficiently complex concept. It allows for the feifentiation between health policy in a
narrow sense and political decisions in generalclvimight influence health policy even

though health policy is not their primary focus.

2.4 Quantitative re-analysis of the European health paty claim

As previously stated, the majority of studies omdpean health policy employ case studies
and descriptions of single events. The qualitatogas represents a general tendency within
the broader field of European studies comprisediethiled case studies in policy fields,
European regulatory activity and the national rieastto these European influences (Majone,
1996b, 1992; Windhoff-Héritier, 2001; Windhoff-Héer & Knill, 2000). Case studies are
very useful to track short term developments amdtéisting of integration theories, but their

® The high congruence between the two concepts @sugell be seen as an external concept validation.
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2.4 Quantitative re-analysis of the European hgaitity claim

usefulness is more limited in tracing general tewdtes mainly consisting of incremental
changes over a long period of time. In order tadrahe existence and expansion of
Europeanization of policy fields a quantitative lgss of European (legislative) activity

seems to represent a more promising research desigplementing qualitative research.
Such an assessment can draw on the (economic) sfuslperto Alesina, Ignazio Angeloni

and Ludger Schuhknecht (2005). While the focushefrtstudy is the analysis of European
activity regarding its responsiveness to public deds and preference their method of
measuring European activity — a comparison of timaber of issued documents and legal

acts — can easily be transferred to the presesarels question’

The following analysis tries to track the emergenoke a European health policy
operationalised through an increase in the numbkagal acts directly linked to the issue of
health. Health policy is defined as all activit@mingprimarily at health. Activities that have
an influence on health policy or the managementezflth in general, while being focused
primarily on a different policy objective are exdkd from this definition. It therefore
excludes spill over effects, as they should notdiesidered as intentional policy intervention
in a strict sense. Furthermore, exclusivedefinition of Europeanization is applied, as only
legally binding activities are included. The gehem@vantage of such a definition is a higher
discriminatory power betweeactual activity in the sense of legislation or judiciatiaity
and all other activities that could be labelledsa$ coordination and steering e.g. official
communications and position papers. Even thougetBseft instruments may often serve as a
pre-stage for later legislative activity in linetivia gradual understanding of Europeanization,
this is by no means an automatism. The previousiderations can be merged into two
hypotheses which will be tested in the followinglysis.

1. Europeanization of health policy should be trace#timeugh an increase in European (secondary) law

focusing primarily on health.

2. European health policy in a broader sense shoutdabeable in all relevant sub-dimensions of health
policy.
2.4.10perationalisation of Europeanization

Logically, the attempt to quantify Europeanizatgiarts on the most basic level: the level of

the treaties. The treaties basically codify the petancies and responsibilities of the

A general discussion on the usefulness and usalbiithe proposed approach can be found in Alesina,
Angeloni and Schuhknecht (2005).
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2. The puzzle of European health policy

European Union and the respective institutions diegen, 2007: 69). An analytical problem
regarding the analysis of contractual competen@ethat they are contingent upon the
respective interpretation of the treaties and fiedakes an extensive interpretation of the
Treaties, the EU seems to have some say in alniogblecy areas” (Alesina et al., 2005:
279). Furthermore, European activity is not cordirie the laid down competencies in the
treaties. In fact, the European Union is activeairas where its competencies are at best
vaguely defined (2005: 279). What has to be dewaladp an analytical distinction between
competencies and activities. If the focus of threeasment is to track the competencies of the
Union, it has to be based on the treaties. Howaf/¢ine focus is on factual activity of the
European Union such analysis has to go beyonddh®w focus of the treaties. In order to
track the degree of Europeanization in a givencyofield, the research focus has to be
shifted. Rather than focusing on the competenaegied in the treaties, the activities of the
European institutions, especially the Commissiord @he ECJ, should be reviewed.
Regarding their activities, analysis should focustbe different instruments of secondary
law, non-binding declarations and case law. Aceaydio Alesina and his colleagues the
following instruments should be differentiated amodhsidered:

" 1. Regulationscontain general provisions, fully binding vis-all parties in all member states. They

are directly applicable without need for natiomaplementation;

2. Directivesare binding vis-a-vis all member states addresBley specify the results to be achieved

but leave member states the choice of form and adstto implement them. They need not apply to all

member states (although they usually do) and dnergeneral, often specifying outcomes that nation

measures are supposed to attain;

3. Decisionsare binding vis-a-vis all parties addressed. Timayy be addressed to one, several, or all

parties or member states. They can be very spelificadministrative acts, or rather general,

4. In addition, the EU Commission issues a numbefsofter’ acts or documents, of non-binding

nature. Occasionally, particularly when new policiiatives are envisaged, the Commission publishes

White Papers to outline their legislative strategferiginal emphasis]” (2005: 287)
In light of the previous discussion on the defomtiof health policy and Europeanization,
non-binding documents and tl¢her instrumentsnentioned in the fourth point should be
excluded. Turning to the measurement, the numbereld@vant European documents is
counted. More specifically, relevant legislationcsunted. While this may only serve as a
proxy measure, it provides a basic insight intodpean activity in particular policy fields.
Compared to the predominantly qualitative approasdd in European studies the presented

method enables the tracking of changes over lopgeiods of time in an intuitive and
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2.4 Quantitative re-analysis of the European hgaitity claim

comprehensive way. This sensitivity regarding depelents over time seems to be especially
useful in order to trace the emergence of Europediny fields.

Data was retrieved from tHeUR-Lexdata base (http://eur-lex.europa.eu/). The inlsai#trch
function can be used to identify previously defirdocuments. Based on the concept of
Gerlinger and Rosenbrock (2006), two dimensions fared sub dimensions can be singled
out, each representing a distinct feature of heplithcy. The originally developed sub
dimension ofCare was left out, as a search based on this term wgeld results hard to
interpret'® Furthermore, the concept @are is partially covered in the dimensions of
ambulatory care The site search option provides two differentrageamodes. Either,
documents are identified based on the title orithe and text. Both methods are used in the
following computation. Additionally, the search fiuion for key terms can be limited to
specific types of documents. The search of secgridgrslation was conducted based on the
three different types of documentfegulations, Directives and Decision&nother
specification of the simple search is reached lg@oizing the results over time. To improve
the usability and comprehensibility of the compiotat the total period of examination
spanning from the 1970 until 2008 was split inteefiyear intervals. Thus the last interval
includes only 3-years - a fact that has to be tak#éo account when it comes to the

interpretation of the resulis.

Graph 4: Specified concept of health policy

[ Health Policy J

[ Public Health ] [ Health Care ]
System

Peavention Health Ambulatory Inpatient Pha[ma-
Insurance Care Treatment ceuticals

Source: author’'s own based on Gerlinger & Rosenbrock (2006)

18 Using the search term results in a large numbhitehot related to health policy.
9 To ensure theeplicability of the computation, the process is exemplifiethmappendix (A.1).
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2. The puzzle of European health policy

2.4.2Computation results

A first overview of the general development of Epgan level legislative activity is given in
the following table displaying the total number ddcumentsproducedbetween 1970 and
2008.

Results at this highly aggregated level alreadywslao continuous expansion of overall
European legislative activity. The expansion iseesly evident in the case of regulations
with the number of regulations issued between 1B¥Tk doubling in the period between
1991 and 1995. Focusing on the initial researctstipg all relevant documents regarding

health policy in general are counted.

Table 1: European legislative activity (1970-2008)

Period 1970- 1976- 1981- 1986- 1991- 1996- 2001- 2006-
1975 1980 1985 1990 1995 2000 2005 2008
Total documents 33439 38505 51066 62772 73444 86211 83834 40581
Legislation
Regulations 6246 8224 8659 10411 12114 16512 14186 6774
Directives 385 644 653 793 1011 1146 1144 936

Source: Eur-lex

The database is evaluated based on the outlinedgsaising the search tehmalth®® The
results of the computation are shown in tables awo three. Both search modes support the
first two formulated hypothesises. A clear trendidods more activity is traceable at least
since the beginning of the 1980s. Changes havernesnhsignificant regarding regulations as
the number of issued documents doubled in the gpdraon 2001-2005. Generally speaking,
European health policy measured in the broad seinEeropean activity obviously seems to
exist. The trend manifests itself in a rise of $@fion thus confirming the importance of the
legislative actors in the expansion of European metencies beyond the contractual agreed
competencies. However, the explanatory power af tighly aggregated analysis should not

be overstated. This reservation holds especially tor the results of computations based on

0 The search was run using bdthl text andtitle analysis, as the two possibilities reflect différgremises:
Using full text will naturally result in a higheumber of counted documents, offering a strongepesridfor
the general hypothesis that an expansion of Europdghluence in the field of health policy has hapge.
Restricting search to thale, will result in a more exact result: if the relevéerm is already mentioned in the
title, the chance of a wrong classification of dmeumts is reduced as one could reasonably expectishay
the word in the title assigns greater weight andmrej to it.
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2.4 Quantitative re-analysis of the European hgaitity claim

title and full textand calls for a cautious interpretation of theultss The computation merely
provides an overview of the growth of the usageth® term health throughout time.
Nevertheless, the used approach offers an appréxiquantitative analysis of the process of
Europeanization. Usingtle search the results could be reasonably expectedpresent a

change in importance of health as a political idsu¢he European political actors.

Table 2: Legislation: health (title search)

1970- 1976- 1981- 1986- 1991- 1996- 2001- 2006-
1975 1980 1985 1990 1995 2000 2005 2008
Legislation
Regulations 6246 8224 8659 10411 12114 16512 14186 6774
Health 1 0 2 5 9 6 20 28
Directive 385 644 653 793 1011 1146 1144 936
Health 25 23 26 47 80 49 32 23
Decisions 2052 3485 3148 3448 4944 5950 6435 4568
Health 9 63 109 90 197 175 265 108

Source: Eur-lex

Table 3: Legislation; health (title and full texts  earch)

1970- 1976- 1981- 1986- 1991- 1996- 2001- 2006-

1975 1980 1985 1990 1995 2000 2005 2008

Legislation

Regulations 6246 8224 8659 10411 12114 16512 14186 6774

Health 21 37 114 192 265 278 655 628

Directives 385 644 653 793 1011 1146 1144 936

Health 25 123 149 247 366 357 478 330

Decisions 2052 3485 3148 3448 4944 5950 6435 4568
Health 17 115 455 470 1075 1279 1762 1271

Source: Eur-lex

Since the previously identified trend is evidenttims case as well, the initially forwarded
claim of an increase in European activity seemBeigupported. In order to verify the third
hypothesis and investigate the form and conterthefsupposed Europeanization of health

matters, the mode of analysis has to be modifieldaiflerentiated further. Differentiation is
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2. The puzzle of European health policy

achieved by combining the used approach and theepbrof health policy as outlined in the
previous sections. By conducting a detailed anslytbie claim of a European health policy
can be testetf Looking at the aggregated results of the reséctiomputation, focusing on
document titles, an interesting picture emerge® d@bminant trend at the higher level of
aggregation only incorporating the concept of leatiems to disappear in the more detailed
computation of legislative activityf.

Graph 5: Legislative activity: health dimensions (1 970-2008) (title search)
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While there are virtually no results for most sutmensions, only the pharmaceutical sub-
dimension yields results, hereby even outnumbemigmilations that contain the term health
in several periods The computation thus points to an increadidct involvement of the
European level in pharmaceutical matters. The sebgpothesis is obviously not supported
by the data. Using the inclusive search, the resthiange only slightly. In addition to the
trend within the sub dimension pharmaceuticalssiag number of documents can be traced
within the dimension of public health and the sulmeahsion of prevention. This pattern is

unsurprising, as the search terms used are naednw the field of health policy but represent

%l The same method was used and the search was ceshduging both the restrictive and the inclusive
alternative. Based on the underlying logic of thealth policy concept &nottedsearch was employed,
counting documents, which addressed one dimensi@h ane sub-dimension e.guublic health and
prevention

For the detailed results regarding legislativévitgtsee the appendix (A.2).

However, the comparatively high level is at lgaattially explained by the use of three differtarims to
operationalise the same sub dimension.
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2.4 Quantitative re-analysis of the European hgaitity claim

issues familiar to a vast array of policy fieldspobints to one of the major limitations of the
proposed approach.

Graph 6: Legislative activity: health dimensions (1 970-2008) (title and full text
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Source: Eur-lex

While the method can be used to track the chamggsqguency, the usage of words and their
literal sense and meaning in a specific contexhotbe traced by using single word search.
This limitation is especially important in the caxfeafull text search as the matter of context
becomes increasingly relevdftin addition, the explanatory power of the inclesisearch
mode compared to the restrictive one is diminigyethe higher basic probability to find the
specific term in a given document. One possibility remedy this shortcoming is the
combination of search terms in order to reduce thenber of wrong attributions.
Furthermore, the quantitative approach could bglsapented by qualitative text-analysis of
the respective legal documents to reconfirm anddatd the results. However, such an
approach is much more complex and the respectists abearly exceed those associated to
the presented quantitative approach. Since the foaurs of this study is not on an in-depth
discussion of European health policy the presemtedie measure can be regarded as
sufficient. Against this backdrop, the restrictisearch seems to be the more appropriate
approach, since the context seems to be of lesgmriance in this case. The titles of specific
legal documents consists of a limited number ofdspthe probability of a wrong attribution

decreases significantly.

24 The issue of context is a general problem of tesed quantitative methods. See, for example, gwision
on the Wordfish approach (Proksch & Slapin, 2009)
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2.5 Conclusion: Clarifying the puzzle of European heah policy

As it was outlined at the beginning of this chap#ar increasing number of authors identify
the emergence of a European health policy. Theseltsewere challenged based on the
current legal framework as outlined in the treabéxcking the shift of competencies to the
European level. Moreover, the field has been ifiedtias a key area of state activity and has
traditionally been treated ag@served domainf member states. It turned out that the studies
shared relatively broad concepts of health poliogluding activities primarily from other
policy fields while causing spill-over effects oerdith policy. A second common feature of
the studies discussed is the approach used to gupyeobasic claim. Researchers use case
studies and discuss singular events in order tbdindence for the emergence of a long-term
development. European health policy thus is deftbdrom single events and decisions.
Against this backdrop, the true nature of what walted a European health policy could be
delineated further. What is traceable is an in@eafsindirect European influence limiting
member states' room to manoeuvre. The reductioisafetion for member states should,
however, not be confused with the emergence ofrag&an health policy. What is missing is
direct and intentional activity on the Europeanelevocusing exclusively on the issue of
health. This perception has been confirmed by caation pointing to a rise of importance of
the health topic on the European agenda. Howewerexistence of a European health policy,
including all relevant dimensions of the conceptswaisconfirmed. Legislative activity
regarding the topic of health increased considgraat the development is only traceable on
a very general level and should not be confuset tié emergence of a European health
policy in a general sense. For most constitutiveameints of health policy, no activity is
measurable. Instead of a European health policiEuspean pharmaceutical policy has
emerged. While this finding helps to clarify thezzleof European health policy, it is in itself
puzzling. On first sight, a strong European inflcenn this field is less surprising since in
contrast to health policy, pharmaceuticals aret fasd foremost tradable goods. The
harmonisation and completion of the single markaild be understood as a catalyst of
European activity exempting the pharmaceuticalsftibe reserved domain of national health
policy. While this explains the easierxccessof the European level, the expansion of
competencies still needs some further clarificatids pharmaceuticals constitute one of the
key levers regarding the financing of national treaystems, simply accepting increased
European influence interpreted as less nationatydiscretion seems to be counter inductive

from a member states perspective.
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3. Re-theorizing the delegation of pharmaceutical riskegulation

The discussion of the research on European healitypconducted in the previous chapter
revealed an interesting finding: while no Europiaalth policy in broader terms is traceable,
a European pharmaceutical policy has emerged t¢wetast four decades. Considering the
focus of pharmaceutical policy however, the emergenf European level policy activities,

raises question(s) similar to the case of healtictyo

3.1 Defining pharmaceutical policy

Pharmaceutical policy can be conceptualized byyapgpldifferent approaches. One option to
clarify the boundaries of the policy field could Been in the different policy objectives
influencing pharmaceutical policy. Govin Permanatstinguishes three policy objectives:
“public health policy (drug quality, safety andie#icy); healthcare (financing and reimbursing
medicines); and, in some countries industrial poliensuring a successful and productive
pharmaceutical sector)” (2006: 4). All three obijes directly refer to pharmaceuticals as a
product. While pharmaceutical policy is defined asdimension of health policy, this
definition point to the coeval notions of consuraadindustrial policy. Pharmaceutical policy
can be conceptualized either as drug safety padisydrug financing policy or as competition
policy. These different possibilities of interprda reveal the possible tensions and potential
tradeoffs within pharmaceutical policy, between #wms of safety and financing on the one
side and the aim of industrial policy on the ot{\alverde, 2006). An alternative approach is
offered by Vittorio Fattorusso (1979) focusing & &aim of pharmaceutical policy. Based on
the concept of @harmaceutical supply systeicluding all activities regarding the supply of
medicine to the population, pharmaceutical polioguses on its’ improvement. In essence,
pharmaceutical policy should ensure “to render ssibée to the whole population the most
effective and safe pharmaceutical products of éstedal quality at reasonable cost” (1979: 1-
2). While the issue of industrial policy is exclddie this definition, the author highlights its
importance, since: “it is not uncommon, to findttdaug policies are directed mainly towards
industrial and trade development and sometimesradictory policies exist independently
[...] in different sectors of the government” (1979: A third definition of pharmaceutical
policy is provided by Rob Summers focusing on theppse of pharmaceutical policy which
“generally aims to make safe and efficacious dragailable and affordable to the entire

population, and to ensure that they are used apptely by prescribers, dispensers and
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patients” (2004: 89). Summers emphasizes that thest mmportant components of
pharmaceutical policy are drug legislation and lagon, since privately organized and
informal control of this sector is insufficiefit. Such regulation ought to include “the
manufacture, purchase, donation, import, expostyidution, supply, information, advertising
and sale of drugs, and monitoring of adverse reasti(2004: 98). While his definition can be
rendered as rather inclusive, it reflects the shasc goals expressed in the previously cited

definitions. Moreover, it points to predominantuégory character of pharmaceutical policy.

Drawing on previous definitions, this study defingsarmaceutical policy as all (political)
activities aiming at the provision of safe medictoghe public. Pharmaceutical policy is thus
organized along the chain of production startinthwine development of a medicinal product
and ending with its consumption. Pharmaceuticatpdherefore entails both aspectssafety

andfinancing revealing the political salience and societalam@nce of the policy field.

3.2  The political relevance of pharmaceutical policy: osts and risks

Governments take a key role in the pharmaceuticgiply system, the financing of
consumption and the provision of access to medidmehe last decades, the majority of
European member states were confronted with ribiegithcare and pharmaceutical costs,
growing faster than their gross national produsts(Et al., 2003: 90-91). As data by the World
Health Organisation (WHO) indicates, the averaggesif pharmaceutical expenditure on the
overall health budget in the EU 15 is growing, etlemugh subject to variation on the member
state levef® In fact, the data used is under-estimating thedieaension of expenditure, since
it only includes expenditure on pharmaceuticalsghbun pharmacies (WHO, 2006). Given
the fact, that pharmaceuticals constitute a mampmment of inpatient treatment and inpatient
care is mainly financed through public funds, theergual public expenditure on
pharmaceuticals can be expected to be much highenoking at the per capita
pharmaceutical expenditure within the EU 15, thereasing financial pressure on healthcare

system emerges regarding pharmaceutical consumpicomes apparent.

% In line with former studies on the sector, thertepharmaceuticalsdrugs andmedicinal productsire used

synonymously.

Obviously,the fact that the pharmaceutical share of the heath budget is growing could be partially
explained by cuts in other forms of health carewkieer, as it will be shown below, the absolute ffigguare
rising in the countries as well.

In 2005, public expenditure of total inpatient ergditure in the EU 15 countries covered in the HBB\--
database was between 83,8% (Austria) and 97,1% d@we(WHO, 2006). Moreover, treatments
administered under surveillance (in hospitals) lmamxpected to be more expensive.
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Graph 7: Pharmaceutical expenditure EU 15 (in % of  total health expenditure)
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Graph 8: Pharmaceutical expenditure in the five big  gest European markets
1980-2008 (PPP$ per capita)
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Both in the largest five national pharmaceuticarkats and the EU 15 as a whole there has
been a continuous rise in per capita consumptiohght of decreasing tax revenues and rising
health expenditures, governments in Europe devdlopédividual strategies to provide
medicine at reasonable costs and keep health mbgksinced.

Table 4: EU 15 public pharmaceutical expenditure as % of total pharmaceutical
expenditure (1980-2005)

1990 1995 2000 2005
Austria 52,2 58,4 66,7 64,3
Belgium* 46,8 43,0 48,9 54,2
Denmark 34,2 48,6 48,7 55,8
Finland 47,4 47,6 48,1 52,3
France 61,9 63,0 66,9 69,4
Germany 73,1 71,0 72,5 73,6
Greece 56,7 70,9 62,9 72,9
Ireland 64,8 62,8 63,9 70,5
Italy 60,5 38,5 44,6 49,7
Luxembourg 84,6 81,7 81,6 83,5
Netherlands** 66,6 88,8 58,3 57,2
Portugal 62,3 63,3 56,2 57,5
Spain 71,7 71,1 73,5 72,0
Sweden 71,7 73,4 70,0 60,4
United Kingdom 66,6 63,5 78,4 83,3
EU 15 average 61,4 63,0 62,7 65,1

Source: WHO European health for all database (HFA-DB); Note: * data for 2000 was not available for Belgium. An estimate was
calculated based on the values from 1997 and 2003. ** Data for 2005 for the Netherlands represents 2002.
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3.2 The political relevance of pharmaceutical polmosts and risks

Despite the common interest in cost-containmentional health authorities have adopted

different supply and demand based mechanisms te\akthese goals, representing a major
obstacle to European integration (Hutton, 1994 mational interest and measures taken may
at times conflict with European priorities as iretbase of cost containment versus market

liberalization (Permanand & Altenstetter, 2004:.41)

Given these divergent interests, the willingnesmember states to grant European influence
in the field of pharmaceutical policy ought to bery limited. Beyond the autonomy of
financing a second reason for the sensitivity adrpfaceutical policy flows from the specific
characteristic of pharmaceuticals as potentiallyrifial products. While the regulation of cost
represents an important activity to ensure acamstheir citizens, governments must engage
in activities to protect their citizens from thetguatial adverse effects and risks connected to
the consumption of pharmaceuticals as one of tlyer&sponsibilities of governments is to
protect its citizens from harm. Clearly, this tagles well beyond the field of pharmaceutical
policy. It relates to the responsibility of goveramts in more general terms and its crucial role
in the field of risk regulation (Hood et al., 1998cheu, 2003). Even if this might be a
dramatization, the primeison d’étreof the state is to guarantee the safety of iigeais. It
thus represents the basis of its legitimacy, comne@dging the state as a guardian and
“Schutzstaat” (Stoll, 2003: 5). Obviously, this cept conceives the state as a sovereign,
primarily keeping individuals from harming each @tlrather than saving them from more
abstract risks threatening society. Therefore,fimetion of the state providing safety rather
than (only) peace seems to be limited. Neverthglbssprinciple idea has been adopted in
contemporary constitutional law, viewing the prommsof safety as one of the key functions of
the modern state, while at the same time expantfiagnotion of safety beyond its initial
meaning (Stoll, 2003: 4). Today, citizens iisk societies(Beck, 1996) expect their
governments to protect them from the multitude iskg and uncertainties that modern life
provides. The modern state is thus confronted avithore complex task. Governments have to
react to public demands by providing adequate @slicGiven the central importance of
protection as a core task of the state, the fudfilbof these demands is directly linked to the
legitimacy of the state and government more spelli. If legislators fail to provide adequate
policies, public support and therefore state lewty are most likely to erode (Majone, 1999).
Since democratic governments need legitimacy arigoaupport in order to survive in the
political game shifting powers to the European level could resula reduced room to

manoeuvre. The choice of policies to achieve saaty therefore generate legitimacy will be
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3. Re-theorizing the delegation of pharmaceutisél regulation

effectively reduced by European influence and haisadion measures, as this has been the
case in other areas (Borzel, 2002; Risse et aD1l20Scharpf, 2002). Considering the
implications for national autonomy both from thergpective of financing and regulation of
risk, Europeanization of pharmaceutical policy dtdoe rather improbable. First, a higher
degree of Europeanization promoting free marketaldvoender state intervention in pricing
and cost containment as market distortiiSecond, the provision of safety represents one of
the key functions of the modern state and its zadbn serves as an important source of
legitimacy. Constituencies preferring national okzeiropean regulation serve as an additional
reason for this position. While the influence oé tBuropean level grew constantly in many
areas, public trust in the capabilities of the fp@an Union to govern effectively did not
(Hooghe, 2003; Kaase, 1999; Lubbers & Scheepef35)2@\s voters could be expected to
oppose deeper integration in some areas, memhtergigernments should adopt a reluctant

stance towards such decisions.

3.3  The puzzle of European pharmaceutical policy

Given the identified implications for member statdge Europeanization of pharmaceutical
policy comes as a surprise. A closer look at tlsilte of the computation conducted in the
second chapter, clarifies this paradox from thespective offinancing While legislative

activity regarding pharmaceuticals was high comgai@ other aspects of health policy,
European activity focuses almost exclusively safety aspects while leaving the issue of

financingof pharmaceutical consumption untouched.

The identified regulations mainly addressed general questions related to tithée in
pharmaceuticals and questions regarding marketoas#tion. Releasedirectives mainly
cover the approximation of testing standards reggrdpharmaceutical safety, good
manufacturing and clinical practice and market ariiation. The only notable exception in
this regard has been directive No. 89/105/EEC, es$iing the transparency of measures
regulating the prices for medicinal product. As thee case of health policy, European
pharmaceutical policy must therefore be descrilseflamented rather than holistic. In fact, it
would be even more precise to characterize Europbammaceutical policy as safety or risk

regulation in the first place. This might explaihyymember states at least not actively oppose

%8 European governments can draw such conclusions @iter regulatory and policy fields, for example
environmental policy (Jordan, 2002) or economidgyo{Schmidt, 2002b), where Europeanization has been
more advanced.
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3.3 The puzzle of European pharmaceutical policy

European activity since it does not interfere witle national autonomy regarding the
financing of pharmaceutical expenditure. Howeviee, question why member states would be
willing to give up their autonomy in the area of apmaceutical safety still remains
unanswered. As previously stated, the importandtisfquestion is going beyond the narrow
field of pharmaceutical regulation. The generalsgioa is, why states delegate competencies
in sensitiveregulatory fields especially in the field of riskgulation, a trend that has not gone
unnoticed(Alemanno, 2008a, 2008b; Klinke et al.0&0Vogel, 2001, 2003; Vos, 2008). In
order to derive an answer to this question onetaemto the rich body of literature on the

subject starting on the most general theoreticalllef European Integration.

3.3.1Explaining delegation and shifting of competenciem the European context

European integration constitutes a research fiéldsoown within European studies and is
characterized by constant evolution. Most of theotles originated from the field of
international relations and therefore do not exeklg focus on the European development.
Nevertheless, they all share a common cognitiver@st in describing the European
integration process. Especially in the case oftithe main schools of European integration
neofunctionalismand intergovernmentalisinthis interest focuses on the larger developments

and integration steps on the European level.

Classicalstudies on the European integration process bifercompeting explanations, why
integration and a shift of competencies to the Ream level take place. While
neofunctionalist accounts stress the importandbefEuropean institutions as driving factors
and characterize integration as a self-sustainiracgss, intergovernmentalists view the
member states in the driver seat of further intigma(Pollack, 2000). Unfortunately, due to
the procedural focus neither of the two theoriesvigles an (explicit) explanation for the

reasons of initial integration.

While Ernst B. Haas (1958) as the most promingmtasentative of neo-functionalism focuses
on the interdependency of nation state rather thiantheir interests and motivation for
integration (Wolf, 2006: 67), representatives ofergovernmentalism focus on the state.
Accordingly, at least a functional explanation fieted by intergovernmentalism. Integration
and collaboration takes place, “when joint actipneduce better results, for each member,
than ‘uncoordinated individual calculations of selerest’.[original emphasis]” (Hoffmann,

1982: 33-34). However, the preferences of the saaté how these preferences are formed
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3. Re-theorizing the delegation of pharmaceutisél regulation

remain concealed in this explanation. Thisd spotof European integration was remedied
soon after. Starting from the premises of intergoreentalism and liberal theory Andrew
Moravcsik introduced a model of preferences undaglgtate action. In his view, integration
could be explained by a combination of member stgieeferences and interstate strategic
interaction (1993: 482% The basic dynamics of preference formation ondbmestic level
are easily traceable:
“The primary interest of governments is to maintdieamselves in office; in democratic societies, this
requires the support of a coalition of domesticevat parties, interest groups and bureaucraciessevh
views are transmitted, directly or indirectly, thgh domestic institutions and practices of politica
representation. Through this process emerges thef settional interests or goals that states bring t
international negotiations.” (Moravcsik, 1993: 483)
But how does this mechanism serve as an explanaégand economic integration, the main
focus of Moravcsik’s enquiry, for example regardisgrtoral integration and the growth of
European regulation? He emphasizes the need foectok action as a reason for the
Europeanization of regulation. If domestic policas not capable to solve domestic problems
because of interference from foreign governmemtsentives for coordination arise. Such
coordination will most likely involve the transfef certain powers to a supranational actor
(1993: 492). The preferences for coordination tesubm societal pressure, pushing
governments into a certain direction. In some wiagral intergovernmentalism could be seen
as precursor of the shift from the neofunctionalistrgovernmentalist divide towards a

rationalist/constructivist debate.

With this shift in debate the questiontudw was replaced by the questionvatfly integration,

or — to use a term central to rational choice theodelegationto a supranational actor takes
place. Rational choice approaches, especially nmationstitutionalism, therefore gained
popularity among scholars of European integraifo®ne advantage compared to previous
grand theoriescan be seen in the higher degree of sensitivifioRal choice can be applied
to both large integration steps as well as to memtal change at the European level and in
different sectors. Within rational choice theoBrincipal Agenttheory (P-A) serves as a
“‘common anchoring” (Tallberg, 2002b: 24) of exigtiriterature, studying delegation.
Member states act as principals delegating powantagent, in this case the institutions of the

29 Even though Moravcsik rejected the underlying cpteef neo-functionalism, the basic mechanism of
preference formation can be found in supranatish#fieories. Societal groups are perceived as #ia m
factor shapingnation states and European institutions preferefarefurther European integration (Nélke,
2006).

% For an excellent overview and critical discussifnprominent rational choice approaches in European
integration research see Kassim & Menon (2003).
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European Union. The basic explanation for delegatesembles the explanation put forward
by Stanley Hoffmann. According to P-A theory, delegn takes place, when expected
benefits outweigh expected costs. In essence ettpfanation is purely functional (Pollack,
1997a: 102) since, as Hussein Kassim and Anand Menuo it: “institutions are chosen or
created because of their intended effects” (20@3).1Based on this functional argument,
several scholars attempted to differentiate expians why states delegate powers either
internally e.g. by establishing national indeperidggencies, or externally to supranational
actors. Drawing on the works of Pollack (1997),l0edg (2002b) and Kassim & Menon
(2003), distinct benefits of delegation can be leidgut. The first and probably most striking
one is delegation in order to overcome problemsodictive action. A supranational agent is
installed to act as a monitor on contractual part&pable of convincing politicians to “jointly
tie their hands” (Tallberg, 2002b: 26). Delegat®erves as a mechanism to ensure policy
stability safeguarding long-term instead of sherirt interests. Furthermore, the creation of an
agent can help to solve the problem of inconsispaticy-making as an agent is granted
agenda setting powers to deliver relatively unldagelicy proposals (Pollack, 1997a: 106).
Closely connected to these arguments is the iskirc@mplete contracting: No contract can
take into account all factors, which have an impgcn the durability and effectiveness of the
contract. Thus, an agent is installed ensuring rectial flexibility and adaptation.
Furthermore, delegation can have a positive effactpolicy quality. This argument is
connected to the issue of asymmetric informatiohil®frincipals would need to devote time
to gather policy-relevant expertise, an agent aesigexclusively for such a task represents a
more efficient solution. As agents become experta certain policy field, policy efficiency
increases. Adopting a more pessimistic view, deélegaan be abused tock in distributional
benefits. Delegation in this context can be usesktaure certain gains by exporting them to an
agent. Finally, delegation can be employed for letahifting. As Morris P. Fiorina (1986: 39)
regarding legislative behaviour rightfully notesisk acceptance is not a standard assumption;
indeed, risk aversion is standard”. Government snmaotivation is to stay in office. This is
why they probably would shy away from political dgons, which carry a high risk of policy
failure or, to put it into more general terms,lditjains compared to possible high costs. As
Christopher Hood highlights: “politicians seekimgdaim credit and avoid blame from voters
face a choice of direction or delegation in anyigyoomain, while voters or citizens choose
between praising or blaming those who direct resjility in public policy”. (2002: 17)
Under such circumstances, politicians delegaterdteroto shift the blame and escape from

being held responsible. The identified reasonsired| above surely help to enhance the
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understanding of delegation. On the downside, #reystill extensions of the basic functional
argument (Flinders, 2008). Therefore, they arectdéfit by the same problem that Hussein
Kassim and Anand Menon formulated regarding liber&rgovernmentalism:

“Functional explanation is itself inherently proivatic owing to iteex post factattribution of motives

without empirical investigation, its stress on met&s that remain unelaborated, and its lack afigian

in identifying the mechanism that links cause fedf (Kassim & Menon, 2003: 127).
This criticism touches upon the issue of insuffitimicro-foundation of rational choice and P-
A theory. While both theories provide a rationakplanation for action, they do not discuss
preferences underlying state action beyond theoeoisviThey do not necessarily advance the
understanding of states’ motivation to delegateesithe reason for delegation is explained by
what is (rationally) expected from the act of del@on itself. While rational choice based
theories do provide a broader perspective on iategr, especially compared to earlier
theories, theiexplanatory powetherefore depends on what is under scrutiny. Tigrid the
field of regulatory policy, the theoretical accasimdo not offer convincing and holistic
explanations for the development of (risk) regolatin the EU (Kelemen, 2004). Going back
to the underlying subject of this study — pharm#écaupolicy — most reasons put forward by
rational choice theory offer little explanation feupranational delegation. If pharmaceutical
policy is perceived as risk regulation, Moravcsik €xample would argue that the traceable
integration resulted from incentives to cooperaté¢he first place: effective problem-solving
could only be achieved by collective action anddfere delegation to a supranational field.
Yet, it can be argued that national governmentst-eblegitimacy considerations — still prefer
to keep regulation under their control, even iviauld be rational and efficient to delegate.
Ensuring a credible commitments or policy stabilityere is no reason why they would have
to delegate the issue to a supranational actawoltld suffice to delegate horizontally, for
example by establishing a regulatory agency om#imnal level. Moreover, the explanatory
value in case of pharmaceutical regulation is dishied by the partial character of delegation.
While, member states did delegate pharmaceuticiis rifinancial aspects of regulation,
despite being subjected to the same potentialiefity gains, remained on the national level.
The second reason forwarded by Moravcsik identdasetal pressure as an alternative reason
for the delegation of national competencies toEbeopean level. European integration is thus
explained by power struggles on the national lepeshing rational governments to legislate
in favour of dominant interest groups in exchangeviote margins. Business interests try to

dominate these struggles, and due to their spedaifizest structure and resources available
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mostly succeed in this endeavour (Moravcsik, 19883-485). State preferences thus are a
function of societal power struggles, and the Eaewpization of pharmaceutical regulation can
be explained by a dominance of pharmaceutical inggsnterests (Abraham & Lewis, 1999;
Abraham & Reed, 2001; Krapohl, 2008; PermanandgRharmaceutical industry favours
European regulation, since it is connected to aefovevel of complexity. While this
explanation of state preferences is convincingends to oversimplify and exaggerate the
power of business interests. Certain industrie® leavenormous influence on political actors
and the pharmaceutical industry - given the impa#aas an employer and taxpayer - surely
resides amongst the most influential ones (Abrat2082a). Nevertheless, politicians need to
satisfy the interests of their voters, not necelgstvouring European integration in general.
While governments will have to account for econoamd industrial interests, their focus will

be on the preferences of the wider public as well.

Summing up the previous discussion, integratiooriles offer unsatisfactory explanations for
the integration of risk regulatory activities in ngeal and more specifically for the
pharmaceutical sector. Blame avoidance might howbeeexempted from such theoretical
objections. While the explanation put forward isdtional as well, an individual rationale
underlying action is implicitly provided: politions delegate to avoid blame. If a lack of micro
foundation is perceived as the key theoreticaltsbaning and reason for reduced explanatory
power of rational choice theory, such a micro faati@h has to be established and blame
avoidance — being the only explanation focusingnalividual political behaviour — serves as

the starting point.

3.3.1.1Delegation, regulation and blame avoidance

The modern theory of blame avoidance is based emwtrk of Kent Weaver. In his seminal
article The Politics of Blame Avoidand@986), Weaver develops his basic argument. The
notion modernis used in this study since Weaver himself notest the idea of blame
avoidance is traceable throughout political histgkyquote by Louis XIV reflects the basic
logic underlying the avoidance of blame: “Every dirh fill an office, | create a hundred
malcontents and one ingrate” (Weaver, 1986: 3#i)ially, Weaver discussed the trend of
automaticityin modern government, depicting a tendency off-lgaitation of discretion by
policymakers” (Weaver, 1986: 371). This voluntaeguction of room to manoeuvre comes as
a surprise, since politicians normally would be extpd to pursue a strategy that maximizes

their political options. If the assumption that tmain interest of any politician is to stay in
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office is correct, politicians need strategiesabiave this goal. Generally speaking, in order to
“claim credit” (Fiorina, 1977) politicians need take actior’* The more options he has to
take action, the easier it will be to achieve dreshximization. But the tendency to limit these
options becomes comprehensible as soon as the pissumof credit claiming as the only
motivation of politicians is modified. While creditaiming might be the dominant interest of
politicians, it is not the only one. Weaver singlest severalnon-electoral motivations
underlying political action (Weaver, 1986: 372)rdEiof all, political behaviour can be
determined byote trading Politicians may for example exchange votes feués with low
salience to them or their constituency. Secondtipahs can simply be motivated lgood
policy intentions acting because they (personally) believe thas wvorthwhile. The third
motivation might be seen ipower considerationsAction in this case is guided by the
motivation to improve ones’ position within a resppee institution. While these alternative
motivations do influence politicians’ decisions, &Ver plies for a realistic perspective
according to which the electoral motivations cheatbminate politicians’ behaviour. Despite
these non-electoral motivations, Weaver introdueesnore important concept into the
discussion:
“even choices that appear to offer substantial dppdies for credit-claiming can also create ilillw
from constituencies who feel themselves relativayabsolutely worse off as a result of a decision.
Politicians must, therefore, be at least as intedem avoiding blamefor (perceived or real) losses that
they either imposed or acquiesced in as they arelaiming credit’ for benefits they have granted.
[original emphasis]” (Weaver, 1986:372)
Instead of simply maximizing vote margins, poléics need to include the minimization of
risk into their respective utility function. As W= notes, the calculation of benefits is far
form an easy task for politicians. Besides diffeesin how political decisions convey into
constituency losses or gains, based on the impmetah single constituency groups, credit
claiming seems to be the dominant strategy onlyeunckrtain conditions. That is, if
constituencies “respond symmetrically to gains bsses” (Weaver, 1986: 373). In reality,
there is an uneven perception of gains and lo§s@sstituencies react more sensible to losses
than to comparable gains. The implications of #sgmmetry are obvious: “the concentrated
losses to constituents need not outweigh beneditsafpolicymaker to have strong blame-

avoiding incentives; it is enough that those castssubstantial” (Weaver, 1986: 373).

1 There are several examples that might provedbiaig nothingcan be a strategy to stay in office as well, e.g.
the German example of Gerhard Schroder and hiegirén economic policy during 2001-20Rq(itik der
ruhigen Hand (Hasel & Hoénigsberger, 2007). However, even iindonothing can serve as a short-term
strategy it can potentially backfire in the longnru
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While the line of argumentation put forward by Weais stringent, avoiding blame should
not be misinterpreted as a dominant stragegy se In specific situations, political decisions
can be dominated by non-electoral reasons whiledtimainance of electoral motivation is
taking a backseat In addition, the assumption of politicians as islerse actors might be
challenged as well. There are politicians willimgtake risks. Weaver is aware of this fact as
well. However, these objections do not change Hiielity of the blame avoidance claim itself,
rather they are a reminder that there isone size fits alapproach in explaining behaviour
and that the explanatory power of any approach lvélhighly contingent on its’ context. In
deciding on the right strategy and in the face ateptial losses for their constituency, risk-
averse politicians may consider the delegatiomd¢iependent regulatory commissioas the
best solution to avoid blame (Weaver, 1986: 388)miln (and political) risk aversion thus
provides amicro foundationfor the delegation of competencies based on blaveédance
theory. Since the concept of blame avoidance i®ldped in context of the US political
system, the transferability to the European cordext to the issue of supranational delegation
could be challenged. Yet, further support for tlemeyal applicability of blame avoidance
arguments is provided by the conceptdepoliticisationdeveloped by Peter Burnham in the
European context, sharing its basic assumptionsed@an a study of New Labours economic
policy, Burnham describes an underlying mechanisah dominates the work of governments:
“In short, governments must appear to be compessng way of gaining market confidence,
to create credit or leeway in policy terms.” (Buanthn 2001: 128). Confronted with high
expectations of their constituencies and an evewigg number of problems, governments
may struggle to promote their governing competeimcerder to ensure political support.
Therefore, they might employ a strategydefpoliticisation depicting “reducing the political
character of decision-making” to absorb the negagiffects resulting from heightened (voter)
expectations (Burnham, 2001: 128-129). Based onwibeks of Burnham, Jim Buller and
Matthew Flinders offer a more precise definitiordepoliticisation:

“Depoliticisation can be described as the range tools, mechanisohanatitutions through which

politicians can attempt to move to an indirect gairgy relationship and/or seek to persuade the demo

that they can no longer be reasonably held resblengbr a certain issue, policy field or specific
decision”(Flinders & Buller, 2006: 295-296).

%2 Budget consolidation might serve as a policy eXarfgr such behaviour, since consolidation impleEsses
for many societal groups and therefore limited ptié to claim credit. For a in-depth study see A&l &
Wenzelburger (2008) and Wenzelburger (2010).
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As the authors note, the term Burnham coined isregipe since depoliticisation does not
mean that an issue is not political any more. Rattiee term depoliticisation should be
understood as a special mode of governance, wigekssto reduce the direct control and
intervention of the state. It substitutes it with depoliticised mode of governance,
characterized by “the adoption of an relationsimgt{tutional, procedural or ideological) that
seeks to establish some sort of buffer zone betwediticians and certain policy fields”
(Flinders & Buller, 2006: 297). While the issuegaiverning competence is forwarded as the
main reason, the use of depoliticisation can bedbas the motivation to avoid blame in order
to stay in office as well. Depoliticisation “canlpdo insulate politicians in office from the
adverse consequences of policy failure.” (FlindgrBuller, 2006: 296). This explanation is
convincing especially in the case ofstitutional depoliticisationtaking the form of a

principal-agent relationship and thus delegation.

In contrast to previously discussed theoreticabants the concepts of blame avoidance and
depoliticisation seem to provide a more advancedersianding of European integration
regarding risk governance in general and the réigulaf pharmaceuticals more specifically.
But how does delegation of competencies to the figao level contribute to the claim of
competent governance and the deflection of blate&nl be argued, that governments given a
heightened level of scepticism of constituenciasaials the European capabilities would be
better offin keeping such fields under exclusive control. ldger, as Flinders and Buller
argue a different logic does apply since “some lemols will be either controversial or
intractable (or both), so much so that any decisims the risk of making matters worse rather
than better” (Flinders & Buller, 2006: 296-297).c8urisks push governments to delegate,
even if this means that future opportunities tonclaredit are forsaken. If a precondition for
staying in office is to appea@ompetentgovernments need to take the right political siecis
from a public point of view. Knowing what the pubkvants can be a tough task in certain
policy (and regulatory) areas. This holds especitlie for areas marked by a high level of
complexity. In this case politicians do not onlyugigle with understanding the preferences of
their voters, but with the fact that actual deaisidiave to be taken under the condition of
uncertainty. This is not to say, that there ardcgoareas where perfect information exist.
According to Ulrich Beck: “certainly, ultimate sedy is denied to us human beings” (1992:
96) and this holds true for politicians as wellt Ytee level of uncertainty decision-makers are
confronted with varies between policy fields. Itlvide higher in fields which present a new

challenge, confronting politicians with a lack okperience and policy expertise. The

42



3.3 The puzzle of European pharmaceutical policy

respective level of uncertainty thus seems to keutiderlying reason or rationale to delegate
risk regulation.

It is important to clarify the distinction betweancertainty and risk at this point (Renn, 2008;
van Asselt & Vos, 2006). While many authors viewthbooncepts as dichotomous, such a
separation seems to be inappropriate, since uiagrtand risk are connected rather than
distinct concepts. Risks can differ in their lee#luncertainty, which is determined by the
possibility to calculate and control them (van AsgeVos, 2006: 315). While this clarifies
the connection between uncertainty and risk, idsaisk to be definedRiskcan be defined as
the “possibility that an undesirable state of tgaladverse effect) may occur as a result of
natural events or human activities” (Renn, 2008:Urjcertainty is primarily connected to the
occurrence of the event, but in addition might lb@ught as impacting on the definition of an
effect as adverse. When talking about the modemm fof risk, such risks are distinct from
risks, which could be labelled as strokes of féflmdern, or as Ulrich Beck calls them,
industrial risk “presumes techno-economic decisions and deraiions of utility” (Beck,
1992: 98). The risks we are facing are no longesed by some higher power or nature, but
could be traced back to human activity. This cawsehange in the perception of risk and
automatically triggers the question of who is respbole.
“For with the origin of industrial risks in decisiamaking the problem of social accountability and
responsibility irrevocably arises, even in thossaarwhere the prevailing rules of science and kenmijt
accountability only in exceptional cases. Peopted, state agencies and politicians are respan$iil
industrial risk.” (Beck, 1992: 98)
From this perspective, the modern risk is no longewed as something abstract foom
abovebut something that is caused by decisions madedgnizations and finally individuals,
who can be held responsible. As Beck (1992: 1033idhe attribution of responsibility is
complicated by the rise @irganized irresponsibilitysources of risk intermingle and with the
number of possible root causes, it gets hardemjoomt a single cause or the combination of
several causes for the damage done. Despite thislepn, risk societiesengage in the
"calculus of risk” (Beck, 1992: 99); by using sstital description of risks, the issue is
elevated from the individual to the aggregated IleVkerough this procedure, risk seems to be
controllable, since numbers can express the prbtyathiat individuals will encounter such a
risk. Riskbecomes societal phenomenon and the responsibilityHerdontrol of these risks
iIs handed over to the political actors (Beck, 1992). The initial uncertainty connected to
risks is not diminished but only transformed: piobaes replace the diffuse concept of
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uncertainty regarding the occurrence of events.pbeghe shared responsibility for risks,
government can be expected to be the first actoesoturns to. The state becomesisk
regulatory stateresponsible for these industrial risks, even thoiigaces the same level of
uncertainty regarding the appropriate regulatotgrirention. Politicians are thus faced with
another meaning of uncertainty. While they are aw#rat voters want regulation, the right
form of regulation is unclear. The situation leatres rational politician with a decision: either
to adopt a specific regulatory policy, or to dekegdne decision. Going back to the argument
of Fiorina according to whom *“risk acceptance ig aostandard assumption” (1986: 39)
adopting the second option becomes highly likelgleQation to circumvent a tough decision
under uncertainty, stimulated by the identifieck reazersion of political players finally does

offer an explanation why risk regulation is deleght

Delegation of risk regulation may therefore notvimved as &lame avoidingstrategy in the
first place. The underlying reason for the act eledation inuncertainpolicy fields is not to
avoid blame but uncertainty. The relation betwedamle avoidance and uncertainty is a
hierarchical one: uncertainty may lead to blameidauace. Delegation of risk regulation can
be explained by the fact that uncertainty is higharding the aim of regulation, making the
certainty of political gains hard to compdf8ut if this explanation is true, how do risk
aversion and the avoidance of uncertainty of natiogovernments explain European
integration in the field of regulation? As most dhes of delegation mainly cope with the
national level, the question arises, why delegatmm national regulatory agency does not
suffice. An answer is provided by Christopher Houating that delegation to avoid blame
presupposes the willingness of tiielegateeto accept their role in thielame gam&gHood,
2002: 27-28). European institutions seem to diffem those in the national setting in this
regard. The need of national actors to shift blaomcides with the preference fomore
Europeof supranational institutions (Tallberg, 2002b).2¥hile national regulatory agencies
might be reluctant in taking the blame, Europeatitutions accept the blame in exchange for
more competencie$.A second reason for the Europeanization of rigjlaion can be seen
in the way such a regulatory structure maximizesphtential for blame avoidance:

“the ideal design for a regulatory regime is onewinich standards are set by international experts,

monitored by autonomous agencies and enforced ¢af Buthorities — leaving those politicians in the

% The principle advantage of this explanation is shand micro foundation based on the concept of huma

risk aversion. Moreover, uncertainty has been ifledtas a constituting characteristic of risk riagion
(Breyer, 1993; Fischer, 2009).

Another argument could be seen in the fact, tieadelegation to the European level maximizes thuice
andbuffer zonébetween national governments and the delegatéc/dld.
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happy position of being able to blame everyone ediger than being blamed themselves when things
go wrong.” (Hood, 2002: 20)
Moreover, the delegation of risk regulation to Epgooften happened after delegation and
levelling upof regulatory standards on the national levelaglyetook placé® Therefore, it can
be conceptualized as tkecond stejn the blame avoidance strategy. If blame avoidaard
underlying uncertainty are perceived as drivingcésr for delegation in the field of risk
regulation, the emergence of such diversified stines should be traceable in the respective

“regulatory regimes” (Hood et al., 2004).

Summing up the theoretical discussion of the previgections, Europeanization of risk
regulation and the fragmented integration of phaenétical regulation can be theorized as a
consequence of the tendency of governments to avadrtainty. This explanation should not
be seen as opposing previous accounts of Europgagration and delegation. Daniel
Kelemen and Annand Menon have recently emphasizad “the nature of EC regulatory
activity is shaped by a myriad of - not least podit - forces.” (2007b: 188). In other words, no
single cause and explanation may be able to acctmntll aspects of EU regulatory
integration, let alone the European integrationcpss as a whole. Nevertheless, uncertainty
avoidance offers an explanation based on a sourmoffoundation circumventing the
“functionalist fallacy” (Krapohl, 2008: 25). It tlsuprovides an alternative and more specific

explanation for the Europeanisation of regulatayvities regarding risks.

3.3.2Re-theorizing the rise of the European (risk) regudtory state

While the topic of pharmaceutical policy is a ratlspecific case, the general growth of
regulatory competencies on the European level leen lanalyzed extensively (Kelemen,
2005; Kelemen & Menon, 2007b; Majone, 1999; Mora@02). The research on European
regulation is deeply interwoven with the concept tbé regulatory state The concept
popularized by Giandomenico Majone focuses on natidevelopments. Modern states ought
to fulfil three different types of functions: rettibution, stabilization and regulation (Moran,
2002: 402). The first meaning of the regulatoryestaan thus be seen in the simple demand for
state led regulation. The “rise of the regulatotgtes’ (Majone, 1994b), which in essence
describes a shift in the balance between the thuestions of the modern state, is seen as a

“paradoxical consequence of the international debatbout privatization and

% The case of pharmaceutical regulation is exceptiontis regard, as the levelling up of nationnslards
was mainly caused by a harmonization of Europekas r(Collatz, 1996).
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deregulation”(1994b: 77). As regulation by publwreership became unpopular in the late
1980s, European states started to privatize theirikdustries. This shift in regulatory tools
from ownership to the control of now private owrgpsthrough regulatory policy, explains
the rise of the regulatory state on the nationatlldt would be probably more exact to speak
of a shift towards the regulatory state, since the main ohatguld be seen in a change of
tools, not in a change of basic activity. The rigeregulation as a preferred tool of state
activity on the national level is matched by a $amidevelopment on the supranational,
European level. The preference for regulatory peh@king can be explained by the
constraints Brussels has to deal with:

“Because the Community budget is too small to allarge scale initiatives in the core areas of welfstate

activities — redistributive social policy and maetonomic stabilisation — the EU executive coulddase its

influence only by expanding the scope of its refguiaprograms: rule making puts a good deal of pawe

the hands of Brussels authorities, in spite of begetary constraints imposed by the member states”

(Majone, 1999: 2).
While offering a convincing explanation for the asig reliance of the European level on
regulatory policy the question of delegation frohe tnational perspective is still open.
Answering this question is of central importancece Majone views the delegation of
regulatory competencies itself as one of the dgviorces of the changes discussed on the
national level. The shift from the positive to tlegulatory (national) state is accelerated by the
need of national regulatory systems to meet Eumopgeguirements (Majone, 1996a). As
Majone notes, delegation is a tool to enhance thdilaility of regulation in order to satisfy
business needs (Majone, 1999: 6). This explanatiozonvincing in the field of economic
regulation. Indeed, a strong growth of regulatongpat in the pharmaceutical field can be
witnessed in relation to the establishment of themmon market, namely the adoption of the
Single European Ac(SAE). Even today, market completion serves agidand factor as
“most EC regulation [...] has been linked, eitheredily or indirectly, to the drive to
‘complete’ the Single market [original emphasisKe{femen & Menon, 2007a: 176). What
could be considered as a paradox in the first pleetually quite the opposite. The creation
of a single market did not lead to a race to thiobm but to re-regulation. While the single
market advocates freedom of trade, such freedomotdre sustained without any rules. What
was instilled instead was the replacement of “tlhéclpwork of national regulations with
harmonized measures at the EC level” (Kelemen & dneR2007a: 176). In order to realize the
benefits of the single market, the shift of regoatcompetencies to the European level seems
to be a necessary step from the perspective of mesthtes. However, this explanation fails
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to explain the large amount of European regulatimat is not connected primarily to the
realization of the single market for example enwimental protection, health, food and
pharmaceutical safety. Moreover, most of theselatgry policies were developed initially
without a proper legal mandate or better yet legminpetencies on the European level
(Majone, 1994b: 85 This raises the general question how the growBurbpean regulation
in fields not primarily linked to the establishmexitthe single market can be explained. What
is offered by the prominent scholars of Europeagulaion comes close to the reasons offered
for delegation in general: more stringent regutatid the European level, higher willingness
for innovative regulatory solutions on the Europdamel and the relentlessly pushing
European bureaucracy eager to get more and manatery competencies in order to expand
its powers (Majone, 1994b, 1999). While these amgis certainly are convincing, they
supersede the question, why member states did look lihe expansion of regulatory
competencies in suaensitivefields as health, and environmental issues. Whanored by
such functional explanations is the politics invemlvin such decisions, especially in politically
sensitive fields since "functional pressure rarely translag@amlessly into corresponding
allocation of regulatory authority” (Eberlein & Grae, 2005: 90). However, delegation should
not be seen as an automatism, but will depend lyeanithe fact, how political gains and
losses are related in the specific field. In linghwthe discussion in previous sections, the
willingness to give up competencies regarding reggulation can be largely explained by the
occurrence of uncertainty. It can be reasonablyeetqul, that the level of uncertainty will be
distinct in fields of high complexity and, due tsufficient policy knowledge, in novel policy
fields. Policymakers are confronted with regulatdgmands by the public, and must take the
decision if they regulate themselves or decide dteghte regulatory power. This decision
becomes even more important, given the relativgiiehat constituencies assign to questions
of (risk) regulation in comparison to other polidgcisions. In light of the general risk-
aversion of policy makers (Cox & McCubbins, 1986g&Ver, 1986) the most reasonable
strategy is to delegate the decision in order toichwegative consequences of wrong
regulatory decisions. While this decision led te #mergence of regulatory bodies on the
national level, the same basic mechanism can senan explanation for the rapid growth of
European risk regulation. In an attempt to reduneettainty, national legislators try to
distribute the policy field between as much actssossible. This willingness is met by an

% As David Vogel (2001: 9-11) notes, subsequentsiens of the treaty expanded regulatory competerafie
the EU for example in the field of environmentalutagion and established the protection of heatifety,
environmental and consumer protection to be cornsitie all regulatory measures taken.
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European Commission seeing “regulatory activityaaseans of enhancing the EC’s popular
appeal by demonstrating its ability to address saagreat public concern, such as social,

consumer and environmental regulation” (Kelemen &nldn, 2007a: 177).

Accordingly, a combination of several factors résdilin the emergence of European risk
regulation. On the level of preferences, natioralegnments are reacting on the increasing
demand of the public for risk regulation by del@ggtregulatory power to a European
Commission with the willingness to take the reguiatburden. A shift in public preferences
as the initial trigger is especially striking iretbase of risk regulation:
“In sum public support for stricter health, safetyd environmental standards is no longer confioed t
northern Europe. Rather in recent years, much ofene&urope appears to have developed a common
civic culture, one which is more risk-averse tharihie past, especially with respect to issues ofipu
health and which shares higher expectations abeutdle of governments in protecting both consumers
and the environment” (Vogel, 2001: 9).
This change in public preferences can be linketthéoprevious discussion of the risk society.
The reaction of governments is understandable:enthié potential of credit claiming is high
given the salience of the issue, the risk to faihigh as well. With public perception turning
towards a more risk-averse stance supposedly pogistegulatory failure even harder,
governments’ preferences should be to delegate iksges. Thus, delegation to the European
level seems to be a strategy to combinebieefit of distancavith the potential of claiming
credit at least indirectly. The discussed theoatticonnection between uncertainty, risk
regulation and delegation is indicated by sevemetbpments in the European context
providing further evidence for the outlined thearai claim.

3.3.2.1Uncertainty, national regulatory failure and delegdion

A first supportive observation is provided by etlating the relation between national
regulatory failure and the decision to delegatee Tonnection is evident in the field of
pharmaceutical regulation, as the first Europeaective dealing with pharmaceutical safety
was agreed upon during the aftermath of fAealidomide disastef’ In the case of
pharmaceutical regulation the explanatory valueifertainty seems to be of even greater
significance, since the first steps in delegaticgrevtaken, even before a single market for

pharmaceuticals was created (Krapohl, 2008: 8).éXmanation of growth of regulation as a

37 Thalidomidewas a sleeping aid pill originally released in 79% West Germany under the imprint
Contergan.lt caused peripheral neuritis in pregnant womeshlaad to prenatal death and the birth of babies
with congenital anomalies in several thousand c@@esnanand, 2006).
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logical consequence of the single market doesinhit this case, even though in most fields of
European regulation it served as a critical juretufhe discussion about harmonized
European regulation for pharmaceutical productslavdiave been inevitable in connection
with completion of the common market, but the tdhge'kick started the process”
(Permanand, 2006: 2), at a time when a single mé&wsk@harmaceuticals was not at the centre
of political negotiations. In this particular casewas not the well-funded pharmaceutical
lobby urging governments to regulate in favour loé tindustry or the need for credible
regulatory commitment. Instead, a mixture of poditistrategy and public pressure calling for
the establishment of effective regulation to prévamother tragedy stimulated policy
developments. Besides the massive changes in ahtemas and systems for drug testing that
resulted from th@& halidomidedisaster (Permanand, 2006: 2), limited delegatmrstituted an
exit option from the regulatorglead endnational regulatory systems had obviously reached.
Confronted with uncertainty how the safety of drggsuld be regulated in the future and the
failure of previous regulatory decisions in mindkraverse governments did decide to at least
pool resources in determining regulatory decisions.

While the case of pharmaceuticals constitutes a@iap&opic, with a European regulatory
history spanning more than forty years, the BSEixserves as an additional example for the
causal link between risk aversion and delegati@usgd by the announcement of the British
government that cases Gfeutzfeld Jakob disease humans were linked to the exposure to
the cattle disease BSE, regulatory crisis shooknétgonal and European level (Frewer &
Salter, 2002; Moran, 2001). It lead to drastic mieas as the Commission issued a global ban
but even more important “dramatically exposed tap etween the single market — which
exposes all European consumers to products prodagdhere within the EU — and the
inability of European institutions to assure thé&esaof the products sold within that market”
(Vogel, 2001: 12). On first sight, there are fewghels between the two examples: While
delegation of pharmaceutical regulation more os lstarted from scratch, since effective
pharmaceutical safety regulation was not in placeost European countries in the 1960s, a

well established European regulatory regime wasdne in the case of food safety.

However, upon closer review the same basic mecimanisadaption to uncertainty can be
identified in the latter case, despite an additiah&t on the European level. Not only did the
crisis accelerate the shift of more regulatory cetapcies to the European level, but changed
the regulatory architecture as well, calling intoegtion the formerly used advisory boards

(Thatcher, 2002a). The scandal caused a massigenfgsublic confidence in European and
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national regulatory capacities alike, leading te ttreation of theEuropean Food Safety
Agency(EFSA) subsequently to the Nice summit and sevesditutional repercussions at the
national level (D. Vogel, 2001: 14). Acknowledgitieg functional pressure that was present at
that time, the act of delegation can be interprei®ea@d response to regulatory failure, and thus

at least partially connected to the high level méertainty at that specific point in time.

3.3.2.2Uncertainty and European regulatory architecture

Underlying uncertainty in risk regulation is not Ipntraceable in the delegation of
competencies but impacts on the European regulatatyitecture as well. As in the case of
the pharmaceutical sector and in the field of fowifiscommunity agencies were set up in
several fields of risk regulation at the Europeawel®® This “agencification” (Christensen &
Laegreid, 2005) on the European level can be exgiaby the risk aversion of national and
European officials. Beyond the functional argumetiitat were employed to justify their
creation (Kelemen, 2002: 99-109), the decisionemtfi the distributed irresponsibility
highlighted by Beck (1992), leading to the emergeoicseveral actors occupied with the same
regulatory subject. Risk aversion thus explains eéheergence of ideal regulatory regimes,
consisting of a multiplicity of actors, as Hood (20 20) suggested. This line of reasoning
supports the claims put forward by regulatory fatiem (Kelemen, 2004) and the research on
the emergence of transnational regulatory netwaksthe dominant structural feature of
European (risk) regulatory regimes (Dehousse, 1B8@ylein & Grande, 2005). Regulation is
based on a division of labor: while federal goveeninwill engage in policy making,
implementation will remain on the state level dragvon national regulatory resources, mostly

organized within national regulatory agencies (Kede, 2004: 9-15).

3.3.2.3Uncertainty, the impact on risk regulation and theprecautionary principle

While the notion of uncertainty provides a ratien&r the decision to delegate and provides
and explanation for the resulting architecture ofdpean risk regulation, it finally impacts on
actual regulatory policy-making. As federal regoiat try to expand their regulatory

competencies, they have to take into account teéefances of the public at large and the

% Beyond the EMA (pharmaceuticals) and the EFSA ($taif), several additional agencies have been edeat
for example the European Environment Agency (EEA), Eneopean Centre for Disease Prevention and
Control (ECDC) and the European Chemicals AgencyA)EEor a general discussion of the agencies and
their functions see Geradin and Petit (2004).
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preferences of the state governments as well. Dt resulting policies are compatible with
their preferences, state governments will granwége to the federal level. Remember
however, that given the rise of risk aversion inblgu opinion (Vogel, 2001), state
governments probably adopt an even more cautiopiaph regarding risk regulation. If risk
aversion influences state level preferences, itbmaexpected to impact on the general federal
risk regulatory style. To assess this claim theegaincharacteristics of the regulatory process

and principles of risk regulation in the Europeantext must be considered.

Starting with the regulatory process and the rdguyastructure a tendency towards functional
separation of tasks should be traceable. In cledid$inguishing regulatory process steps
between the actors involved, responsibilities ea®igmed in a clear-cut way increasing the
accountability of the regulatory system and redgeincertainty within the regulatory regime.
In addition, officials can be expected to prefescéence-based approach to risk regulation,
relying heavily on scientific expertise. Indeed,eoaf the defining features of European
regulatory policy-making, the strict separatiorrisk assessment and risk management on the
European level (Vogel, 2001), represents a way euce regulatory complexity. The
production of information on which regulation isskd and the actual decision are clearly
separated. At the same time, this separation lepweécians with more actors to blame
publicly: European agencies increasingly takingrdkie role of risk assessors, while decisions
are finally taken in a member state committee. 8écthe motive of uncertainty will lead to
stricter regulation regarding the level and therdegof specification. As clear rules are
crafted, expectations regarding regulatory outcouss be deducted. As clearer rules give
clearer guidance, state governments should be viar faf such provisions. Accordingly,
European risk regulation can be expected to beeraibtailed and judicialized (Kelemen,
2006). Evidence for the stricter character of Eeeop risk regulation is provided by the
comparison with regulation in other jurisdiction€omparing European and US risk
regulation, David Vogel (2001, 2003) identifies ar@pean trend towards stricter limits and
tougher benchmarks. Besides tendencies towardstestriregulation the process of
implementation becomes increasingly dominated by igsuance of “enforceable goals,
deadlines, and transparent procedural guidelin€slefnen, 2006: 102) from the federal level.
A second feature of the European regulatory sg/khe tendency or shift towards adversarial
legalism amplifying the legalistic style of regudat. This tendency results in longer and more
detailed European directives, as the research bioHFaanchino (2006) indicates. While the

emergence of a molegalizedregulatory approach is heavily influenced by tregiented
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nature of the European polity, it is also influethd®/ the mistrust of governments regarding
the stringent implementation of their peers (Kelem2006). Again, the urge to reduce
uncertainty serves as driving force for this depaient. As the degree of detail increases,
national discretion gets reduced and transformg$dimeer “cooperative, informal, and opaque
approaches to regulation at the national level” Iéken, 2006: 105). This unintended
consequence is accepted by member states, asestrimgplementation serves as a valuable
tool for avoiding regulatory arbitrage. The respiltthe transformation is a more adversarial
instead of cooperative relation between regulatat gegulatee as a constituting feature of
European regulatory style, possibly reducing thexilflility of regulatory approaches.
Paradoxically, the shift to a more legalized appholed to an open rather than a closed mode
of regulation. As the old model of closed door laammng gets pushed back, the increased
emphasis of European regulation is on procedurahdbty and transparency (European
Commission, 2001). This change is probably mostiso@nt compared to the former national
regulatory systems, but could be seen as well enetolution on the European level: As
regulation by committee is increasingly supplemerig broader participation and European
agencies take over more and more tasks in regnjdtigher transparency is the unavoidable

outcome.

The third and probably most important consequericéh® discussed development is the
preference for safety over scientific certaintysiRiegulation that is influenced by the motive
of uncertainty thus will be characterized by thsideto be better safe the sorry. In light of this
guiding regulatory ideal, the emergence of the gugonary principle as a new risk regulatory
principle in the European context becomes undedstale. Officially adopted at the Nice
summit In 2000, it marks a clear European commitmemisk-averse policies (Vogel, 2001:
16). Its emergence can be seen as a late-arrig@leanto the general mistrust the public
developed towards the culture of expertise as timeimant regulatory model in deciding what
level of risk is acceptable (Renn, 2008: 55). Depel in the context of environmental
regulation, the principle can be generally appteedll areas of risk regulation. The connection
between uncertainty avoidance and the principlebigous: it can be invoked to legitimize
regulatory activity, before the negative impactrisk has been establish&dDespite the
contested perception of the principle (FeintuclkQ2Majone, 2002), the European Union and
Commission more specifically, advocated its usag#ha basis for risk regulation, giving the

principle a high political relevance. Drawing oretpreviously discussed characteristics, the

% In this sense, “uncertainty is the essence optkeautionary principle” (van Asselt & Vos, 2033:4).
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European risk regulatory approach can be describbdoad terms. Considering its structure,
it is characterized by a clear separation of task, the different areas of regulation assigned
to different players in the regulatory regime. Sapan is both traceable in the use of
regulatory networks and the separation of polickimz and implementation, leading to the

description of the European mode of regulation &satier concept (McGowan & Wallace,

1996). Turning to the European regulatory styldetailed and judicialized style characterizes
the current European approach emphasizing clafityutes and procedures. Finally the

precautionary principle, underlying European rigigulation leads to a more cautious — and
potentially politically charged approach to reguat Instead of granting access to markets
unless there is a proof of harm, regulation tendset based on the logic of guilty until proven

innocent.

3.3.3European regulation and the logic of efficiency

Drawing on the previous discussion, uncertaintyi@dmoce proves to be a valuable and
complementing explanation for the delegation dk resgulatory competencies, the resulting
regulatory architecture and the European risk aguy approach. At the same time, it calls
into question the capacities of the European regulastate. If regulation is delegated to
avoid uncertainty and not because European regualéiconsidered to be better than purely
national arrangements, it must be questioned in faowEuropean regulation proves to be
superior. The described European regulatory appraad the tendency towards stricter and
more risk averse regulation, can be consideredsitiye from the public perspective, serving
as a mechanism to protect citizens from harm. Ydtile the Europeanization of risk
regulation has lead to stricter regulation, thiesloot necessarily mean that it conveys into
better regulation (Vogel, 2001). Doubts regardirge tclaim of European regulatory
superiority are amplified further, when the focusl alevelopment of debates on governance
and regulatory quality on the European level issmbgred. When the Santer Commission
jointly resigned in 1999, the European politicadjpct had reached a watershed. Triggered by
rising public concerns regarding the expansion wfoean regulatory responsibilities, the
permissive consensus for further integration stiifte a more critical stance towards the
European vision (Hooghe & Marks, 2009; Hurrelma@007) resulting in a public and
scientific discussion of legitimacy (Majone, 19%xharpf, 1999, 2009) and the democratic
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deficit of the European Union (Follesdal, 2004;I&sdal & Hix, 2006Y° As a response to the
political crisis, the Commission decided to engage a campaign to restore the European
(regulatory) image and the confidence into the Ream Union. The so called better
regulation debate started in 2000. As the Commmssid/hite paper on European governance,
released in 2001 stated:
“Today, political leaders throughout Europe arerfg@ real paradox. On the one hand, Europeans want
them to find solutions to the major problems confimy our societies. On the other hand, people
increasingly distrust institutions and politics ane simply not interested in them. [...] It is pautarly
acute at the level of the European Union. Many peapé losing confidence in a poorly understood and
complex system to deliver the policies that theywtwahe Union is often seen as remote and at the sa
time too intrusive.” (European Commission, 2001:3)
Starting off as a promising project to overcomeittentified shortcomings, the debate took a
rather disappointing route leaving the fundamerthllenges from the perspective of
European citizens aside. Instead, it shifted tow&ne question of efficiency and the framing
of regulation understood as regulatory burdéRadaelli, 2007f* While such an
understanding has its merits in the area of econeagulation, it seems to misinterpret the
purpose of regulation: the debate framed it assciosttead of an instrument for correcting
market failure and unwanted externalities, reflagtia clear business perspective. Such
perspective proves to be too limited when the EemopUnion is understood as an economic
and political project. Given that there are two matakeholders in European regulation —
businesses and citizens — these two groups coulthdgght of as representing different
preferences and perceptions regarding regulatiam. éxample, these two groups most
probably will assign a different weight to the irapement of regulation, which is either more
efficient (1) or more effective (2) regulation. Bgparties surely are interested in both aims
but nevertheless could be thought of as valuingawes the other. Businesses will be more
interested in the efficiency or better yet coseefiveness of regulation. As businesses are
first and foremost interested in maximizing gairegulation represents a cost factor, which
ought to be minimized in order to maximize the ftg@n. This is not to say, that business is

always favouring less regulation or is against f@ipn in generaf?> However, if their main

40 At the heart of legitimacy debate seems to beytwdmthony Arnull has defined a®cial legitimacy Social

legitimacy depicts “the extent to which the alldoatand exercise of authority within it commandseral

(is) acceptable.” (2002:4).

For a critical assessment of the white paper haddtter regulatiordebate, supporting the general argument
of lacking social legitimacy, see Arnull and Winc¢2002a) as well as Eriksen (2001), Hoereth (2001 )
Kohler-Koch (2001) Scharpf (2001) , Schmitter (2padd Steinberg (2001) .

Regulation might not only represent a burden butompetitive advantage for example entry barriers
protecting (existing) producers from new compesitor

41
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concern is to maximize profits, it is plausibleassume a focus on efficient regulation while

the effectiveness at least might play a subordiraee

In contrast to businesses, citizens or consumerdedahought of assigning a higher weight to
the effectiveness of regulation (Radaelli, 2004). Ttis holds especially true for regulation
referred to as social regulation and consumer ptiote As the costs of regulation are mainly
borne by the companies, the question of efficiginagn a customer perspective might play a
subordinate role. Turning to economic regulatioificiency would be the first priority of
consumers only if this would impact on the price evould have to pay. However this direct
connection is not apparent in most cases. Evengthtlis argument might run the risk of
making a generalization, one could say that businfesuses on the efficiency while
customers focus on the effectiveness of regulatiothe case of BSE, for example, citizens
do not criticize the European Union for too muclkyulatory burden, but for the lack of
regulatory effectiveness (Fischer, 2009; Krapo03. The dominant regulatory logic on the
European level focusing on efficiency is problemadis it does not advance the legitimacy of
the European regulatory state from the perspedfivétizens. If the regulatory focus is more
efficient regulation, this may advance the legittmaf the regulatory regime towards the
business community. However, it does not ensure ithproving regulation automatically
translates into more effective regulation. A retudp state dominated by efficiency
considerations may secure the support of busingssdi necessarily public support resulting
in a further erosion of social legitimacy. In ligbt delegation in order to avoid uncertainty
and the European regulatory logic, the superiaitizuropean regulation must be questioned.
Challenging the common knowledge that Europeanlatign is efficient, effective and its
problem-solving capacities live up to their expéotes (Skogstad, 2003), a reassessment of
European regulation seems to be necessary. Stgkilttje effort has been made to analyse

regulatory quality beyond efficiency consideratiom#gen though the European Union ‘“is
before anything else a political system that regsldand not a system that taxes and offers
social protection), the first priority of single rkat governance concerns the quality of
regulation.” (Radaelli, 1998: 17§.Only if the European mode of regulation satisfiks
conditions of effectiveness and efficiency, it wile legitimized from the perspective of
European citizens. What is needed is not only @grdunctioning internal market, but “an

internal market for the citizens and the firms bé tUnion” (Radaelli, 1998: 18). This

43 A notable exception has been the study on conswaiety by Christopher Hodges (2005). A (limited)
discussion of the efficiency/effectiveness dividdaropean regulation could be found in SkogstaD®).
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necessitates analysis based on a broader undengfasfdregulatory quality complementing
existing studies focusing on the quality of regolatn the sense of processes and efficiency
(Radaelli, 2004, 2007). It must consider the penmmce and the outcomes of the European
regulatory structures, considering that the legitign of European regulation and the
European Union primarily rests on output regulatigérapohl, 2004b; Majone, 2000;
Scharpf, 2009).

3.4  Conclusion: uncertainty avoidance, delegation andegulatory quality

This chapter started with a puzzle: an increasedaan influence in a policy field that is
highly sensitive, namely the safety of pharmacaigicThe political sensitivity stems from
the fact that the provision of safety constitutas of the core tasks of modern states and thus
contributes to its legitimacy. Delegation in su@ids seems to oppose states’ vital interests.
The review of European integration theories progidaly unsatisfactory explanations, since
they focus on European integration at large. Stgrfrom the premises of blame avoidance
theory, risk aversion as a general human and toliscpl trait was identified as a micro
foundation for the delegation of regulatory competes. As national politicians are
confronted with regulatory demands by their coosticies while at the same time facing a
high level ofuncertaintyregarding the appropriate way of regulation, dafieq becomes a
rational strategy. Since politicians want to stayoffice, their main aim is to maximize vote
shares? In order to secure support, he is confronted pitticy choices. While choosing
certain policies in order to claim credit for pmél action, seems to be the appropriate
strategy in many policy fields, in some policy fielchoosing the right policy is complicated.
Policy fields can be marked by a high level of utaiaty that is, insecurity about the impact
of policy decisions on constituencies. As it wasweh, adopting an alternative strategy,
namely delegation of the decision seems to be @pigte in such policy fields, considering
the underlying risk aversion of rational politicearThis micro-founded explanation provides
an complementing approach to the delegation oflatony competencies within the European
Union. The dominance of uncertainty and thus rigkrse behavior does not only provide an
alternative explanation for delegation of risk region, but offers some insight regarding the
emerging regulatory architecture. As it has beewsh the current approach to European risk
regulation is influenced at least partially by theoidance of uncertainty. While this has

4 Of course the exclusive focus on vote seekingessmts a generalized assumption and could be ehade
in light of the extensive research on different iwaitons, for example office and policy seekingr lem
overview see Jackle (2010).
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implications for the architecture of the Europeask megulatory state as the number of
regulatory actors involved increases, for exampleckeating new regulatory agencies, it
impacts on the actual regulatory policy reflectargincreased tendency towards stricter and
more risk averse regulation. The Europeanizatiorrig regulation has lead to stricter

regulation in general, but this does not necegsardan that it conveys into better regulation.
While the regulatory superiority of the Europeawelehas been taken for granted, the
discussion throughout this chapter calls for aicaitreassessment of this assumption. The
understanding of what constitutes good regulatemains limited on the European level,

focusing on business rather than public preferentbsrefore, rather than assuming that
European regulation works in effective ways, anlyms of regulation adopting an

effectiveness perspective is necessary. Accordinglyframework for the assessment of

regulatory quality beyond efficiency will be devpéa in the following chapter.
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4. The assessment of regulatory quality

A broader understanding of regulation going beydne limited scope of efficiency is
necessary to fully assess the quality of Europegualation since only if European regulation
meets the standards of both key stakeholders @ss#s and citizens alike), the European
regulatory state can be understood as legitimintcently. The chapter will proceed in five
steps to develop a more holistic understandingegtilatory quality. First, existing concepts
of regulation will be discussed briefly to derive aa sound theoretical foundation of core
concepts. Subsequently, the idea of regulatoryitgua¢yond efficiency considerations will
be discussed. Drawing on a redefined concept aflaggy quality, existing principles of
good regulation will be synthesized from previoeseaarch. In the next step, the realization of
regulatory quality within regulatory systems isatdissed. In addition, the section will address
common problems of regulation and their potentiegative impact on the realisation of
regulatory quality. In a fourth step, the implicais of risk regulation as a specific type of
regulation and the European context have to beuded to derive a more specific
understanding of regulatory quality applicable he tfield of European pharmaceutical
regulation. Finally, a general framework for thelgsis of regulation in the European context
is presented.

4.1  Defining regulation: review of previous theory

Defining regulation is a complex task, given thetvaumber of distinct definitions used in
regulatory studies. In addition, the usage of ragaoh in law, sociology and political science
context differs tremendousfy.However, it should be at least possible to deawaefinition

that grasps the mutually accepted features of timcapt. The first attempts to classify
regulation from a political science perspectivetedaack to the studies of Theodore Lowi
(1964). He identifies regulation as a form of pgliavhich can be distinguished from
redistributive and distributive policies. The distinction between the differentigotypes is

based on their level of conflict: redistributivelipes will naturally create winners and losers,
while distributive and regulatory policies might do only to a limited extent (1964a: 690-
692). This dichotomy proves to be problematic: taguy policy might create winners and

losers as well, rendering the used differentiaisrmeaningless (Fischer, 2009: 68). While it

% For a general theoretical discussion of regulatind comparable definitions see for example (Baldgvi
Cave, 1999; Ogus, 1999; Quirk, 1981; Wilson, 1980).
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is justifiable to identify regulation as a specifype of policy, the distinction has to be based
on other criteria than conflict potential. An attative definition is provided by John G.
Francis: “regulation occurs when the state consdrarivate activity in order to promote the
public interest” (Francis, 1993: 1-2). Followingiin this, regulation can be understood as an
instrument to regiment actors’ behaviour. Compaeedistributive and redistributive policies,
regulation is conceptualized as a more indirect afagchieving certain outcomes. Regulation
therefore is rather about prohibiting and permigtthan taking and giving. In other words,
regulation is about “social control” (Jordana & i&aur, 2004: 3). Moving beyond this
rather broad conceptualization of regulation asasamntrol, Robert Baldwin, Colin Scott
and Christopher Hood synthesize two alternative mmgg based on the discussion of
regulatory studies. The second notion of regulatiovers all modes of state intervention in
the economy. The third and most specific notiordega regulation as a form of governance
based on the setting of authorative rules (Baldetiral., 1998: 3-4). Rather than simply
limiting the second notion of regulation to the eomic sphere, interventions in the social
sphere could be included into the concept as Beltial regulation, as opposed to economic
regulation mainly aiming at the protection of s from high prices and price
discrimination, covers interventions in order totpct consumers from health and other risks
(Francis, 1993: 2-3). While actual regulation camgaelements of both economic and social
regulation, the distinction is useful as it diffetiates between regulation as a market
intervention and regulation that tries to reduae élxternalities a market might produce. The
classification of Baldwin, Scott and Hood pointsadwofold meaning of regulation. First,
regulation can be defined as a rule-based intansenhto private conduct in both the
economic and social sphere. Regulation is thusédfas a specific form of policy or more
general political activity. Second, regulation cha thought of as a specific form of
governance The second form of conceptualization implies astifutional perspective on
regulation. The need to define regulation as aiBpeform of governance structures is
obvious in the European context. As regulation sag&ace in a multi-level system, the
functioning of regulation will depend on the regaly system in place and the interaction of
different stakeholders and levels. Drawing on tlmacept of Arthur Benz and Burkard
Eberlein (1999: 331), distinguishingertical and horizontal governance, all actors within a
regulatory field on a level (horizontal) and thdenaction of different levels on which
regulation takes place (vertical) have to be carsd. This twofold conceptualisation of

regulation provides a broader and more focusechitiefa, going beyond the definition of
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regulation as regulatory burden and costs. Basetthisrconcept the next section will try to
deflect a fitting definition of good regulation better yet regulatory quality.

4.2  Redefining regulatory quality

Starting from premises of regulation as a policygrative idea of regulatory quality can be
drawn. As Francis noted, regulation has to be edrout in order to fulfill the public interest
(1993: 1-2). Only if the regulation will serve suehhigher purpose, the intervention is
considered as legitimate. Regulatory quality carsthe linked to sufficient justification of
regulation. A typology is advanced by John G. Fsndistinguishing four general
justifications: the reduction of risks (1), regidat based on moral grounds (2), setting
reasonable limits (3) and the provision of stapibt an equilibrium (4) (Francis, 1993: 10-
21). However, justifying regulatory interventionegonot serve as a sufficient definition of
regulatory quality. It rather represents a prectoiof good regulation and is directly linked
to the legitimacy of regulation or regulatory attiv Shifting from regulation understood as
policy, to regulation as a mode of governance, ledgry quality can be defined in a more
functional way. Given that regulatory interventiom a specific case is legitimized (and
therefore viewed as a rightful intervention), theality of regulation will depend on the
realisation of the underlying regulatory goal (thitial reason for regulatory activity). From
the perspective of regulatory governance, a “ragnyaregime” (Hood et al., 2001: 9) does
not only serve the public interest, but has a Eb$olving and coordinating functih.
While the European better regulation discourse ésmrthe issue of good regulation as a
question of regulatory efficiency, the more de@sand preceding question is, if a given
regulation is able to reach the underlying goalsit differently, regulatory quality depends
first and foremost on the achievement of effectesm A useful definition of effectiveness
developed in the context of regime theory, is @by Marc Levy, Oran Young and Michael
Zurn:

“Broadly speaking, effectiveness has to do with doatributions institutions make to solving the

problems that motivate actors to create them. [..rhére applied or policy-oriented definition, which

appeals to many economists as well as practitipfmrases on well-defined goals and asks what ypolic

adjustments will prove effective in attaining themals” (Levy et al., 1994: 28-29).

¢ This function has been highlighted Ibgtional choice approaches linking the emergence of regulatory
institutions to social and economic necessitiesdKin 1992).
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Linking the definition to the prior thoughts on ioatal institutionalism, the quality of
regulation and respective institutions will depenod a set of clear goals and their
achievement. Reconciling the relationship betwesgulatory effectiveness and the concept
of efficiency, the latter should be understoodsabordinate Regulation needs to fulfil the
requirement of effectiveness in order to be comsidi@s legitimate in the first plateThe
criterion of effectiveness does provide a basdstick for the assessment of regulatory
quality focusing on the achievement of regulatonalg. However, besides this principal
criterion, additional and closely connected crédeof regulatory quality can be identified.
While effectiveness represents the final goal agjutation, some comprehensive criteria
related to the regulatory process can be thoughtifsupporting the achievement of

effectivenesé®

4.2.1General principles of good regulation

Based on public and scientific acceptance and #ignificance for the European regulatory
debate, the criteria developed by the European Qssion in its white paper (2001),
principles developed by the OECD (1995) as wethase advanced by tietter Regulation
Task Force(2003) can be singled ofit.As the table shows, the criteria developed by the
Commission and the Better regulation task forcelamgely congruent. Therefore, a detailed
discussion of the principles developed by the beggulation task force can be limited to the
criteria consistencytargeting andproportionality. Before the chapter turns to the discussion
of these principles, it must be made clear, thatpghnciples were initially developed in the
context of regulatory policy and policy design. Hewer, as the present study understands
regulation as a twofold concept, the principles caainly be understood as principles of
policy-formulation but some of them can help to improuestitutional designof the

regulatory regime as well.

47 If regulation satisfies the criterion of effectivess, efficiency needs to be considered to fidsess the

regulatory quality. While the efficiency of Europepharmaceutical regulation is beyond the scopéisf t
study, it is argued that the introduction of a Ea@an regime necessarily translates into more effici
regulation (Majone, 1994a, 1996b; Pelkmans, 2007).

Moreover the adherence of regulatory processesrtain commonly accepted criteria can increasesdlo@l
legitimacy and trust in regulatory regimes (Grim2306).

The Better Regulation Task Fordeas been included, since it represents a key acthrin the British and
European discourse on regulatory quality.
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Table 5: Criteria of good governance and regulation
EU Commission

White paper on governance Better regulation OECD
(2001) task force (2003) (1995)
1. openness 1. proportionality 1. Is the problem correctly defined?
2. participation 2. accountability 2. Is government action justified?
3. accountability 3. consistency 3. Is regulation the best form of
4. effectiveness 4. transparency government action?
5. coherence 5. targeting 4. Isthere a legal basis for regulation?

5.  What is the appropriate level (or levels)
of government for this action?

6. Do the benefits of regulation justify the
costs?

7. s the distribution of effects across
society transparent?

8. Is the regulation clear, consistent,
comprehensible, and accessible to
users?

9. Have all interested parties had the
opportunity to present their views?

10. How will compliance be achieved?

Source: adapted from EU Commission (2001), OECD (1995), UK Better regulation task force (2003).

4.2.1.1The white paper on governance

Starting off with the criteria entailed in the wdpaper on European governance, five general
principles of European governance are offeregenness participation, accountability
effectivenesandcoherenceTo clarify the contribution of these principlesthe effectiveness

of regulation, a closer look at the remaining fpunciples as defined in the white paper is

necessary. The principles are defined as follows:

"- Openness The Institutions should work in a more open maniegether with the Member States,
they should actively communicate about what the Belscand the decisions it takes. They should use
language that is accessible and understandabtbdageneral public. This is of particular importanc
in order to improve the confidence in complex ingibns.

- Participation. The quality, relevance and effectiveness of ElUicfed depend on ensuring wide
participation throughout the policy chain — from nception to implementation. Improved
participation is likely to create more confidenoethie end result and in the institutions whichasli
policies. Participation crucially depends on cdngavernments following an inclusive approach
when developing and implementing EU policies.

- Accountability. Roles in the legislative and executive processesl ne be clearer. Each of the EU
Institutions must explain and take responsibildyihat it does in Europe. But there is also a rfeed
greater clarity and responsibility from Member 8tatand all those involved in developing and
implementing EU policy at whatever level.

- Coherence Policies and action must be coherent and easijerstood. [...] Coherence requires
political leadership and a strong responsibility tha part of the Institutions to ensure a consisten
approach within a complex system. [original emp$jlagEuropean Commission, 2001:10).
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4.2 Redefining regulatory quality

While the paper explicitly aims at the formulatiohgovernance principles, the underlying
definition of regulation as a mode of governancedezs them applicable to regulation as
well. Based on the previous discussion, effectigesnghould not be treated as on the same
logical levelas the other four principles. In fact, the fouinpiples support the realisation of
effective regulation. The first principlepennessepresents a referencettansparency® To

be effective, regulation has to be understood.d&ssmaking the relevant regulation available
to those concerned, the specific policy needs teviieen in a comprehensive manner and
entail further information on the reasons for regjoh. Turning to its meaning for the
regulatory regime, openness has to be ensuredday obles and responsibilities and the
access to information used within the regulatoryegpance structurg. While the second
principle, participation mainly aims at the input dimension of regulatpoficy, it can be
applied to the implementation phase as well. Effectegulation depends on the ability of a
regulatory system to mediate between differentr@stis andie in stakeholders. While this
will depend on the balanced inclusion of respecpixeferences during the process of policy-
making, participation remains relevant as well dgrthe implementation stage to increase
compliance and trust in regulatory capacities (Braite & Makkai, 1994) Moreover, its
effectiveness will depend on how regulatees peeceggulatory conduct and the governance
structures (Nielsen & Parker, 2005). The third @ipfe, accountability,is closely connected
to the principle ofopennessThe basis of accountability is the clear ideaéfion of actors
taking decisions. It thus raises the level of orgaional transparency. Accountability is
closely connected to the idealefitimacy(Papadopoulos, 2007; Riekmann, 2007), as those
actors affected by regulation want to know whoeisponsible for regulatory decisioffsThe
principle can be applied to the policy-making psxeHowever, the resulting policies should
include clear definitions of responsibilities asliw&egarding the design of governance
structures, defining roles and responsibilities Isasne important implications for the
implementation of regulation. As it was outlinedgaeding the inclusion of relevant
stakeholders, it should be made clear who is resplenfor which task in the regulatory

process.
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Accordingly, the study will use the termsagennessindtransparencysynonymously.

The establishment of transparency has to be understs relative rather than total (Lodge, 2004).r& tage
good reasons to limit transparency regarding aemtdormation within the regulatory process.

The connection between accountability and legitynéc especially striking in multilevel governance
structures as mechanisms of input legitimacy amffitient to legitimate increasingly complex and
seeminglhdetached systems (Papadopoulos, 2010).
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Finally, the principle ofcoherencecalls for the alignment of different but intertwng
regulatory policies and all relevant actors in iidgulatory system. Additionally, the principle
can be applied to the specific regulatory taskulagpn is coherent if it manages to integrate
all aspects of the underlying problem in need gfufation and thus addresses the problem
adequately (internal coherence). Coherence canefieed in an external sense as well.
Regulation is neither developed nor carried oua political vacuum New regulation can
impact on different areas and has to take into @ticpreviously drafted regulation. Fitting

new regulation into these complex existing struesuwill impact on its effectiveness as well.

4.2.1.2Better regulation task force

Beyond the four relevant principles developed i White paper th8etter Regulation Task
Forceidentifies three additional principles:
“Proportionality: Regulators should only intervene when necessamegies should be appropriate to
the risk posed, and costs identified and minimiged] Consistency Government rules and standards
must be joined up and implemented fairly. [Tgdrgeting Regulation should be focused on the problem,
and minimise side effects.[original emphasis]” (BeRegulation Task Force, 2003: 4-6).
The principle ofproportionality both addresses the need for the well-foundedfigegion of
regulatory intervention and the appropriatenessactions taken. In addition, it links
regulatory intervention to the concept of efficignecegulation has to be limited to the
minimal intervention in order to reach a speciégulatory goal. The principle abnsistency
calls for the consideration of other rules in apmiyregulation, basically sharing the idea
expressed by the European Commission within theciplie of coherenceTherefore, it does
not have to be considered separately. Findalygeting, while sharing some features of
proportionality, represents a unique criterion agulatory quality. It contributes to
effectiveness by asking for the focused interventiegarding a specific regulatory problem.
Regulation thus needs to be designed in a wayatr@tiscollateral damageand unintended

effects on other areas not within the regulatoppsc

4.2.1.30ECD criteria of good governance

In contrast to the previously discussed contrimgjothe criteria developed by the OECD
represent achecklist for regulatory activity and regulatory policy magi rather than

normative criteria. The review of the ten questipngposed by the OECD, reveal at least
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partial coherence with the previously discusseteiga. However, the first four questions
addressing the formulation of a regulatory goal, ()e justification of government
intervention (2), the use of regulation (3) andafiy the legal base of regulatory intervention
(4) do not represent criteria of good regulatioselit but preconditions of regulatory
intervention. Accordingly, they should be includeda discussion of regulatory quality, and
assessed upfroft. The fifth question addresses an issue of regylagystem design,
extremely important in the European regulatory erntlt touches upon the principle of
subsidiarity which will be discussed in further detail belolie sixth question addresses the
issue of regulatory costs, which is representedhiwithe principle ofproportionality. The
seventh question deals with the impact of regutatio the different stakeholders. While the
equal distribution of regulatory costs and benesitsot connected to regulatory effectiveness
itself, it represents a unique value of good retiutaand should therefore be included in the
assessment under the concepfaof distribution of regulatory burdenThe following two
questions represent aspects covered within theifigeicriteria. The last question addressing
the issue of compliance reflects the principal emicunderlying both the criterion of

proportionality andcoherence

Following from the review of regulatory principlesgven specific criteria of good regulation
can be deductedopenness, participation, accountability, cohemencproportionality,
targeting and fair distribution of regulatory burdenThese criteria serve as additional
benchmarks in assessing regulatory quality andbailintegrated into the still to be developed
assessment framework. Linked to the primary coteof effectiveness, the seven principles
can be understood as enforcing and supportingatsation. However, as the study focuses
on the regulatory quality in the European contexspecific criterion of regulatory quality,

subsidiarityneeds to be integratéd.

4.2.1.4The principle of subsidiarity and regulatory quality

As the focus of this study in on European reguigtibe analysis of regulatory quality has to
account for its specific characteristics. The Eespregulatory system is essentially a federal
one (Kelemen, 2004, 2005). Therefore, an additiongrion for the quality of regulation in

the European context has to be seen in the jidic to regulate on the European levdie

%3 The four questions complement the pre-assessmgahtiéhe criteria of justification introduced byaicis
(1993).

% The need to consider the principlesibsidiarityis highlighted in the white paper on European geaece
(CEC, 2001: 10).
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guality of regulation in the European context wilus depend on the satisfaction of the
subsidiarity principle. The principle is of high importance esafering the issuance of
European regulation as it represents the basish@rcoordination of European regulatory
activity. The principle was introduced in Article 8f the Maastricht treaty in the year 1982.
The article states:
“The Community shall act within the limits of thewers conferred upon it by this Treaty and of the
objectives assigned to it therein. In areas whichndt fall within its exclusive competence, the
Community shall take action, in accordance withghaciple of subsidiarity, only if and in so fas the
objectives of the proposed action cannot be sefiity achieved by the Member States and can thexefo
by reason of scale or effects of the proposed mckie better achieved by the Community. Any ackign
the Community shall not go beyond what is neceswaaghieve the objectives of this Treaty.”
European regulatory activity can be justified, lifetscope of the problem necessitates
supranational activity. The principle can be intetpd as twofold. First, it serves as
precondition broadening the principal requiremehtjustification for regulatory action.
Beyond justifying the respective regulatory intemtien, the necessity of European regulatory
intervention has to be established. Second, swdidirepresents a design principle for
regulatory systems. Action has to be taken on ggapriate level, which might lead to the
division of regulatory activity e.g. the setting sfandards and their implementation. In
addition, the said activity should be as limitedpassible in achieving the desired regulatory

outcome.

4.2.2Intermediate results: effectiveness and principlesf good regulation

Summing up the previous discussion, eight prinsipiegood regulation can be defined in the
European context:openness, participation, accountability, coherengeoportionality,
targeting fair distribution of regulatory burdeandsubsidiarity. These principles should be
traceable within the respective regulatory policaesd, depending on their applicability,
within governance structures addition to these principles, the discussioreeded several
preconditionsfor regulatory quality. Initially, a clear goal a@wing the public interest must
be defined. Subsequently, a public (and legal) rntb regulate on the European level has
to be established. If these preconditions are thetactual assessment of regulatory quality

based on the eight principles can be conductedlétte principles have their own normative

* Now article 5 (TEC).
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foundation and advance tlgood conductof regulation they first and foremost serve the

achievement of effectiveness.

4.3  Achieving effective regulation

Based on the underlying twofold definition of reghibn as a type of policy and form of
governance the implementation of the outlined pples and the realisation of regulatory
effectiveness is achieved on at least three leldd$ining regulation as policy, the outlined
principles can be applied both to the policy makpngcess (1) and to the resulting policy (2).
Yet, an analysis of the realisation of the ideatfiprinciples in the policy-making process
does not seem to be of key importance for the assas of regulatory quality. In fact,
analyzing the policy-making process would allow &r assessment of law-making quality
rather than the quality of the law. Following frotimis, such an assessment will not be
conducted in this study. If the policy-making pregés not considered, regulatory quality has
to be achieved via policies. Limiting the discussto regulatory policy however would be
too narrow: while the inclusion of principles withihe policies underlying regulation ensures
good regulation de jure, this does not ensureghksation of these principles de fact®nly

if the regulatory practice during the implementatigiage reflects the underlying principles,
real effectiveness can be achieved (Croley, 1908Tlis shifts the focus to the realisation of
regulatory principles through regulatory governa(®e

From the governance perspective, good regulatienttidbe achieved by institutional (and
process) design supporting the implementation efpblicy itself?” The outlined principles
can thus be understood as design principles, whiabuld be reflected in the resulting
institutional set up governing a specific regulgtéeld. However, not all of the principles
seem to be applicable to regulatory system dedigarefore, the discussion of principles in
the context of governance can be limited to opesnearticipation, accountability and
subsidiarity>® Beyond assessing the existence of principles witfstitutions, the analysis of
regulatory quality must focus on the analysis gutatory institutions and the performance of

these systems contributing to the effectivenes®giilatory institutions themselves. In fact,

% The issue of de jure and de facto realisation le@s Wliscussed extensively regarding the measuresfient

democracy (Lauth, 2004, 2000).

This conceptualization accounts for the signifi@wo€ institutional arrangements on regulatory onres,
presupposing that (conscious) institutional dessgpossible and that the design of institutiond thdve a
significant impact on the behaviour of actors anttomes.

The other principles have been excluded sincedbayot seem to be applicable to governance stiestur
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the implementation stage is viewed as more critisahchieving regulatory effectiveness,
highlighting the importance of effective institut®for regulatory effectiveness.

4.3.1Regulatory effectiveness and institutional effecteness

Adopting a functional perspective, the effectivenasf an institution depends on the
realisation of the underlying regulatory goal. hetdeveloped principles of good regulation
are perceived as important in achieving the regufagoal, they have to be traceable in the
resulting institution. While this provides a firgtea of an effective institution, there are
additional factors, which ought to be consideredthe design of effective regulatory
institutions. Institutions do not exist in a vaculut in a given political and social context
(Radaelli, 2004: 4). Only if regulatory institut®eonsider the requirements flowing from this
context, they will be able to deliver fitting regtbry answers. In contrast, the ignorance of

these requirements might lead to common and ofténised problems of regulation.

4.3.1.1Evaluating the common critique of regulation

Using a classification developed by John G. Fra(®93), four different strands of criticism
can be distinguished: ineffectively delivered cability of state regulation (1), the potential
of regulatory capture (2), the negative impactegfulation on economic performance (3) and
overregulation (45

The first strand of criticism addresses the stmattimability of (state) regulation to realize its
goals. Regulation is drafted as a response to@fperoblem at a specific point in time. As
time goes by, the regulatory response to a prolnegit simply go out of date with changes
in economic and social conditions. Obviously, tnsique is not confined to regulation but to
all legal-based forms of governance. What is d¢ziid is the heavy reliance on inflexible
regulatory tools. This perception is traceable initine European better regulation debate, as
it highlights the need for smart regulation anceralatives to legal regulation (Héritier &
Eckert, 2008; Radaelli, 2004).

The second strand addresses the much discussétemrofregulatory captureand has first
been described by George Stigler (1971) and RicharBosner (1974), even though Sam

9 While the categories introduced by Francis arel usestructure the next section, they are supplésaeby
addressing respective solutions for the criticism.
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Peltzman (1976) popularized the conc®ms stated previously the final goal of regulatisn
the protection of public interest. However, as I8tigoroposes such an altruistic view of
regulation is not capturing reality adequatelyfdat, the creation of regulation is theoduct

of private rather than public interests: “as a roégulation is acquired by the industry and is
designed and operated primarily for its benefitigler, 1971: 4). Such benefit could be seen
for example in the regulation of market entry, efifecly protecting those in the market from
those who want in. Capture becomes possible bectngseolitical mechanism enables
companies to exert pressure on officials by offgriotes and financial support. Politicians in
turn either exert influence on the respective raguy agency teroduceregulatee-friendly
regulation or do so themselves. Even though Stigkeveloped the concept of capture
focusing on economic regulation and more specifidhle regulation of monopolies, the idea
of capture is applicable to all forms of regulateomd often works in a more direct way than
Stigler proposes. It is the close relationship leetwregulatory bureaucracies and regulated
companies that breeds capture: as regulators hatkdwn basis of information for judgment
they gradually become the allies of the industrsafi€is, 1993: 27). This is even more the
case, where regulatory activity depends heavilyirmtustry support, for example on the
provision of certain information or industry fundifOwen & Braeutigam, 1978). Often,
regulators will face a situation of asymmetric mmhation, making them dependent on
information provided by regulatees (Baron & Besarik@84a). The idea of private interests
capturing the regulators’ behavior should not lwad as limited to companies. While it is
true that businesses have a competitive advantagénfiuencing regulators through
information dependencies, other interest groups engironmental or health activists can
capture them as well (Banks & Weingast, 1992; Galeteal., 1989; Greer, 2008; Sabatier,
1975). It will depend on the general political cdite, towards which private interest a
regulator is more opetl. From a theoretical point of view, one could arghat public
regulatory capture can be perceived as less preaiiensince regulators are captured by the
constituency (Sabatier, 1975: 325-326). While ragoh in such a situation could be labeled
as highly responsive, it should not be confuseth witective regulation. Using the example
of risk regulation, citizens might prefer excessigeels of protection from a certain threat

inevitably leading to overregulation. Public captwshould thus be viewed with the same

% Bernstein (1961, 1972) and Sabatier (1975) botfirituted to the political science perspective aptare

theory. For a more detailed economic discussigh@tapture argument see Ernesto Dal Bo (2006).

At the same time, the research on the impact siless interest on regulation seems to justifypreeption
of a stronger position of businesses in the regojadrena as advanced by Stigler especially irEilm®pean
case (Braithwaite & Drahos, 2000; Broscheid & Ca&fQ3; Coen, 1998, 2002; Eising, 2007).
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skepticism as industrial capture. Furthermore, iputdpture might take an indirect route as
politicians try to influence the work of regulatoiGiven the fact, that in most European
member states (risk) regulatory tasks are pre-damtiyy carried out by special regulatory
agencies (Elgie, 2006; Thatcher, 2002a), govermnentconcerned ministries will try to
influence these agencies in ways conducive to the&rests and priorities, for example the
maximization of vote shares (Calvert et al., 19889)° Finally, regulation can be distorted
by capture fromwithin. It is unrealistic to assume that regulators do heve interests. As
companies try to preserve their competitive advgmtand citizens publicly demand stricter
regulation, bureaucracies seek to keep and expa@id tegulatory mandate. As Gordon
Tullock (1976) stressed, regulators arglity maximizers Regulation therefore will be
influenced by bureaucratic preferences as well €3a2000; McKenzie & Macaulay, 1980).

A third strand of critique addresses the connecti@tween (extensive) regulation and
economic decline. In comparison to the issue otilegry capture this critique stems from
empirical observation rather than theoretical ctairAgain, this critique is not directed at
regulation in general but addresses the possietifigiency that certain forms of regulation
promote. While such critique has led to the emergsrof massive deregulation programs in
most OECD and European countries (Blanchard & Giaya2003; Crafts, 2006), Dieter
Helm, suggests that “the link between regulatiod anonomic performance is tenuous and
complex and there is repriori reason to expect a tight negative causal reldtiprizetween
them” (Helm, 2006: 177). A second problem not adsee by Francis could be seen in the
negative effect on innovation (Bassanini & Ern§t02; Fai & Morgan, 2007). As in the case
of economic performance, a general negative caioeldetween regulation and innovation is
hard to prove. Nevertheless, possible negativecisffef regulation have to be considered in

respective regulatory decisions in order to avaichseffects.

The fourth strand of critique can be characterag@ combination of the capture critique and
those commentators questioning the general efigief government or public regulation in
contrast to private self-regulation. First, regotat might be simply overburdened with
regulatory tasks, therefore lacking the ability regulate in an efficient way. A second
problem could be seen over-regulation Either regulatory objectives are expanded beyond
the initial goal of public interest and the regalgt mandate (Wiener, 2006), or the level of

regulation is raised based on the perceptions aefknences of the regulator, beyond the

2" On the other hand, the delegation argument degdlapthe previous chapter suggests, that in ggklation
this influence will only be traceable in the pokyaking process, while regulatory governance uridedsas
the daily regulatory operations will be left to ttegjulators.
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social optimum(G. Banks, 2006; Littlechild, 2008). One centrablgem in claiming over-
regulation and the gathering of supportive evideiscthe fact that it is extremely hard to
trace®® While a low level of regulation might result insirfficient problem solving,
overregulation can be expected to ensure thatrtitdgim is solved, however at costs exciding
the benefit of regulation. While the reason for taach regulation can mainly be seen in
regulator’'s interests and the public demand, it hhigesult as well from the over- or
underestimation of a specific thread to the puiblierest. The wrong valuation of a regulatory
problem undermines reliable cost-benefit analysizabling the right level of regulatory

intervention (Francis, 1993: 31).

4.3.1.2Ensuring effectiveness by addressing common problesrof regulation

As the synopsis of regulatory critique illustratestveral problems can affect regulation.
Consecutively, the effectiveness of regulatoryitagbns will be negatively influenced if the
identified challenges occur. Reassessing the idehtistrands of criticism, two more
fundamental underlying issues can be identifiede Tikst issue underlying the regulatory
critiqgue is a misfit of regulatory problems and ukgory answers. While this problem is not
connected to the capture argument, the three rémgastrands of regulatory critique are
based on the perception that regulation fails tresbk the respective problem in an adequate
way. This might either be the result of wrong pesbl perception or the wrong choice of
regulatory answers. Accordingly, avoiding such peois depends on adequate analysis and
even more important the choice of adequaigulatory strategiesThe second underlying
iIssue can be seen in the conflict between regylagmals and affected preferences of
stakeholders. As stakeholders try to alter theleggry structures to maximize their utilities,
regulatory effectiveness will be influenced. WhHhihés issue is clearly traceable in the case of
regulatory capture, preferences play a (subordinate regarding the other issues as well.
Rather than solving the issue by choosing apprtgregulatory strategies, the solution has to
be based omstitutional designAccordingly, the next two sections will addressvithe two
identified sets of problems can be solved focusorg the contribution of regulatory

institutions.

% The risk of over-regulation will increase over tiared in case of public regulatory crisis (Aizema20)9).
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4.3.1.3Regulatory needs and regulatory strategies

With regulation criticized as an inflexible and fieetive form of intervention, the deliberate
choice of regulatory strategies and mechanismsesepts the appropriate lever to ensure
institutional and therefore regulatory effectivemeBhis can imply the shift from the state as
the main conductor of regulation or a change otilegQry mechanisms. These two options
are not isolated from one another. In most caseschiange of mechanisms will have an
impact on the role of the state as well: legallgdzh regulation, for example, was used to
replace state ownership as the most drastic (dtekiinle) form of state regulation (Baldwin
& Cave, 1999; Egan, 1998). Opposed to this modelegtilation, one could think of self-
regulation organized by the regulatees: regulasideft to the market, while the state retains a
very limited role (Gunningham & Rees, 1997; Haufl2b01). Between these two poles,
several arrangements based on a varying mixtupeiate and state influence over regulation
are possible (Sinclair, 1997). The second leveingfrovement is closely connected to the
right choice of actors within a regulatory reginie.achieving regulatory goals regulatory
regimes might resort to different regulatory stgéds. Based on the typology introduced by
Baldwin and Cave (1999), two sets of strategies lardistinguished. The first and more
intrusive set of strategies can be clustered urtder heading of command and control
regulation®® This strategy is essentially based on legal reigmiand is characterized by “the
exercise of influence by imposing standards badkedriminal sanctions” (Baldwin & Cave,
1999: 35). The state retains a strong positiomis iegulatory set up by granting rulemaking
power to a specialized agency and delegating emfieeat to the judicial branch. Due to the
heavy reliance on law, this approach is charaadriby less flexibility and might take
different forms. For example regulation might balimed through market-harnessing controls:
competitive law, the use of franchising (grantingehses and product approval), specific
contract agreements with companies instead of ptatgsion of services and the issuance of
tradable permits (1999: 44-47). A less intrusivii@pcan be seen in the usage of incentives
instead of punishment. Furthermore, the disclosdirmformation — naming and shaming —
can be used as a regulatory strategy to influerexd&eh participant’s actions. The second set
of strategies is the employment of rights and litées. Rather than being involved directly,
the state resorts to a basic market mechanismaltbeation of rights. The enforcement of

specific market rules is effectively delegatedhe tourts: In addition, public compensation

® For a detailed discussion obmmand and contralegulation, see Braithwaite (2002) and Braithwaite
Drahos (2000).
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and social insurance schemes can be used to déaumwanted externalities (1999: 51-54).
In contrast to the conceptualization of Cave anddBm (1999), the outlined strategies
should be thought of as sub strategies of commawdcantrol regulation, rather than an
alternative regulatory approach since law remdirsbasis of the different strategies. While it
is theoretically possible that these strategiesdcbe set up and run by private actors, the state
will remain involved (Jordana & Levi-Faur, 2004 )vdn if it is not directly involved as in the
case of the allocation of rights, the court wilinan the enforcer of last resort. Opposed to
command and control strategies, self-regulation banidentified as a distinct second
regulatory strategy. The respective regulatorymegis either operated and enforced by the
regulatees, or the state decides to retain a stingtand supervisory role (Baldwin & Cave,
1999: 39). Instead of being based on law, regulategimes will be built upon soft law and
voluntary commitment. From a theoretical perspestigelf-regulation can represent an
optimal regulatory strategy, resulting in a higflexibility of the regulatory regime able to
adapt quickly to new requirements (Black, 2002a).tke other hand, self-regulation depends
largely on the trust that the public and the pwditiactors have in its abilities (Gunningham &
Rees, 1997; Ogus, 1995). Regulators will have twosh based on the underlying issue for
regulation, which role the state should resumeha resulting regulatory regime. Effective
regulatory institutions depend on the appropridieiae of strategies and the appropriate
distribution of tasks between private and publioesin order to realize regulatory goals.

Given that regulation in any event will be basedsome sort of rules, another important
decision is the selection of an appropriate le¥gdrecision(Diver, 1983). Regulators might
decide to create highly precise rules to reducereli®n and uncertainty in rule application
but at the same time this implies decreased flktxibin contrast, they could decide to issue a
very general rule granting some leeway but at #maestime leaving regulatees with little
guidance how to comply with regulation (Ogus, 20820)%° A second issue is the right
method to assess the regulatory problem. Onlygtiledors are able to assess the regulatory
problem appropriately, they will be able to chodke fitting regulatory tools and take
(informed) regulatory decisions. This is especiaifyportant in the area of risk regulation as
the (right) assessment of the risk representsatiedation for effective risk regulation (Noll,
1996: 167; Renn, 2008). Before this issue is dsedign further detail, the next section
discusses the conflict between regulatory effeot#s and private interests.

5 Furthermoregeneral regulatory rules run the risk of being too generiw not targeting the regulatory
problem effectively.
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4.3.2Conflict of interests: regulatory goals and stakehloler preferences

After highlighting the connection between regulgtostrategies and (institutional)
effectiveness, the discussion now turns to therstaource of institutional ineffectiveness:
conflicts of interests. As regulatory effectivenésdased on the achievement of regulatory
goals, conflicting interests can affect its redima Internal and external stakeholders will try
to alter regulation (or the respective agency) aysvconducive to their own preferences. In
order to protect regulation and regulatory insiitog from capture, political, institutional self
and private interests have to be controlled. A &egycept for safeguarding institutions from
political interests and self-capture can be foundPtA theory (Kassim & Menon, 2003;
Pollack, 2002; Ross, 1973). After delegation, agiemiay fall prey to certain forms of
unintended behavior. Martin Lodge identifies thfeens of drift, which can affect the agent
and the regulatory regime as a whole:
“These involveagency driftby the regulated actor(s) through the evasioroafrol in the pursuit of self-
interested action [...pureaucratic driftby regulatory and bureaucratic authorities enfgraiegulation
through selective or biased attention, budget- mmimaximization strategies, and finalgoalitional
drift where the governing coalition seeks to move beythed policy preferences established by the
enacting coalition.[original emphasis]” (2004: 126)
Regulatory effectiveness can be negatively affebtedelegation in several ways. First, the
regulated industry might refuse to comply with region. A second possibility beyond the
problem Lodge identifies can be seen in the attetapalter regulation and regulators’
behavior in ways more conducive to a private ageBéaond, the regulator might pursue his
(own) agenda. Third, the (political) principal migivant to relinquish long-term goals of
regulation in order to pursue short-term intergst€laim credit (e.g. react to a regulatory
scandal by enacting stricter regulation). To prévitiese problems, the agent has to be
subjected to certain measurescohtrol. The principal can clearly define the agent’s s;op
task and procedures to adhere to (ex ante) andvessight mechanisms (ex post) monitoring
the behavior of the agent (Geradin & Petit, 2008-55). Besides including control
mechanisms within the rules establishing the agemternal review will ensure his
compliance, for example by employing judicial revi€Ogus, 2002: 644). While principal-
agent theory stresses the importance of avoidiligndkécted capture — describing a regulator
pursuing his (own) agenda — the presented measarede thought of as limiting undue
influence of the principal and private interesteothe regulator. If the agent’'s scope is

clearly defined, it will be harder for the princiga push for regulation more conducive to
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short-term political interest. Accordingly, deleigat can serve as a form of credible
commitment. Furthermore, the risk of subjectiveeasment of regulatory problems e.g. based
on political considerations is reduced. As cledeslguide the assessment of regulation, the
risk of a subjective bias in regulators’ assessrgentinimized (Gehring et al., 2005). While
the creation of an independent and controlled etgulwill help to remedy the negative
influence of political and self-inflicted capturde risk of private capture is reduced as well.
If regulators are subjected to clear rules and guores governing regulatory decision-
making, their remains little leeway to rule in fawaf certain private interests (Elgie, 2006).
Without undue simplification, the safeguarding efjulatory effectiveness necessitates the
creation of a regulator, respecting the princigléransparency and accountability. Anthony
Ogus (2002: 643-644) provides a detailed concepaamiountability in regulation. First,
regulators (or agents) should respect their resmecegulatory budgets. Using budgetary
constraints could thus serve as an incentive tarrenfinancial accountability. Second,
regulators have to ensure procedural accountabyitycluding principles of due process and
publicly justifying regulatory decisions. In othevords, the requirement of procedural
accountability calls for the realization of pantiation and transparency within the regulatory
process. Finally, substantive accountability fortles regulator to justify their regulatory
interventions based on its costs and benefitsowatly from this, the transparency of the
regulatory system serves as a precondition foradedle regulation. It is tempting to believe
that by maximizing accountability and transparemegulatory effectiveness is maximized as
well. However, the relationship between regulat@ffectiveness, accountability and
transparency should not be perceived as linearMAgin Lodge notes, a more reflected
understanding is necessary accounting for thetfett “accountability and transparency are
not ‘good things’ in their own right of which we @hild simply have ‘more’, but that
particular choices [...] invite particular tradeoftsriginal emphasis]” (2004: 128). While a
high level of accountability and transparency areiausly necessary to safeguard the loyalty
of an independent regulator to regulatory goalsteghs a downside to it. With greater spans
of control, the agent's effectiveness might deaeadile costs on the principal’s side
increase (Huber & Shipan, 2000; Pollack, 1998)tititsonal design of a regulatory system
has to strike a balance between the need for doentidb avoidance of drift and the need for
flexibility in order to regulate effectively. Whileaccountability and transparency are
detrimental to ensure such control they might rieght impact on the latter. First, a (too)
high level of transparency might lead to regulatoehavior overemphasizing compliance and

regulation by the book. If regulators are subjedtedigorous control and transparency, this
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might lead to a heightened awareness of publicgpgian on the regulators’ side. Rather than
focusing on his regulatory task, the regulator miglus become preoccupied with the
external perceptioff. This will prevent the regulatory system from deypghg more fitting

regulatory strategies and can cause institutiondlagk, leading to rigid and thus suboptimal

regulatory outcomes (Lodge, 2004: 140).

Second, opening up the regulatory black box canltrés the publicization of regulatory
decision-making (M. Flinders & Buller, 2006). Regtibn in most cases will involve the
assessment of experts (Brint, 1990; Pollak, 19%8)e to the complex nature of most
regulatory problems and the resulting uncertaieperts will have to engage in scientific
reasoning about the best advice to inform reguatdecision-making. Making these
discussions transparent can have some unintendegqoences. The unfiltered presentation
of arguments and different view points might beimerpreted by the lay public, leading to
further erosion of trust in scientific assessmentrease public uncertainty, and the re-
politicization of a regulatory field. Again, thi®ald lead to regulatory answers influenced by
public perception rather than effective problemysw as well as a prolonged decision-
making process (Lodge, 2004). While the issue dilipunfluence is even more pressing
regarding the participation of lay people in re¢ig decision-making in order to advance its
accountability (Joss, 1999), it has to be discugsélde case of transparency as well. Beyond
these rather theoretically founded reasons, theghtnbe a third legitimate reason to limit
transparency to a certain level: to protect legitien private interests of citizens and
companies. A recent report by theernational Risk Governance Coun@iRGC) reviewing
common failures of risk regulatory regimes argues:

“Likewise, the protection of business secrets in petitive markets, where innovations can be theembj

of piracy, is also seen as necessary for a welttfoning, innovative economy. [...] a desire to avoid

public panic may justify a prioritisation of condidtiality over transparency”(2009: 48).
Referring to the discussion on the critique of tagon, the limitation of transparency can be
viewed as necessary in order to reduce the distpriffects of regulation on economic
growth. However, while a certain level of confidality is necessary to safeguard regulatory

effectiveness, it calls for deliberate consideratio

®  This would factually undermine the intent of delégrmand the intent to depoliticize certain regotgtfields
(Buller & Flinders, 2005; Burnham, 2006).
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As in the case of too much transparency a secretode of regulation:

“may reduce trust in risk management and in degisiakers by raising suspicion that the shield of
confidentiality is being used as a power lever.(byggovernment and/or industry) to advance orqatot
particular interests without adequate justificatiiRGC, 2009: 48).
Companies and regulators might overemphasize tleel fer confidentiality in order to
protect their position rather than enabling effeztiegulatiorf’ Summing up the previous
discussion, the design of regulatory institutiobsiously faces a crucial trade-off. To ensure
effectiveness an institution (agent) shielded fexternal influence and kept from pursuance
of his own goals while at the same time grantirg dgent enough discretion and leeway to

pursue the regulatory goals must be created.

4.3.2.1Regulatory institutions and equilibrium theory

While the avoidance of drift and capture by a aahgfdesigned zone of discretion and the
safeguarding of accountability and transparencynfonajor building blocks of effective
regulatory activity, the need to keep regulateed ather affected stakeholders out of
regulation seems to be overemphasized and impaac8cach conceptualization ignores the
broader meaning of a regulatory institution in adiional sense: social coordination (Knight,
1992). Institutions have a structuring function,they can be “thought of as part of what
embeds people in social situations” (Shepsle, 1989). This assumption is valid in the case
of regulation as well. A regulatory institution hgs together stakeholders affected by
regulation. Since these groups have their own gaadspreferences, they can be expected to
have altering views about the institution itselhig will affect their perspective on the
respective institution and the respective instiodii outcomes. In some (rare and ideal)
instances, preferences and goals of affected partight eventually coincide, rendering the
emergence of conflict as improbable. However, starfstellation seems to be detached from
reality. What will emerge most likely is a confliot interest regarding the institution and its
workings. Given the fact that institutions can Iterad, actors will try to do so in order to
create an institution meeting individual preferenc€his clash of interests will obviously
impact on effectiveness since regulatory instingioeed credibility and mutual trust to carry
out their task effectively (Nielsen & Parker, 200Shimshack & Ward, 2005). While

regulatees often depend on the regulator, as fample in obtaining market approval, a

7 This has been a well-researched and discussed itopite field of pharmaceutical regulation. See for
example (Abraham & Sheppard, 1997; Kesselheim &d1&007; Lexchin, 1999).
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higher level of trust in the abilities of the regtdr will lead to increased performance of the
regulatory systerf What has to be achieved in order to reach a celgsil of effectiveness
is a state of balance, between the regulator aiaisblders. Put differently an (institutional)
equilibrium has to be created. The concept of equilibriumbees initially developed within
economics based on the workings of Léon Walras4)188d developed further by Kenneth
Arrow and Gerard Debreu (1954) focusing on theitinion of market$? In context of
regulatory governance the idea of an equilibrium ba understood as institutional stability.
Without undue simplification, stability primarilyelies on the rules that enable change of
institutions (Shepsle, 1989). Even if competingetiasts exist regarding the individually
preferred regulatory outcome, institutions will deag on its acceptance by affected
stakeholders and how easy the institution can kengdd. The higher the barriers and
transaction costs for change, the higher the rolesstof an institution will be. In line with P-

A theory, regulatory capture is minimized by shegldnstitutions.

While this ensures that affected stakeholders moll be able to alter the regulator in the
future, it does not tackle the root cause of captdn institution needs to be robust vis-a-vis
the goals and regulatory interests of the conceaasats in order to fulfil the regulatory goal,
but at the same time able to change if such chamgedd be necessary to realize the
regulatory goal more effectively. Accordingly, a (limited) congruence between retpria
goals and private interests has to be achievedinehpg the initial meaning of equilibrium.
Regulatees need to perceive the regulatory situaoan equilibrium of interests, fulfilling
their preferences at least partially. First, minincansensus regarding what should be
achieved by regulation must be achieved (Gillil&anning, 2002). If the parties involved
share a common understanding of the regulatoryl@mollespite their respective preferences,
an institution can be effective. Second, the insth itself has to have some degree of
acceptance, depending mainly on its performancéhdfregulatory institution manages to
analyze the regulatory problem appropriately antl develop fitting regulatory answers,
regulatees can be expected to accept the instituUgiorthermore, the acceptance will depend

on the building of mutual trust in regulatory redat.

% While the argument focuses on the relationshipvben regulator and regulatee, the reputation efjalator

in the public perception impacts on his effectivenas well (Guehlstorf & Hallstrom, 2005). In arase it
will have an impact on its perceivedcial legitimacy(see chapter 3).

The underlying idea of an equilibrium representirgpecific and stable set of the preferences cht¢has
involved, can be transferred to political scienad mstitutions in general (Pierson, 2000; Shed989).

0 For a critical account on the possibility to desigstitutions and structure outcomes see Pier2060).
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4.3.2.2The building of institutional trust versus regulatory capture

While (institutional) governance structures plagracial part in achieving regulatory goals,
this perspective neglects the importance of relatigps and interaction in achieving
regulatory effectiveness. As research on regulatorgpliance has shown, formsiaformal
control like sharing of information and interacti@nhance compliance of regulatees
supporting the conceptualization of trust as ciluta regulatory effectiveness (Axelrod,
1984; Gilliland & Manning, 2002). Unsurprisinglyust is of vital importance regarding the
(lay) public acceptance of regulators as well (Boga & Pidgeon, 2003). Before the
discussion turns to the implications of trust fbe trelationship between regulators and the
public, the relation between regulators and regekahas to be explored further. While there
are some regulatory areas, where diect regulatees exist, industry or businesses will
constitute the target audience of regulation in thuases. As previously discussed simple
control and commandtrategies and an adversarial regulatory stylpursuing regulatory
goals might be ineffective. Most regulatory relaships are characterized by some sort of
asymmetric distribution of information in favour tbfe regulated industry (Baron & Besanko,
1984b) and a more cooperative approach towardssindunight ensure the disclosure of
information necessary to enable effective regujatbecision-making. While this does not
imply that regulators should resign from controlagital component in achieving regulatory
compliance, it highlights the importance oéputation and goodwill in the relationship
between business and regulators (Black, 2002b; C2@05a). While regulators should be
expected to be primarily interested in complianttes regulated industry will be mainly
interested in clear communication of expectatiogsidance regarding compliance and
predictability of regulatory decision-making. Thestablishment of resilientregulatory
relations will be based on long-term experience and repetiiteraction between the firm
and the regulator (Willman et al.,, 2003). Good tiefes between the regulator and the
regulated will be necessary to ensure effectivelsgipn, but there is an obvious downside to
it. As indicated in the life-cycle model of regutat developed by Marver Bernstein (1955),
regulators will progressively subordinate the puldtiterest to the interests of the regulated
interest and fall pray to industry capture. Theetégwe interaction between regulators and
regulatees does not only breed trust but mightltrésutoo close relations: While a
distinction between legitimate ties and undue c¢less has to be drawn, even the former

™ This development is amplified by the phenomenorewblving door(Quirk, 1981) describing the transition
of former regulators to the regulated industry. ldwer, research indicates that the phenomenon ofviag
doors does not lead to more industry friendly raggah (Makkai & Braithwaite, 1992).
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could be seen as a problem as the growing litexainrregulatory relations specifically in the
pharmaceutical sector indicates (Abraham et aD228braham & Lewis, 2000). Beyond the
scientific discussion, the (necessarily) closeatiehship between regulators and regulated
industry, could lead to a decline in public trusthe regulator’s integrity. In a broader sense,
the acceptance of the regulatory institution widpdnd, on how opposing interests are
absorbed and incorporated in institutional chafdeere might not only be a conflict between
personal interests and the regulatory goal, bwdxen competing private interests as well. If
the regulatory institution will establish a too s#olink to one of the stakeholders, this will
lead to the demise of acceptance of other stakehmldf regulators would favour public
perceptions over industry interests, this can teddwer levels of compliance and imperfect
disclosure of information on behalf of the reguthfEm.’® If regulators constantly favoured
the industry, this could lead to severe politiegbercussions and the decrease of public trust
in regulatory competencies. Unfortunately, thisbbean can never be fully excluded as
regulation can never be made fully egalitarian @®d2004). Regulation as a distinct type of
policy necessitates a close(r) relationship betwbeenmegulator and the regulated. At the same
time this necessity should not be misunderstood psstification for the exclusion of other
stakeholders. Drawing the line between legitim#&teecties and favouritism of stakeholders is
contingent upon the situation and must be assasdeddually. However, such analysis can
be based on the assessment of regulatory prindipldge regulatory work: the inclusion of
the different groups as well as the general levkltransparency and accountability
characterizing the regulatory regime. The closerabnduct of regulation resemble®lack
box the higher the chances that regulation favoudsistrial interests (Abraham & Davis,
2007).

4.3.3Intermediate result: regulatory institutions and effectiveness

Summing up the discussion to this point, the eiffecess of an regulatory institution will not
only depend on its ability to realize the regulgtgoal and incorporate principles of good
regulation, but its ability to adequately definegukatory problems, the right level of
cooperation between private and public actors,ridpet regulatory strategy and finally the
implementation of fitting regulatory answers. Irddibn, regulatory institutions will have to
avoid any form of capture by retaining a certaigrée of independence. By establishing clear

2 This conceptualizes the regulatory arena as a dggpeesituation, with different private interestsaosed
to each other competing for regulatory relation&/é® & Braeutigam, 1978).
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rules for the regulatory decision-making process pinoblem of self-inflicted and private
capture is reduced, as the discretion of reguldtopirsue other instead of the public interest
is limited (Lodge, 2004). The effectiveness of dajan will mainly depend on the pursuance
of the public interest, but total isolation of thegulator from external influence has to be
avoided. In order to realize regulatory goals, ptarece of the regulator and mutual trust
between the regulator and the regulatees is \stavell. While a certain level of congruence
between regulatory goals and private interestseseas a precondition for such relations,
experience and repetitive interaction between thigs serves as a key lever to establish
trust. Good relations between regulators and stdélers will support the realization of
effective regulation, but they have to stay withire limits of cooperation, Furthermore,
regulatory systems need to engage in balanced hatlale® management, minimizing the
negative effects that the focus on singular intsrés regulation might have. While the
developed requirements represent generally appdicalieria to assess regulatory quality, the
chapter now turns to the specification of the freuowk, accounting for the specific

challenges connected to risk regulation and thef@aan context.

4.3.4Risk regulation and regulatory effectiveness

The previously developed criteria for the assessneérregulatory effectiveness can be
applied to risk regulation as well, but the distirfieatures of risk regulation have to be
accounted for in regulatory analysis. A specifiatige of risk regulation is the complex
process of defining the underlying regulatory peohl Compared to other forms of
regulation, the regulation of risk is fundamentatliyaracterized by uncertainty about the
form, nature and severity of risks (Renn, 2008)e Tégulation of monopolies, for example,
could be understood as minimizing the emergencenafopolies and this regulatory task
rests upon (relatively) sound evidence and knovdeggarding monopolies and their market-
distorting effects (Sherman, 1989). In contrastk megulation in most cases lacks a sound
basis and therefore qualifies as regulation undeeudainty. While the degree of uncertainty
might differ between types of risk, uncertainty caaver be fully excluded. This has
implications for the choice of regulatory strategend institutions and the concept of risk
regulation has therefore been increasingly substitiby the concept of risk governance
(Hutter, 2006; Renn, 2008) and (risk) regulatoryimees (Eberlein & Grande, 2005; Hood et
al., 2001; Vogel, 2001). The concept of risk goasce accounts for the general tendency of

de-centred regulation and a “move to state reliarc@ew forms of fragmented regulation”
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(Hutter, 2006: 215). Instead of focusing exclusiven the regulatory aim, the state
increasingly engages in regulation of the stakedrslénd in meta-regulation by monitoring
performance and increasingly shifting implementatio regulatees (Jordana & Levi-Faur,
2004: 6-7; Morgan, 2003: 490). The tendency towaislsgovernance should not be viewed
as a simple account of the erosion of state cemtrgdlation. It also stresses the increased
importance of regulatory structures in deliverintjrfg regulatory policies. This perspective
is closely connected to the notion of regulatiomdsrm of governance. Since risk regulation
represents regulation under uncertainty, a heiglitemeaning has to be attributed to the
institutional setting in which regulation takes qgda(Renn, 2008: 9)As valid information
forms a precondition of effective regulation, ttesessment of risk becomes a focal point of
risk regulation and its effectiveness. While greductionof information on which regulation

is based is relatively uncontested in many reguyafields, the situation in risk regulation is
different. First, certain risks can never be pimped, since they can only be estimated but
never measured exactly (Gould, 1988). Second, thesessments will be subjective to some
degree as they have to be made by experts. Ditfezgperts might come to different
conclusions as humans in general might err in degidn the severity of risks (Kletz, 2001).
While therisk to err affects all forms of delegated decision-makings fotential negative
implications connected to risk regulatory failuaasplify these concerns leading to distinct
models of risk regulation.

4.3.4.1Models of (risk) regulatory decision-making

Even though the options for the design of regulateystems are numerous, consensus
regarding a basic process of risk regulation seéeregist. The process akk analysisshould
include risk assessmentisk managemenand risk communication(CEC, 2000; Fischer,
2009; Renn, 2006} Linking the discussion of these process stepshéormore general
discussion of regulatory effectiveness, severaliireqents regarding the evaluation of risk

regulation can be derived.

Risk assessment: the role of expertise in regulatpidecision-making

Risk regulation necessitates decisions about th&aaseverity and impact of a certain risk.

The model ofscience-basedsk assessment can be thought of as the gengedach in the

3 It should be noted, that there has been a detaiteshted debate on the right risk regulatory mdetel an
overview see for example Robert Fischer (2009)@ridiin Renn (2006).
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European context: scientific experts assess risksrder to subsequently inform political
decision makers, who take appropriate politicalomcto manage the risk (Gehring et al.,
2005; Lofstedt & Fairman, 2006). The reason foredation to experts is comprehensible as
“elected political officials,[...] face the same infeation imperfections as do the citizens
exposed to the risk” (Noll, 1996: 168), reflectithge argument of uncertainty avoidance. The
science-basedpproach has been exposed to heavy criticism §AIZ€I02; Boswell, 2008;
Liberatore & Funtowicz, 2003; Shrader-Frechette95)9 What has been criticized is the
heavy reliance on experts in the process: scientifinsiderations potentially dominate
resulting political decisions, as decision makeasehto rely on the evidence that science
produced. This would constitute a minor problenth# scientists providing scientific input
could be expected to do so in an objective andasali way. The objectivity of science and
the need for independence of experts from politiaatd private influence, has been
highlighted and used as a legitimization of sciehased regulation (Majone, 2000). While
the isolation of experts reduces the potential xdémmal influence it does not address the
inherent problem of subjectivity in regulatory swe. Experts are humans and therefore their
decisions will always be influenced by subjectissessment to a certain degree. A more
decisive problem regarding the science based mstdehs from the underlying uncertainty of
risk regulation. Considering that some risks ar@rthffects are more uncertain than others
(Fischer, 2009), the superiority of experts isehiinto question in the latter ca8df experts
are not sure how to assess a complex risk, thdgnger could claim a more important role
than anyone else. More specifically, science-bassd regulation is challenged on four
grounds (Shrader-Frechette, 1995: 117). First,sthentific character of risk assessment is
challenged. As in risk management, value judgemargsinfluencing the risk assessment
process. If there is no certainty about how to ssslee risk, science can no longer claim an
exclusive position in decision-making, as authodvoaating the “social robustness”
(Nowotny, 2003) of science stress. Instead of Ingitassessment to scientific facts, it is
proposed that some claims about the nature oftoskd be made on democratic grounds. No
longer does the meeting of scientific standardéicgyfbut assessment has to meet social (or
better yet societal) criteria as well to be peredivas legitimate (Nowotny, 2003: 155).
Second, the model is challenged on ethical grouBinge risk regulatory decisions have an
impact on individual welfare and in some casesitiggvidual property, there is a need to

involve the affected parties in risk assessmene fhird objection is of ontological nature.

™ For a classification of different risk types ar trespective level of uncertainty see, for exampienn
(2006).
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Since risk regulation has an impact on many aré&siman live and in some cases even an
impact on future generations, the involvement @f plublic (interest) is advocated. Finally,
the fourth reason challenges the role of expertsdemocratic grounds. As it has been
discussed in a previous chapter regulation wilbased on certain goals. These goals ought to
be based on democratic consent: if regulation hasngact on the constituency, the
constituency should be allowed to have a say Whiile the reasons forwarded by Kristin S.
Shrader-Frechette might have high face validitygnethough not entirely distinguishable
from one another, the need of public participatiorrisk assessment does not seem to be
mandatory in all cases. Going back to the initikda of separating risk assessment and risk
management, a concept that Shrader-Frechette whaieas well, risk assessment ought to
provide a mere assessment of a risk. Includingpé&ageption would be reasonable in case of a
respective risk characterized by a high level ofantainty. In this case, the superiority of
expert knowledge as well as the superiority of r#tie assessment and scientific methods
can be challenged to a certain degree. The assefspimase of risk regulation is resolved. It
would be justifiable to open up the assessmentiséf to all participants affected by the
regulation. However, if the risk under scrutinyai&known risk, the benefit of opening up the
assessment process is questionable. In fact, tedrariticism misinterprets risk assessment
as a sub-phase of risk management. Risk assessaddut the assessment of a risk in order
to inform political decision-making through evalhast of scientific facts. Often, the
information that will result from the assessmerit ehart the path of political decision and in
some cases will take the form of a policy propositiHowever, the actual regulatory decision
remains a political (and value based) one, possthbgenting from the results of risk
assessment. If the objectivity and superiority xgezts is challenged, solving the problem by
opening up the risk assessment and the inclusioalaé judgements, will hardly improve the
overall objectivity of the assessment. Insteackrddic reasoning is replaced by value-laden
discussions, slowing down the process reducingreelatory effectiveness and efficiency
alike (Lodge, 2004). The critique raised by Kirsn Shrader-Frechette (1995) has to be
accounted for in the risk management phase: Sutledye is a need for the inclusion of
peoples’ perceptions in the management of risk,thistis not challenged by science-based
models of regulation. If the underlying risk canflemed as a known risk, the science-based
model can be seen as a practicable solution andolkeof experts seems to be at least
tolerable. Nevertheless, the problem of objectigityl the need for accountable experts in risk
assessment remains. Objectivity has to be shiedaihst undue external influence and the

scientific experts have to be controlled in ordentinimize subjectivity. The solution to this
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problem must be seen in institutional design: stthje or privately biased assessment can be
reduced by introducing clear criteria for assesgmeshile external influence has to be
minimized further by isolating those conducting #esessment. While this argumentation
supports the claim that risk assessment of knowksrishould be delegated to experts,
additional qualifications have to be introducedexperts conduct risk assessments, there is a
heightened need for transparency, accountabilityc@ar rules guiding the decision-making
process. This is necessary in order to avoid stibgescientific assessment. In addition, the
provision of information on how a decision was ded supports the “informedness of
citizenry” (Noll, 1996: 174), educating the pubte understand and evaluate risk in a more

rational way.

Risk management: weighing the costs and benefits tggulatory intervention

The second step in risk analysisisk management focuses on the “design and
implementation of actions and remedies necessamgop® with the specific risk” (Renn,
2006: 16). It focuses on the political managemémis&s by developing a regulatory answer,
considering the broader societal implications adl vas its costs and benefits. Risk
management should not be understood as simplyforamsg the scientific assessment into a
political decision within a given bureaucratic sture, resulting in a regulatotylack box
While such an approach to risk management canuiefon many risk regulatory regimes, it
represents a suboptimal risk management strategpt, F ignores the fact that “science can
provide crucial information, but cannot determir@rect policies”(De Marchi & Ravetz,
1999: 755). Second, taking political decisions @trecy runs the risk of ignoring public
perceptions on risk and how to react to it. It casult in insufficient cost benefit analysis,
inadequate consideration of different options ardc& of anticipation of regulatory effects
and impacts (IRGC, 2009). While risk assessmentttdm isolated from public reasoning,
the opposite seems to be true for the second ask analysis. Affected stakeholders must
have the possibility to state their case and pewidormation to enable better regulatory
answers (Renn, 2006). Despite creating the oppoyttm involve stakeholders in (political)
decision-making, the principle of transparency tredestablishment of clear rules guiding the
process play an important part during risk managen#es in the case of risk assessment, the
decision has to be based on a clear process ttearaderstanding for the decision itself and

allow for independent external scrutiny.
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Risk communication: ensuring the transfer of risk knowledge

Communication obviously represents a prerequisitettie effective regulation of risk and
interaction during the risk management phase. Afingrto Ortwin Renn, the aim of risk
communication is twofold:
“Not only should risk communication enable stakeleos and civil society to understand the rationale
of the results and decisions from the risk apprasa risk management phases when they are not
formally part of the process, but it should alsdphthem to make informed choices about risk,
balancing factual knowledge about risk with per$angerests, concerns beliefs and resources, when
they are themselves involved in risk-related deaishaking” (Renn, 2006: 15).
The aims of risk communication can be rendered ewsmsre precisely. First, risk
communication is about the announcement of thelaggy decision, including the facts and
reasons leading to the decision. Second, risk camuation should be understood as a tool to
advance the general public understanding of spat#ks. Third, risk communication can and
should be understood as a mechanism to estabiish itr the regulatory system as whole
(Poortinga & Pidgeon, 2003). While risk communioatifor a long time waseducedto the
first aim, its meaning and importance for the dffemess of risk regulation as a whole grew
significantly over time, leading to a more holisipproach considering all three aims of risk
communication in a more focused way (Leiss, 1986)ealising these aims, regulators face
some key challenges. First of all, there is a disp&etween risks assessed by experts on the
one hand and as understood by the general publitheoother” (Leiss, 1996: 86). Regulators
have to understand what causes these differencpsraeption as “the experience of risk
therefore is not only an experience of physicalrhéut the result of processes by which
groups and individuals learn to acquire or createrpretations of risk” (Kasperson et al.,
2003: 15). Risk communication has to be sensitovéhese dynamics in order to enable
effective knowledge translation. Some practical liogions for risk communication have
been synthesized by John Maule (2004). Risk comeatmis have to be aware that the lay
public might interpret risk estimates differentlipake, 1991; Sj6berg, 2000), especially
concerning statistical information. Three implicais can be derived regarding effective risk
communication: the uncertainty of any formulatidrriesk has to be recognized (1), methods
to determine how different audiences will reacthie use of estimates have to be applied (2)
and risk communication has to be organized awaway process (3). Especially the last
point is of high importance. Rather than just pagsiut information, doing so in the form of
a dialogue with the stakeholders will help to elstilba common understanding of the risk at
hand, reducing the risk of misinterpretation. Irdesr to establish better communication,
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understanding the target audience and what infleetieeir perceptions plays an important
role as well. Maule identifies individual factordaping the perception of individuals
regarding risk. In order to account for the indiwadl factors, he suggests that regulators
should focus on the usage of words instead of nmnbe risk communication, present
statistical info in more understandable ways andllfy train risk communicators to be more
sensitive to the meaning of individual perceptiBesides individual factors, perceptions of
risk are shaped by societal factors. Maule disistggs cultural differences as well as
stakeholder specific perceptions as the two mdierénces. The implications for better risk
communication are obvious: Risk communicators rieele aware of their target audience.
Finally, Maule identifies trust as a key concept &fective knowledge transfer in risk
communication. As it was discussed with regardosdffectiveness of regulatory institutions,
trust and reputation is important for effective ukegion. However, trust itself depends on
perception of the regulatory structure. Based envibrk of Levine and Renn (1991), Maule
identifies five facets associated with the peraeptf a communicator as trustworthy

“the communicator is competent (has the appropraieertise), objective (messages are free from

bias), fair (all points of views are acknowledgechnsistent (in terms of behaviours and statements

made over time) and acting in good faith (a pefioepif good will).” (Maule, 2004: 25)
Compared to the aforementioned concepts, trustatabe achieved by simply applying
different risk communication techniques. Ratharstithas to be developed over a long period
of time, depending on past experience with the gethge institution. Given a perceived
decline of trust in regulatory agencies and govemis) establishing trust in risk
communication is becoming even more complicateckndwledging the complexity of the
task, Maule (2004) recommends two basic stratédgiresommunication. Risk communication
should draw on concepts of two-way communicatian,establish repetitive interaction
between the regulator and stakeholders. As inieractieepens over time, regulatory
reputation, mutual understanding and eventuallgsttcan be built. A second and more short-
term oriented tool can be seen in using trusted nconicators. Regulators might, for
example, use physicians in order to communicateitks involved in using novel drugs, as

they are considered more trustworffly.

> Their importance is amplified in a situation of fhigncertainty and time constraints (Siegrist et24100).
% This assumption is valid in the European case, agtiblic perceives doctors and health associatisrtae
most trustworthy sources regarding health inforama{DG Sanco, 2003a).
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4.3.5The impact of Europe on effective regulation

Since regulation is carried out in a system of i@yel governance in the European context
(Coen & Thatcher, 2008) the peculiar charactesstand the impact on regulatory
effectiveness must be considered. Starting witkersegal assumption, the Europeanization of
regulation can be framed as amplifying most of phgblems addressed in former sections.
The amplification of regulatory problems in the &pean context stems mainly from the
specificregulatory architectureRegulation in Europe is exercised in a multiley@ernance
system spanning different regulatory levels andner®re important different regulatory
phases. As the European level engages in regulatdeymaking, the implementation of
regulation is carried out by the national levelemen below (Haverland & Romeijn, 2007,
Versluis, 2007). The introduction of different réafory levels expands the number of
stakeholders in regulation. In the simple (natipmabdel of regulatory institutions the group
of stakeholders consist of regulatees, (other)apeigroups and the public. In the case of
European involvement, the set of stakeholders gameded to national regulators and the
interests of member states as well as additionabfaan level political stakeholders. As a
consequence, regulatory institutions on the Eunopkavel face an expanded set of
(public/political and private) stakeholders. Andthe number of stakeholders expands, the
number of conflicting preferences expands as wR#alizing effective regulation in the
European context is thus complicated by the faat tiational regulators, assuming a pivotal
role in implementation and in most cases havingrgelzone of discretionn applying
European regulation, will have a fundamental irderan keeping up their respective
regulatory approacH. In light of national regulatory styles, the creatiof alignment of
national regulators with the overarching Europeagulatory goals is of crucial importance.
As the regulatory system or network in most caséddepend on the regulatory resources on
the national level (Geradin & Petit, 2004; Kelend&eMenon, 2007a), circumventing national
regulators and their interests is simply impossibl@lowing from that, European regulatory
structures have to ensure alignment, compliancesapgort of national regulators beyond
legal commitments. As in the case of regular stakkdrs, this necessitates the creation of
opportunity structures convincing national regulatthat compliance and cooperation will
pay off. Furthermore, the safeguarding of regulaiodependence becomes an even greater
challenge in the European context. While the pplecmechanisms developed in this chapter

" National regulators will try to maintain their rdgtory approach, since an alternation would chath
ingrained regulatory styles (Howlett, 2002; Meidéngl987) and imply adaptation costs.
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are applicable in the European context as well, nthatiplicity of interests involved will
translate into higher pressure on regulators andog&an regulatory agencies more
specifically. In addition, the two-level charactdrthe regulatory system has implications for
the implementation of regulation. Even though tiasion seems to be trivial, the timely and
homogenous implementation of European rules hasgades a real and prevailing problem
in reality and sparked an intense scientific delmatehe compliance of European member
states (Borzel, 2001; Falkner et al.,, 2007; Falkeeral., 2005; Toshkov, 2007). While
compliance with European regulatory policy is etiséfor the according implementation on
the national level, this again would only ensure tie jure effectiveness of European

regulation.

What is even more important considering the implataigon phase seems to be the fit
between national regulatory structures and the fi@ao requirements. What is needed to
ensure a well functioning regulatory system is gastitutional fit between the different
regulatory levels (Bailey, 2002). The fit and im&r coherence of the overall regulatory
system can be expected to have a considerable iropaihie implementation of regulation.
While good transposition of European regulationtfie sense of policy) will depend heavily
on political will to comply, the institutional fitepresents a measure of compliance costs or
adaptation costs in an institutional sense. The=ragnilarity of regulatory structures on both
levels will however not suffice to ensure effectiees. Beyond institutional fit the personal fit
of national bureaucrats and their willingness toept European rules has to be considered. In
more general terms, national regulatory cultureB wwipact on the effectiveness in the
implementation stage. In the case of risk regutatfor example, national regulators might
have a different risk perception or general riskagmess concerning a certain issue,
reflecting specific national cultures of risk (Ddag) & Wildavsky, 1982; Viscusi & Hamilton,
1999)’® Besides national regulatory culture, the orgaitsat culture of the respective
regulatory agency can impact on perceptions andchvielr of agencies and individual
regulators (Deily & Gray, 2007). The implicatiorsr tthe regulatory system are obvious. If
national regulatory cultures are very distinct &add to align, national regulators will almost
certainly oppose deeper integration to protectrtiogin (national) regulatory beliefs and
culture. Their opposition could refer to the gehdramework developed on the European
level, as well as to the opinions and techniquestioér national regulators. The latter will be

8 While cultural differences have been discussedrng risk perception and risk awareness (Hofs&de
McCrae, 2004; Walls et al., 2004), it could be aapto all types of regulation serving as an imaottool
for understanding differences in regulatory assessmand decision making (Meidinger, 1987).

89



4. The assessment of regulatory quality

especially problematic if theew approachbased on mutual recognition is considered in
regulatory integration (Higgs, 2000; Schmidt, 2002807). If regulatory competition
between national regulatory agencies is stimuldtedlerive the best regulatory strategy,
reservations towards concurring frameworks ardylik@ create a gridlock. As a consequence,
a regulatory system in the European context willehto deal with the diversity of cultures
and find a way to isolate the distorting effectscaftural disharmony. This is achieved by
offering certain incentives for national regulatboscooperate and probably more important
by setting up procedures to effectively tie in oa#l regulators. Mutual trust in regulatory
competencies is crucial in this regard, but atsaeme time very hard to achieve. Regulatory
cultures are build around deeply held believes. &heeptance of concurring concepts,
especially when it comes to the perception of reglyld be seen as a major challenge in this
regard (Schein, 2004). The alignment of nationgul&tors can be seen as the key lever to
ensure effective regulation in the European cont@xfain, the development of a fitting
regulatory structure respecting the principlesantipipation, transparency, accountability and

subsidiarity proves to be crucial in this regard.

4.4  Conclusion: Assessing the regulatory quality of Euspean risk regulation

The main objective of this chapter was to develgemreral framework for the assessment of
regulatory quality in the European context andrégulation of risks more specifically. The
concept of regulatory effectiveness rather than pghevailing concept of more efficient
regulation has been singled out as a yardsticknagawhich regulatory quality can be
assessed. Beyond the core concept of regulatoscteféness, eight principles of good
regulation have been deducted. In addition to &ffeness, defined as the realisation of
regulatory goals, these eight principles providgher criteria to assess regulatory quality in a
general sense. Turning to the realisation of reégofaquality, four main levers based on the
twofold conceptualization of regulation as a tygepolicy and mode of governance can be
identified. First of all, regulatory quality willepend on the proper (legal) mandate and the
legitimate reason for regulation, forming a sepadconditions. Regulatory policies represent
the second lever to ensure regulatory quality. #licigs represent the foundation on which
the regulatory framework, understood as the sunallopolicies governing the respective
sector, rests, several requirements can be draist. ¢f all, the regulatory goal must be
specified properly and the framework should coviérita relevant aspects. Second, the

identified regulatory principles should be realizeithin the framework. Third, in light of the
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specific structure of the European regulatory cantie transposition of European regulation
must be considered. The third lever consists ofgihernance structures and the regulatory
regime set up to implement the regulatory policidge implementation stage could be seen as
critical in ensuring de facto regulatory effectiess. Drawing on the previous discussion of
effective institutions, risk regulation and the &pean context, a set of requirements can be
synthesized. First, the design of governance sirestmust ensure that fitting regulatory
strategies, covering the regulatory problem as aleyhcan be developed and that the
probability of regulatory capture is effectively dueed. Therefore the principles of
participation, transparency and accountability $thdne traceable in the regulatory design and
conduct. Moreover, the application of the principfesubsidiarity should result in a balanced
distribution of tasks between the European andnatilevel. Second, the regulatory regime
should reflect an equilibrium of interests, accaumfor the different stakeholders. Third, the
regulatory regime must ensure the creation of aulaggry network, tying in national
regulators and isolating the distorting effectsnafional regulatory preferences and culture.
Fourth, the regulatory regime must reflect theadléht stages of risk regulation including risk
assessment, risk management and risk communicalibe. fourth lever in assessing
regulatory quality and effectiveness relatesetgulatory outcomesSince the achievement of
regulatory goals represents the conceptual comegilatory effectiveness, considering the
impact of regulatory governance on these goalsesgmts a vital component of analysis.

Graph 9: Integrated framework assessment of regulat  ory quality
Lever Breconditions Regulatory Regulatory Regulatory
Policies Governance Outcomes
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Source: author’s own

The proposed framework based on the four diffel@rers is used to structure the following
empirical part of the study focusing on the regatatof pharmaceuticals in Europe.
Depending on the realisation of the developed requents, the degree of regulatory quality

and effectiveness can be approximated. Moreoveh qualitative assessment will allow for

91



4. The assessment of regulatory quality

the identification of possible weak points of tlegulatory framework. Before the study turns
to the analysis of European pharmaceutical potloy,next chapter will introduce the specific
characteristics regarding the pharmaceutical seatar its regulation. As certain unique
features characterize the pharmaceutical policyg feed needless to say the market itself
such digression is necessary as it provides thes bas the analysis of pharmaceutical
regulation in the subsequent three chapters.

92



5.1 Pharmaceuticals: a special product

5. The pharmaceutical sector: characteristics and regatory aspects

The pharmaceutical sector is frequently descrilsedraexceptional case (Schweitzer, 2007).
The reasons for such an assertion must be seercamhbination of different factors. First,

pharmaceutical products as well as the unique dpwsnt and production process contribute
to this perception. Second, the characteristichefpharmaceutical market and the peculiar
constellation of supply and demand forces represeligtinct feature of this sector. Third, the
high level of regulation clearly distinguishes thector from others. Since any attempt to
analyse pharmaceutical regulation requires an gtateting of these distinct features, this
chapter provide a comprehensive overview of therpheeutical sector covering the product
and its production process, the dynamics of therpaeeutical market and the resulting need

for regulation.

5.1 Pharmaceuticals: a special product

Pharmaceuticals can be distinguished from mostrogmds based on their peculiar
characteristics. Despite their intended effect, rplageuticals can have additional yet
unintended (side) effects leading to so-cakbelverse drug reactionfADR), with possible
lethal consequences. This qualifies the consumptibrpharmaceuticals as a risk and
mandates a general risk-benefit assessment pribeioconsumption. The evaluation of risk
in the case of pharmaceuticals presupposes meatichpharmaceutical knowledge and the
majority of consumers cannot be expected to condiwath assessment themselves.
Considering the severity of consequences treakirsgissue as a normal risk of consumption,
regulating it through consumer protection law amel possibility to claim personal damages
does not seem to be a feasible regulatory apprddcteover, applying a private regulatory
approach by delegating the said assessment tonthustry is not considered as sufficient
(Buhrlen et al., 2003} Given these reservations, the state traditionaligages in the
regulation of pharmaceuticals. While the controlpbirmaceuticals initially was limited to
the registration of new products in most Europeanntries, the regulatory approach was
changed radically after the Thalidomide crisishe hineteen sixties, marking the beginning
of modern pharmaceutical regulation in Europe. Ha aftermath of the tragic event, the

requirements for the marketing of pharmaceuticaddpcts were expanded to protect

" Leaving regulation entirely to the private sectopérceived as problematic since pharmaceuticalwedl as
the provision of healthcare in more general terrascansidered as ethical products.
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consumers from unsafe medicines. Instead of simgdystering a pharmaceutical product,
producers were now expected to demonstrate théysfety and efficacy of their products
prior to market approval (Breitenbach, 2010; Magn&005). The quality of pharmaceuticals
mainly relates to manufacturing and the adheremcespecific standards (Hefendehl &
Muazzam, 1999). Safety mainly refers to the riskadverse drug reactions: producers are
obliged to assess the risk of occurrence of su@ntsy conducting a risk-benefit analysis
(Aigner, 2010: 88). Finally, the efficacy of pharceaticals relates to the performance of the
pharmaceutical in improving the treated conditi®dlimel et al., 2005). Beyond defining
approval criteria, (modern) pharmaceutical regatatovers (almost) the entire development

process of new pharmaceuticals.

5.2  The pharmaceutical development process

The product development process is commonly divigéal four mayor process steps: the
search for new active pharmaceutical ingredien}s ffie-clinical development (2), clinical
development (3) and registration (4) (Breitenba2@l10: 36). While the first stage of
pharmaceutical development remains unregulatedretmining three phases follow strict
procedural requiremen{8.The aim of the first stage is the identificatidhaoso-called drug
development candidate (DDC), an active ingrediéid} (ntended for a specific indication
(Breitenbach, 2010: 39). Based on the DDC, the retcdage of preclinical development
begins. The main aim of this stage is the iderdifan of a fitting and stable formulation
depicting the composition of ingredients for theaphaceutical product, the analysis of
interactions between the different ingredients casig the pharmaceutical and the scale-up
of a small development sample to mass productiaming this stage, the manufacturer
collects data on the intended manufacturing proeess the supply chain of the specific
pharmaceutical product. The second stage is driticaealising the quality criteria. In
addition to these tasks, producers will need to lyasea the toxicology and the
pharmacokinetics of the respective product. Whilke toxicology of a pharmaceutical refers
to the occurrence of unintended effects distineinfrADRs, pharmacokinetics pertains to the
concentration of an active ingredient within thegamism and its degradation over time
(Boroujerdi, 2002; Lemmer & Brune, 2007). Theseeasments are carried out in animal
experiments. The completion of the second stag&syafocal point in the drug development

8 The following paragraph intends to provide a gelnevarview of the development process. For a dadail
description of the drug development process, seexfample Aigner (2010), Breitenbach (2010), Lee, &ee
L{ (2003) and Welling, Lasagna & Banakar (1996).
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process, as the clinical studies in the subsegstage are conducted by using human test
subjects. Therefore, it is quite common to treatlibginning of the third stage as the starting
point for the pharmaceutical development in a muaerow sense. Within the third stage,
three different phases of clinical trials are digtiished in generdt. Phase | trials try to
establish the safety and tolerability of a giveammaceutical product in humans. The general
method to gather the needed data is to conductndonaized, double-blind, placebo-
controlled trial with healthy test persons. Whilecls design is not suitable to establish the
proof of concept demonstrating the (intended) thewtic effect, it is necessary for the
subsequent application of the pharmaceutical prou@ffected) test persons in later phases.
As the safety and tolerability in healthy test pashas been established, the process moves
on to phase Il studies. The main objective of #h@ad phase in clinical development is the
proof of concept demonstrating the (intended) theuéic effect of a pharmaceutical product
within the respective indication for which an apmbshould be attained. In addition, the
dosage and final form of application (used formaolate.g. pill) has to be identified. These
aims have some implications for the design of pHastudies. First of all, higher ethical
standards have to be met in the selection of Esiops. Second, the size of the sample needs
to be increased compared to phase | trials, noynealhducted in smaller groups. Third, the
test persons need to be affected by the respedivaase in order to prove the therapeutic
effect. Upon completion of the phase Il study, the colldctlata has to deliver preliminary
evidence on the safety and effectiveness of thenpdnzeutical to justify the scale up to phase
[l studies. The general aim of the third phasthésconfirmation of the preliminary results of
phase Il under more realistic conditions, most irtgualy the proof of effectiveness. Clinical
studies in phase Ill consist of several multi-censtudies based on several hundred to
thousand test persons using different control gsoap well as placebo or alternative
treatments to establish the therapeutic effectiser{@chumacher & Schulgen, 2008). Upon
completion of phase lll, the collected data oftatee phases is used for the application for
product registration in the third stage of the depment process providing enough
information to allow for the assessment of qualigfficacy and safety of the given
pharmaceutical product. In addition, the applicatiwill need to include additional
information about the marketed product for exampleelling, packaging and prescribing

information.

81 Pharmaceutical development increasingly emplophase Qbased on few subjects, very limited exposure
and no therapeutic intent. The main reason forrtevg phase can be seen in the need to control geveld
costs, as it can help to specify success ratelkeohéw drug candidate (Hill, 2007; Marchetti & Stdes,
2007).
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5.3  Market approval and the regulatory risk-benefit dilemma

The actual risk-benefit assessment is conducted fyublic) regulatory authority. While it
formerly evaluates the application, the respectigency relies heavily on the data provided
by the pharmaceutical companfédf the pharmaceutical product satisfies the detemarket
approval is granted. However, a positive assessimgrihe regulatory agency can merely
represent a preliminary decision on safety. Fils¢, data underlying the decision do not
represent the actual risk that the consumption gi¥an pharmaceutical might pose. Clinical
trials do not representeal life conditions and cannot simulate all additional iafiaes
affecting the safety and efficacy of a drug, foample drug-drug interactions (Bertz &
Granneman, 1997). Moreover, many ADRs occur verglyae.g. affecting only one in
thousand persons, making them incredibly hard teaidefore the drug has been approved
(Eichler et al., 2008: 821). Every regulatory assent has to be interpreted in context of
these limitations (Garber, 2008). Second, the statsdused to assess the risk of consumption
might be specified wrong. Instead of testing newarpfaceuticals against established
comparable pharmaceuticals, the general approabhsied on standards, against which the
new product is testéd.Third, the general problem of any (human) decisiader imperfect
information applies in the case of market apprdoalpharmaceuticals as well: The expert(s)
carrying out the assessment might be wrong (CaepeitTing, 2005). These reservations
illustrate the limited effectiveness of pre-marketsessment as the exclusive regulatory
mechanism to ensure the safety of medicines. Regslséhus face a dilemma: either they
delay access to a new innovative drug and mandate mesting, or they take the risk of
approving a drug to the market, which could potdiyticause serious ADRs (Eichler et al.,
2009; Eichler et al., 2008; Maynard & Bloor, 2008pllowing from this dilemma, the
efficacy and safety of pharmaceutical products oarire assessed upfront by a single
evaluation, but rather calls for a procedural logign perspective and continuous monitoring.
Put differently, the safety of a pharmaceuticalduat remains relative and it has to prove its
safety in the long run. The concept of safety tfwweehas to be expanded: it does not only
depend on sound manufacturing and the quality efpite-market assessment. Beyond the

product itself, safety is influenced by activitieter market approval: during the distribution

8 Some authors criticize thisformation dependenas pharmaceutical companies can decide, whichvdita

be submitted (Abraham & Sheppard, 1997). On thesrottand, data is collected based on regulatory
requirements and there seems to be no (practitathative to the current set up.

A second problem of non-comparative assessméing isnpact on the development strategy of compaltfies
pharmaceuticals have tmmpeteagainst previously released products, this woalilice the current risk-
averse drug development strategies leading to ammtenore me-too drugs (Wood, 2006).
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of pharmaceuticals, for example by the enteringainterfeit drugs into the distributional
chain (ten Ham, 2003), and even more importantngudonsumption. In fact, the biggest
risks might result from wrong consumption of phaceaaticals, either caused by inappropriate
prescribing or consumption deviating from the reommndations (Ellickson et al., 1999;
McGavock, 2004a; Vermeire et al., 2081)The regulation of safety therefore has to be
thought of as a life-cycle: “Life-cycle managemeaitdrug safety issues requires vigilant
post-market monitoring. Increasingly, however, ttascept also includes direct management
of how drugs are used, to minimize risks and mazénbenefits” (Gottlieb, 2007: 664).
Market approval can and should be thought of asbnuinary risk-benefit assessment, which
needs to be supplemented by additional regulatoeghamisms ensuring the continuous
monitoring of therisk-benefit ratio Even though this cannot prevent ADRs from happgni

it will allow for the prevention of additional cas@ the broader population. The regulatory
measures related to such monitoring activitiessatgsumed under pharmacovigilance or in
more general terms post-authorization regulatidn. most cases, producers will be required
to gather further information on the pharmaceutgralduct as used under normal therapeutic
conditions, by conducting mandatoppase IVstudies (Glasser et al., 2007). This might be
necessary, if regulators approve a new pharmaediecause of public health needs, even if
the (preliminary) risk-benefit ratio seems to bdawourable or inconclusive. These post-
market approval studies try to identify the longrieeffects of new pharmaceuticals,
especially regarding the occurrence of adverse deagtions. The increased importance of
Phase IVstudies reflect a procedural perspective on safetgn though the assessment
justifies the marketing of a given drug, this apaias only valid, as long as the safety of the
product remains unchallenged. If this is no longke case, the preliminary market
authorization can be withdrawn. Post-marketing widivever not only be based phase IV
studies. Systems for the reporting of ADR in gehefth have to be established. These might
take the form of regular mandatory reporting bydo@ers and the (spontaneous) reporting by
physicians and the wider public (Castel et al.,3J0®egarding the safety and quality issues
connected to the production of pharmaceuticalgjleégry agencies will conduct inspections
of production sites (Koster & Oetelaar, 2005; WHRD02). As this short overview suggests,

the development of pharmaceutical products is alfiigomplex and regulated process. The

8 According to WHO estimates, 60 percent of ADRs aamised by non-compliance and are therefore
preventablg WHO, 2010b). Another study estimates the peregents preventable ADRs between 22-80 %
(Madeira et al., 2007: 392).

8 Pharmacovigilance can be defined as “the sciemzk axtivities relating to the detection, assessment
understanding and prevention of adverse effecngrother possible drug-related problems”(WHO, 2002
7).
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need for regulation stems from the peculiar chargtics of the product itself. However, it is
not only the complexity of the development proct#sst distinguishes the pharmaceutical

sector from others and prompts the need for fumbgualation.

5.4  The market for pharmaceuticals

Beyond the product characteristics and the spedéiclopment process, the pharmaceutical
market characterized by a peculiar structure botteims of supply and demand, as well as
specific market imperfections and failures contidsu to the distinctness of the

pharmaceutical sector.

5.4.1Supply side characteristics of pharmaceutical markes

Starting with the supply side of the pharmaceutivarket, a frequently highlighted (and
criticized) feature has been the comparatively lewel of competition (Backhaus, 1983;
Comanor, 1986; DG Competition, 2009; SchweitzeQ7)0 At first glance, this objection
seems to be lacking empirical support. The pharotacad industry ranks upon the most
internationalized ones, consisting of several taadscompanies. Despite the high number of
market participants, however, several big playesmidate the industry. The high public
exposure of big pharma companies has led to theepgon, that the supply side of the
pharmaceutical market resembles an oligopoly, tegulin low levels of competition
(Greider, 2003). This assertion is supported byosendetailed and specific analysis of the
pharmaceutical market, accounting for its spec#iucture. The (global) pharmaceutical
market consists of several thousand products émngparable number of indications. It seems
to be impractical for a pharmaceutical company d@wec all these fields. Given financial
restrictions to conductesearch and developme(R&D), companies will concentrate on
certain therapeutic areas, effectively reducing dkerall number of potential competitors.
The result is a comparatively low level of competitwithin therapeutic areas even though
the market as a whole may appear much more dyngutoweitzer, 2007: 24-27). The low
level of competition is sustained by the fact thased on the high R&D costs market entry in
the pharmaceutical industry is highly restrictilre. addition, the granting of patents, for new
medicines serves as a barrier for new competiteosafy, 2004). Even though the supply side
of the pharmaceutical market might not be as coitiyetas other industries, it should not be

thought of as non-competitive at all. First, pramgstherapeutic areas will attract competition
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and therefore the development of pharmaceuticals thie same therapeutic effect directly
competing with established brands. Viagra, for gxamwas the only pharmaceutical product
targeting erectile dysfunction, effectively comprg a monopoly within a single therapeutic
area. With the introduction of Cialis and Levitrhist situation changed dramatically
(Rosenfeld & Faircloth, 2006). While so-called noe-tdrugs — intended for the same
treatment with only minor advantages — might naotstibute an innovation, they nevertheless
exert pressure on existing products and stimulatepetition in the pharmaceutical marRet.
A second driver of increased competition could é&ensin so-called generics. Research-based
companies will engage in the development (or atlealicensing) of new pharmaceuticals.
As soon as the patent protection of a given phagotamal runs out, the second group —
producers of generics — is allowed to imitate themier protected original product without
engaging into extensive R&D (Schweitzer, 2007; im0 & De Coster, 2006). As a result,
the out of pocket costs for these producers willslgmificantly lower, allowing for lower
price levels. As generic products enter the respgecherapeutic area, competition will be

almost automatically stimulated.

5.4.2Distribution in the pharmaceutical market

Under normal market conditions, the interactiowasn the supply and demand sides, that is
manufacturers and consumers, would organize it$elfthe case of the pharmaceutical
market, an intermediary level exists. Manufacturersmost cases sell their products to
wholesalers, which distribute the pharmaceuticatipcts to pharmacists, dispensing doctors
(or nurses) and alternative outlétsThese services are subject to regulation as well:
“the activities covered include trading in mediantheir labeling and the maintenance of recordsghy
in part, serve to facilitate product recalls wheecessary.[...] The primary objective of regulating
pharmaceutical distribution is conventionally takenbe to protect the public’s interests in safaiyl
access to medicines” (Taylor et al., 2004: 198).
From a procedural perspective, the regulation strithution ought to ensure that only quality

products will reach the different outlets. A comgtarely new regulatory challenge at least in

8 Me-too drugs can constitute an alternative treatmexpanding therapeutic options and possibly cigu
unwanted side effects in specific patient groupd/@si & Paquette, 2004). For a more critical pectipe
on me-too pharmaceuticals see Angell (2004).

Another related issue regarding the distributiérplearmaceuticals, specifically relevant for therdnean
Union, is the phenomenon of parallel trade and mapion. In case of parallel trade, wholesalers tinge
different pricing levels in countries to buy in Igwice markets and re-sell in high price marketaria &
Rovira, 1998).
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industrialized countries in this regard has beenpfoblem of counterfeit drugs entering the
distributional chain (Cockburn et al., 2005; dekeef 2006; Newton et al., 2002). This
development has been amplified by the expansiaa@immerce, creating a hard to control
gateway for counterfeit medicine entering the miatkgassing traditional (and controlled)

distribution channels (Jackson et al., 20%0).

5.4.3Demand side characteristics in the pharmaceutical arket

Turning to the actual demand side, a distinct sfinec can be identified, at least for
prescription medicin& Govin Permanand summarizes the characteristidsliasvs: “The
consumer does not usually choose to be sick. Dermames from the prescribing doctor (so-
called proxy demand), and there is a third pamgrerally the state via some form of medical
scheme or insurance — which pays.” (2006: Zhjis unique constellation reinforces the
market imperfection caused by asymmetric distrdoutf information between producers and
consumers. In most instances, end-consumers laekkrbwledge and training to decide
which pharmaceutical will be suitable for therapeuttervention. Furthermore there is little
awareness of the costs of pharmaceuticals in thepliace, as consumers do not pay (directly)
for the good in most cases. At the same time, #real expectation of consumer will be to
receive the best possible treatment. At first géanihe price-inelastic demand might be
considered as conducive to business interestsfasilitates the recovery of R&D costs and
the generation of profits through the realisatibhigher prices. However, this is not the case.
While pharmaceutical demand in general is not &fitby prices as much as demand in other
industries (Brekke et al., 2007; Tellis, 1988),rtha@re severe restrictions on the pricing
strategies of pharmaceutical companies in mostsimlized countries, especially within the
European Union. While granting geneagicesdo healthcare is one of the main health policy
objectives, its realisation including the accessatwl availability of pharmaceuticals is
restricted. The first restrictions to universal egx are pre-market regulatory mechanisms.
New pharmaceuticals might not make it to the maikéhe respective risk-benefit ratio turns
out to be unfavourable. And even if market apprasalinally granted, access is delayed.
First, the regulatory requirements prolong the tguaent process itself. Companies have to

bare high upfront investments, before they coulalize profits. Second, the actual risk-

8 Connected to this problem are the safety issussigsed with regard to official internet pharmaeied their
regulation (Montoya & Jano, 2007).

From a demand perspective, two groups of pharntigeésican be distinguished. So-called over thentau
drugs (OTC) bought without prior prescription byhgygician, and prescription medicine (Beitz et2004).
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benefit evaluation by regulatory agencies can takaths (Keyhani et al., 2006). The second
and more severe restriction to general access #&ncteuticals and the refinancing of
pharmaceutical companies must be seen in existudpdiary constraints (Domino &
Salkever, 2003). Given an increased pressure teotidate health budgets, governments in
their role as the main (indirect) purchaser of prareuticals will need to balance the policy
goals of access and financing. Governments exersiderable pressure on pharmaceutical
price levels? In the European Union this is mainly achieved biyaducing price controls
(Mossialos et al., 2006}. While price controls restrict pricing strategispharmaceutical
companies they might have a temporary or even p®ntanegative effect on access.
Negotiations can postpone access. Moreover, compamight decide to refrain from
bringing a new drug to the market, if it fails teatize the required price during
reimbursement negotiations. At the same time, dgailation of pricing can have a positive
effect on access, as pharmaceuticals (can) becareaffordable (OECD, 2008b). A second
strategy to reduce expenditure would be the redmcbof pharmaceutical consumption.
However, governments might use such measures naugous, because of the political
repercussions such (paternalistic) intervention hiighave. Despite these political
considerations, governments use a wide array oérsobtle methods to regulate demand for
pharmaceuticals for example budgeting for presornpt co-payments and switching
pharmaceuticals tover the countestatus (OTC), effectively shifting costs to thedarser,
usage of positive and negative lists (determinimgctv drugs are eligible for reimbursement)
and generic substitution (Chapman et al., 2004; Miet al., 2004; Thomson & Mossialos,
2004). Based on the previous discussion of risgmsting from wrong consumption, such
interventions should not only be understood as latigmmn from a budgetary perspective.
Regulating demand can have a positive effect on dbesumption, not only from a
quantitative but a qualitative point of view, foxaenple the risk stemming from possible
over-consumption (Mbongue et al., 2005; Moynihars&ith, 2002). Another important yet
underestimated safety issue in this regard is thereasing trend of switching of
pharmaceuticals to OTC status. While it might baggng from the perspective of increased
access and cost reduction to switch pharmaceuticaBTC status, a stronger trend to self-
medication carries a greater risk of unsafe consimamgBond & Hannaford, 2003; Ferner &
Beard, 2008; McGavock, 2004b).

% In addition, pressure on both prices and totalsaamption can result from competition in the inseen
market, as insurers try to reduce premiums by riedutosts (Schweitzer, 2007: 177).
L For an overview of techniques and methods usetié¥uropean member states see (Ess et al., 2003).
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5.4.4 Regulation of pharmaceutical marketing

Besides regulating the production, distribution dedhand for pharmaceuticals the marketing
of drugs is regulated as well. While advertising @TC is allowed in most industrialized
countries, direct to consumer advertising (DTC)podscribed drugs is only allowed in the
United States and New Zealand (Magrini & Font, 20626). The rationale for such
limitations relates to the informational asymmaetrighin the pharmaceutical sector: end users
lack the medical knowledge to evaluate the inforomatentailed in such promotional
activities. Proponents of deregulation, view DTCamsoption to reduce the informational
asymmetry and create informed patients, able tocgaate in health-care decisions and in the
long run as a contribution to more efficient allboa of resources within healthcare systems
(Finlayson & Mullner, 2005; Kaphingst & DeJong, 20®chweitzer, 2007; Shin & Moon,
2005). Supporters of stricter regulation of pharewgical marketing argue that the main
purpose of DTC is promotion of products insteadnédrmation, something that is possible
under the given regulatory framework at least anBuropean case. This sceptical perspective
is supported by several studies from the US markee advertising itself focuses on
emotional messages rather than the disseminationfaimation and (unsurprisingly) does
influence the prescription behaviour possibly legdio higher pharmaceutical expenditure
with little additional health benefit (Bell et all999; Donohue et al., 2007; Gottlieb, 2005;
Mansfield et al., 2005). DTC does only represene guossibility of marketing in the
pharmaceutical sector. Even if pharmaceutical congsahave limited access to end-users,
they successfully try to influence prescriptionteats by targeting physicians (Lexchin,
2002). These promotional activities can take thenf@f detailing of the new products,
information sharing, provision of free samples, oadjournal advertising and sponsored

continuing medical education programs (Schweit2@0,7: 86-93).

5.4.5The economy of the pharmaceutical industry

The realization of the outlined health policy gdads to be achieved within certain limits and
obviously without jeopardizing the industry: It nidse possible for companies to generate
profits, while at the same ensuring accesaftordable safeand effectivepharmaceuticals.

However, companies face very distinct challengdschvhave to be taken into consideration
in designing such a balanced regulatory approdcarnfaceutical companies, as all for-profit

organisations, need to generate profits. While gl might primarily be achieved to satisfy
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the respective shareholders, they are necessamhdorealisation of the highlighted health
policy goals. Without profits, companies cannotesivin the development of new and
innovative drugs. However, the realisation of geois complicated by several interrelated
factors. First a high level afncertaintycharacterizes the product development. The chances
of success for a pharmaceutical product to passdliffezent stages of drug development are,
at best, minimal. According to an estimation bygJ&reitenbach, out of 10.000 potential
active pharmaceutical ingredients in the first staf development, onlgne pharmaceutical
product will finally pass all four stages and reeemarket approval (2010: 36). In line with
this finding and based on his research of the USmhaceutical market Joseph DiMasi (2001
298; 1995) estimates that roughly 21 percent optiemaceuticals entering the clinical trials
phase will be granted market approVaEven if the product reaches the market, unfavdarab
phase IVstudy results or ADR incidence might lead to prdaduithdrawal®® Secondly, the
drug development process is very time consumingdévio methods of screening might have
reduced the time needed for the identificatiorD&fCs, but the potential for rationalisation
has been much more limited regarding the otherestdcClinical trials represent a major
component and the regulated selection of test perserves as a prolonging factor. At the
same time, the aforementioned regulatory expedstibave to be met, leaving little
opportunity to reduce the time of development. Reigg the development process as a
whole, Breitenbach estimates an average time oféans for a pharmaceutical to complete
the four stages (Breitenbach, 2010: 36). For thanaket between 1992 and 2002, Kehayni
and her colleagues calculate an average of 5.1 yearclinical trials and 1.2 years for the
regulatory review phase (Keyhani et al., 2006: 4@dhsurprisingly, the rather time-
consuming process leads to exponential R&D costslé/@ome authors estimate the costs for
the development of a new drug to be as high abillidn US $ based on data from the period
between 2000 and 2002 (Gilbert et al., 2003: 19, ajority of recent studies estimate the
costs to be around 800 million US dollars (DiMasik, 2003; Grabowski, 2002).The costs
have risen sharply over time, mainly caused byettponential growth of clinical trial costs as

research by Henry Grabowski shows:

92 Despite these trends, DiMasi (2001: 304) argues lting-term trends indicate an increase in sufekss

completed approvals.

No reliable estimates on the extent of withdrabvased on safety concerns in Europe exist. A USystud
estimates a US withdrawal rate of 2,9 percenttferpgeriod of 1975-1999 (Lasser et al., 2002).

While regulation prohibits effective time reducticegarding these stages, this would have a vesitip®
effect on the overall costs/efficiency of drug depenent (DiMasi, 2002).

Such exact numbers should be interpreted caufi@ssthe estimates may vary extremely based otypiee

of therapy and firm. A replication study of theetitDiMasi et al. study (2003) by Christopher Adamsl
Van Brantner (2006) produced a range of costs @860 million and 2 billion US dollars.
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“The average R&D costs of a new drug introductionf990s approvals is $ US 802 million, compared
with $ US 316 million for the 1980s and $ US 138liom for the 1970s [....] the biggest changes have
been in terms of clinical expenditures, which eigrezed a 3-fold increase for 1990s approvals, ivelat
to the 1980s approvals.” (2004: 16).
The costs are distributegnequally within the pharmaceutical industry compared toeoth
industries “because of the heavy fixed costs thatehto be initially incurred for the

development and dissemination of knowledge” (Voge07: 86).

Graph 10: The drug development process

Clinical Studies
Stage Development Approval Post-market
Phase | || Phase Il || Phase Il

Number
of
Potential
Substances/
Products

10.000 in screening 5in 2-3in 1-2in

56000 in testing studies  studies  studies 1 approved
Time (in yrs.) 4-65 1-1,5 2 3-35 0.5-25 Time of marketing
C.:DSt? 200 - 300 200 - 400 20 -40 30 - 60
(in mio. €)

Source: adapted from Breitenbach (2010)

Judging on these factors and more specifically fihancial risk of such investment, the
development of drugs might be perceived as a veajtractive business (2007: 133-134) and
this perception is amplified by a highly skewedtriisition of returns on investment (Miller,
2005: 4). According to older calculations, the prasvalue net revenue for most marketed
drugs is less than the average development costseii990s (Grabowski, 1997). A more
recent analysis by Grabowski, Vernon & DiMasi suggehat “only one third of the new
drug introductions had present values in excessvefage R&D costs” (2002: 27). Realizing
profits is not only complicated by the outlined d&eristics of product development,
resulting (partially) from regulatory requiremerdsd the regulation of demand, but the wider

public perception of the industry as well.

5.4.6 The public perception of the pharmaceutical industy

The public perception of health-related industreas be described as ambivalent. Most

consumers would probably agree on the common di¢ch&nhealth is priceless, yet “many
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people believe that profit should not be earnethasonsequence of caring for persons who
suffer from somewhat random incidence of illnes¥odel, 2007: 165). While moral
reservations cannot keep companies in the headtlsgator from seeking profits, it creates an
(possible) unfavourable climate, since “on one havellook to new drugs to deliver us from
illness and disease. On the other, we view the amimeg who deliver them with suspicion or
disdain” (Delamothe, 2008). The critical stancedods the pharmaceutical industry — despite
its undeniable contribution to the safeguardingpablic health — has been amplified by
general and in instances very specific criticisie Thdustry has been criticized for investing
more money into advertising than new product dgualent (Gagnon & Lexchin, 2008). It
has been argued that its research focus is onyliéedrugs (Harth et al., 2008) and profitable
diseases for which treatments are already availaidgtead of developing treatments for
serious but financially less promising illnessesating an abundance of me-too products
(Lexchin, 2001; Wolinsky, 2005). Furthermore, itsisspected to create and exaggerate new
ailments, for example female sexual dysfunction yhMban, 2003) and contribute the
increasing medication of all aspects of life (Mboaget al., 2005). One of the most persistent
accusations has been the alleged excessive pfgfharmaceutical companies compared to
other industries (Angell, 2004; Offerhaus, 2005itiBan et al., 2003). While the general
observation that the pharmaceutical industry has grofitable is true, the claim that these
profits are excessive is not supported by detadledlysis and ignores the fact that these
profits are subject to a high (financial) risk dilfire (Grabowski, 2002; Grabowski &
Vernon, 1982; Vogel, 2007). Comparatively higheofigs can thus be understood as a
premium for the higher risk of making no profitsadit °

5.4.7Balancing safety, access and industrial interests

In light of the previous discussion, the conditiamsder which pharmaceutical companies
operate seem to be quite unfavourable. Since pltautiaals represent an important product
both from the perspective of health and economiicyogovernments will have an interest in
supporting the well-being of the industry. In tryito create an environment conducive to

health and industrial policy interests, governmeais adopt different strategies.

% In addition, Ronald Vogel (2007: 176) points cuttthe methods used to calculate profits areyiligped to
account for the capital intensity and reliance omangible assets characterizing investment in the
pharmaceutical industry.
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Authorities can try to create more favourable cbads for pharmaceutical companies. This
can be done, by fostering strong systems of inmavand collaboration between industry
and public (university-based) research (Borras42@degel et al., 2003). An additional lever
to foster the industry can be seen in a compatgtioe level of interference with the market
structures and pricing. Most governments mighttlithe potential for excessive pricing, but
nevertheless allow the pharmaceutical industryetgpsices in the first place (OECD, 2008b;
Paris & Docteur, 2008). And while the industry asvhole is indeed heavily regulated,
comparatively little is done to break tbkgopolistic structures characterising the supply side,

especially within therapeutic areas (DG CompetjtRP09; Lacetera & Orsenigo, 2001).

An alternative strategy can be seen in the lowephgegulatory requirements, partially
responsible for high R&D costs (Ruffolo, 2006). Hawer, this is commonly perceived as no
feasible option. Above all, the safety of medicimes (some) political salience, preventing
governments from reducing these requirements. M@medhere is consensus in the sector
that safety is a legitimate reason for regulatiod dahere are strong reasons, why the
pharmaceutical industry even tends to embrace seghlation. While these requirements
represent costs for the industry in the first plabey represent a general entry barrier to the
pharmaceutical market (Schweitzer, 2007: 105). Bgeaof the high costs involved in the
development of pharmaceuticals, companies alreadyyeé market do not have to fear the
entry of potential new competitors. The upfrontastment is simply too high, compared to
other sectors’ Even though there is little evidence that the gahnkevel of regulation is
decreasing a common trend in the field of (pharm@écal) regulation has been the regional
and global harmonization of differing national regary standards (Abraham & Reed, 2002;
Juillet, 2007)® In the case of the European Union, the Commissiself advocated
harmonization in order to complete the single marka the global level, harmonization has
mainly been promoted by a series of meetings of liiternational Conference on
Harmonization of Technical Requirements for Regigin of Pharmaceuticals for Human
Use (ICH).”® The ICH is comprised of regulatory and industrgresentatives from Europe,

the United States and Japan. The task of the IGdhsumed by the organisation as follows:

" While these costs are reduced significantly aftatent expiry regarding the development process; ne

producers still have to get market approval. Foiraxperienced company this represents a very teféec
entry barrier.

This trend has been accelerated by continuous ipblnf the pharmaceutical industry on the naticanad
European level (Abraham & Lewis, 1999; Abraham & Re2@602; Permanand, 2006; Permanand &
Mossialos, 2005).

Another institution active in the harmonizationsténdards is th€ouncil for International Organizations of
Medical SciencefCIOMS). For a description of its activities, ddacrae (2007)
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“The purpose is to make recommendations on ways ctieee greater harmonisation in the

interpretation and application of technical guide and requirements for product registration deor

to reduce or obviate the need to duplicate théengesiarried out during the research and developmént

new medicines.” (ICH, 2010).
The main focus of this organisation is the streaimdj of requirements and formats used for
the application procedure, even though its scopecigasingly expanding towards standards
in pharmacovigilance (Bahri & Tsintis, 2005). Aswias mentioned previously, European
harmonization led to the emergence of European leased procedures resulting in market
approval in all member states. While there havenls®ene major harmonization advances in
the last decades, there is still considerable rfmrmprovement (Eakin, 1999). The effect of
regulatory harmonization from a business perspectss obvious: instead of preparing
individual data for several distinct national apptions, companies can use the same basic
data for these applications. The creation of max®dirable conditions and harmonization of
regulation per se does not stimulate the developmiemnovative medicine. As previously
mentioned there are two (general) types of manufars: originator companies engaging in
research and development and generic compawipging original medicine. While it will
depend on the respective natiomadustrial composition, governments can be expected to
have a vital interest in ongoing research and dgweént to realize health policy
objectives® They must therefore ensure that there are sufficincentives for these
companies to invest in R&D. Governments try to state the innovative process by
providing effective protection ahtellectual property(IP) mostly via patents. As a form of
intellectual property rights, patents “are gengrapeaking national rights that give the
proprietor a measure of exclusivity in the subjeettter of protection and in so doing protect

the owner of the right from the effects of competit (Isaac, 2001: 27).

By granting a patent for a product, the respegbireelucer is allowed to act as a monopolist
for a limited amount of time in order to recoup tR&D expenses. The regulation of IP

therefore does not only serve as recognition op@my but can be understood as a reward for
the risk taken in developing the product. Aftergpditexpiry, other companies and especially
producers of generics will enter the market. Eveugh patents will prevent other producers
from curtailing the profits of the original produc®ther companies might develop products

not covered by the respective patents intendethitbsame therapeutic area before the patent

19 considering the European pharmaceutical marketelesance of the generic industry from the pertpec
of industrial policy varies significantly. While ¢hgeneric industry is strong in some member stdites,
example, in Germany (Accenture, 2005), it playswimmore limited role in other ones judging frone th
respective market shares (Perry, 2006).
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expires:®™ An additional reservation concerning the use ofep& as an incentive for

innovative medicine can be formulated at this poBifrictly speaking, patents can only
stimulate the development of new drugs, but noessarily innovative ones. In reality, most
patented drugs are me-too pharmaceuticals repnegeahly minor advances (Light &
Walley, 2004; Wood, 2006).

5.5 Conclusion: balancing safety, access and industriaiterests

The (risk) regulation of pharmaceutical products @ cover several interrelated aspects
while at the same time striking a balance betwesdtetying conflicting policy objectives.
Even if the safety of pharmaceuticals is concefeadlas the prime public concern, it has to
be balanced against at least two different polioyalgg Most importantly, safety
considerations might conflict with the provision afcess to pharmaceuticals. The possible
conflict between these two goals is most obvioushm regulatory decision about market
approval. Regulators will have to weigh the riskeav drug might have against the potential
benefits based on limited and preliminary inforrmati Depending on their preferences,
regulators might emphasize safety by delaying theg dapproval and ask for more
information establishing theafety quality andefficacyof the reviewed drug. If the regulator
believes that access to an innovative treatmemhase important, he will grant approval
having to accept the possible negative consequeotdhkis decision. Aprecautionary
approach to the approval decision, even thoughiqally recommended, might be the less
favourable option. The safety of pharmaceuticalsnoa be determined solelypfront but
rather calls for a procedural perspective on saiyile a certain level of safety is mandatory
for approval, the real risk and benefit of a drsigavealed as soon as itestedin the field. In
addition, the safety of pharmaceuticals is not atdyinected to product characteristics but
correct consumption. A precautionary regulatoryrapph might therefore have only limited
benefits. Besides the possible trade-offs betwsadatyand access policy conflicts almost
certainly arise betweesafetyandaccesson the one hand anddustrial policyon the other
hand. The realisation of safety and access cantrasisevere restrictions of industrial
activities, for example, the regulation of the protion process, distribution and marketing or
the regulation of pricing in favour of health butdg®nsolidation. While these regulatory

interventions are justifiable and necessary, thagtmot become excessive: an innovative and

191 Even if there seems to be some progress in thiem@rizmohun, 2009), patents in Europe are gtéinted
on the national level, resulting in continuing @divns (DG Competition, 2009).
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dynamic pharmaceutical industry is the prerequisite the effective new medicine. In
drawing a conclusion on the discussion of the ugohgy reasons for and requirements of
regulation, the main regulatory challenges in tharpaceutical sector could be formulated in
the following way: Regulation needs to acknowletlye characteristics of regulated risk by
adopting a regulatory approach considering the yobdycle as a whole while at the same
time increasing the understanding of consumerstierunderlying risk characteristics. In
other words, regulation needs to consider the whetplatory lifecycle to regulate the
underlying public health risk effectively. Startioff with the regulation of the development
process and the approval process, regulation wédrto cover the post-authorization aspects
of production, distribution and information of paiis as well as the continuous monitoring of
pharmaceutical products in the market. Moreovegislators (and regulators) must consider
the possible policy trade-offs involved in the dieTo be effective, regulation has to strike the
right balance between access and safety, whileeasame time accounting for the possible
conflicts between public health, the provision oéahlth care and industrial policy

considerations.

Graph 11: The regulatory Iifecycle of pharmaceutica | risk

Source: author’'s own
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6. The regulatory framework: establishing de jure effetiveness

Drawing on the framework developed in the fourttamter, the evaluation of regulatory
quality commences with the discussion of precood#i The second section will provide an
overview on the development and current state ele¢gal framework. Considering the large
body of European pharmaceutical regulation that lbesn established since 1965, such
description can merely provide an overview of ledakelopments” Such an overview
should suffice to inform the following discussion the effectiveness of the legal framework.
Moreover, units of comparison will be identifiedrusturing the analysis carried out in the
subsequent section. The analysis of the reguldtarmework will focus on the regulatory
lifecycle, the coverage of the regulatory problemad séhe realisation of regulatory principles
within the framework. In the final section, the risposition of regulatory policy in the

pharmaceutical sector is evaluated briefly.

6.1  Preconditions of effective regulation

Regulation as a form of market intervention hadeojustified. In the European regulatory
context, the need for justification can be concalzed as a twofold concept: first, an
argument for the specific intervention must be dgyed and second, the case for European
level activity has to be established. After estbiig the case for intervention, it has to be
assessed, if regulation — more specifically staiget as opposed to private regulation — is the
appropriate form of intervention. Third it must &sked, in how far a regulatory mandate can
be (legally) founded, within the existing Europegeaties.

6.1.1Justifying intervention in the pharmaceutical secto

One of the commonly held beliefs in (liberal) mdrkecieties is that markets will operate
best, if left alone (Biersteker, 1990; Olson, 1986jeifer, 1998). External intervention will
only be deemed as legitimate, if compelling reascans be presented. Intervention in the
pharmaceutical sector can be legitimized on attléas grounds. First, intervention is

necessary in order to reduce negative externalMiésle the consumption of pharmaceutical

102 An elaborate legal analysis is not conducted im study as the primary focus is on the outcomespetific
regulation rather than the legal acts themselvesoukid examination of all the relevant laws andilagns
from a legal perspective would require a separaswessment. For some of the key legal aspects of
pharmaceutical regulation see Christopher Hodgeg5R
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products clearly contributes to the maintenancepublic health it can potentially harm
consumers. However, this does not represenbranal risk of consumption which can be
passed on to the consumer by the pharmaceuticaktiyd Possible side-effects of drug
consumption can have severe and even lethal oukoSerond, and probably even more
decisive with respect to the justification of intention, the pharmaceutical market is
characterized by strong information inadequacied asymmetries (Cassel et al., 2007;
Viscusi et al., 2005). Consumers have limited asdesinformation. Even more important,
they cannot be expected to process the informatemarding the risk-benefit ratio of
pharmaceuticals, since they lack the medical kndgdeto do so (Bongard et al., 2002). Even
though the specific demand structure in the phaeoizzal market might reduce the severity
of the problem, the capacities of physicians andrplacists to assess the inherent risk of a
specific pharmaceutical product are limited as vaelll will depend on their respective level
of experience and information (Hasford et al.,, 2002onsequently, intervention can be
justified on the grounds of the reduction of negatexternalities and the reduction of
informational asymmetrieS® The justification to intervene does not preclude heed for
European intervention, which form of interventios appropriate and who should be

responsible.

6.1.1.1Justifying European intervention

The need to discuss the legitimacy of Europearmvatdion goes beyond the assessment of
regulatory quality, since “ what, how and at wheatdl of government to regulate — is the core
of the compromise between the European Communidyishmember states that made the
Internal Market Programme possible” (Majone, 1994B). This core of compromise has
been enshrined in the principle of subsidiarityndeting that the European level should only
perform those tasks that could not be performeéctffely at the level of member states or
were member state activity is insufficient. In é#&hing an argument, the principle of
subsidiarity entailed in article 5.3 (TEC) can ®mas a point of departure. The said article
states that:

“Under the principle of subsidiarity, in areas whido not fall within its exclusive competence, the

Union shall act only if and in so far as the olijjet of the proposed action cannot be sufficiently

achieved by the Member States, either at centval ler at regional and local level, but can rathsr,

reason of the scale or effects of the proposedmdbe better achieved at Union level.”

193 A third argument for intervention flows fromoral hazard as producers might have an insufficient interest
in regulating the market (Ochs, 1996).
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While the article defines how the principle should interpreted, further guidance in
establishing a case for European interventionasiged by article 5, protocol 30, annexed to
the treaty:
“the issue under consideration has transnationaécis which cannot be satisfactorily regulated by
action by Member States; actions by Member Stdtewear lack of Community action would conflict
with the requirements of the Treaty (such as thed rteecorrect distortion of competition or avoid
disguised restrictions on trade or strengthen emimaand social cohesion) or would otherwise
significantly damage Member States' interestspacit Community level would produce clear benefits
by reason of its scale or effects compared witloadit the level of the Member States.”
Applying these requirements to the pharmaceutieatcs, thetransnationaldimension of the
underlying regulatory problem could be establisbedseveral grounds. First, the target of
intervention, the pharmaceutical industry represemtglobalized and therefore European
industry (Busfield, 2003; Gambardella et al., 20@¢hweitzer, 2007). The transnational
character is not limited to the regulated induskwt is traceable regarding the product and
possible negative effects as well. Pharmaceutiogigsesent a (tradeable) good and will
therefore potentially affect all consumers withire tEuropean Union. Given the relatively
high genetic similarity of the European peoplesdD& Singer, 2005; Novembre et al.,
2008), unwanted side effects represent a compariskléor all citizens. It can be argued, that
national regulators could take measures to acthenrisk of pharmaceuticals and regulate
satisfactorily in this matter. Taking the additibgaidelines into account, the rationale for a
levelling up of intervention can be strengthenedthier. A strong, yet predominantly
economic argument for European intervention candbeeloped based on the second
guideline, since national regulation will most pably conflict with the requirements of the
treaty and the creation of the internal market nepecifically. Another argument in support
of European intervention can be deducted fromhird guideline. While in principle, the risk
stemming from pharmaceuticals could be sufficientigulated at the national level, a unified
approach will produce benefits. For example, byddadizing and integrating nationabst-
authorizationcontrols, the likeliness of detecting unwantecesaffects at an early stage is
increasing, providing those responsible with maraet to react appropriately. From a
business perspective, thenefit of scaleesults from reduced compliance costs, given edifi
standards. European intervention is thereforefiedtin achieving the underlying regulatory
goal.
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6.1.1.2Determining the right form of intervention

While European intervention is necessary and jastifo remedy the shortcomings of the
pharmaceutical sector, the appropriate form ofrurgietion remains to be determined. In line
with the discussion of regulatory effectivenesshia fourth chapter, the least intrusive mode
of intervention can serve as a point of departline least intrusive form would be to choose
the regulatory option ofloing nothing(OECD, 2008a). For obvious reasons, this strategy
ill-equipped to cope with the regulatory problemhand. Subsequently, the viability of soft
modes of regulation and private regulation hasetednsidered® Considering asymmetrical
information regarding product risks between theigpat(principal) and the manufacturer
(agent) as the main regulatory problem, severaketdrased mechanisms could be employed
to reduce this problem. Patients could use scrgengchanisms to improve their knowledge,
for example, by using other agents (physiciansjrarsce companies), while producers could
employ signalling mechanisms by building a goodutapon in the market. By granting the
possibility to claim damages via liability law, age are incentivized to provide quality
information (Cassel et al., 2007: 292-293). Whiletsa regulatory approach might be viable
and desirable from a theoretical perspective, itséiously flawed. The problem of
pharmaceutical risks is reduced to a mere issuafofmation inadequacies, overestimating
the capacities of patients while at the same tim#etestimating the underlying risk. While
the quality and quantity of information availabtedatients represents an important aspect, it
does not account for the lack of ability to procélsis information. It remains at least
guestionable, if the screening mechanisms and thpost of agents are sufficient to
compensate the lack of knowledge. In addition pitedblem of information selection is raised.
Another problem of such an approach is the undeglgssumption, that producers are well
informed about the risks of their own product. #sence, the product risks are severe enough
to render the proposed level of regulation as toe. IA regulatory approach based on the
disclosure of information and naming and shaminghmaisms based on the willingness of
producers to gain a certain reputation in the ntaakel the possibility to claim damages is
thus insufficient. Since the regulatory problemate$ to the product, the introduction of
product based regulatory mechanisms represent miging extension of the regulatory
approach. Drawing on different regulatory approacaed strategies identified by Baldwin
and Cave (1999), this could take the form of frasialy or licensing: a competent authority

1% 1n line with the mainstream discussion on reguiatpality, less intrusive forms of interventiomncae seen
as thepreferredregulatory solution, justifying a stepwise diséasJOECD, 2008a).
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grants market access to the respective produat e¥t@uating product characteristics. By
introducing such pre-authorization controls, theesgence of informational asymmetries is
effectively reduced. The regulatory authority wosktve as an agent providing information
to the patient and his respective physician reggrdne risk-benefit of the product. As the
discussion in the last chapter clarified, pre-atigaion controls and the approval of products
might be too limited in the pharmaceutical sect®ince the risk-benefit ratio leading to
market approval could only be based on limited nmiation and the possibility that some
severe side effects might occur very rarely, camtirs monitoring mechanism are necessary
and justifiable in achieving optimal regulatory ukts, even though representing a more
intrusive regulatory strategy.

6.1.1.3Identification of the right regulatory set up

After clarifying how to regulate, it must be deaideho should carry out this task. Given
underlying preferences for less intrusive methdtlg, task could be carried out by the
pharmaceutical sector as a form of self-regulafoassel et al., 2007; Sauer & Sauer, 2007).
Leaving the evaluation of products regarding theispective risk-benefit ratio to their
producers, however, seems not to be supported &mucietal perspective. It is true that
reputation represents a strong incentive to estalsirict standards necessary for effective
protection from unsafe products. Nevertheless,iaaf@ regulatory regime especially in the
pharmaceutical sector will be heavily contested, the relationship between the
pharmaceutical industry and the public is char@aadr by a prevailing level of distrust
(Offerhaus, 2005; Sharma, 2007). Two additionaluargnts in support of state based
regulation can be developed. First, the introductbprivate regulatory regimes might imply
high (political) costs of introduction. Since thebtic expects that the regulatory task is
carried out by a public agency — which is at lgasiirectly legitimized — establishing a
private regulatory regime can face strong publgistance (Abraham et al., 2002). Second, it
could be argued that the industry itself would pi@fer such self-regulatory mechanisms. As
Daniel Carpenter (2003: 255) notes, “the inheramteutainty that firms themselves have
about the quality and safety of their products’ade to a higher acceptance of public
regulation. In certifying the quality of a givenggiuct, the respective public authority reduces
the uncertainty of the pharmaceutical producerndigg the quality of its own product.
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6.1.1.4Establishing a legal basis for regulation

The next logical step is the identification of gdé foundation for regulatory intervention.
Based on the underlying rationale for interventitwe, protection of public health, a respective
(constitutional) foundation has to be identifiedhin the European treaties. Such foundation
can be found in article 152 TEC stating that “Athlgvel of human health protection shall be
ensured in the definition and implementation of@Gdmmunity policies and activities.” As it
was discussed in the first chapter, this ratheeggmandate does not provide the European
Union with extensive competencies in health mattidesvey, 2002). Subsection 5 of the said
article restricts the rather general meaning bynastor the respect for national competencies
in the field of health policies. Accordingly, atecl52 does not qualify as an appropriate legal
basis for regulatory intervention. Alternativelytiele 153 on consumer protection could be
invoked. The first indent states:
“In order to promote the interests of consumers taneinsure a high level of consumer protection, the
Community shall contribute to protecting the heaftafety and economic interests of consumers, as
well as to promoting their right to information, weghtion and to organise themselves in order to
safeguard their interests.”
The article is formulated in a very general manrealling for the contribution of the
European level in matters of consumer protectiahthns (only) legitimizes complementing
measures to national regulatory activities. Themférticle 153 does not represent a legal
basis for European regulation to ensure consumategion. The Treaty, as Christopher
Hodges rightfully notes, “falls far short of offag a general constitutional mandate to select
whatever style of consumer protection policy itaets as appropriate for its aspirations”
(2005: 33). Accordingly, an alternative legal foatidn has to be found. As it was argued
regarding the principle of subsidiarity, Europeateivention could be justified based on the
advancement of the single market. This does howeepresent a different underlying
rationale for regulation: the protection of pulbitiealth no longer serves as the main aim. In
fact, most consumer protection measures introdbgetie Community were based on article
95 (Hodges, 2005: 28), stating that:
“The Council shall,[...] adopt the measures for thpragimation of the provisions laid down by law,
regulation or administrative action in Member Staihich have as their object the establishment and
functioning of the internal market.”
Despite implicit (constitutional) tensions that imigarise by founding regulation in order to
strengthen public health on provisions mandatingnibaization of national standards, article
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95 does provide a legal basis for regulation. Twecpnditions have to be met in order to
invoke article 95 as a basis for regulatory agtividiffering national provisionsnust exist (1)
and the approximation of these standards radsancethe creation and functioning of the
internal market (2). Both conditions are satisfiadthe case of the pharmaceutical sector.
Even though comparatively weak, national regulatprpvisions existed prior to the
emergence of European legislative activity (Colldt296) and the harmonization of these

measures contributes significantly to the functigndf the internal markét®

6.1.2Intermediate result: preconditions of effective reglation

The previous section tried to clarify, in how fdretidentified preconditions of effective
regulation could be established regarding the Eeaopregulation of pharmaceuticals.
Starting off with the justification of interventiprthe protection of public health has been
identified as a sufficiently legitimized justifiegab and regulatory goal. The need to improve
the functioning of the internal market and the etpé positive regulatorgcale effects
resulting from federal level regulation, have bédentified as a justification for European
involvement in the pharmaceutical sector. As legsusive modes and reliance on self-
regulatory mechanisms were deemed insufficient rideio to cope with the underlying
regulatory problem, public-based regulation based nearket approval and monitoring
mechanisms were identified as an appropriate regylaanswer. Finally, a legal basis for
regulation protectingublic healthwas identified in form of article 95 (TEC). Whilke said
provision represents a legal basis for regulatogrvention, the discussion of possible
constitutional foundations revealed that no direeindate for the protection of public health
and consumer protection can be found in the treafiecordingly, intervention in order to
maintain public health is disguised as a measunedoce obstacles to internal trade. The
justification of risk regulation via the completianf the single market raises additional
concerns regarding the European regulatory logmenfithe citizens’ perspective. If risk
regulation is merely created to reduce market distg disregarding the inherent necessity of
regulation as an intervention to protect consumiosn harmful products, it seems

questionable if the social optimum of regulationgalized.

195 While these provisions predated the cited legaligions, they were based on article 100 of theaffre
establishing the European Economic Community nowlar5 TEC (Greenwood, 1987).
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6.2 The development of European pharmaceutical policy

European pharmaceutical policy can be traced bathe 1960 emerging in the aftermath of
the Thalidomide disaster (Feick, 2002; Krapohl, 2008; Permanan@)6® While the
Commission had engaged in consultations with varisteakeholders on the issue of
prospective harmonization prior to this tragic dyethe public health threat created an
window of opportunity and kick started the procd®ermanand, 2006; Vogel, 1998).
National regulators reacted to the crisis by stileeiging domestic regulatory systems, but the
severity of the events helped to create awaremeshd transnational dimension and a shared

European responsibility.

6.2.1Initial harmonization after Thalidomide

Consequently, the six initial member states agoeethe harmonization of existing standards.
The introduction of directive No. 65/65/EEC markibe beginning of a common European
approach to regulation in the pharmaceutical sé€tdraying the foundation for the legal
framework still governing the sector today, threpexts of the directive must be highlighted.
First, the directive established the general aitidvalid goal of regulatory intervention. The
first and second recitals of the said directivéesthat:
“the primary purpose of any rules concerning thedpction and distribution of proprietary medicinal
products must be to safeguard public health; Wiserbawever, this objective must be attained by
means which will not hinder the development of gi@armaceutical industry or trade in medicinal
products within the Community;”
Referring to article 100 (EEC), and therefore theaacement of the internal market, the clear
commitment to public health as the main goal oéiwention, character, may serve to reduce
the potential tensions between the underlying \guy task and the respective constitutional
foundation. Second, the directive introduced ao$etear definitions and standards regarding
the control of pharmaceuticals, for example, thgesyof products covered by the regulation
and the concept of a proprietary medicinal proddécticle 3 entailed the requirement of
mandatory authorisation of these products. Whilestmmational systems were based on
mandatory registration of pharmaceutical produittis, provision marked an important step
from a public health perspective (Daemmrich, 20@emmrich & Krticken, 2000).

1% An overview of the development path of Europeaarptaceutical regulation is provided in graph 17isé
of key legal acts is provided in the appendix (A.3)
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Subsequent articles lined out the approval requergs) procedural and time requirements of
market authorisation, the duration of validity, bjyacontrols of manufacturing, labelling
requirements for pharmaceutical products and treessity to engage in continuous post-

market controls (pharmacovigilance).

Third, article 5 established the substantial aaten which market approval as well as refusal
and withdrawal of an authorized product ought tdased within the EEC by introducing the
concepts okafety quality andefficacy While directive No. 65/65/EEC has to be seenras a
important step towards safer pharmaceuticals,oitsid was rather narrow: it achieved the
harmonization of standards and introduced mandatottyorization, but did not contribute to
the advancement of the single market. Considehegptevalent reservations on the national
level regarding delegation in this sensitive polfesid at that time, the directive must be
understood as a significant progress. It took tbm@ission almost a decade to follow up on
the first regulatory advancement in the pharmacaltsector. In 1975, three directives
affecting the regulatory framework were releaseded@ve No. 75/318/EEC established
uniform rules regarding the necessary tests aatb timforming regulatory decision®. The
second directive, No. 75/319/EEC, did not aim & karmonization of standards, but an
approximation of national authorization procedurdss.introduced the Committee for
Proprietary Medicinal Products (CPMP), comprised naitional regulatory experts and
representatives of the Commission. The said coremiitas established to examine questions
connected to approval referred to it by the mensgiates. Beyond its function within the
emerging regulatory regime, however, the Commisstapected it to be a device to
harmonize national regulatory approaches throughange and dialogue (Lorenz, 2006: 48-
51). Another procedural change introduced by thmective was the creation of the so-called
CPMP procedure. An applicant — after successfullynstting his approval dossier based on
the requirements of directive No. 65/65/EEC to amaional regulatory authority — who
decided to market the approved product in five mmember states, could now ask the
regulatory authority which granted approval to fard the dossier and the authorization to
the CPMP. The CPMP would then distribute the desseethe concerned member states. The
forwarding of these documents substituted the siagbplication in each of the member states,
representing the normal procedure before the intton of the CPMP procedure. After

receiving the application through the CPMP, natisagulators could either tacitly accept the

97 The directive addressed the requirements regattiiegesting (analytical, pharmacological, toxicibad)
and the conduct of clinical trials.
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approval documents, or raise objections by forwayda reasoned objection to the CPMP
within a given period. The Committee could then eomp with a reasoned opinion reacting
on the reservations expressed by the dissentingberestate, granting the member states
another 30 days to reach a decision on nationabaattion. However, the reasoned opinion
was not binding on the member states. The decisi@approve the product remained at the
national level. A comparable procedure was estaddisfor dissenting opinions of national
regulators on the same product, not submitted ke&a €PMP procedure, regarding the
authorization, suspension or withdra®®lln addition, member states were permitted to call
on the Committee if interests of the Community wiex®lved. In essence, the introduction of
the CPMP procedure reflected the political conweittof the Commission, that integration in
the pharmaceutical sector ought to be achieve basetie principle of mutual recognition
(Gehring et al.,, 2005: 85). Beyond procedural iraimns, directive No. 75/318/EEC
introduced several additional changes. It estabfismules on the manufacturing and
importation of medicine from third countries andraduced the requirement of a qualified
person (QP) exclusively responsible for certaireaspregarding the approval proc&§sThe
fifth chapter introduced requirements regardinggtpervision of the manufacturing process
and specified the requirements regarding continumositoring of pharmaceuticals after
approval. The third directive No. 75/320/EEC retzhsn the same year, created the
Pharmaeutical Committee acting as an advisory ptnméhe Commission when preparing
proposals for directives regarding the pharmacaltsector. On first sight, the changes
introduced to the regulatory system in 1975 wenesierable and marked a shift from the
harmonization of standards to the establishmen& ohutual recognition procedure. The
introduction of the CPMP and the according procedepresented an attempt to introduce a
facilitated mutual recognition approach, rationatis market approval within the EEC by
making individual assessments by national reguadbthe same product obsolete. However,
the CPMP procedure did not succeed. Since theapsrof the Committee were non-binding,
“the member states could, and generally did ignitem” (Permanand, 2006: 49). The
political and public sensitivity regarding pharmaiteal products, the strong national
regulatory traditions and the prevailing distrustvieen the national regulators hampered the
success of the newly established procedure (AbraBarewis, 2000; Lorenz, 2006).
Legislative activity in the pharmaceutical sectecitased in the following years with few

198 1 this case, one of the affected member statelsl cefer to the CPMP for arbitration.

19 The concept of the qualified person serves as goriant mechanism within the European regulatory
approach in the pharmaceutical sector effectivhkiftisg responsibilities towards the industry (Bnoy2005;
Ladds, 2007).
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notable exceptions? The next notable attempt by the Commission to baire procedures
was included in directive No. 83/570/EEC, introdgcithe multi-state procedure modifying
the existing, yet disappointing CPMP procedure. éfnithe multi-state procedure, access to
the procedure was improved by lowering the numblercauntries to which the initial
authorization should be extended from five to two.addition, member states were now
strongly advised to take former authorizations idice consideratioh! However, these
modifications did not solve the underlying problefrthe procedure: Still, the CPMP opinion
was non-binding and member states regularly chamsgnore it (Lorenz, 2006)? By the
mid 1980s, harmonization in the pharmaceutical sse&ll short on the Commission’s
expectations. Sparked by the disappointing perfaoaaf the existing regulatory framework,
the Commission explicitly highlighted the need &aiditional efforts in its white paper on the
completion of the internal market (European Comioigsl985). This new found enthusiasm
has not only been caused by the suboptimal levelaonhonization. With the signing of the
Single European Act in 1986 and the goal of compyethe internal market until 1992
looming in the distance, pressure on the Commisgiotake action increasétf The first
result of these efforts — directive No. 87/22/EEGought to achieve two godf$. First, the
underlying policy goal was to create more favowrabbnditions for research in high-
technology pharmaceuticals. Second, the Commigstiaved that in order to incentivize the
industry and strengthen regulatory capacities diggr high-technology products, the
introduction of a new procedure was inevitable. Tiective introduced the concertation
procedure mandatory for products derived from loiot®logy. If a pharmaceutical company
applied for market authorisation for such a phaeunécal product the respective regulatory
agency had to refer the application to the CPMBEng@s a so-called rapporteur. The CPMP
would then issue an opinion regarding the respeqtivarmaceutical product. However, the

CPMP opinion was (still) non-binding and the demison market approval remained within

110 Directive No. 78/25/EEC regulated the colouring evattregarding pharmaceutical products and directive
No. 78/420/EEC amended the CPMP procedure by askangeference member state to send the dossier to
both the CPMP and the authorities of the concemenhber states.

111 An illustration of the multi-state procedure i®pided in the appendix (A.4).

112 Another important directive, even though not difgeconnected to pharmaceutical regulation, relgéase
during this phase has been directive No. 84/450/Hig@jng advertising for prescribed medicine. Itsha
been supplemented by the release of directive 9¢6B52/EEC, banning TV advertising for prescribed
pharmaceuticals.

113 The need for action in the pharmaceutical sectas highlighted as well by th€ecchinireport (1988)
published in 1988. Chaired by Paolo Cecchini, thgort investigated the benefits of market integrati
covering all industrial sectors including pharmaduzsls.

114 Another directive released in the previous year, 87/19/EEC, must be mentioned. It establisheditse f
rules on good laboratory practice and installed@bemittee for the Adaptation to Technical Progresthef
Directives on the Removal of Technical Barriers t@de in the Proprietary Medical Products Sector
supporting the Commission the adaptation of tegtugirements.
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the discretion of member state authorifiesThe main benefit of the concertation procedure
should therefore be seen in the facilitation ofajae between national regulators before a
national approval decision was taken (Lorenz, 2@%): Another measure in this regard has
been the creation of so-called notice to applicfNiBA), developed by the Commission in
close cooperation with national regulators and ighbdd for the first time in 1986,
summarizing and harmonizing the requirements reggrdthe application dossiers.
Obviously, neither the issuance of NTAs nor thecpoural changes resulting from directive
No. 87/22/EEC did suffice to remedy the shortcorming the regulatory framework at this
point of time.

6.2.2The first revision of the regulatory system (1989/9): a new start

Twenty-five years after the initial directive fowal European pharmaceutical policy, policy
developments had reached a cul-de-sac: While stdsdaere continuously harmonized,
attempts to harmonize the regulatory process addceeexisting duplication of evaluation
efforts were undermined by the prevalent level otual distrust between national regulators
and the reservations of member states to let gmnssbilities within a field closely related to
healthcare (Collatz, 1996; Currie, 1990; Feick, @0&Krapohl, 2008). Despite these
drawbacks, and with the 1992 single market deadiipproaching, the Commission was
forced to push things forward. Starting in 198& @ommission engaged in an extensive two
year consultation process with various stakeho)dersluding the member states, the
pharmaceutical industry, consumer groups and psmfeal associations (European
Commission, 1990: 5). Several possible new appreystems were discussed in the course of
the consultation process, but preferences of tfextafl stakeholders and the Commission
converged around a blended approach (Abraham & 4,e8000; Hancher, 1990; Lorenz,
2006). The results of the two year process culrath@ the release of a communication by
the Commission titled Future system for the freevemoent of medicinal products in the
European Community (European Commission, 1990).|&\the proposals envisaged several
important changes to the existing regulatory fraomw three aspects deserve special
attention. First, the Commission proposed a strattthange by creating a European Agency
for the Evaluation of Medicinal Products (EMA). Thew European Agency was based on

the existing governance structures, namely the CRM& the Committee for Veterinary

115 For an illustration of theoncertation procedursee the appendix (A.5).
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Medicinal Products (CVMP) expanded by additionabstantial administrative resources.
Instead of substituting national regulators, theAEWas intended to take over a coordinating
function between national regulatory resourcesautas supervisory and organisational body
in the so called centralized procedure. Secondutuah recognition procedure (MRP/DP)
based on the former multi-state procedure was seqid® An applicant looking for market
approval in several additional member states, cadll the authority granting market
authorization for the first time (reference membi@te) to forward the assessment report and
additional data, as lined out by the former direxdi to the respective authorities in the target
countries (concerned member statEs)The concerned member states (CMS) were expected
to recognize the first authorization. As under tbamer procedure, a CMS could refuse
approval. However, acceptance could only be demiedrisk to public health grounds.
Subsequently, the dissenting national authoritiesewexpected to forward their assessment
reports to the other member states and engagbii@ multi-)lateral arbitration phase. If no
mutual agreement was reached, the matter was edféor the CPMP. As opposed to the
former procedure, the CPMP under the decentralgededure could now take a binding
decision, applicable to all concerned member stafég third change envisaged by the
Commission, was the introduction of the centralipedcedure (CP). The CP resembled the
concertation procedure, since it was compulsorypimarmaceutical products derived from
bio-technology. If a producer wanted to apply faarket authorization, the application now
was directed to the agency, which asked the CPM&a the procedure. The CPMP then
selects a rapporteur responsible for the evaluaifothe product and a co-rapporteur. The
rapporteur was expected to prepare an assessmpent aad a draft, subsequently asking the
CPMP for its scientific opinion. The CPMP then @egs a scientific opinion, if the
respective product should be approved. Given tog faat the agency does not have the
power to take a binding decision, the final (poét) decision was ought to be taken by the
Commission:*® The proposed changes resulted in a new regulaistem, offering three
different routes to market access. If an applicaahted to market a product only in one
country he could do so by applying to the competatibnal authority, which would evaluate

the application based on the European harmonizeatiar(national procedure). However, if

118 The procedure is referred to as both decentrabimeimutual recognition procedure and the revisiothe
regulatory framework in 2004 introduced the formeaparation of a mutual recognition procedure and a
decentralized procedure. Accordingly, this studly uge the abbreviation MRP/DP.

17 1n 1998, the decentralized procedure became marydé&r all medicines not subject to the centralize
procedure and introduced in more than one memat. st

118 Still member states have the chance to oppodeetdraft decision by the Commission, starting aitzogy
procedure on the decision (European Commissior);lRépohl, 2008).
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he chose to market the product in more than onebeemstate, one of the two envisaged
European procedures would apply. If the produdstad the criteria, the applicant could
apply for Community-wide authorization via the CIP.the product did not satisfy the
requirements, he could chose the MRP/DP, whichdeuthe normal condition of acceptance
by all concerned member states — would result imketaauthorization in all concerned
member states. The Commission — aware of the gallisiensitivity of the policy field and the
circumstances — chose to build on existing strastunstead of radically breaking with the
former modest achievements. The resulting approaald best be explained by the positions
and preferences of the stakeholders involved. AgiMaorenz (2006: 58-59) notes, a single
centralized approach with the EMA taking all regoig decisions was unacceptable, but
national regulators and member state governments ateleast willing to accept procedural
differentiation. And as the proposed CP only costaagelatively small and specific group of
pharmaceuticals, “member states agreed to this pewcedure for fields where the
distributional consequences for existing natiomakcpdures was, so far, not very important”
(Feick, 2008: 44). In addition, national regulatoosild not claim a high level of expertise, as
the regulatory capacities in this new field were as advancett’ While industry officials
probably would have preferred a centralized prooedipen for all products (Abraham &
Lewis, 2000; Krapohl, 2008), the newly established differentiated system offered them a
certain degree of selection regarding market agrdwrthermore, the abolition of national
regulators within the single market would have ltesuin the deprivation of established
regulatory ties with national regulators as well r@gulatory reputation of regulatees.
Following up on the proposals of the Commissionp wentral pieces of legislation were
introduced in 1993. Regulation EEC No. 2309/93aidtrced the CP and the EMA Starting

of with the provisions concerning the newly estsiidid agency, the regulation specified the
role of the EMA as a provider of scientific adviemd as a coordinator of regulatory
resources, as well as defining the agency orgamisdtstructures beyond the CPMP and
CVMP, operating procedures and agency funding. Agsaged by the Commission, the
second change was the introduction of the CP utiitketwo of the regulation. As outlined in
the Commission proposal in 1990, the applicant sabmits the required documents to the
EMA, which then refers the application to the CPMRe CPMP selects a rapporteur and co-
rapporteur, taking into consideration the prefeeeotthe applicant, conducting the scientific

119 This refers back to the recitals of directive N8/22/EEC, claiming that the national regulatory exignce
regarding certain products was insufficient, maimggthe pooling of expertise.
120 The new agency was to take up its responsibikiféectively from January, 1 1995.
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assessment. Based on the scientific advice of B the Commission subsequently drafts
a decision and in case of no further objection ftben member states a market authorization
valid throughout all member states is graritédn addition to the procedural and institutional
changes, the regulation improved the Europeanmsysteharmacovigilance by strengthening
reporting requirements of applicants and grantimg EMA a supervising and coordinating
role regarding national pharmacovigilance systerhe. second piece of legislation taking up
the proposals of the Commission was directive NW3WEEC. Under the new MRP/DP
procedure, an applicant planning to market a progiumore than one country could send the
required documents to the authorities of the caresmmember states and the agefityn
addition, he would ask the reference member statidft an assessment report as the basis
for the mutual recognition procedure. As outlinedtihe proposal, the concerned member
states were expected to recognize the first awaion, but had the opportunity to refuse
market approval if they could provide evidence thatauthorization constitutes a serious risk
to health®® If no settlement could be reached in bilateracuision, binding arbitration
within the CPMP would start, leading tdoanding decision by the Commission affecting the
concerned member states. Besides the responswilitnder the DP, the CPMP had to be
involved in case of dissent regarding the suspensiowithdrawal of a certain product.
However, if no agreement between national regudateas reached, as in the case of market
approval, a binding decision by the Commission isased:?* While the introduction of the
new procedures and the EMA in the early ninetiegketh a critical juncture in the
development of European pharmaceutical regulataoidjtional legislative acts altering the
legal framework governing the sector were releasdtie aftermath of the first revision. In
December 1988, the so-called transparency directivdo. 89/105/EEC — was released,
asking member states to provide information on eggd price regulation methods
(Abraham & Lewis, 2000; Mossialos et al., 2006;rR&nand, 2006). In 1989, directive No.
89/341/EEC amended existing rules by introducing ttoncept of medicinal product
substituting the category of proprietary pharmacautproduct and made package inserts
mandatory. Three additional directives, No. 89/8EX, No. 89/343/EEC and No.
89/381/EEC expanded the applicability of existinges to additional product groups. Most

2L Anillustrative overview of the centralized procee is provided in the appendix (A.6).

122 The procedure could be started either if a prodiast still under review in one member state orst firarket
authorization was already granted.

123 After the revision of the procedure in 2004, disiom of member states has been reduced. Refusing
authorities are now asked to provide suggestiomsthe objections regarding the product could beedird
according to article 10 of the said directive.

124 For an illustration of the process see the appef#dir).
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notably, generic pharmaceuticals not covered byfrdmmework before, were brought under
the European rules (Lorenz, 2006: 56). In 1994rsa dlirective No. 91/356/EEC introduced
more specific rules on good manufacturing practasel the second directive worth
mentioning, No. 91/507/EEC amended existing testaguirements to cover the previously
expanded scope of products. In April 1992, fourechives were released. Directive No.
92/25/EEC regulated the wholesale distribution lednpnaceuticals, by making authorization
of distributors mandatory. Directive No. 92/26/EE@troduced guidelines for the
classification of pharmaceuticals, according toirth@rescription status. Directives No.
92/27/EEC strengthened already existing rules om design and content of leaflets
accompanying pharmaceutical products, with a spdorus on the readability of such
documents. Finally, directive No. 92/28/EEC spedifi existing rules regarding the
advertising for pharmaceutical products. In additio the new rules pertaining to proprietary
pharmaceutical products, the European frameworkarbec more inclusive by releasing
directive No. 92/73/EEC governing homeopathic miedic products?® In 1995 three
additional regulations were released. RegulationN€C 540/95 specified the requirements
regarding the development of a better pharmacarigé system while regulation EC No.
541/95 and regulation EC No. 542/95 establishe@srulegarding the examination of
variations to an existing approved prodtfétResulting from the changes developed during
the early 1990s, the new European regulatory regias implemented in 1995 and its
fundamental components remained untouched in tl@vMing years. However, article 71 of
regulation EEC No. 2309/93 envisaged a mandatonfuation of the regulatory system,

leading to the second revision starting in late9199

6.2.3The second revision of European medicines authorigan (2000-2004)

In 1999, the Commission awarded a contract to CM8n&on McKenna and Andersen
Consulting asking for the evaluation of the pregilguntroduced authorization system. The
consulting companies presented their report in @ta2000. Based on the report, the

Commission engaged in an extensive consultatiomcesee before drafting new legislative

125 Even though, this study does not consider homeapatioducts, the directive is noteworthy. It closad
regulatorygap from the public health perspective, since homddpatroducts are widely used within the
European Union and can have unwanted side effectseti{Calapai, 2008; Lewith et al., 2003; Menniti-
Ippolito et al., 2008).

126 Regulating the variation of an existing authoi@atwas necessary to prevent the complete reaseasém
case of minor changes. The regulations were ametileé years later, by regulation EC No. 1146/98 and
regulation EC No. 1069/98 and have been revisecesuiestly.
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proposals. After intense discussions within EP caomitres and the involvement of the
Council of ministers, two new legislative acts wpessed in 2004: directive No. 2004/27/EC
and regulation EC No. 726/206%. Preceding the two central pieces of legislati@vesal
additional legal acts worth mentioning were introgld. Between 1999 and 2000 two
regulations aiming at the improvement of the reguiaregime regarding the development of
orphan drugs were passed. Regulation EC No. 20002bdailed a definition of an orphan
drug and established the Committee for Orphan nredicproducts within the EMA,
responsible for grantingrphan status to submitted pharmaceuticals, based orcriteria
specified further in regulation EC No. 2000/847 (®¥¢m, 2000). In the following year
directive No. 2001/20/EC specified the rules on dyamtinical practice, strengthening the
requirements in the pre-authorization phase. Simeeegulatory framework during this stage
was based on a large number of single documentbacame increasingly complex, it was
integrated by the introduction of directive No. 2(8B/EC, representing the new fundamental
piece of European pharmaceutical legislation. Baseddirective No. 2003/63/EC, the
requirements for application dossiers were harnazhfarther. The directive implemented the
Common Technical Document (CTD) developed withia t8H. The second directive No.
2003/94/EC released in that year, specified thesroégarding good manufacturing practice
with a special focus on investigational medicinaducts. Regulation EC No. 1084/2003 and
EC No. 1085/2003 amended existing provisions onettemination of variations regarding

authorized products.

6.2.3.1General modifications based on the revision process

Turning to the changes resulting directly from tkeision process, it should be noted that
they were rather moderate compared to the firgsi@v of the regulatory framework in the
early 1990s. Nevertheless, the revision alteredftfsmework in several ways. Starting off
with symbolic changes, several institutional featurwere renamed. Thagency was
rebrandedEuropean Medicines Agen¢gMA) and the CPMP was renamedGommittee for
Medicinal Products for Human U4€HMP). Mainly due to the Community enlargement in
2004, the composition of the CMHP was changed. d®@ssone member from each of the
(now) 25 national agencies, five additional membsosld be chosen in order to bring in
specific expertise. In addition, the CMHP was emeed to establish standing and
temporary working parties. Another change affectieel board of the EMA which now

127 For a detailed analysis of the policy-making pescsee Andreas Broscheid & Jiirgen Feick (2005).
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included one representative from each Member State,representatives of the European
Commission, two representatives of the EuropeahaRent, two representatives of patients’
organisations, one representative of doctors’ dsgdions and one representative of
veterinarians’ organisatiort8 An important harmonization was reached regardivg data
exclusivity and protection, leading to the so-ahl8&+2+1 formula or bolar provision (Roox,
2006). The data needed to submit an applicatiosieiogias protected for eight years. After
this period, generic producers were allowed to doemthe scientific data and prepare their
application even though they were not allowed tokeiatheir product until the ten-year mark
had passed. In effect, this meant 8 years of datagtion and 10 years of market exclusivity.
If the respective producer could demonstrate aitiaddl therapeutic benefit of his product,
he could even prolong this period by one additiogpaar (Lorenz, 2006: 216). The
transparency of the regulatory process was imprawyechaking the publishing of assessment
reports mandatory under both proceddfésVhile the previous framework mandated a new
assessment of a market authorization every fivasyghe new provision envisaged one
mandatory evaluation of the respective producteAfe-examination, however, the market
authorization — given a consistent risk/benefitratwill be valid without limitation. Another
change affecting market authorization was the reguent to market a medicinal product
within three years from approval. If an applicaaildd to do so, the obtained market

authorization will be invalid.

6.2.3.2Changes affecting the centralized procedure

While the CP had been evaluated positively by mstateholders (CMS Cameron McKenna
& Andersen Consulting, 2000), the Commission preploseveral improvements. First, the
scope of the procedure was widened, by includindiomal products based on a new active
substance or intended for certain therapeutic atitins and orphan drug¥. Opposed to
earlier regulation, it was now possible for a genenedicinal product to receive market
approval through the centralized procedure. Inqipie, the procedure was opened up for
other medicinal products offering therapeutic biérafa special benefit to patients as well.
The timelines during the political phase of deaisimaking were tightened and an accelerated

assessment procedure was set up, reserved for inedmroducts of major therapeutic

128 During the legislation process, industry represgves tried to lobby for participation in the mgeaent
board but eventually failed (Broscheid & Feick, 3025).

129 For the centralized procedure, the European pasbessment report (EPAR) was introduced.

130 As defined in the annex of the said regulationsitepe was expanded again in May, 2008.
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interest and making specific post-authorizationticma necessary. Furthermore, the reduction
of fees payable for authorization through the CP dmall and medium enterprises was

introduced.

6.2.3.3Changes affecting the decentralized and mutual regmition procedure

Compared to the CP, the MRP/DP was exposed to sxeermriticism during the review
process (CMS Cameron McKenna & Andersen Consul20§0)'** Accordingly, more far-
reaching changes compared to the CP were entaiedirective No. 2004/27/EC. To
strengthen the voluntary elements of the procéss,pteviously existing informal mutual
recognition facilitation group (MRFG) was transf@dh into the coordination group
(CMD(h)) and was granted administrative supporthi® EMA. An important change from a
procedural perspective was the modification of iveling arbitration procedure. Under the
new rules, withdrawal of the product from one & thssenting concerned member states did
no longer prevent binding arbitration. In additi@oncerned member states willing to accept
the first assessment were now allowed to granbeigipnal market approval. Another change
to strengthen mutual recognition within the MRP/DWs the altered sequence. The RMS
was expected to share his draft assessment withCi¥1&'s before taking a decision,

providing for additional bi-lateral and multilatédiscussion.

6.2.4Recent developments in the regulatory framework

After the second revision, policy developmentshia pharmaceutical sector did not lose its
dynamic, even though the focus of new legislatiets ahifted from the institutionalisation of
the regulatory system to its modification. In 20@brective No. 2005/28/EC integrated
former provisions on clinical practice by estahlighnew guidelines and developing control
mechanisms. The same year, regulation EC No. 2089/2vas introduced, regulating
additional support for small and medium enterpriegmrding the approval process. 2006 saw
the issuance of several legal acts, beginning Regulation EC No. 507/2006 introducing a
conditional market authorizatidd® In December, two additional regulations, EC No.

1901/2006 and No. 1902/2006, concerning medicimaldyrcts for paediatric use were

131 A mutual recognition procedure (MRP) applieshé product already has received a market authimizat
one member state, opposed to the decentralizecguioe (DP) where no market authorization has been
received prior to the application.

132 A conditional authorization is granted, even if ab the data necessary for an application caprbeided.
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released. The most significant changes resultioigy fihe two regulations were the creation of
a new paediatric committee (PDCO) within the EMAd ahe introduction of the so-called
paediatric investigation plan (PIP). Since childveere not covered in most clinical studies,
even though representing a significant subset efdabnsuming group, the new regulation
made the consideration of aspects related to paedige in clinical trials mandatory (Auby,
2008)1* In 2007, two regulations were passed. RegulatiGnN®. 658/2007 provided the
agency with additional powers for sanctioning nompliance of market authorization
holders and levy fines at least indirectf{. The second one, regulation EC No. 1394/2007
broadened the scope of the centralized procedunadbyding advanced therapy medicinal
products. Directive No. 2008/29/EC released in Mag008 clarified the competencies of the
Commission regarding changes of the pharmaceutsgallatory framework. Directive No.
2009/53/EC amended directive No. 2001/83/EC reggrdhe terms of variations to an
authorized product and in September 2009, dirediwe2009/120/EC was released, adapting
the annex of directive No. 2001/83/EC to accounttfie increasing importance of advanced

therapy medicinal products.

Graph 12: Overview of key European regulatory legal acts (1965-2010)
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133 A waiver can be granted releasing companies ffenobligations. However, the EMA has been resteciiv
granting waivers and even engaged in litigatiothencase oNycomedBrizmohun, 2009).

134 The general possibility to sanction regulatees dleehdy been introduced by regulation EC No. 7264200
but had to be specified further. Formally, sanctiane implemented by the Commission on requestef t
agency (Killick, 2007).
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At the time of writing, the Commission has engageda new review initiative of the
regulatory framework to promote its regulatory gaalthe pharmaceutical sector. Since these
measures are still in the legislative process titergial impact of anticipated changes will be

discussed briefly in the ninth chapter.

6.2.5Development paths of European pharmaceutical policy

The main aim of the previous section was to proadeescriptive overview of the policy
developments in the pharmaceutical sector. At $ight, the process seemed to be marked by
a steady flow of legislation but at same time skapecoincidences and partial congruence of
stakeholders’ preferences instead of a clear astindi strategy>® At second glance,
however, a development path emerges: summariziagptiicy developments it can be
argued, that the process started with the harmtoizaf standards (1), subsequently shifted
towards institutionalisation (2) — flanking thellstingoing harmonization of standards — and
finally lead to the consolidation and differentoati of the regulatory regime (3). This
development path can be projected on the actualiti;n The first policy phase — focusing on
the harmonization of standards — started with #lease of directive 65/65/EC and ended
with the first revision of the pharmaceutical regaly framework in the 1990s and the
instalment of regulatory structures in 1995. Akas been shown, the discussion of the future
system started with the consultation process urttier hospice of the Commission.
Furthermore, the increased legislative activityimyithe early 1990s could be attributed to
the policy dynamics leading to the creation of tieev system, rather than being the result of
the developments in the first phase. The secondepbhinstitutionalisation, started with the
first revision process in 1990, the subsequentimsnt of the European agency and the
foundation of the still existing (yet adapted) aurthation system consisting of a national, a
decentralized and a centralized procedure entarndgorce in 1995. The year clearly marked
a critical juncture in the policy process: Besidbe creation of an European agency, the
successful establishment of European regulatotydaiziation structures — mainly through
changes in the competencies of existing instituttolundamentally changed the regulatory
landscape (Collatz, 1996; Jefferys & Jones, 19%ile the starting point of the second

phase can be defined based on previous consideratioeast two endpoints seem to be

135 This assertion is supported by Govin Permanandnaigi that “the history of European pharmaceutical
regulation is an inconsistent one” (2006: 53). Heeve from a theoretical perspective this inconsisye
seems to be rather comprehensible as differenestiehad to be accommodated (Krapohl, 2008).
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possible. Using the general perspective appliethe specification of the first phase, no
specific cut-off point could be determined and $keond phase would be still ongoing. Using
such an inclusive definition could be justifiedi the basic regulatory system has remained
largely untouched despite undergoing several cran@eposed to this inclusive view, the
changes resulting from the second revision ana@dnesponding legal acts published in 2004
can be used as an alternative cut-off pbihtWhile leaving the fundamentals of the
regulatory system untouched, the revision nevesfi®eimpacted on the effectiveness of the
regulatory system as a whole. An additional prattargument for distinguishing a third
phase could be invoked. Since the majority of thenges resulting from the revision process
came into force at the time of writing it is toalgao discuss their impact on the underlying
effectiveness of the system with certainty andrgatger detail. In line with the argumentation
used to justify the starting point of the secondgah the third phase starting in 2000 until the

present day will be used in this study.

Graph 13: Development path of the European regulato  ry framework
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6.3  Evaluating the effectiveness of the regulatory frarawork

Using the three policy phases as a structuringcgevine effectiveness of the regulatory
framework can be assessed. The evaluation is ctedlut three consecutive steps. First, it
must be assessed in how far a clear regulatorylgsabeen formulated. In a second step, the
coverage of the regulatory lifecycle within the utgory framework will be considered. In a
third step, the framework will be discussed frongad governance perspective using the

principles of regulatory quality developed in tloaifth chapter.

13 An additional argument for the distinction of @sed and third phase is, that many studies treat2®01-
2004 revision as such a cut-off point (Broscheid-&ick, 2005; Feick, 2008; Lorenz, 2006; Nettesheim,
2008).
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6.3.1Regulatory goals: public health, a single market ath a competitive industry

The general aim of European pharmaceutical reguatias established by the first directive
No. 65/65/EEC and has remained constant througheytrocess. The first two recitals of the
said directive state that:
“the primary purpose of any rules concerning thedpction and distribution of proprietary medicinal
products must be to safeguard public health; Wisereawever, this objective must be attained by
means which will not hinder the development of gi@armaceutical industry or trade in medicinal
products within the Community”
Flowing from this definition, the primary policyraiof European pharmaceutical regulation is
the safeguarding gdublic health However, based on the formulation used in thedtive,
this goal should be achieved in accordance withptiiey goal ofindustrial developmerdand
the goal ofmarket creation(Collatz, 1996; Lorenz, 2006). Instead of provglione clear
policy goal, European regulation is thus based loeet and potentially conflicting policy
goals. While it could be argued that this tenseomediated by granting safety considerations
priority over industrial and economic considerasiprsome doubts from a consumer

perspective remain (Collatz, 1996}.

6.3.2The regulatory framework and the regulatory lifecyde

Based on the policy goals lined out in directive. B6/65/EEC, it must be asked in how far
the resulting framework is designed to adequatelyil fthem. An effective regulatory
framework needs to cover all regulatory aspecth wipotential impact on the achievement of
the regulatory goal. Based on the discussion afileegry challenges in the pharmaceutical
sector in the previous chapter, this implies thatwhole regulatory lifecycle, including pre-

and post-authorization aspects, is covered.

6.3.2.1The first phase: Harmonization of standards (1965-990)

The release of the first European directive in 18&b not only mark the start of the first
phase but structured the regulatory framework imesd important respects, mainly by
defining its boundaries. It established the scdpgbeframework by defining, which products

137 The ECJ has repeatedly struck down national ledalaaming to safeguanublic health as obstacles to free
trade (Kanavos, 2000). On the other side, the Casion increasingly came to understand that the
protection of consumer interests has to be corsitierthe (general) integration process (Pollaéi,7b).

132



6.3 Evaluating the effectiveness of the regulatcaynework

should be covered by regulation. While the focus wa proprietary pharmaceutical products,
the directive established an important rule frore fherspective of consumer protection.
Aware of the problems connected to the delineatibpharmaceuticals and other product
groups especially cosmetics, the directive estiabtisthatborderline casesand products
belonging to both categories would be treated plsammaceutical and therefore subjected to
stricter controls (Collatz, 1996: 35). During thaldwing years the definition of products
covered by the regulatory regime was updated regulkeading to a more targeted and
differentiated application. In addition, the diigetmandated pre-authorization approval of all
products falling under the definition of a pharmadzal product and established approval
criteria on which the assessment should be based.

Starting with the regulation of development, thieaduction of mandatory approval based on
directive No. 65/65/EEC and the criteria of safetyality and efficacy contributed
significantly to the establishment of pre-authdiima controls of pharmaceutical product
risks. Producers were now obliged to produce dataheir products in the course of the
development process. These requirements remaintber rgeneral until the release of
directive No. 318/75/EEC, concretizing the testiaquirements underlying the application. In
addition to the said measures, directive No. 83BEC specified the testing requirements.
While not representing a legal measure in thetstease, the issuance of NTAs starting in
1986 could be seen as an additional improvemerardety the safety aspects connected to
the development process. With the instalment of @wnmittee on the Adaptation to
Technical Progress of the Directives on the Removalechnical Barriers to Trade in the
Proprietary Medicinal Products Sector in late 198 Commission created additional
supranational expertise to continuously updateinigstequirements. In this regard the
issuance of directive No. 87/19/EEC should be rnoeeti, as it introduced the concept of

good laboratory practice (Collatz, 1996: 40).

Turning to the second aspect of the pre-authoamastage, the actual approval process, the
first phase saw the instalment of mandatory maakiétorization, the definition of underlying
decision criteria and the general requirementstii@er approval process as laid down in
directive No. 65/65/EEC. A notable advancement ationalizing the process was the
introduction of Standard Product Characteristidd@pas a uniform format for application by
directive No. 83/570/EEC. From a public health peddive, the establishing of the CPMP
has to be highlighted as well. Supranational eigedrawing on member states’ regulatory

resources was created in order to support natregaillators in decisions on market approval.
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While the role of CPMP was of specific relevancethe case of the multi-state and the
concertation procedure, its instalment was of ganerportance for the effectiveness of the

system as a whole.

Considering the regulation of the production precedirective 75/319/EEC introduced
mandatory authorization for pharmaceutical manufast and required manufacturers to
employ a qualified person responsible for the maciiing process. These rules were
complemented by calling on national competent aitthe to carry out inspections of
manufacturing sites to continuously monitor, if thequirements of the manufacturing
authorization were still met. In addition, manutaers were obliged to adhere to the
guidelines on good manufacturing practice (GM®).

While manufacturing was already subjected to casiole regulatory activity during the first
phase, this has not been the case in the fieldistfittition. Trade was regulated, since
importers of pharmaceutical products needed anoamttiion as well based on the
requirements of directive 75/314/EEE.In contrast, the distribution to end consumers in

more general terms remained unregulated at thepBarolevel at this point in time.

Regarding information requirements, directive Ndb/6G/EEC created rules for the
appropriate (external) labelling of proprietary phaceutical products including specific
information, for example, the mode of administratibBlowever, it must be stressed that at this
point in time no additional information for custorsewere mandatory. While the
specifications for such additional information netform of a leaflet were introduced in 1975,
they became mandatory in 1989. In addition, theothiction of directive No. 89/552/EEC
banning TV advertising for pharmaceuticals streagéd the regulatory framework regarding
the availability of right information.

It could be argued, that directive No. 65/65/EEadly envisaged responsibilities of post-
authorization monitoring and pharmacovigilancecsiwithdrawal and suspension of market
authorization were ought to be based on the failartulfil the approval criteria. However,
these responsibilities were obviously rather gdreard did not mandate the establishment of
a systematic pharmacovigilance approach. This t&tuanly changed partially during the
first phase. Directive No. 75/319/EEC did entailrenspecific requirements for supervision of

manufacturing and products on the market, but didspecify how data should be gathered in

138 Adherence to these guidelines was envisaged ectilie No. 75/319/EEC and No. 75/318/EEC and the
requirement was specified further in directive R8/341/EEC.

139 1n 1976, the ECJ established the legality of sminomic activity with its ruling ifDe Peijer(Case 104/75)
in context of parallel trade, as long as licenseguirements were met (Darba & Rovira, 1998: 133).
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a systematic way. However, the CPMP was now oughibe notified in case of market
withdrawal. Finally, directive No. 89/341/EEC inthaced reporting requirements for the

pharmaceutical producers in case of product withdta

6.3.2.2The second phase: Institutionalization (1990-2000)

The policy developments between 1990 and 2000 giyofocused on procedural and
approval aspects of the regulatory system. Howeseveral changes affected the other

aspects of the regulatory lifecycle.

While no new legislative acts were passed affecthiy stage of development during the
second phase, the density of regulation was inecebg employing a soft law approach and

the issuance of further guidelines.

Considering the approval process, the establishimietite new approval procedures was an
important improvement both from the perspectivdeafopean regulatory capacities and the
safeguarding of public health. By expanding the petancies of the CPMP in both
procedures, cooperation between national regulatassstrengthened further. In addition, the
introduction of different procedures for market apgl incentivized pharmaceutical
companies to develop innovative pharmaceuticalsh@asnarket authorization for the whole
community implied a reduction of regulatory cod#reover, the introduction of new rules
regarding the approval of variations to authoripedducts should be seen as an important
step from a point of rationalization. Even thougieased lately in the second phase, the
introduction of the orphan regulation in Decemb@®4 was an important step regarding the
improvement of access to medicine at this pointvall. It created specific incentives for
producers willing to engage in research on ailmémtsare diseases. No specific application
procedure for these drugs was created, but additismpport and specific requirements for

the approval process were introduced (Hoppu, 2008son, 2000).

The safety requirements regarding the productioocgss were mainly altered by the
introduction of directive No. 91/356/EEC introdugimew manufacturing guidelines. As in
the case of development standards, the regulafionanufacturing evolved steadily on the
basis of soft law instruments, most importantly otigh the issuance of guidelines
(Sarantopoulos et al., 1995). In addition, the ttoeaof the EMA responsible for supervision

of manufacturing strengthened the existing reguyat@mework.
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No fundamental changes to the rules governing [lp§ramports and trade in more general
terms were introduced during the second phase. kewen 1992 directive No. 92/25/EEC

closed a prevalent regulatory deficit of the fiptase — the distribution of pharmaceutical
products — by making an authorization for distribat mandatory. Furthermore, the
Commission in collaboration with the CPMP was refjee to develop guidelines on good
distributional practice (GDP). Another change difeg the distribution in a wider sense was
introduced by directive No. 92/26/EEC, harmonizingtional rules regarding the

classification of products.

The most significant changes to the framework feopublic health perspective were enacted
regarding information requirements. Directive NoO2/ZY/EEC strengthened existing
provisions on the information, accompanying a ple@otical product. From now on,
producers were obliged to insert package leaftetsccordance with the information entailed
in the SPC3$* Directive No. 92/28/EEC amended existing regufation advertising,
effectively reducing the potential of possible m&ling information on (prescription)
pharmaceutical$®* With regard to the overall transparency of theisien process, little
progress was made in the second phase. Even thasggssment reports for products
authorized in the decentralized procedure weremended to be published, transparency was
at least improved regarding the centralized proeediorough the introduction of European
Public Assessment Reports (Abraham & Lewis, 1999).

The previously existing European legal framewor&vited only insufficient regulation of
monitoring and pharmacovigilance. This changed wli instalment of the EMA and the
pharmacovigilance requirements laid down in directlo. 93/39/EEC and regulation EC No.
2309/93. Most notably, producers were now mandatechave a qualified person for
pharmacovigilance at their service responsiblerégularly updating safety information on
marketed products and sharing of this informatidth whe competent authorities (Brown,
2005). National authorities were requested to Ihgtearmacovigilance systems and asked to
exchange these information with the agency andinvitiie network of national regulatory

agencies®

140 Another important requirement in this regard what tpharmaceutical leaflets must be written in a
comprehensible manner (Anon, 1995a; Kenny et 8881

1“1 However, the directive did not only cover promatitw the public, but entailed regulations regarding
provision of information to the dispensing doctors.

142 1t should be noted, that the pharmacovigilanceireqents at this point were formulated in a ratjemeral
way, prompting the need of further guidance.
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6.3.2.3The third phase: Differentiation (2000-present)

The third development phase in pharmaceutical etgul led to the consolidation and

differentiation of the existing regulatory framewot his is demonstrated for example, by the
introduction of directive 2001/83/EEC integratingsh of the existing rules developed in the
course of nearly four decades. In addition, thenéwaork was consolidated further by the
continuous revision of EudraLex, including all miland regulations comprising the legal
regulatory framework. As in the previous phasesesspecific changes regarding the distinct

regulatory aspects must be mentioned to illusttegedynamic of developments in this phase.

Despite releasing several guidelines on the conddctlinical requirements, the most
important change in the regulation of the develapinpeocess must be seen in the release of
the clinical directive, No. 2001/20/EC, and the idddal rules laid down in directive No.

2005/28/EC, streamlining clinical trials throughoBtrope*®

Additional changes were
introduced by the new paediatric regulation in 200iproving safety especially for the

patient group of children (Jong et al., 2002; K&dthal., 2007; Seyberth et al., 2005).

While the approval process regarding the centrélaaed decentralized procedure was altered
during the second revision, these modifications lbati/ minor impacts on the overall
effectiveness of the legal framework. Tthe scopepaiducts to be assessed under the
centralized procedure was widened, but no changes introduced regarding the assessment
itself. A change with a possible impact on publ&alh protection was the restriction of
reasons for refusal of an initial assessment withexMRP/DP. In contrast it can be argued
that instead of taking the possibility from membftates to react to health risks, the possibility
to block market access based on unqualified reasassreduced. Four additional important
aspects from the perspective of public health nmgsimentioned in this regard. First, the
creation of an accelerated approval procedure badyéneral tightening of timelines under
the CP improved the access to new and innovativgsdby speeding the regulatory decision.
Second, in 2004, compassionate use was increasegslized improving access to medicine
(Sufié-Arbussa, 2009). Third, the new approval redionesaw the possibility of conditional
approval contingent upon additional requirementar(@l et al., 2008). Fourth, an increased

pre-application discussion between the applicantl ahe respective agency was

143 Comments from academia and industry suggest Headirective did neither improve patients’ (andt tes
subjects’) safety nor strengthened the competiégernof the European pharmaceutical industry (Houlto
2004; Woods, 2004).
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encouraged™ Some authors believe that these changes negatieglgt public health, as
they represent a relaxation of approval requiremgiibraham & Davis, 2007). However, this
view could be challenged, as approval still is base the same criteria, mandates essentially
the same pre-authorization assessments and in tasss were a conditional approval is

granted, the producers is obliged to fulfil strieporting requirements?

Regulations concerning production were includeditactive No. 2001/83/EC as well and the
release of directive No. 2003/94/EC amended previoles on manufacturing which were
subsequently advanced by the release of additiguigelines in Volume 4 of EudralLex.

However, the level of regulation concerning thigexs remained constant.

The same assertion holds true regarding the disitoto of pharmaceuticals. Existing rules
were included in the newly established directive. I2001/83/EC, without changing the

underlying rules and therefore the regulatory impac

While no changes were made regarding the labeldimg) leaflet requirements, the revision
process affected the regulation of information ablip availability of data was increased.
New regulation mandated the publication of assessne@orts — after clearing commercially
sensitive information — under the DP and greateenopss regarding the previously
introduced European Public Assessment Reports (ERA&er the CP (Pimpinella & Bertini
Malgarini, 2007). Furthermore, the EMA was mandated make publicly available
pharmacovigilance informatiott®

Turning to the regulation of monitoring and pharmagilance, new legislation strengthened
the role of the EMA regarding the coordination bpmacovigilance activities, most notably
the creation of an electronic system, and the duction of measures for increased
collaboration between national regulators. In addjtthe signalling of ADRs by patients

channelled through the respective physician wasowaged. Extensive obligations of

pharmaceutical producers were introduced and thedata of the responsible person was
widened (Lorenz, 2006}’

144 pre-application consultation has been a task ®fBRA since its foundation (Dejas-Eckertz & Schéffner
2005).

145 Discussions before the application procedure carumderstood as a rationalization of the process an
therefore can be expected to have a positive effiecpproval success and public health (Regnsttaah,e
2009; Toivonen, 2005).

146 This provision led to the creation of the electeopharmacovigilance network which can be accesadéru
www.eudravigilance.org. Public access to the sidsill restricted.

147 Another important change has been the introduatfothe so-calleEU risk management plafEU-RMP)
for products based on new chemical entities, mamglatetailed additional post-market studies on jbess
ADRs (Giezen et al., 2009).
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And as in other fields, the increased use of gudslcould be seen as measure to strengthen
the self-regulatory aspect of the regulatory frameuw*®

6.3.3Regulatory principles within the regulatory framework

Assessing the realisation of policy principles, tlegulatory framework in its current is
considered, referencing to previous periods antléwoary steps throughout time.

Beginning with openness, the framework did onlytiplly cover the principle during the first
two policy phases. The European framework largdppted the national regulatory approach
based on regulatory secrecy, which has been esticirepetitively in the national and
European context (Abraham & Lewis, 1998; BoisseCE&iquette, 1999; Kopp, 2000). The
informational requirements were rather limited dhe framework provided regulators with
the opportunity to invoke confidentiality as a mago withhold information to the wider
public (Kesselheim & Mello, 2007). Even though rodor improvement remains, the
changes enacted in the third phase support thetiasséhat the legal framework moved
towards greater respect for the principle: Theouhfiction of transparency measures and the
publication of assessment reports as a resulteosérond revision may serve as a proof in

this regard.

At first glance, the realisation of participatiam the European framework is skewed: While
consumers are only mentioned in an indirect marther framework largely focuses on the
participation of the pharmaceutical industry (Galliet al., 1997). However, based on the
previous analysis of the regulatory acts — andpipogition to the findings of former studies

(Abraham, 2002a) — the current framework does @etsto reflect an overwhelming industry
bias, which would indicate a lack of participation acknowledgement of other interests.
While the policy process itself surely has beervatri by the pharmaceutical industry
(Permanand, 2006) this does not preclude, thatabelting policies automatically reflect a

business position. In fact, it did not prevent EFigopean Commission from recommending
increasingly stricter regulation, for example tHmical trials directive and the paediatric

regulation primarily serving consumer safety inséravhile at the same time leading to

148 While an increase in guidelines might represepbsitive aspect, concretizing the at times ratheegal
requirements laid down in the legal acts, they mnigguse an overburdening of regulatees signifyreg t
emergence of overregulation (Tor & Brian, 2008).
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increased regulatory compliance costs (Ladds, 20Gson, 2003)*° Again, the third policy

phase had been decisive in the advancement ofcpuitéirest, probably leading to a more
balanced consideration of interests at least aletve of regulation. Even though consumers
are still excluded from regulatory assessmentntbst recent changes to the EMA structure

providing permanent representation for consumengggoint into the same directiof.

Turning to the principle of accountability, the jyl framework did clearly address the
responsibilities of the actors within the regulsitdield — except for those fields where no
regulation was put in place at that time — from bleginning. An example for the assignment
of responsibilities and an increase of accountgbiiould be seen in the gradual introduction
of responsible persons in the different subfielids, example production and monitoring.
However, while these examples support the notloat, the framework realises accountability,
it should be noted that the legal framework hasmheerceived as providing only relatively

general requirements leading to subsequent prolbleommpliance (Tor & Brian, 2008).

The principle of coherence, both in its internadl @xternal meaning, is traceable throughout
the regulatory framework. While coherence in thistfpolicy phase was lacking because the
regulatory lifecycle was only covered partiallyjstithanged during the second and third
phase. The external coherence became visible fampbe in the case of advertising
regulation, incorporating and specifying existinges entailed in other directives.

As the discussion of preconditions at the beginnifighis chapter revealed, the current
regulatory approach based on market approval addi@tal regulatory mechanisms in the
post approval stage represents a justifiable ietdgion in the market. Accordingly, the
requirement of proportionality is fulfilled withithe regulatory system. Since less intrusive
regulatory approaches were deemed insufficient,ctiveent approach can be considered a

proportional regulatory answer.

Closely connected to the principle of proportigiyathe adequate targeting of the regulatory
problem within the framework has been achieved. I®VHirective No. 65/65/EEC clearly
defined the scope of the regulatory framework, [@mmis of delineation between

pharmaceuticals and other product groups, for el@ogsmetics, can be seen as a derogation

149 This argument can be generalized in the contexEwbpean pharmaceutical regulation. Stricter rules
resulting in considerable compliance costs haven hiegoduced in many areas, explaining increased
discussions on the need to streamline pharmackutegulation on the European level (European
Commission, 2007).

%0 However, recent studies on the funding of consuamer patient groups may raise concerns on theiysit
effect on balanced representation. Most groups iwgrkvith the EMA are funded by the pharmaceutical
industry (Lambert, 2009; Mintzes, 2007)
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from the principle of targeting. However, basedtba rulings of the ECJ and the resulting
non-cumulation rule (Gagliardi & Dorato, 2007: 6eems that the still existing ambiguity in

this field is tolerablé®:

The sharing of regulatory burden within the reguiatframework seems to represent an
imbalanced situation, as the regulatory costs aoeneb almost exclusively by the

pharmaceutical industry. However, two arguments loammade to correct this perspective.
First, the framework does not only burden the plaaentical companies but national
regulators as well. National regulators had to ataghe rules implying compliance costs for
these agencies. Second, pharmaceutical companiestamly carry the burden of regulation
but realize profits from approved products, legizimg the prior imposition or regulatory

burdens.

Finally, the current framework influenced by préwey considerations of political necessity
puts a strong emphasis on the respect for theipkenof subsidiarity (Gehring et al., 2005).
Member states’ competencies are clearly delineaiédn the policy framework and while
supranational competencies were increasingly exghridroughout the policy phases, the
general design principle underlying the regulatéigmework was not abandoned. The
framework still builds on national activities, expge and regulatory resources, increasingly
coordinated throughout the policy phases (Dehou$887). Judging from the regulatory
framework and considering the distribution of regaiy work, the network approach to
regulation is dominated by the national regulatoather than by the European level. While
the EMA has increased European level steering digmat largely depends on the resources

of the national agencies.

6.3.4The transposition of European rules

While the (de jure) effectiveness of European ratiuh depends on the regulatory
framework, the peculiar characteristics of the [pesn regulatory system represent a
potentially intervening variable since “effectivegulation not only depends on legislative
decisions, but also on the extent to which thesdsims are actually implemented and
complied with.”(Knill & Lenschow, 2003: 7).

131 Non-cumulation means that a product can either plearmaceutical or a different product but nohbot
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As the analysis of the legal framework has showgulation of pharmaceuticals is mainly
based on directives raising possible issues ot tigimsposition. Transposition problems can
be of mere temporal nature, if member states chimseignore the deadlines for
transpositiort>? Qualitative compliance issues however turn outeamore critical. Member
States could for example choose to engage in datthg, raising national standards beyond
the intentions of the European regulator, or choibee opposite and implement national
measures not adequately transposing the contettteoEuropean directive® Given the
potential existence — and distorting effects orulaipry effectiveness — of such transposition

problems, compliance issues regarding Europeamptautical regulation must be assessed.

There are two possible approaches in measuringe@drtransposition. Either, transposition
is measured directly by focusing on the nationathe lack of transposition from a European
level perspective is measured. Studies based orirdteapproach, measure transposition
based on national data and notification obligatiegarding the implementation of European
directives (Kaeding, 2006; Koénig et al., 2005; Megdiroek, 2003). The alternative approach
applies a proxy-measure in assessing complianeedasuring the degree of non-compliance
from the European perspective. Usually, this isedoy relying on the monitoring activities of
the Commission and infringement procedures moreifspaly (Borzel, 2001; Perkins &
Neumayer, 2007). In deciding which approach shdwddemployed, the complementary
character of the two perspectives must be emplasizansposition is either achieved or not
achieved. Considering the higher complexity of dgaeration and the possible differences
in the conceptualization of compliance, assessing-acompliance from the European
perspective has the principle advantage that detgadility and data gathering constitutes at
least a smaller problem. The Commission has bedsisping annual reports on the
application (and transposition) of Community laweatst since 1984* Furthermore the Eur-
Lex database enables — even though limited — reseam the infringement procedures
considering the last two steps. Moreover, the faouson-compliance reduces the underlying
ambiguity regarding the correctness of transpasitiche Commission will most likely start

an infringement procedure if it has a reason teebelthat member states failed to comply.

132 For a discussion of the national differencesinmelinessand problems of measurement see (Falkner et al.,
2005; Hartlapp & Falkner, 2009; R. Thomson, 2009)

133 Compliance research differentiates between prableh timeliness and problems ofcorrectnessin
transposition (Falkner et al., 2005; Kaeding, 200@nig et al., 2005).

% The reports are available on the internet. Unfartely, it was not possible to retrieve the repéotsthe
phases from 1984-1989 and 1991-1992.
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Despite these advantages, the analysis of trangposising infringement data is flawed as
well. Infringement data represents an incompletéupe of the real extent of transposition, as

they merely represented a subset of the transpogtiocess or put differently the “tip of the
iceberg’ of non-compliance [original emphasis]” (80 292)'*> Monitoring activities and the
general approach to monitoring can be describadcassistent over time and influenced by
strategic considerations of the Commission, leadindiffering levels of scrutiny (Hartlapp,
2008; Hartlapp & Falkner, 2009; Mbaye, 2001). Themnission and more precisely the
responsible units will thus have to make a choicevinich areas they will make an effort to
investigate cases of non-compliance and were tsugtinfringement proceeding®.Another
limitation for analysis based on infringement datauld be seen in data availability:
transposition was not monitored in a comprehendin@ before 1984, limiting the usability
of infringement data for the assessment of trariBposn the specific case of pharmaceutical
regulation™>’ Weighing benefits and drawbacks of the two poktés, the advantages of a
non-compliance approach seem to justify its usageeast as a rough estimate of

transpositiort>®

Looking at previous studies of pharmaceutical ragoh, it is rather surprising that
transposition into national law has not been assk§s a systematic way, neither on the
aggregated nor on the single case level. One mo@teption is the analysis by Matthias
Wismar and his colleagues (Wismar et al., 2002yudising transposition patterns regarding
health related directives focusing on Germany cartbéo the UK, Spain and Swed€nin
addition, several studies partially consider tlamsposition of European measures within the
reform process of legislation on the national lefidbhgrawe, 1992; Murswieck, 1983;
Smith, 1991; Winter, 2004). However, these studimsus on the qualitative impact of
European law as a contextual variable, rather treoking the general national transposition

records over a longer period of time.

135 While it is necessary to highlight the relativiif results based on European data, Kaeding (260&jtit in
noting that despite issues of data quality, thaltesonfirm the existent of a general implemeptatieficit.

1% This will depend on a variety of factors, for exdenthe position and capacities of the respectivissun
(Hartlapp & Falkner, 2009).

157 While Eur-Lex covers the whole period, serious gatiblems especially regarding the completeneskatat
prevail (Borzel, 2001).

18 An optimal approach would combine Europemm-complianceand nationatompliancedata and has been
employed in few studies, focusing on a small numbércountries (Haverland & Romeijn, 2007;
Mastenbroek, 2003). Since the main focus of thiglysis not on transposition and the gathering dional
data for the pharmaceutical sector for all 27 mansktetes is not possible from a pragmatic perspecthe
following discussion will be limited to thEeuropeandata.

139 However, Matthias Wismar and his colleagues (2@@2)ot discuss pharmaceuticals in greater detail.
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The next two sections will assess in how far kegdives in the pharmaceutical sector have
been transposed, based on the notifications byn#maber states entailed in Eur-Lex and the
annual reports. Unfortunately, the data availapiiit the first policy phase (1965-1990) is
seriously limited. While the annual reports havesrbgublished since 1984, it was not
possible to retrieve the documents for the peribd384-1989. Eur-Lex covers the entire
phase allowing at least for the tracking of Natlortaxecution Measures (NME).
Acknowledging the fact, that the assessment of NM&s only provide an overview of
general transposition dynamics rather than a meastircorrect transposition, it will be
assessed, if infringement procedures are comma®y in the pharmaceutical sector based
on the data in the annual repoff®. assess the transposition dynamics in the phaumiaal
sector, data on NMEs from all member states wetieeged for five key directives in each of
the three policy phasé® In addition, the year of the most recent measurkthe timespan
between the official transposition deadline setbypthe EU and the most recent measure,
calculated in years, were included to estimateréispective transposition time 1&4.While

the reliability and explanatory value of these twariables should not be overstated, it

provides at least rough measures on the generajaition dynamic of member statés.

An interesting observation drawn from the datahie first policy phase but not included in
the tables should be highlighted. The data showamg variation regarding the number of
measures to transpose single European measurbgheistrongest variance for directive No.
89/105/EEC. Some member states (Greece, Hungangdosed the directive with one single
national measure, others needed as much as 57efiNettis) and 58 (Poland) measures for
the same directive. While these differences coelgdrtially explained by national contextual
factors, for example, differences in legislativestraments, they point to the existence of

different transposition strategies highlighted reypous studies.

180 Key directives were identified drawing on the poessly conducted analysis of the regulatory framéwo
They were selected either because they represetnaicpieces of legislation, amended by other divestin
the subsequent process, or there importance hasobeeen by the frequent mentioning in previougagsh
on pharmaceutical policy.

181 While it would be more precise to calculate thenthe between deadline and NME, this strategy is
complicated by the fact that Eur-Lex provides onlyuificient data for this task. Accordingly, if aatfine
was set, for example, on November, 31 1994, 1995asd as the year of deadline.

12 The NMEs do not tell anything about the correctrafssansposition, but represent the perspectivehef
member states. However it could be argued, thainareased phase between the deadline and the last
measure points to a certain lack of sufficients¢position beforehand. For those countries thaepbithe EU
after the deadline of a directive, the accessiar y&s used as the transposition deadline.
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Turning to member states performance based onateegathered for the first policy phase,
member states showed a high level of transpositut. of the five directives, four were

transposed by all member states.

Table 6: Transposition of key directives during fir st phase (1965-1990)

Directive No. Directive No. Directive No. Directive No. Directive No.
65/65/EEC 75/318/EEC 75/319/EEC 87/22/EEC 89/105/EEC
Country Last Time Last Time Last Time Last Time Last Time
NME span NME | Span NME span NME span NME span
Austria 1994 -1 1994 -1 1994 -1 1994 -1 2004 9
Belgium 1983 17 1983 17 1983 17 1987 -1 1990 0
Denmark 1995 22 1995 18 1997* 20 1982 -6 1990 0
Finland 1995 0 1995 0 1995 0 NRA n.a 2006 11
France 1972 6 1975 -2 1998 21 1988 1 2007 17
Germany 1976 10 1994 17 1976 -1 1993 5 2002 12
Greece 1992 11 1992 11 1992 11 1987 -1 1990 0
Ireland 1976 3 1976 -1 1975 -2 NRA n.a 1984 -5
Italy 1977 10 1977 0 1977 0 1988 0 2007 17
Luxembourg 1983 17 1976 -1 1983 6 1987 -1 1989 1
Netherlands 1977 10 1977 0 1977 0 1988 0 2009 19
Portugal 1993 8 1990 4 1993 7 1993 5 1993 3
Spain 1995 9 1995 9 1997 11 1993 5 2006 16
Sweden 1994 -1 1992 -3 1993 -2 1992 -3 2002 12
UK 1977 4 1977 0 1977 0 1968 -20 n.a. n.a.
Bulgaria n.a. n.a.
Czech republic 2008 4
Cyprus 2001 -3
Estonia n.a. n.a.
Hungary 2004 0
Latvia 1998 -6
Lithuania 2002 -2
Malta 2009 5
Poland 2008 4
Romania 2008 1
Slovenia 2005 3
Slovakia 2009 5

Source: Eur-Lex; Note: NRA: no reported actvities; n.a.: not applicable

Two member states (Finland and Ireland) did noeresfce transposition measures for
directive 87/22/EEC. This does not imply that theective was not transposed, but could
simply mean that the NME was not communicated. ihgrto the timing of transposition, the
first phase shows the strongest variance regarthiagtime distance between the official
deadline and the last recorded NMEs. While in sHveases member states were able to
transposehe directive even before the deadline — becaxistirey national measures already
covered the requirements entailed in the directivethers needed as much as 22 years to
transpose a directive. Again, this does not meanrttember states did not take action before,

but that existing measures were subsequently suygpieed by new measures.

183 In the specific case, Denmark released three NMisrd the last one published in Eur-Lex.

145



6. The regulatory framework: establishing de gfifectiveness

In trying to explain the rather long transposititmes, three possible reasons can be singled
out: previous measures were not sufficient (1),nglea were necessary to account for
amendments of directives (2) or the Commission deled additional measures (3). The first
two reasons can be expected to explain the langadt of additional NMEs and longer

transposition phases.

The second policy phase — based on the NMEs — saliglat decrease in transposition
compliance. Out of the five selected directiveslyawo were transposed by all member

states

Table 7: Transposition of key directives during the second phase (1990-2000)

Directive No. Directive No. Directive No. Directive No. Directive No.
92/25/EEC 92/26/EEC 92/27/EEC 92/28/EEC 93/39/EEC
Country Last Time last Time Last Time last Time last Time
NME span NME Span NME span NME span NME Span
Austria 1994 1 1994 1 1995 2 1994 1 1996 -2
Belgium 1993 0 1993 0 1993 0 1995 2 NRA n.a
Denmark 1997 4 1993 0 1993 0 1993 0 1995 -3
Finland 1993 0 1995 2 1993 0 1993 0 1996 -2
France 1998 5 1994 1 1994 1 1996 3 1995 -3
Germany NRA n.a 1994 1 1995 2 NRA n.a NRA n.a
Greece 1995 2 1993 0 1993 0 1993 0 1995 -3
Ireland 1993 0 1993 0 1993 0 1993 0 1996 -2
Italy 1992 -1 1992 -1 1992 -1 1992 -1 1997 -1
Luxembourg 1995 2 1992 -1 1992 -1 1992 -1 1996 -2
Netherlands NRA n.a 1996 3 1996 3 1997 4 1995 -3
Portugal 1995 2 1994 1 1994 1 1994 1 1995 -3
Spain 1994 1 1993 1 1993 0 1994 1 1995 -3
Sweden 1997 4 1992 -1 1995 2 1995 2 1996 -2
UK 1993 0 1992 -1 1992 -1 1994 1 NRA n.a

Source: Eur-Lex; Note: NRA: no reported activities; n.a.: not applicable

Germany did not communicate national measures foective 92/25/EEC, directive
92/28/EEC — along with Italy — and directive 93BEC. These developments could be seen
as an indication of Germany’s reluctance towardsimibegration of European law which has
been highlighted by previous studies (Collatz, 1998inter, 2004). In addition, the
Netherlands did fail to communicate transposition92/25/EEC as well, while the UK and
Belgium did not communicate measures regardingtie 93/39/EEC. Despite this negative
development, transposition time lags decreased atreafly during this period with a

maximum transposition phase of five yeHrs.

184 The new 12 member states were excluded from th@utation, since the respective directives wereliegpe
before 2004 and 2007 respectively.
185 Unsurprisingly, the number of NMEs did decreaseealsduring the second phase.
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During the third policy phase, transposition comptie increased, with communicated
measures for four out of five directives. Seven inenstates claimed that no measures for
implementation were necessary regarding directi@®1B3/EC'®® Transposition times

remained on a rather low level, while the numberarisposition measures grew.

Table 8: Transposition of key directives during thi rd phase (2000-2008)

Directive No. Directive No. Directive No. Directive No. Directive No.
2001/20/EC 2001/83/EC 2001/83/EC 2003/94/EC 2004/27/EC
Last Time Last Time Last Time Last Time Last Time
NME span NME Span NME Span NME span NME Span
Austria 2006 2 2006 4 2003 -1 2005 0 2006 0
Belgium 2004 0 MPN n.a 2004 0 1960 -45 2006 0
Denmark 2003 -1 2005 3 2003 -1 1997 -8 2008 2
Finland 2002 -2 MPN n.a 2003 -1 2005 0 2006 0
France 2006 2 MPN n.a 2004 0 2006 1 2008 2
Germany 2004 0 2004 2 2004 0 2004 -1 2005 -1
Greece 2003 -1 MPN n.a 2003 -1 2003 -2 2004 -2
Hungary 2002 -2 2004 2 2004 0 2000 -5 2009 3
Ireland 2007 5 2007 5 2007 3 2004 -1 2007 2
Italy 2003 -1 2006 4 2003 -1 2003 -2 2003 -3
Luxembourg 2005 1 MPN n.a 2003 -1 2004 -1 2006 0
Netherlands 2006 -2 MPN n.a 2003 -1 2006 1 2007 1
Portugal 2004 0 2006 4 2006 2 2003 -2 2006 0
Spain 2004 0 MPN n.a 2003 -1 2004 -1 2007 1
Sweden 2003 -1 2006 4 2003 -1 2004 -1 2009 3
UK 2004 0 2006 4 2003 -1 n.a. n.a 2005 -1
Bulgaria 2000 -7 2008 1 2007 3 2009 2 2007 0
Czech 2008 4 2008 4 2008 4 2008 3 2008 2
republic
Cyprus 2004 0 2007 3 2004 0 2004 -1 2007 1
Estonia n.a. n.a. n.a. n.a 2005 1 n.a n.a 2005 -1
Latvia n.a. n.a. 2003 -1 2001 -3 2001 -4 2006 0
Lithuania 2007 3 2002 0 2001 -3 2002 -3 2004 -2
Malta 2004 0 2006 2 2003 -1 2004 -1 2008 2
Poland 2008 4 2008 4 2009 5 2009 4 2009 3
Romania 2006 -1 2006 -1 2003 -1 2003 -2 2006 -1
Slovenia n.a. n.a. n.a. n.a n.a. n.a 2003 -2 n.a. n.a
Slovakia 2006 2 2009 5 2004 0 2004 -1 2008 2

Source: Eur-Lex; Note: MPN: no measure necessary; NRA: no reported actvities; n.a.: not applicable

However, this could be seen as a possitdéch up effect of the new member states,
necessitating more measures to fully comply withdirectives. Drawing on the transposition
data, a decreasing transposition gap is traceabthe pharmaceutical sector. While in the
majority of reviewed directives transposition wasiaved, not all member states did comply.
However, these results have to be interpretedmaslyi. A lack of notification should not be

equated with incorrect transposition. At the sameet notification of measures does not

166 Belgium, Finland, France, Greece, Luxembourg, tregh8tlands and Spain claimed that no NME were
necessary (“MNE pas necessaire”). This is espgqgmthblematic since directive 2001/83 representh s
crucial directive. However, since it integratednf@r directives the claim of member states is ptssib
supported by previous transposition activities.
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necessarily imply full transposition of a directiviccordingly, reports on infringement have
to be consulted in order to specify the transpmsifiroblem in the pharmaceutical sector.

The investigation of infringement proceedings isnpticated by the lack of continuous
monitoring of member states’ transposition commearbefore 1984. While the Eur-Lex
database provides information on infringement judgets affecting a specific directive, only
one case has been registered during the first phaseinfringement procedure was
successfully launched against Italy for the failtwmecomply with directive 65/65, directive
75/318 and directive 75/319" In light of data restrictions it must be assum#dt no
additional severe transposition violations justifyireferral to the Court were recorded before
1984 and during the first phase respectively. peiseption is supported by the eighth annual
report on the application of Community law statinigat: “The situation regarding
pharmaceuticals is positively encouraging.” (Ewap Commission, 1991a: 15). This does
not imply that the compliance record during thetfiphase was flawless. Even though there
was only one reasoned opinion concerning the liagetif pharmaceutical products issued in
1989 affecting Germany, several member statesvegdetters from the Commission in the
early nineties for a lack of transposition of direes No. 89/341/EEC, No. 89/342/EEC, No.
89/343/EEC and No. 89/381/EEC. In addition, direetNo. 89/105/EEC — despite being
transposed in all member states according to theE&IM was mentioned in nearly all
following annual reports and lead to a considerablanber of infringements by the

Commission:®®

During the second policy phase, transposition @wisl in the pharmaceutical — due to more
vigorous monitoring — became more visibi&. The introduction of the new mutual
recognition system and the respect of national aiitbs for procedural timelines were
perceived as the most pressing general complissmges by the Commission (European
Commission, 1997: 34-35). Focusing on the transiposiefforts and besides starting
proceedings for the already cited measures the Gssion saw the need regarding several
additional measures. Obviously, the positive trasgwn record in the pharmaceutical sector
was supported by the vigorous monitoring activinéshe Commission. However, it must be

noted that most of the proceedings were termintiiedollowing year, after member states

167 This points to the limited reliability of transptish data, as ltalgfficially transposed all three directives.

188 Unfortunately, the available reports do not lisirdringements but simply highlight the relevanaiecertain
transposition problems. Data on infringement igy@vailable on an aggregated level listing thel totember
of infringements for each member state.

189 While the area of homeopathic products is not mEvén this study, the Commission specifically Highted
compliance problems in this sector (European Comions 1995: 28).
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took additional measures to transpose directives Juggests that member states during this
phase did not oppose transposition in general, Haut to bereminded of their duties.
Accordingly, national transposition efforts in tipparmaceutical sector were encouraging,
showing a high rate of transposition during the@Q%vith France having transposed “only ”
81,3 % of all directives as the laggard within Ei¢ 15 (European Commission, 1997: 38).
1998, the Commission — despite highlighting theitpes developments in the sector —
identified the management of theeauthorisationof old medicinal products, initially brought
to the market before the European framework appised key concern of compliance for the
years to comé’’ In its seventeenth report released in 2000, ther@igsion stated that except
France all member states transposed the pharmealedirectives (European Commission,
2000: 15).

While the second phase saw an increase in infriegémrocedures in the sector, this trend
continued in the third policy phase. In 2002, salveroceedings regarding the transposition
of directive No. 2000/38/EC were issued, resulingwo reasoned opinions (Italy) and a
referral to the ECJ (Germany). The introductionhaf clinical trials directive No. 2001/20/EC
led to an increase of infringement proceedings(632(European Commission, 2003: 12).
The same year, the European Court of Justice ceediset Germany failed to transpose
directive No. 2000/37/EC and No. 2000/38/EC (Eusmp€ommission, 2003: 12). Reacting
to the judgment, Germany proposed specific meagarbe introduced in 2005. In 2005, the
Commission sent 18 letters of formal notice foruie to notify measures to transpose
Directive No. 2004/27/EC amending Directive No. 2BB/EC (European Commission,
2005b: 37). Additional (notable) transposition gevbs were encountered regarding No.
2004/24/EEC covering herbal products and dirediee 2005/28/EC. While information on
the termination of these proceedings could notdigerved, it seems rather likely, that the
infringement dynamicketween the Commission and the member statesatriecén the
second policy phase prevailed during the third phaisd is most likely to prevail in the
future: While the Commission regularly notifies nimn states to transpose measures,
escalation of infringement remains the exceptioth @nmainly confined to a small group of

member state¥!

10 The problem ofre-authorisation(Nachzulassung) has been and still is an issueanynmember states
especially Germany (Kurth, 2008; Murswieck, 1983).

"1 An exception from this general dynamic seems tthberansparency directive No. 89/105/EEC, resulting
several escalations over the years. However, #gaton is less surprising given that the sai@dive is
the only way for the Commission to exert (limitéafjuence on national pharmaceutical pricing styas.
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In light of the fundamental transposition probleemountered in other fields, for example
environment (Jordan, 1999) and based on the linatedence available, transposition in the
pharmaceutical field proves to be less problematihile the Commission increasingly
employed measures to stimulate transposition throuigtime, the comparatively low levels
of escalation indicate, that most member state® welting to comply rather than actively
opposing further harmonization. As the analysisgssts, thewillingness seems to vary
between member states — with Germany and Frandbeasnost deviant cases — in the
pharmaceutical sector, falling in line with previouesearch on different cultures of
compliance (Falkner et al.,, 2005; Treib et al., 20OOWhile it is suggested that the
reservations of France to transpose certain duestcould be attributed to a “posture of
arrogance” (Falkner & Treib, 2007: 4) the lack @nsposition in Germany can be attributed
to the comparatively complex national bargainingiemment and the different stakeholders
and interests (Collatz, 1996; Lorenz, 2006).

6.4  Conclusion: thedejure effectiveness of the European regulatory framework

Based on the framework developed in the fourth draghe quality and de jure effectiveness
of regulatory policy has been conceptualized asréisalt of three interrelated aspects: the
satisfaction of specific preconditions, the coverad the regulatory lifecycle as well as the
realisation of regulatory principles and finallyetleffective transposition of European rules

into national law.

Starting off with the preconditions of regulatory quality, it has been found that the
requirements are met in the case of European ploautieal policy. Specific market failures
necessitate public intervention and justify regufatactivity. Since less intrusive forms of
intervention were deemed insufficient, market ragah based on licensing mechanisms and
post-authorization controls were identified as thppropriate form of intervention.
Considering scale effects as well as the tranamaticharacter of pharmaceutical risks,
European involvement is justified in the sector.rming to the legal mandate and
constitutional foundations of European pharmacautiegulation, it was shown that no clear
consumer protection and public health mandate cbeldstablished within the European
treaties. However, based on the characteristigghafmaceuticals as marketable goods, the
establishment of a single market and the reduaifabstacles to free trade were identified as
constitutional basis for regulatory interventioronSidering the coverage of the regulatory

lifecycle and the realisation of regulatory prirle the conducted analysis revealed a mixed

150



6.4 Conclusion: the de jure effectiveness of theopeian regulatory framework

result. While the current regulatory framework sedm cover all regulatory principles in a
sufficient way, supporting the notion of effectivegulation and regulatory quality, the
regulatory framework revealed some flaws. On thsitpe side, the effectiveness of the
regulatory framework clearly increased throughamiet Three different policy phases were
identified. While the regulatory framework duringet first phase mainly focused on the
harmonizationof pre-authorization aspects, the second phasarting in 1990 — saw an
expansion of the framework to post-authorizatiopeass and a strengthening of European
regulatory structures leading to a more inclusing dense regulatory framework. While this
positive development path is can be considered amtaral result of policy learning
mechanisms (Feick, 2008), it does not represent aatomatism. Furthermore, the
comparatively long phases of inactivity might seagean indication that regulatory changes

emerged after complex negotiation rather than sgting aself-sustainingprocess.

Table 9: Coverage of the regulatory lifecycle (illu  stration)

Phase | (1965-1990) Phase Il (1990-2000) Phase Il (2000-present)
Development ++ +++ +++
Approval ++ +++ +++
Production + ++ S+
Distribution 0 + +
Information + ++ T+
Pharmacovigilance + ++ 4+

Source: author’s own; Note: (0) no regulation; (+) general requirements; (++) specific requirements; (+++) detailed requirements

In contrast to these positive developments and #waugh the current regulatory framework
manages to cover all aspects of the regulatorgyidie, a certain imbalance considering
different degrees of regulation in the pre- andtjaashorization stages has been identified.
While pre-authorization aspects are regulated ragieensively and some authors consider
that the system moves towards a state of overagaol (Baeyens, 2002; Ruffolo, 2006;
Schofield, 2008; Tor & Brian, 2008), regulationtime area of distribution and information
can be considered under-regulated. This findiresecially striking given the predominately
economic andmarket-basedustification of European pharmaceutical risk dagjon. The
creation of the single market serves as the catistiial basis, yet trade aspects and most
importantly the stage of distribution and inforneatremain comparatively unregulated.
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Beyond the realisation of regulatory principles dhd coverage of the different regulatory
aspects, the discussion of the framework and ¥gldpment provided some general insight
characterising the European regulatory approach i@ndlternation. First, the regulatory
approach in the first policy phase was clearlythuil the paradigm, that product safety could
be achieved solely based on regulation of developraed market approval. Starting in the
second policy phase and the first revision, thellegry approach shifted subsequently to a
more reflected approach increasingly incorporatpagt-authorization regulatory aspects.
Second, the increased acknowledgement of the egyliecycle led to a more inclusive but
at the same time more complex regulatory framewbritead of substituting existing pre-
authorization mechanisms by introducing strictestguthorization measures, requirements
were raised in both segments. This development tntighinterpreted as an evidence for the
explanatory value of thencertainty avoidancargument in the sector and a manifestation of
the precautionary principle underlying the geneEalropean risk regulatory approach
(Callréus, 2005). While such an approach coulddsn sas preferable from the public health
perspective, there might be reason to believe |tigall framework increasingly drifts towards
over-regulationas regulation is becoming more complex, but naessarily more effective.
This remark is closely connected to another notbithe shift in the regulatory approach.
Especially during the last policy phase, the regula approach seems to increasingly
incorporate soft regulatory tools and emphasizepetion and guidance. An indicator for
this cooperative turrcould be seen in the increase of guidelines, guel@ocuments and the
encouragement of interaction between regulators weadilatees, for example the pre-
authorization consultation (Dejas-Eckertz & Schéffn2005). On first sight, this could be
interpreted as a shift towards private regulatiod a stronger reliance on discussion, instead
of sanctioning mechanisms in regulation. At the esdime, this shift could be interpreted as
an indication, that the current regulatory framewbas reached a stage of complexity and
hyper-fragmentation (Tor & Brian, 2008). More spieaily, regulation might suffer from
complexity and vagueness at the same time. Whie dituation might have improved
throughout the policy phases, the regulatory regoénts regarding most aspects of the

1172

regulatory lifecycle remain relativelgeneral'© The current framework seems to foster a

certain level of uncertainty regarding requiremdatgling to an increased need of guidance

72 1n addition, regulation is mainly based on direes$i, leaving member states with a certain levelisdretion
in transposing them.
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on the side of the regulate€s.Finally, the analysis of transposition in the phaceutical
sector showed that member states in general martagedegrate the European regulation
into the national body of legislation. As in theseaof the European regulatory framework, a
positive development is traceable throughout thHfemint policy phases. Despite relatively
long transposition periods during the first stagember states started to adopt measures
more quickly in the subsequent phases. While ise@a&ompliance of member states can be
partially ascribed to increased monitoring and sanmg activities by the Commission, a

learning effect might have influenced the improvatma compliance as well.

Drawing a conclusion on the evaluation of the Eeepregulatory framework, the evidence
suggests that despite some remaining flaws, effEotissde jure of pharmaceutical
regulation is achieved. Unfortunately, de jure effeeness and the transposition into national
legislation do not necessarily translate into dffec governance. Moreover, the identified
characteristics of the European regulatory appreacte as additional source of unsettlement
in this regard. If the framework potentially am@g uncertainty instead of reducing die
facto effectiveness will most certainly be challengetieriefore the following chapter will

assess the governance in the pharmaceutical sector.

13 This can be considered as a structural deficivefcurrent regulatory framework and is probablylimoited
to the risk regulation of pharmaceuticals.
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7. Regulatory governance in the pharmaceutical sector

While the regulatory framework serves as the basis effective regulation, the
implementation stage must be viewed as criticalcinieving regulatory goals, since: “policies
are not just applied mechanically but they havedanade applicable in the implementation
process which makes that polices are somehow cdomoplby operationalisation and
implementation” (Feick, 2004: 4). Based on the mebitutional claim that institutions do
matter (Bulmer, 1993, 1998; Mayntz, 2009; PetefX)02 for the realisation of regulatory
outcomes, an assessment of the regulatory regimecdsssary to develop a more inclusive

understanding of regulatory quality and de facfeativeness.

Drawing on the discussion in the fourth chapteg, fibllowing section will assess regulatory
interests of the involved stakeholdéf.In contrast, possible conflict between regulatory
interests can result in a distortion of the regulategime and its performance. Considering
the large number of actors in the pharmaceuticelosethe discussion will start with the
identification of relevant actors. Subsequenthgittunderlying regulatory interests will be
identified. Based on the assumption that (geneeal)latory interests do not vary over time, it
is argued that they can be distinguished from (saseific) regulatory policy preferences.
While the policy preferences of actors will depemdthe specific content of the policy, an
underlying set of perceptions and interests existeyw the risks stemming from
pharmaceuticals should be regulated (Feick, 208®ga: In a second step, the effectiveness of
the governance system and its development thromgh will be assessed. The regulatory
lifecycle concept as well as the policy phases detlin the previous chapter will be used to
structure the assessment. In assessing the Europgalatory regime in the pharmaceutical

sector, several aspects need to be consideredategdetail.

First, the discussion should consider the completpilatory lifecycle. Due to the central
importance for the protection of public health, #malysis will have to consider the European
approval regime and the changes that have beevduded in greater detail. Second, the
institutional changes affecting the approval regiae®e well as the regulatory network,
consisting of national authorities and the EMA, es=sitate a more detailed discussion. The
EMA represents a specific type of institution, amernational regulatory agency (IRA).

Therefore, the impact of institutional choice or thverall effectiveness of the regulatory

174 Aligned interests serve as a precondition foratife sectoral governance, strengthening compliaamz
overall stability of the regulatory regime (Chaye£hayes, 1993; Langbein & Kerwin, 1985; Oliver, Q0
Parker, 2000)
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system and more specifically its legitimacy mustda¢ermined’® Third, the realization of
openness, participation and accountability withie tegulatory network and the EMA in
particular must be discussed. Fourth, the govematrticture will be evaluated briefly from

the perspective of effective risk governance.

7.1 Regulatory interests in the pharmaceutical sector

Conceptualizing the policy field from the perspeetiof regulatory governance, the
regulatory arena (Lowi, 1964a) in the pharmacelseztor consists of a wide variety of
actors and stakeholders. Based on the differemmbf regulation, different subsets can be
identified. If regulatory policy-making is consi@el, the number of relevant actors increases.
If the discussion focuses on regulatory decisiofingaand the implementation phase, the
number of relevant actors is effectively redut®dRecurring to the metaphor of the
regulatory arena, the implementation phase repteskea inner circle within the wider arena
of regulatory policy-making. While many stakehoklend interest groups try to influence
regulatory policy, these groups do not participditectly in the actual implementation of
regulatory policy and governance of the sector. el@v, these interests can be expected to
cast a shadow (Héritier & Lehmkuhl, 2008) on retpria decision-making and interaction
between the main stakeholders, in this case regalabnd regulatees. Clearly, this
conceptualization simplifies matters: the distiogtibetween regulatory policy-making and
regulatory decision-making is not as clear-cutwgysested. Several actors, most notably the
Commission, are involved in the decision-makingcess as welfl’”’ Nevertheless, these

interests impact on the regulatory decision-makiragess indirectly and intermediated.

17> While European IRAs have been the subject of séwudies, the issue of legitimacy has only betpun
stimulate scientific discussion (Majone et al., 99%hatcher, 2002b; Vibert, 2007).

176 It is important to note, that this classificatimzuses on the actors actively involved in the eetipe domain
rather than including stakeholders affected by it.

"7 The Commission is involved in several committeesoanting for the soft mode of governance and is
involved in the political decision in the centrazprocedure and, in case of arbitration, in thePMICP as
well. In addition, the ECJ influences regulatory idien-making by limiting the zone of discretion tbfe
regulators (Krapohl, 2004a; Krapohl & Gehring, 2007
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Graph 14: Main actors in the pharmaceutical regulat  ory arena
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While the public interest is excluded from the mogie to this point, it is accounted for at
least indirectly. The public interest is represdnby three of the relevant actors: national
governments, user groups and professional assmwsatEven though these intermediaries
will pursue their own interests, the public interedl influence their position. Based on this
conceptualization, the discussion of interestslmnarrowed down to the public interest, the

interests of regulatees and the regulators.

7.1.1Regulatory interests of the public

While the public does not participate directly hretrespective regulatory decision-making
process, their interests potentially influencerigulatory process. It is assumed that a public
interest in effective regulation translates intgemeral and predominant interest in safe drugs.
While this claim has a high face validity, it omitge fact that people do not only want save
drugs but access to quality treatment as wellngivise to the classic regulators’ dilemma of
safety versus access (Eichler et al., 2008: 818)idDsly, the public interest can not be
pinpointed exactly on this continuum. While no syséatic research on public interests in
pharmaceutical regulation exist, recent contrimgion the impact of private groups on US
pharmaceutical regulation and the FDA highlight fhet that different patient groups do
show different regulatory interests (Daemmrich, £00Patients suffering from a severe
illness, for example, can be expected to be mohlenwito accept a greater risk in light of
potential benefits (Johnson et al., 2007: 776-7K8)nerous additional factors — both on the
individual and the group level — can be expectedlter individual regulatory interests and

the respective valuation of safety and access, efample the personal awareness of
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pharmaceutical riskS® To add an additional layer of complexity, inteseshight vary
regarding different product groups and between iipgaroducts as well (Aronson, 2006:
136). Based on previous research on risk perceptidividual perceptions will be influenced
by the respective group of references, the soaekdround, personal encounter of risks and
gender (Chauvin et al., 2007; Greenberg & Schneiti@95; Sjoberg, 2000; Sjoberg et al.,
2004). Considering the complex interaction of fagton the individual level, it seems to be
more promising to move beyond the individual leieelderive a public regulatory interest.
Recent studies of risk perception point to the iotpaf (national) cultural differences
influence the personal acceptance of risks and tlegulation, specifically in the European
context (O'Riordan et al. 1998; Sjoberg, 2000; &&r2008):"° Accordingly, different risk
cultures should be identifiable within Europe, irofiag on theacceptanceof risk and their
governance. Regulators depend on the public suppartwvill therefore try to regulate in the
public interest at least to some degree (Levinedfrdénce, 1990; Thompson et al., 1982).
National regulatory preferences, conceptualized &snction of the national public interest,
can clash and undermine the effectiveness of jagulatory decision-making. It can be
argued that the existence of different risk cukuseill have an impact on the (input)
legitimacy of the respective regulatory regimegsin
“ignoring public anxieties, or dismissing them vath due attention is a violation of the basic tewfet
consumer sovereignty. It also ignores that cerdadas of safety are perceived by the public asdle
domain and responsibility of government (as oppogedther domains where individual safety
behaviour is perceived to be indicated)” (VertingkyVehrung, 1990: 14).
To specify the issue in the European context, stajgimacy can be expected to diminish if
the general precautionary regulatory approach tssapported by according national risk
cultures.The cultural theory of risk has its main roots I tworks of anthropologist Mary
Douglas and political scientist Aaron Wildavsky (iztas, 1992; Douglas & Wildavsky,
1982, 1983). While the claim that culture matteas been accepted lately by the mainstream
psychometric approach on risk perception (Pete&dic, 1996), cultural theory in general
has been exposed to substantial criticism. Firsteil conceptual and methodological
problems have been identified (Boholm, 1996, 200&edal et al., 2004). Second, the

suggested link between culture and risk percept®oronly supported by “a not very

178 Even though no systematic research exists ondhis, tpublic awareness for pharmaceutical riskssadel
effects is best described as low. Lay people expedicines to work and reflect to a lesser degreeitaihe
possible problems associated with consumption éBissal., 2001).

179 These effects have been discussed for risk peotejtibroader terms and specific risks. It can $muimed
that perceptions of pharmaceutical risks are stilbpethe same general influences. For a generainaegt,
why risk perceptions should play a role in drugeasment see Vertinsky and Wehrung (1990).
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impressive set of correlations” (Sjoberg et alQ2022). Yet even critics acknowledged that
“the basics of the theory is easily comprehenddodel might seem intuitively reasonable,
which of course will make it easier to gain accap&”’ (Oltedal et al., 2004: 33). Even
though the initial concept of cultural biases akrperception is not fully supported it thus
seems to be a valid assumption that cultural asgkxinfluence the way risks are perceived
(Boholm, 2003: 174). A cultural concept, partiatlyawing on the previous work of Mary
Douglas, has been developed by the Dutch sociathpdygist Geert Hofstede. Hofstede
defines culture as “the collective programminglad mind which distinguishes the members
of one group or category of people from anotherdfdtede, 1998: 17) traceable in differing
values, attitudes and beliefs. This definition &Badfor the inclusion of the national level as a
unit of comparisorsince for some of these values “the nationalitynponent is relatively
strong” (Hofstede, 1998: 265° Based on individual survey data collected at tiétimational
corporation IBM, Hofstede constructed four cultutaalue) dimensionsPower Distance
Individualism MasculinityandUncertainty Avoidancé®! The original dataset has been used
and replicated in numerous studies, supporting wakdity of the underlying cultural
dimensions (see, for example Litvin et al., 2004&ritt, 2000). Despite the overwhelmingly
positive reception of the concept in many soci&rste disciplines, it has been criticized on
conceptual and methodological grounds (Baskervi#@)3; McSweeney, 2002a, 2002b;
Williamson, 2002):%? While this calls for a cautious interpretationHdfstede’s dimensions,

it does not justify to abandon the concept altogetsince that would mean “to throw away
valuable insight.” (Williamson, 2002: 1391).

Drawing on Hofstede’s concept, the next sectioh tnylto verify the claim that different risk
cultures exist within the European Union. In depalg a concept of risk cultures, two of
Hofstede’s dimensions are relevant. First, the dsi@ ofuncertainty avoidancéUA) can

be related to the concept of risk perception askl assessment. Hofstede defines uncertainty

avoidance as “the extent to which the members aifilure feel threatened by uncertain or

180 1t is important to note, that values — opposedttiiudes and beliefs — proved to be very stabler dine,

since such cultural programmingasquiredearly in life. Following from this, it can be exqied that values
will impact on behaviour and perceptions of grougnmbers.

181 A fifth dimensionlong-term orientatiorwas added later to the concept (Hofstede & Hofst2@@s).

182 Three main arguments can be highlighted in thisnggFirst, Hofstede’s sample does not seem td fhi
criteria of representativeness, as it is solelyedam data from a multinational corporation. Csitizgue that
the survey measured differences in corporate rati@r national culture. Second, Hofstede treatmmeait
cultures as homogenous ignoring the fact that cedtican show differing patterns on the regional and
individual level. Accordingly, the uniform impacf culture on behaviour and perceptions is challdnge
Third, the assumption dfme-invarianceof national cultures and the possibility that aaél culture can be
measured by using questionnaires is challengeda Fesponse see Hofstede (1998).
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unknown situations. The basic dilemma in this gas#ealing with the unknown” (1998: 26).
It is assumed that the tolerance for uncertaintyveive an impact on risk acceptance. Lower
UA scores will most probably be associated withhbig risk acceptance. The second
dimension that proves valuable in assessing riskireuis power-distancgPD) defined as
“the extent to which the less powerful members ndtitutions and organizations within a
country expect and accept that power is distributeelqually; from relatively equal (that is,
small power distance) to extremely unequal [origgraphasis]” (Hofstede, 1998: 25). The
level of PD is expected to impact on risk managdmesferences. Nations with higher power
distance will, according to the underlying constraccept the delegation of risk regulation
and more closed forms of risk governance. Baseth@mwo dimensions, national profiles for
the risk perception and preferred governance appréa the EU 15 member states and the
EU 27 can be constructed using the most recentrdiioe scores (Hofstede et al., 201%).
Based on Hofstede’s data, differences in perceptodmisk and risk governance are traceable
within the EU 15 and EU 27 group. Starting with theerests regarding the management of
risk, it can be deducted that the public in thearigj of the EU 15 Member states does not
generally prefer delegation of risk regulation,ceirmost states show lower power distance.
Even though the (data) range between member statesased with the enlargement of the
Union, delegation of risk regulation as a generablenof governance does not necessarily
enjoy the public support to the same extent thatdiwrrent European regulatory approach

based on delegation does.

Table 10: Risk perception and risk governance prefe  rences (EU 15 & EU 27%)

Dimension Mean Median  St. Deviation Spread | Min. Value | Max. Value
EU |UA 66,4 70 27,64 89 23 112
15 PD 42,12 38 17,55 57 11 68
EU |UA 70,35 70 23,51 89 23 112
27 PD 50,77 48 21,17 93 11 104

Source: Based on data from Hofstede *, 2010 #3703'; Note: * no data for Cyprus was available

Turning to the general risk acceptance, the EUhtbvs a weak tendency towards lower risk
aversion. When the enlarged European Union is dersil, risk aversion seems to increase
gradually. This finding could be interpreted asratirect legitimization for the precautionary

approach in European risk regulation: if the Eusspdemos is less willing to accept risks,

being more cautious represents a responsive fomslofjovernance. The identified national

8 The scores are available at Hofstede’s homepagep:/fvnvw.geerthofstede.nl/research--vsm.aspx).
Unfortunately, Hofstede remains unclear about tbales used to calculate the scores. Results are not
rescaled on a comprehensive scale. Instead, sagtes are added.
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differences in risk perceptions and risk governanae be expected to affect individual
perceptions of pharmaceutical risks, forming didtinational pharmaceutical risk cultures.
However, considering the specific character of ptaeuticals and their consumption, it is
necessary to establish a relationship between geaed specific risk cultures. In a first step,
the theoretical relationship between underlying démensions and field-specific indicators
must be establishedtarting with the UA dimension, it most likely wilmpact on the
perception of risks associated with pharmaceuticabumption and on actual consumption. It
is assumed, that people with a higher toleranceufmertainty will accept pharmaceutical
risks more willingly compared to persons with highacertainty scores and thus a lower risk
tolerance. The impact on consumption representstiezse relationship: People with higher
UA scores will consume more pharmaceuticals, whaeple with lower scores will wait
before they consume pharmaceuticals. While the iRi2mkion can impact on the acceptance
of risk as well, for example, as a tendency to gkeie the responsibility for the right treatment
to the respective physician, it will mainly impaxt the interest regarding the risk governance
of the sector. A higher PD score can be expectedsialt in a higher acceptance of delegation
and depoliticisation of the regulatory sector. Iryirtg to identify proxy measures,
Eurobarometer surveys, covering aspects of heatttriaks, were evaluaté The last two
indicators were selected based on the increasilg of biotechnology regarding
pharmaceutical products. In addition, data on plaaeutical consumption has been collected.
However, rather than using existing measures basgaer capita expenditure, consumption
measured in packs is usEdWhile per capita expenditure serves only as aecradasure of
consumption, depending on the respective natiom@ing level, the number of packs
consumed can be linked more directly to the notibrisk acceptance.

Given that individuals show a higher level of unagty, they can be expected to consume
more pharmaceuticals as they want to reduce thertamsty stemming from illness. In turn it

could be argued, that the state of illness is peedemore negatively than the possible risks of
pharmaceutical consumption (Deschepper, 2008: \What should be noted is the fact, that

the number of consumed packages — due to the tesp@cice inelasticity in demand — is

184 For a general discussion of tBeirobarometersurvey and their use in research see (Karmasiriti@r$
2008; Schmitt, 2003).

18 Standardized data on national consumption — medsarstandardized packaging sizes — has beeawvedri
from a study conducted by Evelyn Walter and heleagiues (2008).
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only partially influenced by the price: the corteda between the pricing level in the EU 15

in 2005 and consumption in 2008 was -0.49, howetherresult was not significaft

Table 11: Indicators of pharmaceutical risk culture S
Variable Question Source Used category

Likeliness of All in all, how worried are you to suffer a Q 7 SEB24L:

serious medical . A y “medical errors” Worried (%)
serious medical error?

error (2006)
Thinking of the following types of adverse
events in your view, how likely, if at all, is it

Likeliness of that each of themhml?ﬂt happen to you if yog Q 5.4 SEB f327 Very unlikely

Medication error | Were to receive healthcare in (our country): | “Patient Safety (%)
Medication related errors (wrong | (2009)

prescription, wrong dose, dispensing error in
pharmacy, wrong administration route)

Effect of
medicine

| am going to read out a list of areas in which
new technologies are currently developing.
For each of these, do you think it will have a
positive, a negative or no effect on our way
of life in the next 20 years? Medicines and

Q 13.13 SEB 225:
“Social values,
Science and
Technology” (2005)

Positive effect
(%)

new medical technologies

Report on EB 64.3
Figure 22: “Public

Confidence in Public confidence in the ‘biotechnology . . Level of
- , confidence in the :
regulation system ‘biotechnology confidence (%)
system™ (2006)
Report on EB 64.3
Principles of Segmentation of the European public on Eflgéj(r)?lZeﬁ]:nr::r;mples scientific
Governance principles of governance delegation (%)

across Europe”
(2006)

Consumption in

Walter et al. 2008
packs

Consumption Consumption in packs (2008)

Note: EB = Eurobarometer SEB = Special Eurobarometer Q = Question

Accordingly, the number of consumed packs relatesttier factors than pricing. To validate
the connection between general risk perceptions spatific pharmaceutical risk cultures
correlations between the six selected indicatocsrask culture dimensions were calculated.
Even though most of the results are not statisyicagjnificant, the assumed relation between
national risk cultures and individual perceptioigobarmaceutical risks is supported by the
results. The existence of distinct national phamené#cal risk cultures has several implications
for the governance of the pharmaceutical sectost,Rhe divergence of pharmaceutical risk
perceptions can clash with a standardized Europegulatory approach. If national risk

cultures are rather diverse, and likely to persistr time, a common European regulatory

approach is harder to achieve.

18 pearson coefficient was used to calculate theslziion and a two-tailed test was employed (Wagdscha
1999-203).
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Table 12: Correlations for general and pharmaceutic  al risk cultures (EU 15)

Variable Uncertainty Avoidance Power Distance
Likeliness of serious medical error ,682** ,627*
Likeliness of Medication error -,086 -,523*
Effect of medicine -,359 -,176
Confidence in regulation -,350 -,090
Principles of Governance ,151 ,586*
Consumption 564* ,632*

Note: (Pearsons, two-tailed test), ** significant on 0,05, * significant on 0,1.

Second, the input legitimacy of a regulatory regitmesed on such an approach will
necessarily be reduced. Third, such cultural difiees are most likely to translate into
regulatory differences as the discussion of regwainterests will show. The general public
interest in safe medicines remains a viable assomptet the notion of safety and acceptable

risks may vary throughout the European Union.

7.1.2Regulatory interests of the pharmaceutical industry

The European pharmaceutical industry consistswitlar variety of companies, which based
on structural differences can be expected to hafferidg regulatory interests. Moreover,
these differences are complemented by variancehennational level (Ruane, 2007; DG
Competition, 2009). Two main categories can be wsezassify the industry: company size
and product type. Starting with the first categdogated on the one end of the continuum are
the big multinational pharmaceutical companiesngcttn a pan-European and even global
scale. On the other end of the continuum are thadlenregionally-focused and generally less
innovative companies. The second dimension difteatss companies based on their product.
While less innovative and less research intensiglycts, with the notable exception of
highly innovative therapeutics and biotechnologmalducts, are mainly produced by smaller
companies, bigger multinational companies engagéhéndevelopment and marketing of
innovative and research intensive products. Genemclucers form a middle-categdfy.
While their product is by definition not innovativsome of these companies have a

considerable size and engage in multi-national/éies. Turning to the regulatory interests of

187 While there are some companies focusing exclusigal generic manufacturing, for examgatiopharm
many originator companies, most prominertigvartis engage in generic activities (Sohal, 2008). Dxespi
their significance, the distinct position géneric producers and their interests has not been sufflgie
recognized by most previous studies, except foctimtributions by Feick (2005a).
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these groups, divergent and convergent aspectgareable®® Divergence can be mainly
attributed to the regulatory processes. Small aediom-sized companies (SMEs), given
their limited capacities to penetrate the wholedpean market, can be expected to have a
stronger interest in a national regulatory appro&iger companies, given the international
character of their operations, will prefer a moatianalized and Europeanized approach,
possibly serving as an additional entry barrierdompetitors. Considering the consolidation
in the sector, starting in the early nineties (Glay et al., 1994; Karrer-Rueedi, 1997) and
continuing unitl today (Sheridan, 2006), it can &eued that the interests of the big
pharmaceutical companies — despite their interesérbgeneity — tend to overshadow the
interests of smaller and less innovative produdeiareover, they possess greater leverage
and political influence on the European level (Greteal., 2008: 428). Turning to the mutual
interests of pharmaceutical companies, the most lwage can be seen in the reduction of
regulatory costs (Abraham, 2002a; Rawson, 20008eéond and closely connected interest
can be seen in fast regulatory decisions. The dpuent of pharmaceuticals is a time-
consuming process and pharmaceutical companiestighefore have a vital interest in
speedy approval (Pieterson, 1992; Thomas et a@8)1® Generally speaking, the main
regulatory interest of pharmaceutical companied thils be on quick and cost-efficient
market acces5° Based on this general interest, previous studieSwropean pharmaceutical
regulation are quick to conclude that safety —@sosed to access — must play a subordinate
or minor role from the industrial perspective (Aflman, 2002a; Abraham & Lewis, 1999,
2002). While access and safety can be treatedffasedit ends of a continuum, the valuation
of one aspect does not preclude that the othercaspeutomatically irrelevant (Lexchin,
2007: 36). The pharmaceutical industry needs t@igea profits, which is contingent on fast
approvals, but this does not imply that safetyas econsidered sufficiently. Pharmaceutical
companies and the respective developers are avaieaomaceutical risks. In addition, the

possible negative impact a defective medicinal pcbdrepresents a strong economic

18 The divergence is apparent in the policy-makinqrareith the different groups represented by difiere
associations. Th&uropean Federation of Pharmaceutical Industries &sdociationdEFPIA) represents
the big and innovative companies, tB@ropean Generic Medicines AssociatiBGA) represents the
producers of generics and tteuropean Confederation of Pharmaceutical Entrepreae{(gUCOPE)
represents small and medium-sized companies. lti@udhere are several other interest associatmnthe
European level most notably thessociation of the European Self-Medication Indug&kizSGP) for the
OTC and self-medication industry and tBiropean Association of Euro-Pharmaceutical Companies
(EAEPC) representing the interests of the parabeldrs.

189 More specifically, generic producers will be imtsted in fast approval of their own products andaist
approval of those products they want to imitate@m as their patent protection expires.

19 While accessin this study mainly relates to the market authation process, the pharmaceutical industry
perceives the reimbursement phase as a second eoajponent (McGuire et al., 2004; Miller, 2005).
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argument against the negligence of safety condidesaon behalf of the industry. If a
product has to be withdrawn after market authaonabecause of unwanted side effects, this
will obviously negatively affect the products tuuen. In case of blockbuster pharmaceuticals
generating billions in turnover each year, the tiggampact can be considerable. Additional
indirect effects of such an event will serve astrang incentive for the pharmaceutical
industry to value safety accordingly. Victims mdgim damages and sue the pharmaceutical
producers. While law suits will be settled everijuaind most likely represent manageable
costs, the loss ofeputation in the stock market can have a detrimental effect
pharmaceutical companies. The most recent and padilicized example for such a
development has been the market withdrawaliokx produced by the US company Merck
& Co Inc., after several severe side effects. Th#ndrkawal and the following litigations
resulted in a

“a litigation bill [...] put at between US$10 and $b8lion. The company has seen its revenues and

market capitalisation slashed. It has been findigaiisabled and its reputation lies in ruins.dtriot at

all clear that Merck will survive this growing saal.” (Horton, 2004: 1995)
Another example involving a European-based comeasybeen the withdrawal bfpobay.
In 2001, Bayer recalled the product from the Euampand US market and shortly afterwards
from the Japanese market, after reports on sesales effects. After a series of public
accusations and numerous litigations, Bayer’s phaeutical division was on the verge of
collapse (Angelmar, 2007). The two examples ilaistithe possible and severe consequences
of unsafe products for the respective manufactiféfhe potential financial and reputational
losses connected to drug failure serve as an iveefdr a more balanced regulatory interest
of the pharmaceutical industry. It can be argukdt thore intense pre-authorization testing
might not prevent such events from happening. Gndbntrary, this could lead to more
frequent denial of market authorization. Howevengdcompanies accept the underlying risk
of non-approval and most likely believe that acsén test of their product at least helps to
reduce the uncertainty about the risk benefit ratid therefore the likelihood of known side
effects (Carpenter, 2003: 254). Given that markgiraval serves as mechanism to reduce
uncertainty, the industry will have an interestthie predictability of the regulatory process

and outcomé?® Moreover, reputation-building and the establishim@fregulatory ties with

¥ Incidents like the Halcion controversy (Abraham Sheppard, 1998; Berger, 1999) or the more recent
incidents in relation to Avandia (rosiglitazone)dBmgarden, 2007; Cohen, 2010) support the assampti

192 Regulatory uncertainty has been discussed iri@al& reimbursement decisions (Claxton, 1999; Suer &
Claxton, 2005). However, the importance of limif@édictability from the regulatees’ perspectivevident
in the case of market approval.
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regulators is in the interest of regulatees. Waperoval mainly depends aonvincingdata

it would be naive to assume, that such a decisiomi influenced by interaction between the
two parties. The European regulatory approach asingly emphasizes the need for dialogue
in regulation and producers will have an interesestablishing a sound working basis and
predictable regulatory decisions (Coen, 2005b; €&ark000). While small and medium sized

companies focusing on one market will need to dstalsuch basis with the respective

national regulator, European companies will needstablish these ties with the EMA and —
due to the regulatory structure — with the natioredulators as well. Summarizing the

previous arguments, it is assumed that the inte@sthe industry will be on fast access (1),
but without completely sacrificing the safety of gpimaceuticals and the building of

sustainable regulatory relations (2).

7.1.3Regulatory interests of regulators

Regulators have self-interests, but their interegts be partially determined by external
factors as well. Regulators have a (social) coattig and mediating function and will
therefore engage in interaction with their two msiakeholders: the regulated industry and
the public. A possible third influence on theirarést results from the specific institutional set
up chosen for the regulation of pharmaceuticalstidkearly all European member states
chose to delegate the regulatory field to a (inddpat) national regulatory authority,
resulting in a principal-agent relationship betweeational governments and national
regulators:> Principals can be expected to shape the ageet®#ts to a certain degree. Yet
this influence should be mainly traceable in thdiggemaking process, establishing the
regulatory playing field. If the theoretical claiof uncertainty avoidance as a motivation for
delegation holds true, national governments constyodelegate in the field of risk regulation
to avoid participation in the regulatory decisiomking arena. The same could be said
regarding the possible impact of the European Casiom and the ECJ. The European
Commission can effectively influence policy-makibg structuring the behaviour of the
regulatory agencies, but it can be expected to htkeinterest in intervening in regulatory
operations. While the ECJ can cast a shadow orlategy behaviour (Alemanno, 2008b) it

does not shape the regulators interests. Regulatteyests can thus be conceptualized as a

198 Even before the agencification on the nationalllawember states used relatively isolated instingifor the
national regulation of pharmaceutical risks (HarR&ich, 1990: 51-61). This finding supports the idéa
uncertainty and depoliticisation as driving factarsnational risk regulation and the public accap&a of
secrecy as a mode of governance.
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function of self, public and industrial interess§iaping the regulators “bureaucratic agenda”
(Carpenter & Ting, 2007: 835). Drawing on the reskaf bureaucratic behaviour and P-A
theory, the most general interest of a regulataggnay is organisational stability and
organisational survival (Faure-Grimaud & Martimd@€03: 414; Spiller, 1990}* Based on
the assumption, that governments delegate theatgultask in order tget out of the firing
line, the drug regulatory agency will still need to egthto the will of its political principal
and accommodate interests in the regulatory arbtae specifically, the agency will need to
build an institutional and regulatory reputatiow&rds the public and the industry in order to
survive and this is where public and private int&se&ome into play (Carpenter & Ting, 2005:
1; Maor, 2009: 1).

In building a reputation towards the public, regoita will need to satisfy the general public
expectation by only granting approval to safe potsluWhile the perception of safe enough
products will vary according to the national phacewtical risk cultures identified above, the
general assumption of the public — given the pulntiawareness for the perpetual character of
pharmaceutical risks — will be that if a productajsproved it is saf€> The emergence of
controversy surrounding a harmful product and pidemarket withdrawal will necessarily
impact negatively on the public reputation of tegulator (Carpenter & Ting, 200%f This
general assumption holds true, even if the reaspthe withdrawal must not necessarily be
based on initial regulatory error. As Carpenter &imdy note regarding the FDA:

“The logic of reputation protection suggests thajutators will see the decision to approve a new

product as irreversible.[...] Yet if the FDA secuthe withdrawal of a product it previously approved,

19 For the sake of clarity it should be noted thastibeories focus on the individual behaviour ofdawicrats
and regulators, which can be motivated by a vamétinterests, ranging from personal career devetyg

and the maximization of regulatory budget to theaadement of a specific public good (Levine & Fooen
1990).

This assumption is supported by studies providiviglence that lay people tend to adopt a perspective
focusing on the benefits rather than risks of dragslong as no regulatory crisis involving the #jec
product emerges (Bissell et al., 2001; Moldruplet2z®02). For a more critical account of lay pgtaens on
pharmaceutical risks see (Abraham & Sheppard, 1Béften et al., 2004).

According to Moshe Maor (2009: 6-14) a withdravealn have a positive or a negative effect on the
reputation of a regulator, depending on lasisof reputation. If regulatory reputation is basedexpertise,
withdrawal will have a negative effect since thermgy must revoke its own decision. If reputatiobased

on guaranteeing public safety in the media, witha@dawill have a positive effect. The concept isdzhsn

the idea that non-expert agencies could blame exgencies, as they based their decision on thaoue
decision of the expert agency. This conceptualinagigems to be flawed. It is true that the levedxqfertise
between national agencies varies and obviously nag@ncies are influenced by the decisions of the US
agency (FDA), representing the gold standard (Ca&snB007) of global drug regulation. Yet, a withvdah

will always have a negative effect on reputatiod ars hard to believe that an agency would adhat the
decision of market approval was completely based previous assessment — with the DP/MRP procedure
as a notable exception. In addition, Maor seen@ssume that the regulatory agency can simply determ
how it is perceived by the public — an assumpti@t tan be challenged as well.

195
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or attaches important new information to the produtich was not detected at earlier review staijes,

will only publicize its own ‘error’.Joriginal emplsas]” (2005: 1)
The safeguarding of reputation towards the pubiit push regulators towards a more risk-
averse regulatory approach. Moreover, it will impan the interests during the post-
authorization phase and the general mode of gomeendn contrast to Moshe Maor (2009:
6), arguing that some regulators will have an ggéein public exposure, encouraging media-
effective drug withdrawals to generate reputatisnaapublic guardian, previous studies on
regulatory behaviour indicate that most Europeaatignal) regulators pursue a low public
profile (Abraham & Davis, 2007; Wiktorowicz, 2003)¢hile the viability of such a strategy
will depend on the public exposure of the regulatvell as the public interest in the subject
of drug safety and the media, this study assumatsrédgulatory agencies will try to omit

public exposure and media attention to maintainsitive public reputatioh®’

While the need to build a public reputation is @4, the need to build a reputation towards
the industry flows from the specific mode of fungliof (public) pharmaceutical regulators. In
light of financial dependence on regulatory feesd ahe depoliticized character of
pharmaceutical regulation, regulators might evean leowards regulatees, overemphasizing
their interest in the formation of their own regoly interest. The main influence on the
interests of the regulators can be seen in theiqusly discussed interest in low public
exposure of the regulatory process. The regulafmeserred secretive mode of governance
advances the reputation towards the industry als Wet industry has no specific interest in a
highly transparent and participative regulatory gess, mainly because of confidentiality
reasons (Abraham, 2005; Garattini & Bertele, 20@iven that the industry prefers an
efficient and predictable regulatory process, ratgus can be expected to develop stringent
regulatory processes and guidelines to facilitageregulatory process for the regulatees and
reduce procedural uncertainties. Turning to theiatadn of safety and access regulators and
regulatees, as well as the public, share a comrasitign. In order to advance the reputation
towards the industry, the regulatory assessmentléghm® conducted in a timely fashion, but

without compromising the safety of the product.

197 Compared to the high public exposure of the FDAstrEuropean national regulators and the EMA are
arguably left alone by the public, even though EMA — intentionally or unintentionally — becomes
increasingly exposed.
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7.1.4Intermediate result: Interests and conflicts in theregulatory arena

The functioning of a regulatory system and theizatibn of regulatory goals, presupposes
the alignment of the key stakeholder intereststhin case of the pharmaceutical sector an
overlap of interests can be identified. Consideting regulatory dilemma of safety versus
access a consensus between the three consideketidters exists. The provision of safety
iIs a shared goal, even though individual reasonsthis consensus vary. While interests
diverge regarding the valuation of access, theedifices can be described as gradual rather
than fundamental. The second dimension of alignnuemisiders the organisation of the
regulatory decision-making process. Since the publierest does not necessarily prefer a
specific regulatory set-up but focuses on regwataitcomes, alignment of interests concerns
regulators and regulatees. Again, no conflict derest is traceable. Both regulators and
regulatees can be expected to prefer a sciencellaaskesecretive mode of regulation. While
an equilibrium of interests exists within the regaly arena, there are several factors
potentially preventing it from translating into @nttioning regulatory regime in the European
pharmaceutical sector. First, the assumption ofe timconsistency regarding regulatory
interests can not be upheld, if the whole regujatidecycle is considered. While all three
parties consider safety as an important issuedrpth-authorization stage, the constellation of
interests moves towards access considerationseirpdist-authorization stage. The industry
wants to keep the product on the market for comiaereasons. The public considers the
drug as safe enough — at least as long as no tegulaisis emerges — and will not accept
that a drug is withdrawn from the market. The ratpd, in light of reputational
considerations, has little interest to withdrawragdthat he had previously considered as safe
enough. Paradoxically, this situation still reprégsean equilibrium of interest, but has certain
negative implications for regulatory effectivenelssgeneral terms, compliance of regulators
and regulatees can be expected to be lower in dst-guthorization stage. Regulators
reputation is mainly based on the pre-authorizatfmocess. While pre-authorization
regulatory science has evolved throughout timethadiccumulation of regulatory experience
provides at least partial certainty, the right dex in the post-authorization stage is marked

by an even higher level of uncertainty (Anon, 1993bghes et al., 2007).
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Graph 15: Regulatory interests pre- and post-author ization (illustration)
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More importantly, the decision to withdraw the drwgl negatively impact on the public
perception, at least if the withdrawal causes pudid media attention, and on the reputation
towards industry. Beyond the regulator’s lack dérest in vigorous post-market control the
effectiveness of post-market controls is hampergdthie possible lack of regulatee’s

compliance.

Graph 16: Compliance in the pre- and post-authoriza  tion stage (illustration)
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In the pre- authorization stage, the will to comiglyhigh and increases as the review process
moves closer to the regulatory decision. As soomhasproduct has passed the regulatory
hurdle, it can be assumed, that the willingnessinolustry to comply with additional
regulatory burdens decreases. Furthermore, theegitto detect safety signals and follow up
on them is arguably low, since the more safetyadgjare detected, the higher the risk of label
warnings, additional studies and eventual withdiawzompanies do not want to risk a

regulatory crisis, but driven by commercial consadion they might tend to increasingly
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ignore the signals. Beyond theoretical argumensleace from the US market supports the
idea of time-inconsistency in compliance. Basedanalysis of FDA data, a study by Jerry
Avorn shows that 71 percent of requested post-niakestudies were not started, even
though producers were obliged to deliver additiosefliety data (2007: 1698). Second, the
equilibrium of interest does not prevent confliatssulting from national regulatory
differences. As pharmaceutical regulation is comellian a European regulatory network,
national authorities are pitted against each athéne European level regulatory procedures,
driven by the collection of industrial fees. Thigntpetition may lead to more cooperative
regulatory interaction, but it remains unlikely givthe identified interests that regulators will
dramatically reduce testing requirements. The ndeasive element of conflict results from
the reputation considerations of national regutat@rawing on the previously introduced
concept of national pharmaceutical risk culturaffexbnces will affect regulators in their
behaviour because of two reasons. First, the reebdild a reputation towards the public will
make regulators consider public risk perceptiorrx08d, regulators themselves are affected
directly by the underlying national pharmaceutigak cultures. National regulators can be
expected to oppose assessments of other natiandaters representing a possible thread to
their own reputation. While learning and repetitinteraction between national regulators can
help to increase trust in the regulatory capaciiesther regulators, the underlying reason for
these conflicts are rooted in different risk cudmirand therefore will be eradicated only
gradually. Two main conclusions can be drawn a flwint. First, the regulatory system will
work more effectively during the pre- authorizatigimase, while the post- authorization phase
might suffer from a general lower level of comptanbased on the time-inconsistency of
regulatory interests. Second, national pharmacautisk cultures will translate into differing
regulatory cultures, resulting in different riskrpeptions in drug assessment and a lower level
of acceptance of external assessments servingeabatsis of authorization in the mutual

recognition system characterising the Europeanlaégy approach.

7.2  Evaluation of the regulatory regime

The development of the European regulatory reggmasely connected to the general policy
developments in the sector. Regarding the evolutibthe regulatory regime the critical
juncture must be seen in the establishment of & EBnd the according European level
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procedures. The next section will focus on themwatigovernance considering the regulatory
lifecycle before 199%% In the following section, the phase after 1995 té considered.

7.2.1The effectiveness of regulatory regime until 1995

The regulatory regime initially consisted of th& sompetent national authorities connected
by the introduced harmonized authorization critegigailed in directive No. 65/65/EEC.
Adherence to these standards was however not éolstey the creation of supranational
structures. Despite this lack of institutionalipati the harmonization of assessment criteria
must be understood as improving the effectivenéssgational approval procedures and the
regulation of development process.

7.2.1.1Governance of development

With the introduction of the testing directive i®75 and the increasing density of the
regulatory framework, discretion of applicants melyag the development process was
reduced. However, the governance of the developmertess remained largely within the
responsibility of the respective applicants. Theklaf regulatory involvement is exemplified

in the diverse practice regarding the supervisidnclmical trials. While some states

demanded notification of trials, some made authtioa of clinical trials mandatory but a

common approach especially considering the req@nesnof trial design was clearly missing
(Jefferys & Jones, 1995; Lemmens, 2004). This didamly result in concerns regarding the
quality of results, but led to possible problemstfee mutual recognition of trial data. Above
all, it compromised the idea of a high level ofigat protection throughout the European
Community (Hart, 1989). Furthermore, the lack akatral register of clinical trials in Europe

made the suppression of unfavourable results nialy (Lauritsen et al., 1987).

7.2.1.2Governance of approval

As thethalidomidescandalproved, no adequate approval controls existed istmember
states. From the perspective of European sectorargance, the CPMP represented a first

step towards establishing a “hub in a network diomal experts” (Burkard & Abraham,

19 The following assessment deviates from the preljoigentified policy phases, using 1995 as the affit-
point. However, this is justified by the fact, thite EMA as well as the new approval regime were
introduced at that time.
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2008: 28). This intention was reflected as welltire CPMP procedureaiming at the
rationalisation of decision-making by reducing dcggion efforts inherent in the purely
national regulatory approach. However, the procedlid fail to realize this goal, given the
refusal of national authorities to accept the CPAdBessments® During the eight years of its
existence (1976 to 1985), 41 applications were maiderhich 28 received a favourable
opinion (Cartwright, 1991: 222).

On first sight, thenulti-state procedurémproved the situation considering the higher nemb
of applications. In the first four years of its &&nce applications nearly quadrupled from 41
to 1422%° Despite this arguable success, the procedure didlead to a reduction of
assessment efforts. Instead it resulted in additiziork, as every single application led to a
CPMP opinion. With the exception of Luxembourg, alember states raised reasoned
opinions with Italy using this option in 93 percaftall applications (European Commission,
1991b: 17-18). While national authorities were etpd to communicate regulatory measures
after CPMP decision within 60 days, several natli@udhorities still failed to comply with
this task after 46 months. In 1990, out of the Bplications only 45 were completed
(European Commission, 1991b: 13-19). In 1993, nthex 300 products had entered the
Multi-State Procedure, with only one product auithext without reasoned objections, and the
request of an opinion by the CPMP remainedsta@dardprocedure (Jefferys & Jones, 1995:
473).

The Concertation procedurestablished in 1987 — limited to innovative praguderived
from biotechnology — saw a comparative declinehmtotal number of applications. Between
1987 and 1994, 51 products used this authorizabate (Earl-Slater, 1996). The procedure
foresaw specific timelines to which national agesciwere expected to adhere to.
Unsurprisingly, compliance remained low: natioregulators needed as long as 27 months to
comply with notification requirements (European Qoission, 1991b: 28). As it was argued
previously, none of the three procedures did matagee up to the expectations (Earl-Slater,
1996; Lorenz, 2006). The reasons for the malfunatibthe system can not solely be ascribed

to the procedures itself.

199 This assertion is based on two facts. First thebminof applications was relatively low comparedthe
number of national procedures. Second, the prodbatswere licensed through the procedure werelynost
old products (second applications and genericsit(@ight, 1991-26).

200 To put this trend into perspective, it must be ddtet the applications using this procedure repres! less
than 4 per cent of the products licensed by natiamthorities in the EU (Earl-Slater, 1996: 18).
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Table 13: Performance of European application proce  dures (1965-1995)

CPMP procedure Multi-State procedure Concertation procedure
(1976-85) (1986-1993) (1987-1994)
Num_ber_ of 41 > 300 51
applications
Positive 28 n.r. n.r.

Source: adapted from (Earl-Slater, 1996; European Commission, 1991b); n.r.= no information was recorded

In light of the previous discussion of regulatonyerests and the inherent uncertainty in risk
regulation, the explanation for the weak compliace& be seen in the interplay of two
factors. First, national regulatory authorities -espite differences in the range of
competencies, administrative traditions and stmesty- enjoyed considerable discretion from
the outset of Europeanization of the pharmaceuseator. Formally, in all member states —
except the Netherlands — the final decision on@gdr‘was granted in the name of Ministers
who form the final authority and hence are answertbthe national parliaments and through
them to the people” (Jefferys & Jones, 1995: 4Y2}.these decisions were predetermined by
the national regulators. On first sight, it woulavie been highly probable that the regulatory
crisis surrounding th&halidomideincident led to a stronger political supervisiardanore
rigid political control. Instead, national goverrmt® raised the level of regulation, but did not
increase political control over regulatory bodiétait & Reich, 1990; Jefferys & Jones,
1995). Applying the uncertainty avoidance argumémg counter-inductive development in
the sector can be explained: regulators were mwjabecause of governmental political
benefit/risk assessments, providing them with camtpaely high regulatorydiscretion
Political isolation hence amplified the impact efjulatory cultures on risk perceptions and
assessments underlying regulatory decision-maliagional regulators had little interest to
trust other national regulators since the buildafgreputation was limited to the contacts
within the CPMP, representing an immature insttuitat this point in time. The second factor
allowing for the impact of national differences wadack of control within the regulatory
regime. Essentially, all procedures enacted bei®@5 were non-binding and required the
national willingness for mutual recognition. By gtimg the CPMP only a coordinating
function, the constellation of national interes@swiotoutbalancedoy the regime. While the
established procedures clearly failed to fulfilitheurpose, this did not necessarily impact
negatively on the regulatory effectiveness conegyrihe pre-authorization stage: based on
the directives enacted during the 1960s and 19dl0gpharmaceuticals were subjected to

approval based on the same criteria. While harneshstandards could not ensure a uniform
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understanding and interpretation, their applicatiepresented a clear improvement to the
previous situation from a public health perspective

Even though the CPMP did not contribute to the atifeness of the initial European
procedures as expected, its creation must stillubderstood as an important step for
development of the regulatory regime. Beyond tlgulegory arena, the CPMP and the PC
served as scientific advisory panels for the Cominisin the development of new policy
proposals and the starting international harmomnatithin the ICH which was established
in 1990°° Within the regulatory arena, the CPMP facilitatdthlogue creating the
preconditions for stronger collaboration in thddaling years. More specifically, the CPMP
and its numerous working parties developed moshetoft lawinstruments that helped to
govern the pharmaceutical sector until this very dest notably théNotice to Applicants
document advancing the harmonization of dossiers the Eudralex database (European
Commission, 1991b: 6-11). These instruments a@wdial importance for the effectiveness
of governance, since the legal framework was anéhherently characterized by rather

general and imprecise requirements (Glaeske €t988: 34).

7.2.1.3Governance of production

The regulation of pharmaceutical production wasared responsibility of the industry and
national authorities. However, activity on behdlttte regulators was rather limited and must
be seen in context of under-regulation identifiadthe previous chapter. While the WHO
already published guidelines good manufacturing practic6sMP) in 1967, European rules
were introduced in 1975. The role of thealified personresponsible for the assurance of
quality in the production process and the requir@sidéor good manufacturing, remained
fairly general. While inspections were envisagedhini the document, no systematic and
coordinated assessment of production sites baseditorm European rules and an exchange
of information was mandatof)* The creation of the CPMP did not contribute siigaifitly to
the reduction of thgovernance gapeven though a working party on quality was esthbd.
While after the adoption of directive No. 91/356(EFEthe control of manufacturing was

improved, the sector was still lacking a clear goaace structure (Jefferys & Jones, 1995).

201 The ICH played an important role for the developmehthe European pharmaceutical policy and the
harmonization of global pharmaceutical regulatidbréham & Reed, 2002; Eakin, 1999; Vogel, 1998).

202 Even though no European coordination took placentist be acknowledged that several member states
joined the Pharmaceutical Inspection Convention and Pharmacaltinspection Co-operation Scheme
(PIC/S) aiming at the mutual recognition of natioinapections (Brunner, 2004).
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7.2.1.4Governance of distribution

The regulation of distribution remained thénd spotof the regulatory regime until the
wholesale directive No. 92/25/EEC was releasednBfter the introduction of the directive,
control of distribution channels remained on théiamal level and was mainly based on
licensing and the adherence to certain standardseder, wholesalers were expected to
check whether their customers were licensed (Asders1994: 275). Beyond the control of
distribution, the dispensation of pharmaceuticateained unregulated on the European level,
since it constituted an integral part of nationahlth systems remaining within the domain of

exclusive national competencies (Erbsland & Mehri€92).

7.2.1.5Governance of information

While informational requirements regarding the phaceutical product were subjected to
uniform rules after the introduction of severaledtives in 1992, no distinct governance
structures safeguarding the distribution of infotiora on pharmaceutical risks were
established. Direct information to patients wasthkeh to package leaflets and differences in
transposition as well as dispensation practices teaifferent levels of patient information in
the member states, even after the introductionunbjgean rules. In the UK for example, the
repackaging of pharmaceuticals resulted in the raéipa of the product and the
accompanying leaflet (Anon, 1995a: 88)Central and publicly available national databases

did neither exist in most member states nor orEtl®pean level.

7.2.1.6Governance of monitoring

The monitoring of pharmaceutical risks during thietfpolicy phase was highly fragmented.
National pharmacovigilance systems developed iallghand due to a lack of European rules
reflected no systematic approach, as the adoptiopharmacovigilance measures was
voluntary?®* Most monitoring systems were based both on infmrhfthe medical profession

and the pharmaceutical manufacturers subsequemrttileged by regulatory authorities

293 While the practice in the UK surely representedisiinct case, repackaging still affects the priovisof
information to the consumer, even if European rulese ought to be transposed until 1999 (Raynor &
Knapp, 2000).

204 The German system of pharmacovigilance for examphs based on the collaboration of the national
regulator (BGA), authorities of the German fedetales, a special commission of the physicianscassm
(Arzneimittelkommission der deutschen Arzteschdfiy pharmacists association (Arzneimittelkommissio
der Apotheker) and the reports collected by thermhaeutical association through their medical
representatives (Glaeske et al., 1993: 42-44).
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(Griffin, 1986: 84-85f% Based on administrative traditions and politidalistures, member
states chose very different regulatory systemsatheay information and assess risk/benefit
ratios of marketed medicinal products, resultingliifiering levels of compliance and signal
detection across the countries (Glaeske et al8:128-26). These differences were amplified
by a lack of sanctioning power of regulatory agescin case ohon-compliancewith
reporting requirements (Hart & Reich, 1990: 10R)cbntrast to pre-authorization regulation,
the governance of post-authorization aspects obljoudiminished the regulatory
effectiveness of the regime. National pharmacoaigie systems based on different
definitions and methods did not produce comparabkults, representing the basis for
effective cross-national pharmacovigilance and mapgd signal detection (Lindquist, 2007).
The low institutionalisation of post-authorizatioantrols mainly resulted from the prevalent
regulatory philosophy at the beginning of modernrdpean pharmaceutical regulation,
emphasizing pre-authorization controls. Despite differences and isolation of national
pharmacovigilance structures, some collaborativiertsf on the supranational level were
traceable. The CPMP established a rapid alert my$te the exchange of information on
ADRs and installed a working party on pharmacowsigie in 1989 (European Commission,
1991b: 32-33; Wood, 1992). Moreover, the committaegularly conducted
pharmacovigilance meetings and discussed speations regarding the management of
safety signals. However, as in the case of authtoiz, these discussions had a non-binding
character. Alongside the CPMP, the internationalydmonitoring programme by the WHO
established in 1978 and the correspondipgsala Monitoring CentefUMC) completed the
respective regulatory structuré§.Even though the decision to take regulatory messas a
reaction to safety signals in all national systemas based on the same criteria, concrete
actions were negotiated with the industry rathantbbstructed by regulators (Hart & Reich,
1990: 114). This regulatory approach might haverdauted to the general compliance of the
industry, but its effectiveness must be questioii@sen that the industry was in favour of
less intrusive instruments, regulators might hafeamed from stronger forms of intervention

based on previously negotiated consensus. Thisukgtien has been supported to some

295 For an overview of the different systems, seefi@r{f.986), Inman (1980) and Wille & SchénhoffeO(2)

208 The UMC (http://www.who-umc.org/) collects datarfraWVHO countries on ADRSs to facilitate the detection
of safety signals. The European regulatory framewoakdates regular communication of safety signals to
the centre.
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degree by the actual practice of national regutataften favouring weaker forms of
intervention (Hart & Reich, 1990: 118Y’

7.2.1.7Regulatory principles within the regulatory regime before 1995

Considering the realisation of regulatory princgple participation, transparency and
accountability— the criteria were only partially met. Participat of other stakeholders and
the public both in the pre- and post-authorizatgtage, in comparison to the strong
involvement of the industry, was practically nonstent during the first phase. The public
was largely excluded from the pre-authorizationgstan national procedures and in the
emerging European procedures as well. Regardingptst-authorization stage and the
conduct of post-authorization controls the publartigipated only indirectly — with the
notable exception of Ireland allowing direct patiegporting — while the industry assumed an
active role. This practice can only be justifiednr a practical and necessarily science-based
perspective. Lettingineducatedoatients report on ADRs can lead to false and ncouee
signals and runs the risk of over-reporting in mgemeral terms (Egberts et al., 1996; van
Grootheest et al., 20038

The transparencyof the regulatory process on the national and Eeaoplevel was very

limited. Publication requirements only affected th&ernal communication between national
regulators. The creation of a regulatdrgck boxcovering the interaction between national
regulators, the CPMP and the applicants, was pessédrause of the political isolation of the

regulatory field and the previously identified cleint interests of regulators and regulatees.

In considering the overaliccountabilityof the regulatory regime, no uniform assessment is
possible. Firstlegal accountability of regulatory decision-making wasnparatively weak as

all decisions both in national and European procesiwwere made by member states.
Therefore, the ECJ had no competence in scrutmpimdgulatory decisions (Krapohl, 2008).
Despite Germany, where regulatory decisions coeldid were regularly challenged by the
applicant, most national regulators were subjetddanited forms of judicial review (Hart &
Reich, 1990: 58-60). Accountability was skewed agufatory decisions could only be

27 Since these results are based on analysis of riitial isix member states, one should abstain from
generalization. In addition, the tendency towardfes forms of intervention can be seen as an ambro
based ormproportional responseand does not necessarily reflect a state of captur

%8 Considering the prevalence of under-reporting tmarmacovigilance (Lopez-Gonzalez et al., 2009;
Wysowski & Swartz, 2005), it could be argued to toatrary that increased patient reporting and aiilic
seems to be necessary to improve post-market temgula
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challenged by applicants, while the public, basedhe claim that it was not directly affected,
had virtually no possibility to challenge decisio@®nsidering thénancial accountability of
the regulators control was mainly exercised throbgtigetary games between regulators and
their respective political principal, in most caghe national ministry of health. Financial
accountability vis-a-vis the applicants arguablaygd a minor role: since the regulatory
competition for conducting assessments was raitléet!, as the comparatively low levels of
applications for the European procedures indicateglicants had no means to assert pressure
on regulators. Evaluating the@rocedural accountability of the regulatory regime is
complicated by the lack of openness of the natigmatedures. Considering the fact that
national regulatory procedures were revamped andified in distinct national
pharmaceutical law after thtbalidomidescandal, procedural accountability was reflected i
the design of regulatory structures. Especiallytinse countries with a high degree of
legalization of regulatory procedures, most notab§rmany, national regulators had a strong
interest in clear procedural rules and adheren@vdoad possible infringements of applicants
(Hohgrawe, 1992: 219). In case of the European quaes, the detailed procedural
requirements and timelines warranted the procedacabuntability at least in principle.
Substantial accountability of the regulatory regime both regagdpurely national and
European procedures was mainly based on directivesB/65/EEC. Given the (unavoidable)
vagueness of the three criteria quality, safety efiidacy, room for regulatory discretion
remained (Hart & Reich, 1990: 24). While the CPM&svereated with the intention to limit
such regulatory discretion, as decisions couldelerred to the Committee in case of differing
interpretations of the directive, this internal aaatability mechanism was ineffective since
CPMP opinions were non binding.

7.2.1.8Intermediate result: governance as patchwork

Drawing on the brief discussion of the regulataifgcycle, the regulatory regime in the
pharmaceutical sector before 1995 is best descrisedregulatory patchwork(Héritier,
1996). While the regulatory framework after alm86tyears reached a considerable level of
density, the establishment of governance structweeslagging behind. Implementation was
largely shifted towards private actors, most ngtapharmaceutical manufacturers and
wholesalers. The CPMP was lacking the necessarpet@ncies to effectively tie in national
authorities. Accordingly, the effectiveness of tlegulatory regime before 1995 must be

considered as constrained. While public health wafeguarded in principle, as market
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authorization became mandatory and based on spediferia, a single market in the sense of
functioning mutual recognition was clearly not eéstshed. From the perspective of industrial
policy and innovation, the regulatory regime did mationalize the regulatory process as
intended. The lack of collaboration and appropristteictures was even more problematic
regarding the post-authorization stage. While maiqgoharmacovigilance systems existed,
little was done to streamline and rationalize tkeh@nge of information. Instead, the situation
clearly represented a state of under-regulationusuar-institutionalization (Hart, 1989: 350-

351). The overall dissatisfying situation was aggtad by a lack of openness, participation
and accountability of the regulatory regime. Thessults are in line with the expectations
drawn from the interests of actors in the reguiatarena and the uncertainty avoidance
argument. Even though national regulators were totdlly independent, most of them

enjoyed considerable regulatory discretion. Basedadogic of reputation and the lack of

power of the European institution, national reguistopposed to stronger collaboration

regarding regulatory decisions both in the pre- post- authorization phase.

7.2.2Institutional transformation of the regulatory regi me after 1995

The two new European regulatory procedures and nmopertantly the EMA, created in
1995, marked a turning point and heralded a neweg@ance approach. In contrast to its
predecessor, the CPMP, the EMA did not simply regmé another expert committee, but an
independent regulatory agency (IRA). Since theaingént of an agency was not limited to
the regulatory field under review but a Europeandr, the reasons for the creation of the
EMA must be understood beyond the sectnealessitybut within the context of a shift in the
general European approach to sectoral governance.

7.2.2.1The European regulatory state and the rise of regakory agencies

While independent regulatory agencies were a comrand longstanding feature of
regulatory regimes in North America (Shapiro, 19%¢ trend ofigencification(Christensen

& Laegreid, 2005)n Europe has been a comparatively recent phenomstaoting with the
increased deregulation of industrial sectors, iffasdion of New Public ManagemefiNPM)
and the subsequent instalment of new independenilatery institutions in the 1980s
(Eberlein & Grande, 2005; Scott, 2000; Thatcher &ef, 2008). These institutions emerged

in several waves on the national level. While sagencies date back to the 1950s and 1980s,
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most organisations were created in the ninetiesaaide start of this millennium (van Thiel,
2009: 12). The term agency subsumes a wide arrdiffefent institutional forms since “what
an agency is and what it does varies consideratstysa national and organizational cultures,
legal systems and political systems” (ChristenserLaegreid, 2005: 5°° Research of
agencification in European member states has desélmto a vivid research field mainly
based on comparative qualitative studies (Christeds Laegreid, 2007; Gilardi, 2005; Jann,
2007; Thatcher, 2007; Thatcher & Coen, 2008). Whgencification at the European level
through the creation of European agencies (EA)nis hew phenomenon” (J. Pollak &
Riekmann, 2008: 775) and some authors contributedet field (Chiti, 2000; Everson, 1995;
Fleischer, 2005; Kreher, 1997; Majone, 1997; Sligpi997), in-depth research on the
functions and consequences of these organisations & comparative perspective is still in
an early stage (Barbieri & Ongaro, 2008; GeradifP&it, 2004; Krapohl, 2004, 2008; Vos,
2000, 2005). While two agencies were already fodnidethe 1970s, two maiwavesare
traceable in the emergence of EAs. The first orgpéaed in the mid 1990s including the

creation of the EMA and the second one in the 2000s

European agencies represent a heterogeneous dgrougaaisations given their distinct tasks
and competencies and several classifications haem Iproposed (Chiti, 2000; European
Commission, 2002; Geradin & Petit, 2004). As a camrfeature agencies share “that they
have their own legal personality and a certainrfagia autonomy” (Pollak & Riekmann,
2008: 777). In addition, all agencies — at leass¢hcreated from the 1990s onwards — have
the basic task ofnformation gathering Turning to the reasons for the establishment of
European agencies, variations of general delegargnments are invoked as theoretical
reasons: the improvement of efficiency (1), the rowement of the capacity of the central
government (the Commission) to focus on strategjeats rather than administrative tasks
(2), Creating specialist agencies concentratingicpokexpertise to facilitate objective,
unbiased and better regulation (3), Enhancing pdtiedibility through depoliticization (4)
and improving the overall legitimacy of a regulgtaegime based on better output (5)
(Geradin & Petit, 2004; Majone, 2002; Pollak & Rigdnn, 2008). Beyond the theoretical
claims, it is important to highlight the politicsviolved in their creation. While the first wave
of agencification at the European level was a cdadeapproach of the political actors, their
foundation was mainly driven by the European Corsmis and can be linked to the

previously discussebetter regulationdebate (Chiti, 2004). While the Commission saw a

29 For a widely recognized definition see Pollitagt(2001: 274-75).
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window of opportunity to expand its activities inet wake of the single market initiative,
independent agencies seemed to be the only feagibten from a political perspectivé’

Graph 17: Agencification on the European level (196  5-2010)
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Source: based on EU data (http://europa.eu/agencies/community_agencies/index_en.htm) (last accessed January 2, 2010))

Agencies at least partially controlled by the Cossion allowed for an indirect expansion of
governance capacities, providing the Commissiorh wiite opportunity to focus on its
strategic task by delegating sensitive and workrisé activities to expert institutioffs.
Beyond the advancement of regulatory capacitiess Gdbmmission envisaged the creation of
agencies as a means to improve the quality of Eapegulation (European Commission,
2001: 23-24).

7.2.2.2European agencies: a challenge to social legitimacy

The positive notion of European agencies advocatedt prominently by Giandomenico
Majone (1997, 2006, 1999) and several other autffeiesscher, 2005; Tarrant & Kelemen,
2007), is based on the claim that agencies cangplatal role in achieving effective European
regulation. What is largely downplayed by the progais of European agencies, are the
possible problems that may arise from their creatkirst, it is questionable in how far the
creation of agencies really meets public expeatati@he Commission’s logic seems to be

based on the notion that “because Europeans d&a’the technocrats in Brussels and fear

219 |n fact, some Commission officials viewed the ti@aof agencies assecond besbption, since expanding
resources within the Commission would have beehdir interest (Kelemen, 2002).

211 Member states demanded a strong position in theal®f the agencies. Moreover, their cautiousitms of
delegating competencies to these expert bodiefiedsa a rather limited mandate for some of thermies
(Kelemen, 2002: 102-103). However, the official maie does not necessarily imply that agencies do
possess a low degree dé¢ factoindependence (Gilardi & Maggetti, 2009). In theseaf the EMA, the
creation was surrounded by less controversy, &seasts between member states did converge arosind it
creation (Kelemen, 2002: 103-104).
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concentrating even more governance there, if we weame EU technocrats, we split them up
and scatter them about Europe” (Shapiro, 1997:.28&fond, the creation of European
agencies raises questions of legitimacy. Europegan@es are created through acts of
delegated bodies criticized for a lack of socigitiemacy and it is at least questionable if the
chain of delegation is strong enough to legitimihese bodies (Bauschke, 2009; Vibert,
2007). If the delegation of certain tasks to annage contested, delegation activities by the
agent should be contested as well. Closely conddot¢he issue of social legitimacy is the
legal discussion surrounding the creation of Euaopegencies in light of th&eroni
doctrine, preventing the Commission from delegatiegulatory powers to bodies not
foreseen in the treaty (Geradin & Petit, 2004; Majet al., 1999). Consequently, none of the
regulatory agencies involved in decision-makingcpsses takes the final decision. Instead
this is done by the Commission and the other uisbihs involved based on the respective
decision procedure. Even though most of the agermmy carry out information gathering
tasks and provide expertise, they can have corstieinfluence on the resulting policy
decisions. As Martin Shapiro notes, “What reseameh do, determines what policies we
make. What policies we wish to make, determinestwiaearch we do. In this way
information agencies are always policy agencie$997. 285). Even if agencies do not
determine the respective decision they pre-stractigcisions especially in high expertise
regulatory fields (Barbieri & Ongaro, 2008). Majomer once acknowledging the existence of
the criticism raised regarding European agencms;lades that:

“The growing importance of nonmajoritarian instibuns in all democratic countries, in spite of

persistent doubts about their constitutional stand democratic legitimacy, shows that for many

purposes reliance upon qualities such as expepiiséessional discretion, policy consistency, fags,

or independence of judgment is considered to besrimportant than reliance upon direct democratic

accountability.” (2005: 37)
From this perspective, neither the claims of lagksocial legitimacy of the European Union
as a whole, nor the concerns regarding regulatgenees are valid, since output legitimacy
is the main interest of all parties concerned, #&mel mode of governance is generally
accepted*? While the importance of output legitimacy for thegitimacy of European
regulation is undeniable, Majone’s perspective asda on assumptions lacking a sound

empirical foundation. Majone simply assumes tha turopean people only care for

12 |Interestingly enough Majone explicitly refers hetacceptance of national regulatory agencieseasan for
the same acceptance on the European level. At the 8me, he rejects the validity of applying legiéicy
concepts developed in the context of the naticie $tathe European Union.
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outcomes, while there is public indifference howsta outcomes should be achief¥He
seems to believe that delegation to agencies witiaitly accepted if the right outcomes are
produced. While another question would be, whabissidered as right outcomes, a decisive
precondition for the assumption tdcit acceptanceas the public awareness of European
agencies (Pollak & Riekmann, 2008: 783-784). Ndesyatic research on public awareness
for regulatory agencies exists, but it can be etqueon theoretical grounds, that the
awareness for agencies, especially in risk reguladoeas, is low. The creation of agencies
thus is not necessarily based on permissive consglgit represents integration activities
largely unnoticed by the public. Following fromghthe creation of an agency in the field of
pharmaceutical regulation necessitates a thorougguskion of its legitimacy and control.
The question of control goes beyond the externatrobof the agency. Even more decisive
from the perspective of legitimacy is the internahtrol of experts who are responsible for
the actual regulatory decisions as these expetiabih a privileged position enjoying
delegated authority without being backed by a eidgfit public mandate (Jasanoff, 2003:
158). Accordingly, the creation of a regulatory mge might represent a bigger challenge to

legitimacy of the European regulatory state, ap@nents of IRAs are willing to admit.

7.2.2.3The EMA: role and structure

The creation of the EMA has been the result ohgtley process and came at a time when the
regulatory regime had more or less reacheéad endDiscussions did not only concern its
powers and tasks but location as well. Several neerstates bid to site the newly created
agency, but London was finally selected. Commendatrgued that besides the strong
position as one of the leading European industmesmarkets, the improved efficiency of the
recently established UK regulator, tMedicines Control AgencgMCA) founded in 1989,
played a decisive role (Horton, 1993: 1275). A aarskd role description can be drawn from
the mission statement at the agencies’ websiteerisdly, the role of the EMA is twofold:
coordination of the European regulatory networkststimg of the EMA and the national
agencies (1) and the provision of scientific ad\{i2g especially regarding the authorization
procedures on the European level (EMA, 2010). TMAEhus represent the supranational

hub inside the regulatory network. Based on thesyhealiance on national resources, the

13 This assumption resembles the efficiency perspedtaceable within the broadeetter regulationdebate
and does not necessarily reflect the public per@epiVhile in the case of pharmaceutical regulatioe
European public might actually support sacretive mode of governance, this assumption cannot be
generalized for all regulatory fields.
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EMA has been labelled\artual agency. This assertion stems from the fact, tresthucture
of the agency evolved around the existing CHMP uiged from national experts in most
cases located within national competent authoritisgspplemented by administrative
structures. Initially, the EMA consisted of an Ewtee director, a (financial) controller, a
management board, the two scientific committees ©H&d CVMP and a Secretariat
supporting their work**

The EMA was initially financed exclusively througlommunity subsidies, but fees played an
increasing role in agency funding. These were ribelss not able to prevent the agency
from experiencing budgetary deficits especially inlyrthe first years (Rogers, 1998).
However, this situation changed with the significancreases in revenues from 1999
onwards. With an increase in regulatory activigesl workload, staffing of the EMA has

been expanded considerably as well from 68 in 18824 in 2008.

Graph 18: European Medicines Agency: development of funding (1995-2008)
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To carry out its steering capacity more proactiyehe European Union Drug Regulating
Authorities NetworKEudranet) was established in 1998 and its fundtes been expanded in

the following years (Rinaudo, 2001). The systemm#@aged by the EMA but operates under

214 During revisions of the regulatory system thecttrre of the EMA was differentiated further in 2004.
2007, two additional committees were establisheglPhediatric Committe@PDCO) and th€ommittee for
Advanced Therapig€AT).
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the overall responsibility of thBharmaceuticals and Cosmetics Umitthin the European
Commission's DG Enterprise and Industi/lt covers all aspects of the regulatory lifecycle,
exceptdistribution®® On May, 1 2004EudraCT, the European clinical trials register, has
been introduced. ThEeudraTracksystem is used to manage the approval phase anioekea
operational since the establishment of the ENEAdraGMRP, launched in 2007, contains
information on manufacturing authorisations andifteattes. Already in 2006EudraPharm
was launched containing all products authorizeceuttite centralised proceduteudraWatch
covering the pharmacovigilance activities has begerational since 1998 and was replaced
by EudraVigilance launched in 2001. Initially, the closed networksainstalled to facilitate
communication between national agencies and the EBWarding the approval process.
During the following years, new modules were introeld that allow for the surveillance of
nearly all phases of the regulatory lifecycle.dtimportant to note, that most parts of the
Eudranet are not open to the public. As of 2010y ¢ine databases covering authorized
products are publicly availabfé’ While the data base will be expanded it recentigsdnot
contain products authorized under national procesiand in the decentralized procedure. A
separate database, theuropean Product IndeXEPI), administered by théleads of
Medicines AgenciegHMA) exists for those products introduced aft€d02 under this
procedure.

Table 14: European governance tools and databases

Phase Development Approval PI’OdnUCtIO Distribution Information Monitoring
EudraGM 1) EudraPharm 1) EudraWatch
Tool EudraCT EudraTrack P n.a 2) EPI 2) EudraVigilance
Founde 1) 2006 1) 1998
d (year) 2004 1995 2007 n.a. 2) 2005 2) 2001

Source: EMA website; n.a.= no tool available

Considering the scientific advice function of thilA, this task is carried out by the CHMP.
Even though its main task is the scientific assesgémithin the centralized procedure and
arbitration within the decentralized procedure, ltbdy has a monitoring function in the post-
approval stage as well (European Commission, 199dl@ddition, the committee engages in

the development of guidelines and documents inraméncrease the understanding of and

215 At the end of 2009, the unit has been shiftediéoRG for Consumers and Health.

218 For an overview see Meencke (2002).

217 The public databases contain restricted data, irasucts authorized before the database has haroHed
are not included. At the time of writing plans tpem up the GMP database were discussed by the
Commission.
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compliance with European pharmaceutical regulafidtte CHMP has therefore been granted
the power to form working parties (ad hoc and perend). Most existing working parties
were formed before 1995 for examdficacy and Safetyas created in 197Quality in

1985 andPharmacovigilance and Operatiois 1989 (European Commission, 1991b: 8).

7.2.3Regulatory governance after 1995

The changes in the pharmaceutical sector and #aion of the EMA did not only alter the
regulatory network, but affected all aspects of thgulatory lifecycle. As the following
analysis will show, the impact has been most praned in the governance of approval, but
helped to rationalize the regulatory approachabale.

7.2.3.1Governance of development

The EMA has been granted a supervisory role reggrdlinical trials (Binns & Driscoll,
2000). The current governance approach — basedh@encambination of licensing and
monitoring mechanisms — has mainly been the resuthe clinical trials directive in 2001.
Clinical trials conducted within Europe now mustidow a comparable procedure and start
with an authorization of aesearch ethics committg®REC) (Hedgecoe et al., 2006). The
EMA remains involved in the governance of the depeient stage through the EudraCT
database. In order to assess, if clinical triatscmnducted according to the standardgoufd
clinical practice(GCP IWG), the EMA can mandate inspectidfidt is important to note that
as a general rule the EMA does not conduct theerntgm but asks competent national
authority to do so. While using sugwlicing mechanism can have an important effect on
compliance, it seems questionable if the curregtilegory practice does support this need.
First of all, the tool — based on the limited evide available — has been rarely used. In 2008,
the EMA mandated 50 inspections (GCP IWG, 2069Furthermore, national regulatory
capacities in the field of clinical inspections amederdeveloped and despite involvement of
the EMA inspections (still) remain uncoordinated g\, 2006: 40). The European

cooperative regulatory approach does expand todhduct of clinical inspections as well, as

18 Beside the requirements entailed in the respedivdelines the requirements which have to be met a
defined in volume 10 of the pharmaceutical coded(BLex).

219 This number does only consider inspections mandatetie EMA/CHMP. National regulators still have the
authority to conduct inspections.
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the majority of inspections are previously annouharitine inspection€?’ It thus seems that
the introduced structural measures improved thetrabrof development, even though
coordination problems and the potential for a meffective inspections approach must be

acknowledged.

7.2.3.2Governance of approval

Judging the new approval regime based on its peence, both procedures show a high level
of activity compared to the situation before 1893within the centralized procedure, despite
an incline in applications during 2001 and 20086pastantly rising level of new applications
Is traceable. This increase is less surprisingesihe centralized procedure was gradually
opened up to a wider range of products. At the same the number of withdrawals under
the CP increased. While no recent analysis on tineat development is available, it can be
argued that the reasons explaining higher withdrdeveels in the period between 1995 and
1999 are still valid®? Considering the number of applications, the deeéined procedure
shows an impressive performance compared to theiooie procedures based on mutual
recognition””® While the number of referrals (arbitration) stiloints to room for
improvement regarding the willingness to accepbrpassessments, the introduction of the
CMD(h), based on the limited evidence availabl®, loa expected to have a positive effect on
the overall compliance. The changes in sequencett@ndliscussions prior to the market

authorization of an RMS under the DCP can be ergett improve the situation furth&f.

7.2.3.2.1 Remaining challenges of the approval regime

Going beyond the assessment of application letieés(external) evaluation of the approval
system conducted by CMS in 2000 sheds some mdredigthe qualities and perceptions of

the new system. Drawing on the position of regutatind regulatees, the report highlighted

220 Thijs implies that the regulatee can prepare himpetentially diminishing the continuous compliareféect
of policing mechanisms.

221 The reliability of the approval data is at leasttrieted, especially considering the data on treedealized
procedure. Numbers provided on the HMA websiteediffom those published in the EMA annual reports.
However, these differences may be explained byiimeial data revisions.

22 |n its analysis, the EMA concluded, that the reafmnthis could be seen iprematuresubmissions and
concerns regarding efficacy (EMEA, 2000: 1)

%3 1t is important to note that a significant partrefections of the first assessment can be attibi the
product characteristics. The decentralized procetureainly used for the licensing of generics. Sitice
Summary of Product Characteristi€SPC) of these generics imitate the original S&@&ka lot of them have
not been created based on harmonized rules, mestdies find it difficult to accept them (Janse-dmod
2007).

224 |n light of an increasing number of CMD(h) refésrauch developments seems to be likely.
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an overall satisfaction with the CP by regulatord eegulatees and to a lesser degree with the
MRP/DP (CMS Cameron McKenna & Andersen Consult@00: 71-76). While criticism
regarding the CP mainly affected the political staghe decision by the Commission and the
Standing Committee — of the process, criticism réigg the MRP/DP was more fundamental
and directly linked to the work of regulatory baglién effect, applicants regularly chose to
withdraw their applications from the dissenting CiSrder to avoid binding arbitration. In
1998, for example, withdrawal from at least one rnenstate happened in 47 percent of all
procedures finalized in that year. However, thesmdr decreased in the following years to 30.5
percent in 2000 (Feick, 2002: 24). Considering pmecedural changes after the second
revision and the number of successful procedutesan be argued that despite remaining
drawbacks the current MRP/DP represents an impremencompared to the previous
approval regimes based on mutual recognition. Adioglty the new approval regime can be
deemed as clear improvement compared to the systplace before 1995, as cooperation in
the sector increased. However, the reasons foe thgsrovements cannot be attributed solely

to the design of approval procedures, but aredbeltr of several interrelated factors.
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Table 15: Overview centralized procedure (1995-2008 )

1995 1996 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007 2008 Total
Applications* 30 25 60 55 51 54 58 31 39 51 41 78 90 103 766
Decisions ** 8 28 24 37 30 42 33 39 26 34 25 55 65 73 401
Cpgrfgg;]essz 8 28 23 21 24 31 31 34 20 34 24 51 58 66 453
\Ijé)tseizixe by 0 0 1 13 2 11 1 5 4 n.r n.r n.r n.r n.r n.a
Negative 0 0 0 3 4 0 1 0 2 0 1 4 7 7 29
Withdrawn 1 3 7 20 8 11 11 13 4 7 15 8 9 23 140

Source: EMA annual reports (1995-2008); Note: *applications are considered product based; ** calculated based on positive and negative decisions; *** type of decision (consensus/vote) not
recorded after 2003

Table 16: Overview mutual recognition/decentralized procedure (1995-2008)

1995 | 1996 | 1997 | 1998 | 1999 | 2000 | 2001 | 2002 | 2003 | 2004 | 2005 | 2006 | 2007 2008 | Total
Procedures 171 1046
30 (since | 190 183 275 373 484 587 620 935 857+ . 1429* 1899* | 9049
started
1995)
gomp'eted 10 84 147 179 210 309 443 420 529 760 954 592 827 1174 | 6638
uring year
44(25) | 39(43)
o 127 | cMD(h) | CMD(h)
Arbitration n.r. 2 1 1 2 2 1 2 5 9 10 22) 15(7) 12(7) n.a.
CHMP | CHMP

Source: EMA annual reports (1995-2008); Note: * including MRP and DCP; arbitration: number in brackets signifies DCP; n.a.: not applicable
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7.2.3.2.2 Explaining the performance of the new approval regne

The first important factor leading to improved penhance of the approval regime must be
seen in the institutional convergence, affectingomal pharmaceutical regulators. As it has
been argued previously, agencification has beesnanmn phenomenon both on the national
and European level. Considering the dynamics oheaifjeation and interaction between the
two levels, institutional change mainly is a horitad phenomenon: waves of agencification
either happened on the national or the Europeasl.ldwn the pharmaceutical sector,
agencification was traceable as well and it is edghere that it was mainly triggered by the

emergence of the EM&?

Agencification in the European pharmaceutical secto

Until 1990, only four member states hadency-likenational regulatorsThe College ter
Beoordeling van Geneesmiddelém the Netherlands established in 1963, thational
Organisation for Medicinegstablished in 1983 in Greece, tedicines Control Agency

the UK established in 1989 and the Sweddical Products Agencfounded in 1996%
Starting with the first revision of the framewofk)lowing up on the Commission proposal,
the number of agencies doubled until 1995 andetipintil 2000?*’ Today, Luxembourg is
the only EU 15 member without an agency, explaimgdhe lack of national pharmaceutical
market and pharmaceutical industry. Of course, pemaization and the instalment of the
EMA, can not solely explain the agencification, lgiven the rapid increase of national
agencies surrounding the creation of the EMA thegufd be understood as a catalyst in the
process (Hauray, 2009: 439; Permanand, 2004: 48ijle\whe national regulatory agencies in
the pharmaceutical sector represent similar orgéoisal types and their internal
management structure resembles the EMA, the taskstauctures of the respective agencies

differ widely ??®

25 |n fact, the institutional blueprint of the EMA wasinly based on the previously created natiorgiilggor
in the UK, the MCA (Abraham & Lewis, 2000).

% since Sweden was no member state until 1995, ilovioe more precise to count only three agenci€Un
countries before 1990.

27 The accessing east and central European membes esitlished agencies as well. However, the reason
for agencification presumably differ compared te #ituation within the EU 15. A list of the natidbna
regulatory bodies is provided in the appendix (A.8)

228 Data collection was complicated by the differiegdl of information provided by national agenciéslata
could not be retrieved, agencies were contacteghdst cases, no additional information could baeegd.
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Graph 19: Agencification in the pharmaceutical sect  or EU 15 (1955-2010)
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Source: websites of national regulatory agencies, N ote: Luxembourg was excluded, since pharmaceutical regulation is
carried out by a division of the health ministry

All national agencies operate under the supervisibthe national ministry of healff®
Looking at the responsibilities of the national mgjes, their role in Denmark and lItaly as
well as in Portugal differs from other national nterparts, since they are not only involved
in the process of safety evaluation but in the beirmement decision as wéif. At first
glance, the agencification of national authorit@sarly raised the level of independence,

since national regulators now enjoyed even gremgulatory discretion®*

Accordingly,
previously encountered problems of coordinationemmost likely to increase. At the same
time, agencification did not only increase regulaindependencbut externabccountability

as well. Looking at the financing of the nationajeacies, the new regulators became
increasingly dependent on the fees of applicastseaally from the European proceduf&s.
This financing model increases the pressure onlaisgs to play by the rules, while at the
same time raising questions about the objectivitygssessment, triggering a discussion on the
immanent competition that characterizes the newayaph system (Abraham, 2000; Garattini,

2001).

22 This is one of the key differences to the EMA opagaunder the supervision of DGompetition and
Industryraising criticism of several authors. The EMA walbcatedat the end of 2009 and is now under the
supervision oDG Health and Consume(®G Sanco).

230 While in Denmark and Italy agencies have the powwedecide on reimbursement, the Portuguese agency
(INFARMED) decides on reimbursement status in coatp@m with the health ministry and the ministry of
economy (Gouveia Pinto & Teixeira, 2002).

281 | ooking at thede factoindependence of national pharmaceutical regulatorspared to other regulatory
fields, the higher level of autonomy is strikingile®di & Maggetti, 2009).

232 The dependence on fees proved to be a problemgdtiren economic downturn and resulting decrease in
applications and public subsidies both for the EM# the national regulators (Anon, 2006a).
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Table 17: National regulatory agencies in the pharm

aceutical sector (EU 15)

Country  |Abbreviation Authority Name Funding Staff* Responsibilities
Austria AGES Austrian Agency for Fees 250 Pharmaceuticals (H+V)
PharmMed | Health and Food Safety | Subsidies (20%) Medical devices
Agence Fédérale des .
Belgium FAMHP Médicaments et des Fees 350 Phar_maceut_lcals (H+V),
; A Subsidies (30%) Medical devices
Produits de Santé
Pharmaceuticals (H+V)
. Fees Reimbursement
Denmark n.a. Leegemiddelstyrelsen Subsidies 500 Pharmacies
Medical devices
Finland na Laékelaitos Fees 190 Pharmaceuticals (H+V)
e Lakemedelsverket** Subsidies (20%) Medical devices
Agence francaise de Fees Pharmaceuticals (H)
France AFSSAPS | sécurité sanitaire des - 990 Medical devices
. A Subsidies (10%) ;
produits de santé Cosmetics
Bundesinstituts fur .
Germany BFARM Arzneimittel und Fees_ . 800 Phar_maceut]cals (H)
. Subsidies (30%) Medical devices
Medizinprodukte
. L Pharmaceuticals (H+V)
Greece EOF Natlona_l Qrganlzatlon Fees_ . 238 Medical devices
for Medicines Subsidies .
Cosmetics
. - Fees Pharmaceuticals (H+V)
Ireland IMB Irish medicines Board Subsidies (20%) 280 Medical devices
Ital AIFA Agenzia Italiana del Fees 250(2008) | Pharmaceuticals (H)
y Farmaco Subsidies 459(2009) | Reimbursement
D_|rect|on Qe la S_a_nt_e Pharmaceuticals (H+V)
Villa Louvigny Division | Fees :
Luxembourg n.a. . - n.r. Pharmacies
de la Pharmacie et des | Subsidies C )
; osmetics
Medicaments
College ter Beoordeling
van Geneesmiddelen Fees Pharmaceuticals (H+V)
Netherlands CBGMED Medicines Evaluation Subsidies (30 %) 194 Novel foods
Board
Instituto Nacional da Pharmaceuticals (H+V)
Farmécia e do Fees Medical devices
Portugal INFARMED Medicamento Parque Subsidies 251 Cosmetics
da Saude de Lishoa Reimbursement studies
Agencia Espafiola de Fees Pharmaceuticals (H+V)
Spain AEMPS Medicamentos y - 470 Medical devices
o Subsidies .
Productos Sanitarios Cosmetics
. Pharmaceuticals (H+V)
Sweden MPA Xegr']%al Products giﬁii dies (10%) 496 Cosmetics
gency 0 Medical devices
Medicines and ;
UK MHRA Healthcare products Fees_ . 875 Phar_maceut_lcals (H+V)
Subsidies (15%) Medical devices
Regulatory Agency

Source: Websites of national agencies, annual reports; * 2007 was used as year of reference regarding the staffing levels; the
level of subsidies has been included if data was available; n.r.: not reported; n.a.: not applicable; ** since 2009, the Finnish
agency is called Finnish medicines agency (FIMEA)
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Competition, beyond the lowering of standards issgue on several levels. First, there is an
indirect conflict between the EMA and the natioagencies manifested in the two available
approval routes (inter-procedural). Given the faiahdependence of agencies competition
can arise regarding those products eligible fohbmtocedures. Second, competition may
arise within procedures (inter-agency). Nationahatities will have an interest to serve as
rapporteur or RMS in the respective procedure. Asressequence, it is believed that the need
to generate fees will drive regulators towards aemodustry friendly position and, as it is

feared by some commentators, to a general lowesingssessments standards to attract

regulatory business (Abraham & Lewis, 1989).

Competition within the regulatory system

Starting with theinter-procedural competition and drawing on the numbers of new
applications of the two procedures, competitiomseéo be very limited. Growth trends in
both procedures have been fairly stable. Furthegmorany applicants chose the mutual
recognition procedure because of the flexibilityhiehh is not as high in the centralized
proceduré>® While it might be likely that competition will sin the future given a further
expansion of products eligible for both procedutbs, current trends do not point towards
such a development. Consideringter-agency competition, data from the centralized
procedure indicates some competition between reti@gulators regarding rapporteur status,
but rather points to a stablegulatory marketvith few agencies responsible for the majority

of the conducted assessments.

UK, Sweden, France, Germany together with the Niethés and Denmark represented the
lead agencies between 1995 and 2000 within theatemeid procedure and the dominance of
this group largely remained stable (MHRA, 2009:.%#2)n addition, the selection process of
the rapporteur within the EMA renders tough contmetias rather improbable since “usually

the manufacturer and the CPMP chairman suggestapp®rteur each.”(Garratini & Bertele,

233 |n contrast, the discussion of the regulatory faumrk in the previous chapter rather suggests ellieg up
of standards. This position is unsurprisingly sbdre industrial representatives interviewed by Aara and
Lewis, while regulators either stated a constarsiightly decreasing level (Abraham & Lewis, 19995TH

%4 In many instances, companies want to market augtoid some of the Member States and unless it is a
product for which the CP is mandatory, the decéiméd procedure might represent the more fittingrapal
procedure (Janse-de Hoog, 2007).

235 gince the EMA no longer publishes statistics onRIS/CMS status, annual reports of national agsncie
were consulted. Depending on the sources, thengrdinational agencies after 2000 differs.
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2004: 85) and it has been the official policy of tBMA to strive for a balanced representation
of the CHMP members in taking the lead role in estibn (EMA, 1998a: 24*°

Graph 20: Involvement in centralized procedureint  he EU 15 1995-2000**
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Source: EMA annual report 2000; * total includes participation of member states as a rapporteur and co-rapporteur; ** Data was
replicated from graph values might partially differ from original numbers.

Considering the situation in the mutual recogniti@eentralized procedure (DP/MRP) the
picture is quite different. Some of the agenciesiidating the evaluation of new application
in the centralized procedure show a weaker perfocman the decentralized procedure and
there is a higher degree of fluctuation across.tilnseems that applicants, having complete
discretion in the selection of the regulatory agerapply different criteria in selecting
agencies in the different procedures. As it wasliggted above, competition is not only
traceable in the selection of the assessing agermié in the approval process as well.
Compared to the centralized procedure emphasizingeration, the procedural set-up of the
mutual recognition procedure, specifically befdre teview in 2004, stimulates conflicts. The
agency serving as an RMS forms its position andseguently a legally binding national
authorization, which in case of dissent is chalezhfy another authority.

%3¢ The EMA has recently proposed a new selection proedidr rapporteur status, increasingly considetireg
different national regulatory capacities (Anon, 860
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Graph 21: Inter-agency competition in the decentral  ized procedure (EU 27)*
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In fact there are little incentives and substaniatriers for the two agencies to relinquish
their position:
“It is difficult for a dissenting CMS to retractsitopinion and adopt the RMS’s position once it has
refused automatic mutual recognition because afose concerns’ to public health in their countries

The other possibility of finding a compromise pasitiwould require a change in the RMS’s initial

authorization. This is no less complicated sincegally valid national authorization already exists
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furnishing the authorization holder with a rightnarket in the RMS.[original emphasis]” (Feick, 200
19).
Based on the logic of reputation agencies servigaaCMS, might even challenge the
assessment of the leading agency to prove their aaypacity (Feick, 2002: 46). While the
arbitration procedure within the CHMP was intenttedolve such conflicts
“most applicants considered the duration of suckfarral procedure too long (on average 9 months).
Because of commercial interests to market the mtods soon as possible in the Member States that
could approve it, in most cases the application wilsdrawn in member states that were negative.”
(Janse-de Hoog, 2007: 250)
Turning to the competition of standards it is assdmby some authors that the
Europeanization of pharmaceutical regulation anel iticreased financial dependence of
regulators has caused a watering down of appraealdards in order to attract applicants
(Abraham & Lewis, 2000; Wille & Schonhoéfer, 2002his assumption is mainly based on
the fact that the European procedures and espetiadl CP introduced stricter timelines,
significantly lower than most national approval ésn forcing national regulators to

rationalize their assessments.

Graph 22: Assessment times within the Centralized P rocedure (1995-2008)
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It seems noteworthy that approval times startecbtoverge before the new European system
was introduced and several agencies already coedldbeir national assessments based on
very strict timeframes (Abraham & Lewis, 1999; Rei2002; Thomas et al., 1998). It is true
that the European procedures intentionally ratiaedl national approval procedures, but a
prevailing tendency towards shorter assessmentstimenot traceable considering the
development of average review times in the CP.telts the former trend of convergence

regarding review might have reached the baseliceoAlingly, the perceived watering down
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of standards rather corresponds to the wateringhduwiwegulatory discretion and pressure to

adapt national regulatory cultures.

The emergence of a European regulatory culture inhie pharmaceutical sector

The instalment of the European agency and the regulatory procedures did not only
stimulate changes in national regulatory structuras emphasized a new regulatory approach
that challenged existing national regulatory triadss. This is the impression one could get,
drawing on the study on the harmonisation of dregufatory standards in Europe of
Abraham and Lewis (1999: 1657-1659). While intemges argued that standards might
erode through Europeanization mainly due to thetage of review times, national regulators
from Germany, UK and Sweden perceived the apptinabf standards by other less
experienced agencies as the real challenge toysafttin the European system. From this
perspective, the main problem was not the erosiostandards but the lack of trust in
regulatory capabilities of other agencies. Howetlee, new European regulatory approach
was based on the idea of mutual trust and increeseferation between national agencies
and between regulators and regulatees as well. ifi$@lment of the CHMP and its
procedural significance especially after the coeatf the new regime played a crucial role in
the diffusion of this new European regulatory apgfo and the neutralization of the
predominant national approaches. In contrast taléfoentralized procedure, where regulatory
agencies were competing against each other, the EMisls composed of individuals and
therefore personnel interaction helped to adapitecmew way of conducting regulation. Boris
Hauray and Philippe Urfalino in their qualitativeidy on the work of the CHMP concluded:
“European committees progressively became the Magep in Europe where top medicines specialists
(regulators and industrialists) could engage inharges about pharmaceutical knowledge and rules.
[...] First of all, delegates developed deliberativerms and mutual trust. [...] National delegates’
support for positions that went against the opisiofitheir national committee, or against the edés
of ‘their’ national firms, was of course critical this process. But the development of direct peko
ties and even friendship were also of great impoeal...] A European regulatory network was
structured around the members of the 1970s workargies and, in 1995, most of the leaders of the
‘new’ European system had been working togethemfany years.[original emphasis]” (2009: 441-
442)
An important change and possible conflict with oaél regulatory cultures must be seen in
the emphasis of cooperation with the regulatedstrgiuwithin the European context. Within

the centralized procedure, the traditional relaibetween regulators and regulatees shifted.
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While the traditional understanding of the regutatoole in most countries was that of a
gatekeeper, the new regulatory approach intentpriastered a much more collaborative
approach emphasizing the mutual goal of regulaosregulatees to achieve market access
of safe products. The new regulatory culture wélsated in several respects. A manifestation
of this new European regulatory style can be seehd ever growing role of scientific advice
preceding new applications (Dejas-Eckertz & ScleiffrR005), increasing from only 7 in
1995 to 263 in 2008. Applicants can ask the EMA anwdle specifically the CPMP for advice
before an application procedure is started andnmipéi their applications dossi€rs. A
second characteristic can be seen in the increasedof soft law instruments and most
notably the importance of guidance provided to i@ppls. As it has been argued in the
previous chapter, the European regulatory framewsrkarked by a considerable degree of
vagueness, resulting in uncertainty how to bestptpmvith regulation. To reduce this
uncertainty, the issuance of guidance documentg8alined by the CPMP has been

continuously expanded,

Table 18: EMA guidance documents (1995-2008)

1995- 1997- 1999- 2001- 2003- 2005- 2007-

1996 1998 2000 2002 2004 2006 2008
Quality Chemical 2 7 2 10 11 11 8
Biologicals 8 8 5 13 21 9 6
Non-Clinical 5 5 3 5 6 8 8
Clinical Efficacy & Safety 6 5 9 19 20 36 27
Multidisciplinary 1 1 1 6 6 14 16
Total 22 26 20 43 64 58 65

Source: http://www.EMEA.europa.eu/htms/human/humanguidelines/background.htm (25.3.2009); Note: Only adopted
guidelines not under revision were counted, using the effective date (guidelines to become effective).

While collaborative relationships were common imsomember states, most prominently in
the UK where regulatory relations were marked by ‘amformal negotiation-based
interdependency alongside a formal licensing sanet (Smith, 1991: 7), others like the
German authority had developed a more cautiousoappr towards the pharmaceutical
industry (Hohgrawe, 1992: 196-198). In order toceed within the European system,
national regulators facing the need to generate lieel to adapt to these new requirements.

87 The practice obcientific advicehas been criticized by Silvio Garratini and VittoBertele arguing that: “it
is uncommon for an organization, and in effect$hene group of people [...] to be responsible formgjvi
advice to industry about the best way to procedt thie development of a drug, and also be resplentib
approving drug authorization” (2004: 88-89). Thergpective can be challenged considering the petigpe
of regulatory efficiency and increased access,estmmpliance with scientific advice has been fotmd
increase the chances of approval (Regnstrom e2Qi19).
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This adaption has led to the progressive adoptib@ onore professionalized and NPM
inspired approach on behalf of the regulatory agsnanost European agencies began to
publish annual activity reports roughly since tleary2000, highlighting their achievements
and regulatory performance. A contributing factothe professionalization of the regulatory
network must be seen in the strong external sgrudgfnthe regulatory network both by the
Commission and the industf{f While the European Commission used the regulatory
revision to analyse regulatory performance andréesntly commissioned an external auditor
to assess the work of the EMA (Ernst&Young, 2010 industry and the EFPIA more
specifically conducts various studies and surveyshe regulatory network, for example,

regarding the performance in providing scientifiwiae (Mayer-Nicolai et al., 2008).

7.2.3.2.3 Potential for regulatory capture: EMA & Approval re gime

While the emergence of a common regulatory culturéhe European level and the adaption
of national agencies contributed significantly tee tfunctioning of the approval regime,
considering the centralized procedure and to &tedsgree the decentralized procedure, the
resultingefficiency regim€Abraham & Lewis, 2000) has raised serious concebwait close
relationships of the EMA and regulatees (Abrahad®22 Garattini & Bertele, 2001, 2007; Li
Bassi et al., 2003). In light of this criticism, assessment of regulatory principles and control
mechanisms regarding the European agency and thevab process is necessary at this

point?*

The realisation of participation within the approval regime and the EMA

Considering the participation in the approval regitne privileged role of industry compared
to the public is obvious and less surprising, gitea underlying regulatory interest of
regulators and regulatees regarding the mode afrganceé®® As it has been argued before,
the participation of the public within the actuagulatory decision-making processes can
have a distorting rather than beneficial effecis lhard to imagine, how personal participation
in the decision process and in the discussionshef €HMP would contribute to the

23 The external review is complemented by internatherarking and evaluation activities, for examplethoy
HMA (2005).

239 A\ separate assessment of thbsidiarity principle seems unnecessary, since the regulaiemyork in the
pharmaceutical sector clearly reflects a sufficireaisation of this principle.

240 The lack of public participation is not confined tiee approval regime, but is traceable in the post-
authorization stage as well. Public participatianvbver constitutes a general problem in health aatkeits
governance (Hart, 2004).

199



7. Regulatory governance in the pharmaceuticabsect

effectiveness and efficiency of the regiffeNevertheless, it might be beneficial to increase
public input on general risk perceptions from tleespective of (input-) legitimacy (Lofstedt
et al., 2009¥* Judging on the general involvement of the pubdigdnd the participation in
the scientific body (CHMP), it must be acknowledgédt while the situation during the
founding years has been disappointing (Collier ket #997), it improved significantly
especially after the second revision of the frantbw®atient groups are now represented
with two seats on the management board supervibieagxecutive director and the overall
strategy of the agency and participate in @@mmittee for Orphan Medicinal Products
(Georges, 2006). In addition, the EMA developedratsgy to improve and identify new
aspects for patient and public involvement andtestiaseveral activities in this respect. Even
though participation remains selective, as the EbWy considers patient organisations
which were identified based on a framework, themdl perception of this initiative has been
overwhelmingly positive (EMA, 2007b: 3-9).

The realisation oftransparency within the approval regime and the EMA

Given the dominant regulatory interest of regukstand regulateestansparencydoes not
necessarily rank high on the national regulatorgnag. While the Commission emphasized
the need for greater transparency and opennesshanBMA compared to most national
regulators seemed to be more open to the ideaanspgarency (Anon, 1994: 90), the first
years of the European approval regime were mariedighly secretive regulatory approach
(Abraham & Lewis, 1998; Anon, 1996). Despite legdlinding transparency obligations,
greater openness regarding the workings of thegand the actual assessment process was
rejected based on the obligation to protsmtmercially sensitivenformation. Interestingly
enough, this claimwas used to shield the regulatmsk of the EMA from public scrutiny in
general (Abbasi & Herxheimer, 1998). The first hdéaattempt to change this was the
publishing of European public assessment repoR&M for all products approved under the
CP after January 1, 1995. Unfortunately, the EPARs/ed to be a promise unfulfilled.
Availability of the first generation of assessmeatorts was severely limited and the entailed
information was of limited use. A study by the im&tional Society of Drug Bulletins (ISDB)

covering 9 EPARs found that the reports were lagkinclear and uniform structure, dealt

241 For a concurring view see Abraham & Davis (2008praham & Sheppard (1997) and Liberatore &
Funtowicz (2003).

242 Theoretically, it is possible for the EMA, the CHMRd the Commission to consider the position of gspe
during the assessment process and before thedfmtaion, as it has been stated by the ECJ, regptide
Olivieri case (T-326/99) (Alemanno, 2008b; Savulescu, 2004).
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with important details in a superficial manner amete generally hard to understand even for
health professionals. Above all, the commitment withhold sensitive commercial
information resulted in the blackening of consitiézaparts of the reports (ISDB, 1998).
Reacting on the accusations of the ISDB, the EMAnpsed to improve EPARs (EMA,
1998b), but a follow up study of the ISDB in theaye2000 showed little signs of
improvement (Kopp, 2000). The situation was evense&@onsidering the transparency of the
decentralized procedure, as the field experien@boiham and Lewis suggests:
“We found it impossible to get basic informationorfr the EMEA about mutual recognition
applications, such as names of products, RMSs afi&sC The EMEA referred us to the Mutual
Recognition Facilitation Group of the national riegary authorities; the chairman of that group,Dr
Lyons, told us in a letter dated Sept 5, 1996, tmdy ‘the applicant, the RMS and the CMSs need to
know’ such details.[original emphasis]” (1998: 480
The situation did only start to improve with thevadt of the second legislative revision in
2000, leading to more stringent and detailed EPARS for the first time introduced similar
requirements regarding assessments under the odmm® procedure, contributing

significantly to the overall transparency of theagal process (Pimpinella et al., 2007).

Considering transparency from today’s perspectivaust be acknowledged that the EMA
has significantly improved its own transparencyigol Access to documentation is much
easier than it was at the beginning of this deasjeecially compared to the transparency
policy of national regulatory authorities withiretfield (Slijkerman, 2009) and most notably
other European agencies (Vos, 2005: 131). In fioet, EMA publishes an abundance of
documents in order to make its own work transpai@espite this positive account, problems
regarding transparency remain. First, officials kiog at the agency are still subjected to
outmost secrecy even after leaving their positi&econd, despite increased access to
documents and information, large parts of the dathdossiers used in approval decisions are
excluded from public access for confidentiality seas. This creates a paradox situation as
the decision to disclose information is not takentbe regulator but “the decision with
respect to what information should be regarded idential hence lies with the industry”
(Garattini, 2003: 1078). Third, transparency isitéd to the administrative work of the EMA
and the approval procedures, but is lacking reggrdiinical trials and post-authorization
controls (Garattini, 2003; Kenny, 2004). While theuation regarding clinical trials has
improved with the introduction of EudraCT, the lack transparency regarding post-

authorization monitoring has resulted in a receatnglaint by the EU Ombudsman
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(Pharmaletter, 2010). Fourth, the new found trarespzy of the EMA does not expand to the
times before 2005.

The realisation ofaccountability and control within the approval regime and the EMA

Since the EMA represents a regulatory agency armdeftre has a certain level of
independence, the need for external control meshemniarises. External control after
delegation is achieved mainly by two mechanismstFex-ante controls shape the agency’s
mandate and the more general zone of discretianatkfn the course of delegation. Second,
the behaviour of the agency is regulated by ex-pesthanisms and the power (and ability) to
hold the agency to account. Given the interdeperelenthe two mechanisms it must first be

discussed how strongly the agency is controlleds(igac, 2009: 10-14).

Ex-ante and ex-post control of the EMA

Considering the provisions establishing the EMAyesal ex-ante mechanisms can be
identified?*® First, the Commission has the right to recommenuew executive director
serving a five year mandate, who has to be accdpjetthe respective management board.
Under the new regulation (after 2004), the candidzsin be asked to give a presentation
before theEuropean Parliamen{EP) and answer questions. However, the EP haswer to
influence the selection of the new executive doecnother change introduced by the
second revision provides the Commission with thyhtrito propose the suspension of the
executive director. The actual decision has toakern by the management board, deciding
with a qualified majority. An additional constraioin be seen in the competence of the
Council, to set the fees that the EMA collects (14in2004: 138).

Turning to the ex-post mechanisms, several instnisneere developed to hold the EMA
accountable. The EMA has adopted a code of conduud, the management board has
published rules of procedures to ensure the adberen procedural standards — advancing
proceduralaccountability — in decision-making (EMA, 2005,02). Board members have to
provide a declaration on possibt®nflict of intereston an annual basis (EMA, 2006).

Considering itgolitical accountability, the Commission has significant poesvin holding the

243 This section refers to the founding regulationstted EMA, regulation EEC No. 2309/39 and EC No.
726/2004 respectively.
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EMA and regulatory agencies in general to accétint. can ask for periodic evaluations of
the regulatory performance, as it has recently domase of the EMA (Ernst&Young, 2010).
The composition of the management board ensureshiznaous involvement of the member
states and the Commission. Under the new legislaggternal control and accountability is
expanded by the inclusion of EP representatives.management board approves the annual
reports and the working plans for the following seeaAnnual reports are forwarded to the
Commission, the Council, the European Social andn&mic Committee, the Court of
Auditors and the Member States. Working plans amvdrded to the Commission the
Council and the Member States. Tiancial accountability (and control) of the EMA is
ensured by the internal budget control mechanisausied out by the respective accounting
officer and the external review of the European €af Auditors. Furthermore, the
Parliament and the Council in their role as thelgetary authoritycan re-examine the
Community contributions to the agencies budgettaerd=uropean Anti-Fraud Office (OLAF)
serves as a mechanism to prevent the agency frismJiricial accountabilityof the EMA
plays a vital role in securing agencies compliaticeas been argued by the Commission, that
the agencies are responsible before the Courtsticduof the European Communities for the
decisions they take (European Commission, 2005hag provisions founding the EMA,
however, remain silent on the issue of judicialieev(Winter, 2004: 147). In a strict sense,
the decisions of the EMA and more precisely thergdic assessments by the CHMP cannot
be challenged. However, since the formal approwision is (regularly) taken by the
Commission and the Standing Committee — on a redpalsis within the CP and in case of
binding arbitration within the DP as well — the agg at least indirectly can be held
accountable and the resulting Commission deciscamsbe challenged before tlmurt of
First Instance(CFl) and subsequently the ECJ (Collatz, 1996; &in2004Y* In fact, the
ECJ as in other European risk regulatory fieldse@nno, 2008b), has had a significant
influence on the regulatory work of the EMA, as @murt has proven at several instances that
he is willing to “scrutinise the substantive reasdor authorisation decisions in detail”
(Krapohl, 2008: 98). The possibility to hold the EMaccountable judicially however is
confined to those actors directly affected by tlem@issions decision, reducing the number
of eligible plaintiffs. This has been recently damstvated in thélivieri decision. The Court

of First Instance dismissed an individual complaha doctor involved in the clinical trials

244 see, for example, tHaraft on Interinstitutional agreement on the opéngtframework for the European
regulatory agencie§2005a).
245 Effective from December 2009, the CFl is called &ahCourt.
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of an authorized drug, arguing that she was navidially concerned by the Commission

decision (Best, 2004). Apparently, the lack of direvolvement renders most claims against
authorization decisions — except those of applgantoid. This surely constitutes a problem
form the perspective of accountability, despite flaet that every member state, the

Commission or the EP can bring nullity claims beftre Court (Krapohl, 2008: 99).

The effectiveness of control mechanisms

While it can be argued that except the apparermhamtric access to judicial accountability,
the control and accountability of the agency isueed based on the cited mechanisms, there
IS reason to believe that their effect is limit&larting with the control of personnel, even
though the Commission could threaten the agenayséitssuspension rightegarding the
executive director, it seems questionable thaad# &n interest in doing so. Since its creation,
the EMA has been marked by a remarkable contin@garding its personnel. Ferdinand
Sauer became Head of the Pharmaceutical Produgtswithin the Commission in 1984.
After serving 10 years in that position, he wasaapied the first executive director of the
EMA in 1994. In 2001, Sauer left to join the DG fdealth and Consumers as a director.
While his successor and recently reappointed ekecudirector Thomas Lonngren, did not
serve within the Commission’s service, he workedtfe Swedish MPA since 1990 and,
given the importance of the agency within the Eespnetwork, can be expected to have a

strong standing within the management board.

Turning to thefinancial control of the agency, the usefulness of the exgstiontrols can be

challenged. Judging from its financial basis, thMAEhas become increasingly independent
from Community subsidies, even though a reversadirbas been traceable, with the
contribution of the Community nearly doubling inQ20 This development could either be
interpreted as an increased commitment to patiefétys an acknowledgement of the
increased workload on behalf of the agency, oratttempt of the principals to regain some
control over the workings of the agency. Considgrihe controlling function of the

Management Board, the recent changes in compositight have somewhat improved the
situation, since oversight by the European Parli@nand public stakeholders has been
strengthened. Still, the current composition of tenagement board exemplifies a potential
lack of control. The board is dominated by représares of national agencies. While this
will ensure, that the agency is prevented from #dgpa strategy that collides with national

regulatory interests, it must be asked, if the entrcomposition and size really allows for an
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independent supervisory role. In light of the poes discussion, the differences in formal
independence and de facto independence (Gilardiagdétti, 2009; Maggetti, 2007) in case
of the EMA become apparent. While the formal cdntmechanisms would suggest a
moderate level of formal independence and thus gh fdegree of compliance and
accountability, the de facto control over the ageten be expected to be less strong than the
formal mechanisms would suggé&.This situation is aggravated by the lack of detdfac
independence from the industry exemplified in tighldegree of financial and informational
dependence, supporting the raised assumption hieapalitical independence of the EMA
might translate into a situation of private captur®wever, as it has been suggested by
Martino Maggetti in the context of national indedent regulatory agencies, a lack of
political control and accountability does not neszggy translate into regulatory capture
(Maggetti, 2007: 282). In addition, it must be rbthat capture in case of the EMA does not
necessarily relate to the agency as a whole buapipeoval procedures and the respective
scientific committees. In assessing the potentgdture of the regulatory regime, it is the

control of the approval process that is decisive.

Control of the centralized procedure and the CHMP

While the EMA represents the central actor withie tegulatory regime as a whole, the
CHMP represents the key institution in the appraoegime. Considering the ex-ante controls
of the scientific committee, the initial directie@ which the CHMP is based, does not specify
measures of contréf’ The committee was expected to draw up rules afggores governing

its activities, in accordance with the legal prauis. However, this document does not entall
additional control measures despite the selectiomembers (CHMP, 2007). Each member
state appoints a member after consultation with famagement board, serving for three
years. Under the new legislation, five additiooaloptedmembers are part of the Committee,
proposed based on their expertise either by thexcgger the member states. Since the
majority of the CHMP are representatives of natioregulatory agencies, it might be

tempting to believe, that national agencies cantecantrol over the centralized procedure.
However, national agencies are obliged to refraiomf giving instructions to their

representatives, which highlights the independdmdracter of the scientific committee.

246 This finding is in line with the current research agency independence of national regulatory agenci
(Gilardi & Maggetti, 2009; Hanretty & Koop, 2009p¥, 2005).

247 The only requirement specified in regulation EC R@04/726 is, that the Committee is expected to &odw
all decisions and necessary information tolthdget authoritfCouncil and EP).
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Because of the personalized character of the CHMémbers are obliged to give annual
conflict of interest declarations, available thrbuje EMA homepag&? A possible lever for
external control of the committee is the posswitd invite applicants and establish contacts
with interested parties. However, such contactsamrerwithin the discretion of the CHMP.
Even if no clear external control mechanisms exist, procedural requirements serve as an
additional control lever. The regulatory framewatkarly structures the assessment process
and sets out the criteria on which the scientiisemsment is ought to be based. Given the
higher degree of formalisation, the significant uleadgory discretion existing in previous
(national and European) regulatory proceduresfeceyely reduced. This reduction does not
imply that discretion and thus the possibility fdeviating or captured decisions is fully
excluded (Gehring et al., 2005: 133). Since thasi@t criteria remain vague to a certain
degree, different interpretations remain possilbléeast in principle. Given the underlying
preferences of the regulators, most importantlgéhcharged with the regulatory decision, the
authorization might be skewed, as long as the agutan convince the scientific committee
that his decision is in line with the underlyingteria. In order to prevent the CHMP from
drift, the development of guidance documents play&ey role. While these soft law
instruments issued by the CHMP were previously iciemed as a mechanism to facilitate the
authorization process, they have an important fandor the control of the actual assessment
within the committee:
“Authorization decisions that deviate from thesdesuwill thus require particularly convincing
justification. This is all the more true becausédglines as the most reliable guidance documenmts ar
not only published by the EMEA, but also by the Cossian [...] Instead of exploiting its informally
powerful status under the authorization procedtire, EMEA expert committee limits its margins of
discrete choice through the elaboration and puiidicaof numerous guidance documents. [...] By
committing itself to decisions that follow its owales, the committee reduces the number of options
that could be chosen and voluntarily cuts the rémmmanoeuvre for internal bargaining.” (Krapohl &
Gehring, 2007: 221-222)
While the voluntary limitation of discretion playm important part in the control of the
independent committee, it seems to be questionablérst sight why members would
voluntarily reduce their room to manoeuvre. Howeteis could be explained by at least two
factors. First, the agreement on certain interfimia creates a common understanding of
regulators and reduces remaining scientific uncestaregarding the right assessment of

products (Abraham, 1994: 494). Second, the mutmaletstanding of interpretation is a

248 http://www.ema.europa.eu/emalindex.jsp?curl=pagesacts/2010/02/people_listing_000002.jsp&murl=
menus/about_us/about_us.jsp&mid=WC0b01ac058002@astcaccessed July 6, 2010).
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prerequisite for the efficient work of the CHMP. Wéhthe initial assessment is conducted by
the rapporteur and co-rapporteur, the committege \@hole discusses and decides on the final
report. Given the personalized character of theyptite individual independence from their
own organisation in the decision-making process thedconsensual orientation (Hauray &
Urfalino, 2009; Metcalfe, 2000), individuals wiltyt to reduce the potential for conflicting
assessment wherever possible. As the committegpected to decide anonymously and this
has been the case in the majority of decisionsgétith& Gehring, 2007), it is necessary for
the group to agree on how evidence is interprdtedthermore, the committee serves as a

peer-review mechanism in case the rapporteur amst his or her boundaries.

Beyond these internal reasons, the two step aseasspnocess does contribute to the
CHMP’s willingness to limit its own discretion. Waithe committee provides the scientific
assessment, the final political decision to autteothe product is taken by the Commission
and the Standing Committee, which (in principle¢ atlowed to deviate from the initial

proposal. Based on reputational considerationshef EMHP vis-a-vis the Commission,

decision-making within narrowly defined corridorsduces the potential overhaul of a
decision, since it becomes harder for the Commistachallenge the decision on procedural

grounds.

Graph 23: Scientific and political stage of central ized procedure (illustration)
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The adherence to the approval criteria and thegfireetl approval process is advanced by the
credible threat of the Commission and the Stan@logimittee to challenge the decision. In
case of the latter, this threat has become evee credible, since under the new regulation
the Standing Committee can challenge a decisioh wigualified majority, These political
ex-post controls are supplemented by the Europeartsserving as an additional external
control mechanism. While the ECJ effectively evidgathe political decision by the

Commission, this will indirectly affect the CHMPnse the court would need to prove that
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either the Commission or the Committee did wrorapply approval criteria. In light of these
mechanisms, it seems that the CHMP and the cergdabpproval procedure, despite a lack
of extensive ex-ante control mechanisms is sufiityecontrolled (Krapohl & Gehring,

2007). This assumption must, however, be qualified.

While actors within the CHMP only have a limitedneoof discretion and will have little
incentive to take a decision that clearly reflec{gublic or private) bias, the current structure
can have negative implications. First, the apprguakess might lead to the adoption of a
risk-averse regulatory strategy, as (new) prodtmtsvhich little guidance exists are more
likely to receive a negative decision. This riskcmunterbalanced by the credible threat of
judicial review. The likeliness that a scientifissessment and the following political decision
are challenged judicially is unequally distributaxd thus represents an incomplete control
mechanism. While negative decisions most likelyl wi¢ challenged, the challenge of a
positive decision must be seen as an exceptiorsa. &ven if Krapohl and Gehring (2007:
217) argue that an outvoted member of the CHMP ccanform the Commission that a
positive scientific assessment should actually égative, this is highly unlikely. Since the
work of the CHMP has a strongly personalized charasuch behaviour would negatively
impact on the personal reputation within the bddg. alternative external public control is
possible, since data restrictions prevent indep@nsigentists from reviewing false positive
assessments. Judicial review will therefore notessarily result in effective control of the
process, but serves as an additional mechanisnoltb the committee accountable to the
industry. This problematic aspect of the approwstem could be mitigated, since the
Commission and the Standing Committee can challengegulatory decision. Again, such
corrective action is unlikely. The Commission wolildve to prove, that the scientific
assessment of the CHMP was not based on the stibstanteria. Since the EMA was
created with the intention to provide the Commissiith the necessary expertise to
effectively govern the sector, the Commission doe$ posses scientific capacities to
challenge the initial expert assessments. In faotust be asked in how far the Commission
and the Standing Committee are interested in ahgillg the CHMP assessment. This
assumption can be drawn from the actual behavibtlieoCommission in the political stage
of approval:

“in analysing the practice, one notes, for instaribeat EMEA recommendations are systemically

rubber-stamped by the Commission [...]. This is hasliyprising. If an institution pooling the best

expertise available at the European level warnsnag@he dangers of a given pharmaceutical, the
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‘political power could not ignore its advice withb taking substantial risks.[original

emphasis]’(Dehousse, 2008: 799).
While data on the decision practice of the Standgmmittee are lacking due to
confidentiality, there is no reason to believe ttiet Committee will deviate from the initial
decision. As in the case of the Commission, theylmmbs not posses scientific resources and
does not meet regularly, but decides on the Conmomgsroposal in a written procedure.
While the centralized procedure provides applicavith a stronger position in challenging
negative decisions and can lead to insufficientsmaration of false positive decisions this
situation should not be confused with regulatorgtaee. A rapporteur is not able to bypass
the underlying criteria, because such assessmeuotdwae challenged by his peers: the
procedure does reduce regulatory (and unfortungpelitical) discretion in general and

therefore the potential for capture irrespectivéhature.

Control of the decentralized procedure and nationategulators

While the CHMP serves as the key actor in the gosece of the centralized procedure, the
decentralized procedure initially lacked a cleavegaance structurd.he Mutual Recognition
Facilitation Group(MRFG) was no formal body, but rather an ad-hamugrin charge of the
arbitration process. In fact, this leaves the mendtates and more precisely the national
regulatory agencies in charge of the process. Thati®n has been improved slightly with
the introduction of the CMD(h). Comparing the twor&pean procedures, CP and MRP/DP,

the prevailing lack of governance and proceduesratg becomes apparent.

Control of the mutual recognition/decentralized praedure until the second revision

Similar to the CP, the behaviour of national retprsis subjected to procedural rules and the
underlying decision criteria. However, it lacks thelf-binding instruments that the CHMP
developed under the CP. While the MRFG develop@adpeoable guidelines (Janse-de Hoog,
2007: 347-348), these documents lack authoritytheamore, these ex-ante controls are not
supplemented by ex-post mechanisms, ensuring thee sgeneral level of compliance
traceable in the centralised procedure. Considdhagstandard assessment process, national
authorities are for the most part left by themseh@nly in case of arbitration the CHMP and
subsequently the Commission and the Standing Cdewsniitterfere with the decision making
process. Considering the comparatively low levels atbitration under the MRP/DP

procedure, this ex-post political control functisrrarely activated. The element of European
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judicial control and accountability is lacking as well. lnseng decisions under the MRP/DP
are taken on the national level and therefore nermoaiside of the scope of the European
courts, unless a decision has been made under rbigation procedure. The lack of
controlling mechanisms could lead to the assumptiah the potential for capture increases.
However, just because national regulators are owiralled by the ECJ and the Commission,
this does not mean that they could sidestep theosapb criteria. Heightened regulatory
discretion under the MRP/DP procedure is still bom the approval criteria, even though
national regulators might find it easier to considdditional reasons in deciding on approval.
Since the chance that a procedure reaches bindinigration is relatively small, their
assessments are not under ex-post scrutiny. lbbeassumed, that the lack of external control
would make it easier for an applicant to convindeederence Member State (RMS) to license
his product. Still he would have to convince thgulators of the Concerned Member States
(CMS) to accept the initial assessment. While theoretically possible that an applicant will
benefit from the lower level of control, regulatadiscretion can easily turn against him. Not
only the RMS, but the CMS as well can use regwattiscretion to block an application on
other reasons that he officially claims and mugtfear to be held accountable, even though
the possibility for such behaviour has been redingetihe second revision, making arbitration
mandatory. From this perspective, the underlyingulaory competition that hinders the
smooth functioning and efficiency of mutual recdgm, might serve as an additional lever of

control and unintentionally contributes to the alavice of capture.

Control of the mutual recognition/decentralized praedure after the second revision

While the changes of the decentralized procedureatoalter the underlying logic of the
approval process when a product has already bgmowaga in one member state (MRP), it
strengthened the control and governance of theoappmprocedure. The newly created
CMD(h) group provides a forum resembling the CHMP the centralized procedure.
Contributing to the overall mutual understandinghef approval process and by using the soft
law approach it can reduce potential discretioth@ decentralized procedure. Furthermore,
the clarification of the potential serious risk inlaby the European Commission (2006)
reduces regulatory discretion of the CMS, even ghatiis unclear which consequences such
crossing of boundaries will have. Another changéhes fact, that ex-post control has been
strengthened, since every potential serious rigkrciwill now be referred to the CHMP.

While the creation of the CMD(h) can help to faeilé consensus between national regulators
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it can not solve the underlying dilemma within Hi&P: as soon as a CMS is convinced that
he must claim a serious risk to health, there i) (§ttle incentive for him to revise his

position after discussion in the newly founded cattea. Nevertheless the revision of the
MRP/DP has strengthened control and efficiencyhefEuropean approval regime. Control is
strengthened, because national regulators now thavehance to develop a common position
on applications rather than being confronted wifinal decision. The new procedure is thus
much closer to the centralized procedure. Evenghdbe RMS will still be in charge of the

assessment, he will not take his decision beforbdseengaged in dialogue with his peers
(Broscheid & Feick, 2005: 24) and as in the casth@fcentralized procedure this peer-review

mechanism will reduce the potential of agency drift

7.2.3.2.4 Intermediate result: effective approval proceduresor captured regime?

From the perspective of effectiveness, the new jg@an approval system represents a mixed
blessing in many respects. Starting off with thetaiment of the EMA it must be
acknowledged that it contributed significantly teetsectoral integration beyond mere legal
harmonization. With the establishment of the EMAI dne strengthening of the CHMP, the
previously informal network of agencies has beggnald. With the instalment of the CP, for
the first time a truly Europeanized application qgadure is available. Despite remaining
procedural problems, the MRP/DP, especially in aczs& newly submitted product must be
seen as a clear improvement to the previous proesdhased on mutual recognition.
Comparing the three possible authorization procesiuegarding participation, transparency
and accountability a clear rank order can be dstadd. The CP represents the most advanced
procedure, even though issues of participation renvehile the MRP/DP procedure has been
improved during the second revision of the regulatcamework it still falls short compared
to the CP, considering reduced transparency armlatability.

Table 19: Regulatory principles within the approval regime (illustration)
Participation Transparency Accountability
National + + +
MRP/DP + ++ ++
CP + +++ +++

Source: author's own, Note: (+) low; (++) intermediate (+++): advanced

Nevertheless, both European procedures are superpurely national procedures given the
(traceable) lack of transparency and accountabitidasures. The European approval regime

thus represents a clear advancement to the fragohagdvernance approach before 1995.
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These improvements are outweighed by several @riispects. As it has been shown, the
alignment of national regulators has not only bées result of the emerging European
regulatory approach and the creation of a European group (Metcalfe, 2000: 136-137), but
was forced through an increase in competition amahtial dependence from the regulatees.
Furthermore, the strong position of the CMHP withire regulatory process raises serious
concerns regarding the legitimacy of the curregulatory regime. While regulators on the
national level already enjoyed considerable dismmethis seems to be even more so the case
within the centralized procedure. Given that urtthercurrent regime the only chance to stop
a regulatory decision by the CHMP is based on sfiegrounds, and this regulatory game
has to be played against a body that has beeredre&atoncentrate pharmaceutical expertise
on the European level, a sufficient level of poéticontrol and therefore legitimacy is called
into question. While the new regime surely is édfint, it comes at a high price. Decisions are
made by an isolated regulatory body based on amoeglp process with a potential
authorization bias towards unsafe products, inciefiitly tamed by political control

mechanisms.

7.2.3.3The governance of manufacturing

As in the case of clinical development, the govecesof the manufacturing phase is based on
licensing and monitoring mechanisms supervisednbyBEMA. The monitoring capacities of
the European agency have been strengthened reoeittiythe instalment of the EudraGMP
database, providing national agencies with the datauthorization holders administered by
the EMA. In order to manufacture pharmaceutical dpots, producers must have a
manufacturing license, granted through the EMA log tespective national agency. The
production process is regulated through the rebsmectegal provisions, the good
manufacturing practice (GMP) guidelines compiled iolume 4 of Eudralex and the
specifications of the production process that haeen submitted in order to obtain a
manufacturing authorization. The regulatory framewvdearly delineates the standards that
manufacturers have to meet, but regulatory compdias largely delegated to the respective
producer. Manufacturers have to have a qualifiedgeat their services and develop a fitting
guality management system (QMS). While the contirsuoontrol of manufacturing is thus
delegated to the regulatee, regulators can usmsk@ment of inspections, mandated by the
EMA or the national competent agencies, to morgtmpliance. In case of EMA inspections,

inspections are mostly requested in context ofrdrakzed authorization procedure and as a
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general rule will be conducted by the RMS. The némdnational inspections may either
result from obligations under the decentralizedcpdure or represent routine or triggered
inspections. Given the importance of GMP requireiieior the quality assurance of
pharmaceutical products inspections represent portient instrument to achieve compliance.
Based on the comparatively elaborate regulatorynémaork, the monitoring function of

regulatory authorities and the self-regulation andnitoring of manufacturers the risks
stemming from production seem to be regulated aatefgu On closer inspection, this finding

must be corrected based on two main arguments.

First, the effectiveness of the current monitoriygproach must be questioned both on
guantitative and qualitative grounds. Comprehengilata on the frequency of nation
inspections is lacking and those European agemsseasig annual reports do not specify their
inspection activities in most cases. A notable pkoe is the British regulatory agency
MHRA. In 1998-99, the agency conducted 243 nationgpections and 57 inspections in
third countries (non EU/EEA) (J. Taylor et al., PDOThe general distribution of inspections
remained stable with 214 national inspections aBdmthird countries in 2001/2002 (J.
Taylor et al., 2003). Given that the UK is one lbé tmember states with relatively strong
national pharmaceutical production capacities,rangt agency and a fairly stable level of
initiated approval procedures, it can be assumatirthtional GMP inspection levels will be
lower in most of the other member states. While fingus of national authorities is on
national inspections, inspections issued by the E8ldw a reverse pattern. Between 1995
and 2005, the EMA issued 35 inspections within B\ and 400 in third countries (EMA,
2007a). This amounts to an annual EMA inspectidiviac of 3.5 within the EU and 40
within third countries, indicating a modest levef oontinuous monitoring®® These
inspection activities only involve products licedseinder the centralized procedure,
representing only a fraction of products curremtty the European market. In addition, the
current level of inspections of third countries ¢emdly be considered as sufficient given the
increased trend of relocation of production capexito China and India (Erdmann & Gabiriel,
2005: 41). More stringent monitoring and increasedperation with local authorities based

on mutual recognition agreements seem to be negegssen the higher level of critical

%9 No reliable data on the number of European praoducsites exists. According to EFPIA figures,
approximately 518,000 people (excluding R&D) workedhe pharmaceutical industry in 2009, pointiogt
fairly large number of production sites (EFPIA, 28092-13).
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deficiencies in these countri&8.An additional drawback of the current regulatorpqtice
must be seen in the fact that inspections are a@tedwn a regular and notified base, while
spontaneous inspections remain the exception. dtie df supervision does not necessarily
constitute a problem, given that pharmaceuticaldpcers have an intrinsic interest in
compliance in order to achieve the necessary ptoguelity. While this (might) ensure that
the production process is regulated sufficientiys loes not imply that a holistic regulation

of possible quality problems is achieved.

The second problem diminishing regulatory effeate®s regarding production must be seen
in the lack of control of the pre-manufacturing ghaand the production of active
pharmaceutical ingredients (API), representing finptactors of pharmaceutical
manufacturing. Under the current regulation, thealityys control of API is effectively
delegated to the respective QP of the manufactdteis the manufacturer and more
specifically the QP who must ensure that no infeAiBls are used in the production process.
This regulatory approach is based on an outdatedeptualisation of the pharmaceutical
sourcing process, ignoring the fact that sourciregame increasingly competitive and
globalized. Private capacities to monitor the caamue of API producers, by inspecting
those companies themselves, will vary tremendoeslgecially in case of SMEs with limited
resources. Instead, they will rely on existing ibegtes of APl producers, issued by the local
agencies, the FDA or tHeuropean Directorate for the Quality of MedicinesHealthCare
(EDQM).*! As recent incidents have shown, this licensinglraaism — even in the case of
those certificates issued by the FDA — does notemethe entering of poor quality API into
the manufacturing process (Kaufman, 2088)The quantity of FDA inspections has been
lacking (Barnes, 2006) and the effects of natiamspections in China must be questioned as

well.?*® The impact of this insufficient self-regulatory chenism on European manufacturers

20 The FDA might serve as a valuable example in thisten as it recently opened up a bureau in China to
conduct GMP inspections more effectively and cosrgd to open another one in India (Erdmann & Gabriel
2005: 44). A problem for mutual recognition of iesgions is the different level of qualification pesially in
China. The FDA and the EMA are currently developtngew strategy to improve the efficiency of their
third country inspections.

%1 While the EDQM is mainly responsible for the Eurapgharmacopeiait has been granted the power to
issue certificates for APIs. Judging from the numiifeconducted inspections, with approximately 8wl
inspections worldwide in the period of 1999-200%i¢kl, 2010), the perceived lack of effective piolic
prevails.

%2 |n the case referred to, contaminateddparin entered the US market (Laurencin & Nair, 2008). The
investigation revealed that the FDA confused thd pRducer and therefore did not inspect the right
production site (Wechsler, 2008).

253 |n 2007, the head of the Chinese agency was smdeto death, after a large scale bribe scandal was
uncovered (van den Bos, 2009; Watts, 2007)
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has been highlighted recently by several (indugtingerest groups, pushing the EMA and the

EDQM to engage in stronger regulatory activityhie API sector as
“the quality of our medicines is compromised and titoncompliant operator is likely to continue
business in the EU undetected. Many thousands ofifaecturing plants for off-patent APIs in those
non-EU countries are unlikely to have ever beendoma by an EU official. For the majority of EU
medicines containing off-patent APIs the authasiti@mve not confirmed (through their inspections of
the APl manufacturers or traders) that the APIs@ré-compliant and safe. Curiously, although most
of the APIs come from Asia, the majority of inspeas by EU inspectors are conducted in Europe”
(Villax & Oldenhof, 2007: 46).

Considering the identified deficiencies it mustdescluded, that the regulation of production

is only partially able to ensure the quality of phaceutical products. The reason for this can

be seen in an inadequate problem framing and tkeoapublic regulatory involvement.

7.2.3.4The governance of distribution

As the analysis of the European regulatory fram&wadready indicated, the regulation of

pharmaceutical distribution is only narrowly definend is (still) mainly based on a directive

released in the early 1990s. The European regwylapproach is based on a licensing
mechanism. Wholesalers need a national licenseadage in business activities. The basic
requirements to obtain such a permit resemble #wpirements set out in the area of
pharmaceutical manufacturing. Wholesalers need mpl®y a QP and to ensure the

appropriate storage and monitoring of pharmacdufwaducts. Furthermore, they are

expected to comply with the requirements set outdimective No. 92/25/EEC and the

guidelines on good distributional practice GDP. Thest decisive requirement from the

perspective of public health is that wholesalersipuovide an emergency plan for the recall
of pharmaceuticals in case of an authorization esusipn or market withdrawal and keep
detailed records of incoming and outgoing quarstitiehe regulatory framework thus seems to
provide the necessary rules to ensure the quatity safety of the pharmaceutical supply
chain?*

Yet the achievement of compliance in the distrimutsector must be questioned. In contrast
to the other regulatory phases, the EMA only rdgehas been granted a very limited

function in the regulation of distribution and doest engage in the monitoring of

254 National regulators are authorized to put additisrquirements on wholesalers (Macarthur, 2007a).

215



7. Regulatory governance in the pharmaceuticabsect

regulatee$> As in the case of products authorized throughonati procedures, the
monitoring of wholesalers remains mostly within thkempetencies of member states.
National authorities grant wholesaling licenses arel responsible for the supervision and
monitoring of the wholesalers and their complianvegh regulatory requirements. Like
manufacturing and clinical development, distribo#b activities have been increasingly
Europeanized and transformed. Distribution can owgér be reduced to the transfer of
products from manufacturers to dispensing units,ifiereasingly involves trading activities
between wholesalers as well as parallel trade amdllpl distribution (Chaudhry & Walsh,
1995). Such trading activities lead to repackagamgl relabeling of products in order to
comply with the (un-harmonized) national marketimgquirements (Armengod &
Baudenbacher, 2009). With an increase in trade,niln@ber of potential actors in the
pharmaceutical supply chain increases. At the dame the capacity to monitor the quality
of pharmaceuticals continuously decreases (Arfwmed2004). Since there are currently no
regulatory obligations to use authentication medmnn the manufacturing of products,
tracking products throughout the distribution sgstis becoming an increasingly complex
task (Lancaster, 2007: 5). The stretching of sugplgins can result in potential quality risks
if storage requirements are not met (Bishara, 2086)in the case of manufacturing the
probability of quality issues is aggravated by pleential lack of monitoring of wholesalers
by national authorities. It remains within the detmn of member states to conduct
inspections and given the lack of involvement o tBMA, the sharing of information
depends on bilateral coordination. Comprehensita da national inspection level of GDP
compliance is lacking, but the assertion that thveent regulatory approach is insufficient is
substantiated by current incidents for example tadgit medicine found in British
pharmacies and the detection of fake drugs manutedtin Italy (Partnership for Safe
Medicines, 2005; WHO, 2010a). In light of theseidents, the lack of monitoring and
cooperation between national authorities does niyt lead to a potential risk for the quality
of pharmaceuticals, but increases the chances cinatterfeit pharmaceuticals enter the
(traditional) distribution channel (Walser & Miexzski, 2008).

While counterfeit medicines have been considerddiad world problem” (Juillet & Vlasto,
2005: 461) for a long time, the topic has recentlyen in political salience when
Commissioner Gunther Verheugen stated that in 20@Bin only two months 34 millions of

%5 Since 2004, the EMA is responsible for the sup@misof parallel trade of pharmaceutical products
authorized under the centralized procedure, nowirieg an EMA notification.
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fake drugs were seized by European customs (AFP9)3% An alternative number is
provided by the IMPACT task force of the WHO estim@ that around one percent of
pharmaceuticals marketed within Europe are fakepdleh 2006: 1). The amount of
counterfeit medicines in traditional distributiohamnels seems to represent a serious public
health threaf®” Providing a more detailed perspective, tHarper reportissued by the
Council of Europe in 2006, investigated the linktvien counterfeit medicine and
distribution?®® The interviewed stakeholder groups identified ittufficient control of the
distribution chain and the increase of trading \atotis between wholesalers as the main
reasons for the recent emergence of counterfeitaimedin European traditional distribution
chains. Beyond the insufficient control of disttilom channels, the lack of criminal sanctions
and the high profit margins have been identified aaseason for the attractiveness of
counterfeiting pharmaceuticals (Harper & Gellie0@034-35). While improvements in the
control of traditional distribution channels arepiontant, the real threat to public health must
be seen in the existence of alternative distribbutbannels. Bypassing regulated channels,
direct internet-based trade accounts for the ntgjoifi counterfeit medicine entering the EU

(Schweim & Schweim, 2009: 163).

E-commerce of pharmaceuticals has evolved slowllgiwEurope, but has gained speed after
the decision in th®oc Morris case by the ECJ (C-322/01), confirming the legalftinternet
pharmacies (Orizio et al., 2009: 375). Howeveriamat provisions still differ resulting in an
uneven diffusion of internet pharmacies in the memstates. The inherent problem of
internet trade is obvious: in contrast to reguiatribution channels, “pharmaceutical flow via
online markets is impossible to supervise effetyivéMakinen et al., 2005: 246) and clearly
transcends the European dimension. Furthermorectefé regulation is complicated by the
fact that the number of operating e-pharmaciesid ko pinpoint and subject to fluctuations.
While there are legally operating internet pharmacsubjected to the same regulations
applying toregular pharmacies and therefore not posing a specific taspublic health
(Mékinen et al., 2005: 251) the more immanent thafacounterfeit medicine does result
from rogue pharmacies(Bostwick & Lineberry, 2007). Rogue pharmacies bffe

pharmaceuticals without prescription and knowledfi¢he medical history of the ordering

5% This number does account for all counterfeit draigs not only for those entering the distributioctain.

57 1t must be acknowledged that the occurrence sf gthenomenon within the EU — based on the preliminar
evidence available — is still limited (Macarthu(Za; Spielberg, 2009). The recent political disicussn
the European level has been mainly stimulated btedesterests and must be interpreted in contexhef
latest (ongoing) revision of the pharmaceuticainfeavork started in late 2007.

%8 As in the case of manufacturing inspections, éely national agencies publish their inspectionvatitis and
in those cases where data is available no distim¢tetween GMP and GDP inspections is made.

217



7. Regulatory governance in the pharmaceuticabsect

person. The distinction between lawfully operategharmacies and rogue pharmacies is
often blurred rather than clear cut and even morieasn a consumers’ perspective (Schweim
& Schweim, 2009). The problems with the majorityiternet pharmacies are manifold. In
analyzing 104 internet pharmacies out of which 6icent delivered internationally, Tracey
Bessell and her colleagues (2002) identified sésdrartcomings compiled in the following
table.

Table 20: Common problems of e-pharmacies (n=104)

Issue Percentage
Displayed addresses 61%
Displayed any health information 60%
Promoted the availability of pharmacist's advice 42%
Displayed privacy statements 40%
Unidentified country of origin 21%
Advertised prescription-only medicines 20%
Sold prescription-only medicines without a prescription 19%
Displayed quality accreditation seals 12%
Offered online prescribing 12%
Displayed last date of update 12%

Source: adapted from Bessell et al. 2002

Results from a more recent European study by arelsdeam led by Grazia Orisio (2009)
surveying 118 online pharmacies does amplify raisedcerns: less than half of the
pharmacies did provide a physical address, ond thia not ask for medical history of the
ordering person and health information, most imgoatty concerning potential side effects,
was lacking in general. In addition, 81,4 percdrg-pharmacies were delivering prescription

medicine without asking for prescription (2009: 3¥5).

Reconsidering the governance of pharmaceuticalilalision it must be concluded, that the
comparatively narrow requirements entailed in #ggutatory framework are not mitigated by
a strong governance approach. While the pharmaa¢wupply chain is regulated based on
national licensing mechanisms, continuous monitpencounting for the changing nature of
distribution is not possible under the current fatnry approach. Increased trade of
pharmaceuticals can negatively impact on the qualit pharmaceutical products and the
multiplicity of actors along the distribution chainmcreases the chances of counterfeit
medicine entering distribution channels. The currapproach suffers from a lack of
cooperation between national regulators, the EMAanufacturers, wholesalers and

pharmacies. Beyond the lack of regulatory actieynected to the traditional supply chain,
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the current regulatory regime does not addressptitdic health threats outside traditional
259

supply:

7.2.3.5The governance of information

In assessing the changes in the governance ofmiatarn, two aspects need to be considered:
the information on the work of the agency netwoil &nd the information provided to

patients (2).

7.2.3.5.1 Information on agency operations

When the EMA was installed in 1995, the mandatehef new agency included a strong
commitment to an active information policy. Thismaitment did not only cover the work of
the European agency, but expanded to the natiolabaties as well. Increased involvement
and adaptive pressure within the regulatory netwetkto the adoption of a more active
national information policy: the publication of aral reports by national agencies, for
example, today is considered a standard but thss i@t been the case before 1995.
Nevertheless, different levels of information ortio@al regulatory activities prevail. While
some agencies take a very proactive informatiomagmi on their regulatory activity, others
provide only minimum information. National differegs are exemplified by the level of detall
of annual reports. Some agencies do not publishuanreports but merely statistics
(Germany), or no reports at all, as in the cas@rekece. If national agencies publish reports,
the number of pages in the document range fromuxgmbourg) to 120 (Franc®’ While
these differences are influenced by the respectempe of the agencies and national
information laws, they still reflect different amatevailing approaches to information and

transparency of national agencies within the Ewsiopgovernance structure.

The availability of information on agency operasatepends on the degree of European (and
EMA) involvement. Under the centralized procedunel aegarding the work of the CHMP,
the availability of information is much better, cpared to the activities under the
decentralized proceduf& Despite improvements, it must be acknowledged it

governance approach is still reactive. Much infdrara remains disclosed and is only

59 Moreover, the lack of cooperation between regueagencies and European customs authorities refisese
an additional challenge (Cockburn et al., 2005).

260 These numbers are based on the annual reportsipetbiin 2007 and 2008.

51 The Heads of Medicines Agencies group at leastigesvadditional information on the functioning bkt
procedures based on mutual recognition on its welsitp://www.hma.eu/).
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revealed on aeed to knowbasis, with the EMA acting under considerable réigan (Anon,
2010a). This deficiency is reconfirmed by the reécémvestigation of the European
Ombudsman into the information policy of the agenBgsed on a complaint by an Irish
citizen, whose request for reports on the adveraetions of an authorized drug was refused
by the EMA, European Ombudsman Nikiforos Diamandeuasked the agency to revise its
current approach and adopt a more proactive infoomapolicy (Anon, 2010a: 1753).
Considering the reluctant position in the past, éasv, it remains to be seen in how far the
EMA will adopt such a proactive approach in faceirafreased public pressure (Sukkar,
2010).

7.2.3.5.2 Provision of product-related information

The consumption of pharmaceuticals involves the afsunwanted side effects. A second risk
from the perspective of public health is wrong aonption. Advice by dispensing physicians
and pharmacists plays a decisive role in redudmegé risks. While the doctor-patient and
patient-pharmacist relationship is still vital, ttraditionally hierarchical constellation seems
to erode gradually, with more demanding and clitigatients increasingly searching for
alternative sources of health information (Ball 8llis, 2001; Deccache & Aujoulat, 2001,
Visser et al., 2001). Reliable information beyor tadvice of doctors and pharmacists
regarding pharmaceutical products is important beegpharmaceuticals are normally not
consumed under supervision. Accordingly, writtendioal information accompanying the
product serves as an important additional levénfrm patients and achieve compliariée.
European regulation has been instrumental in tmioduction and the improvement of
information entailed in these leaflets. Notablye thost recent revision of the pharmaceutical
code has made prior testing of package leafletsdatany in order to achieve a higher
usability of such information (Fuchs et al., 200Beyond the provisions entailed in the
framework, the EMA and the respective ad hoc gaygport the continuous improvement of
patient information by developing guidelines forckage information. The expansion of
European activities and the involvement of the EMAproved the availability of product
information, but problems with written informatioemain. Current European standards result
in lengthy and complex leaflets, hard to understemmdhe lay public and overemphasizing
negative information resulting in potentially reddcpatient compliance instead of safer

262 Another important aspect of product related infation has been the reduction of potential confusiodrug
names, and the EMA has played a crucial role inrtfaitter as well (Hoffman & Proulx, 2003).
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consumption (Fuchs et al., 2007; Pander Maat & 1,e2010; Verdi & Castella, 2004
Additionally, leaflets only reflect the informaticavailable at the time of writing. In light of
these findings, the reliance on package leafletthasmain mechanism to inform patients
seems to be insufficient and does not necessaatisfg patient’s informational needs
(Dickinson et al., 2003: 861). In this context, thiernet plays an increasingly important role,
representing an invaluable source of informatianplatients (Benigeri & Pluye, 2003; Narhi,
2007; Trotter & Morgan, 2008).

7.2.3.5.3 Providing pharmaceutical information through the internet

As in the case of rogue pharmacies, it is virtuathpossible to control product related
information available on the internet (Valverde,02) Hence, it is necessary to provide
reliable and unbiased information to the public andure that people can distinguish between
reliable and misleading sources of information.sTtaisk goes well beyond the provision of
information on pharmaceutical products but is rafgvregarding e-health in more general
terms as patients are “both too much and too panfeymed” (Deccache & Aujoulat, 2001:
13). Focusing on pharmaceutical product informatiostional regulatory agencies and the
EMA play a crucial role. While product informatiday producers — considering the fact that
advertising for prescription medicine is not allavender the current regime — always is
potentially biased, regulatory agencies can assthmeposition of aneutral arbiter of
information: beyond the provision of updated prdadatormation, regulatory agencies could
advance the understanding of pharmaceutical rigsksnore general terms and provide
contextual information on the risks and benefitsceftain products. The current European
regulatory approach and most national regulatorijjopbphies pose an obstacle to the
fulfilment of this role. Regulators only reluctanthvolve the public, affecting the potential to
proactively communicate with the public (SchofieR)09; Slijkerman, 2009; Vitry et al.,
2009). Given this long standing practice and thartsige of regulatory capacities, especially
outside the field ofapplication management, the majority of agencies do not haee th
organisational capacities to communicate proagctivalVhile the introduction of the
EudraPharm database and the equivalent databaserdolucts authorized under the
decentralized procedure provides the public witbidband updated product information, the

provision of information in more general terms dsgege on national capabilities and an

63 An important reason for the complexity of leafletsist be seen in the necessity from the perspeofive
producers to formulate leaflets in order to redineerisk of liability (Fuchs et al., 2007).
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according regulatory culture. The role of commundara functions seems to focus on the
processing of standard informational request rathan providing the public at large with
information. This reflects the lack of public oriation of pharmaceutical regulators, not
necessarily viewing the provision of informationpatients as one of their core tasks. This
assertion is supported by the current practiceatibnal regulators regarding the provision of
information through their websites considering badita availability and accessibility.

7.2.3.5.4 Provision of information on national regulatory agency websites

The following table provides an overview on basmtad available on national agencies
websites® Five indicators were used to assess the levelnfafrmation. The first two
indicators assess tlaecessibilityof the homepages from the perspective of the i@ the
availability of a specific patient portal (1) arfietcertification of the website as a source of
trusted information (23°° The following three indicators assess #hwailability of standard
information on pharmaceutical products: a registemarketed drugs (3), thBummary of
Product CharacteristicsSPC (4) and thdackage Information LeafletPIL) (5)?°° Most
notably, the majority of national agencies and BMA do not employ certificates which
would make it easier for the public to identify timepages as a source of trusted
information. In addition, specific sites for thehtic are no common feature of regulatory
websites. From the perspective of information ality, the majority of national agencies
provide basic information to the public. Comparihgse findings to previously conducted
studies, the situation did improve, at least reiggrdhe availability of information (Néarhi,
2006; Vitry et al., 2008). Despite these improvetagnhe comparatively low level of
accessibility of the regulatory agency websitesuced patients’ ability to find necessary

information.

%64 Data was compiled based on tiegular and the English sections of agency websites. Na wat available
for Cyprus.

285 TheHealth on NetCode (HON) was used, representing an establiskediatd in health care (Boyer et al.,
1998).

266 To determine the availability of PIL and SPC, tharsk function of databases was usedracetamal a
pharmaceutical commonly used to treat headacheusatbas a search term. Results thus do not iedicat
the same level of information on PILs and SPCs &lalle in all member states.
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Table 21: Provision of information on national aut horities' websites

Accessibility Availability

HON Code Consumer site g;%(ij:tgr SPC PIL
Austria No Yes Yes Yes Yes
Belgium No Yes Yes Yes Yes
Denmark No Yes Yes Yes Yes
Finland No Yes Yes Yes Yes
France Yes Yes Yes Yes Yes
Germany Yes No Yes Yes Yes
Greece No No No No No
Ireland No No Yes Yes No
Italy No Yes Yes No No
Luxembourg No No No No No
Netherlands No No Yes Yes Yes
Portugal No Yes Yes Yes Yes
Spain No Yes Yes Yes Yes
Sweden Yes Yes Yes Yes Yes
UK No Yes No No No
Bulgaria No Yes Yes No No
Czech republic No Yes Yes Yes Yes
Estonia No No Yes Yes Yes
Hungary No No Yes Yes Yes
Latvia No No Yes Yes Yes
Lithuania No No Yes No Yes
Malta No No Yes Yes Yes
Poland No No Yes Yes Yes
Romania No No Yes Yes Yes
Slovenia No No Yes Yes Yes
Slovakia No No Yes Yes Yes
EMA No Yes Yes Yes Yes
Ratio Yes/Total 3127 13/27 24127 21/27 21/27

Source: national agency websites (accessed 23 December, 2009); Note: SPC: Summary of Product Characteristics; PIL:
Package Information Leaflet

7.2.3.6The monitoring of pharmaceutical risks

While national monitoring systems existed prior 1895, no stringent governance of
pharmacovigilance was traceable throughout the f&ao Union. In light of insufficient
alignment, one of the reasons for the creation h|f European agency has been the
strengthening of the European pharmacovigilanctesysresulting in a comparatively strong
formal role in the monitoring of pharmaceuticalke$®’ The EMA is responsible for the
pharmacovigilance of pharmaceuticals authorizeceumice centralized procedure and has a

comparatively strong supervising function regardipgoducts authorized under the

57 This strong role reflected the change in regulafejlosophy shifting from the pre-market towarde th
lifecycle perspective of pharmaceutical risks (Lap@ Rawlins, 1999).
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decentralized procedures. Three different govemaspects of pharmacovigilance can be
separated: the collection of pharmacovigilance ¢afathe evaluation and decision (2) and
the regulatory actions (3). Building on the natiopharmacovigilance systems, the new
European governance approach is based on shaneohsdslities between the competent
national authorities, the EMA and market authoraratholders. The monitoring of

pharmaceutical risks is achieved by relying on oiggtional requirements as well as
monitoring and reporting obligations. In additioprivate and public stakeholders are

involved in the collection of pharmacovigilancealat

7.2.3.6.1 Detection of safety issues and regulatory action

The gathering of pharmacovigilance data is baseseosral different mechanisms. The most
important one is spontaneous reporting of adverseats. Reports are generated by patients or
doctors, encountering adverse events related tor@ateutical consumption. The reporting of
such signals is organized differently in the mems@te$®® Market authorization holders
(MAH) are obliged to collect ADR signals as well.hii¢ the EMA does not operate an
additional reporting scheme, it collects the repgidthered by national authorities within the
EudraVigilance system, allowing for the rapid exuj@ of signals between MAH and
national authorities. This system is supplementgdhbe rapid alert systen{RAS) based on
the Eudranet system. The RAS is used by nationdgdoaties to share their perspective
concerning a specific product and developmentgidjets risk-benefit profile, making a
subsequent decision necessary. The partial debegafimonitoring tasks to pharmaceutical
manufacturers is based on the same concept emplioyeéde other governance fields.
Companies are required to emplogualified persoQP) responsible for the development of
a system to track and process pharmacovigilance alad the implementation of reporting
requirements. Moreover, producers are obliged topile Periodic Safety Update Reports
(PSURS) in defined intervals, perform literatureseaches and conduct voluntary or
mandated safety studies (Harmark & van Groothe2808). These requirements are
supplemented by the competence of national ageao@she EMA, for centralized products,
to conduct pharmacovigilance inspections. In cdse®n-compliance, agencies are authorized
to penalize regulatees. With the adoption of th& nesk management strategy, the stringency
of the different mechanisms and requirements has Isérengthened further. Authorization

258 \While some member states, as Ireland, allow fiaadireporting of patients, the majority of membeates
restrict the generation of signals to doctors (Biesopp et al., 2007). In addition, some countaethorize
pharmacists to report events (van Grootheest,2G04).
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holders now have to provide detailed plans how nsuee, that the risks and benefits
associated to a newly authorized product is cotlgtewaluated and which additional steps
they will take to safeguard public health (Andravalke, 2008; Hagemann, 2009).

7.2.3.6.2 Evaluation of signals and decision on regulatory nasures

Based on the available information, national agesicthe EMA and market authorization
holders engage in activities to detect safety d$gynaecessitating a re-evaluation of the
previously established risk-benefit ratio of a phaceutical produc¢t® Based on detected
safety signals, assessments must be conductegréducts authorized under the centralized
procedure, the (original) rapporteur is responsibtehe assessment of safety signals. Under
the decentralized procedure, the reference mentaer will conduct this assessment. Under
both procedures, the CHMPRharmacovigilance Working ParPhVWP) can be asked for
additional (non-binding) scientific advice. The CHMforms an opinion, which is
subsequently referred to the Commission for a @mtig his decision has to be implemented
by the member states. Under the centralized proeedine rapporteur based on his
assessment asks the CHMP for an opinion, leading@ tGommission decision. While
regulatory authorities can initiate such an assesgmthe current regulatory approach

provides the market authorization holder with thegibility to take voluntary measures.

7.2.3.6.3 Regulatory actions, implementation and communicatio

If a signal is detected and regulatory action iseseary, different instruments can be applied.
The market authorization holder can be asked tdyafip a variation of the market
authorization, modifying the existing authorizatioifi this does not suffice, the market
authorization can be suspended, revoked or withdralduring the decision process,
competent authorities are authorized to takgent safety measurés order to protect the
public health, for example by conducting pharmagitance inspections or restricting
prescription status. If the market holder forestadigulatory intervention, he can either apply
for a variation of the market authorization or wiitaw the product voluntarily. While a swift
decision on safety matters is important, the ctmanmunication of the decision is vital in

order to prevent more patients from exposure t@mgdrous drug. Again this is a shared

269 Different methods and tools are used to deteetpaignals employing for example data mining téghes
and additional studies. For an overview see (Hawdieal., 2007; Lindquist et al., 2000; Meyboom et al
2002; Segal et al., 2005)
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responsibility between the EMA, competent naticaathorities and the market authorization
holder. The MAH is obliged to publish dear doctor letterinforming health professionals
while regulators can provide information on thesntepages or in specific publications (drug

bulletins).

7.2.3.6.4 Effectiveness of post-authorization safety monitorg

The new European governance approach to post-&dtion monitoring built around the
EMA represents a remarkable shift from the predamtily national and voluntary system.
While the new regulatory regime builds on existmagjional spontaneous reporting systems,
harmonized and more stringent reporting requiremastwell as the improved exchange of
information within the regulatory network improvedhe monitoring capacities.
Notwithstanding these important changes, the préakmily positive assessment of post-
market monitoring of pharmaceutical risk within tBeiropean Union must be corrected.
Regulatory developments have mainly resulted inrawgments in the collection of new
ADRs, while the following aspects of post-marketniaring remained outside the scope (de
Abajo, 2005). Judging from the trends in ADR repayt the introduction of more stringent
reporting requirements has led to an increasepurted incidence over time. The reasons for
this trend and the conclusions to be drawn reggrdire effectiveness of post-market
surveillance are, however, unclear. Moreover giyardbes not necessarily translate into
quality. The more information is collected, the mdhe analysis of the data is complicated,
reducing the value of ADR reportingValler & Evans, 2003: 19-20). Even though the
limitations of ADR reporting have been recognizedregulatory authorities, it remains the
corner stone of the current monitoring approackhak been increasingly supplemented with
alternative methods to detect adverse reactiordydimg literature research, prescription
event monitoring and (mandatory) post-marketingdistsl (Rupalla & Jarrett, 2003). The
usage of such tools has been strengthened witimtiteeluction of risk management plans in
Europe (Kermani, 2009), requiring pharmaceuticaldpcers to propose activities to establish
a sound risk-benefit ratio after market approvaét Yhe responsibility to perform such

investigations rests mainly with the producer (Lsd2D07).
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Graph 24: Reported adverse drug reactions 1998-2008
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7.2.3.6.5 Delegation of post-market surveillance and the redatee’s dilemma

Even though the delegation of signal detectionh® pharmaceutical industry represents a
flexible regulatory approach, the current practast be viewed as problematic. It puts
considerable regulatory costs on pharmaceuticalymers, adding to the already substantial
expenditures in order to comply with regulatory uegments. Evidently, it is the
pharmaceutical industry that should pay for the mooimg of pharmaceutical risks, yet it
must be asked if the current approach is efficeml specific enough. This problem is
exemplified in the employment of PSURs. The curr@mproach does mandate the regular
compilation, irrespective of the already establishesk-benefit ratio of a given product
(Klepper, 2004). In addition, it is based on thsuasption that pharmaceutical manufacturers
will voluntarily comply with regulation and repanty requirements. The regulatee is however
confronted with a potential dilemma: prolonging thieneframe of continuous safety
monitoring increases the time of unrestricted mtmgeof the product. If it turns out that the
producer was aware of a risk and harm could hawn lrevented, this will lead to a
reputation loss. Current changes in the Europeaarnpceutical framework and the
introduction of risk management plans surely cbote to the minimization of such
behaviour, but there is still reason to believeat tikompliance regarding post-market
commitments is lacking. Evidence from the US markabws, that compliance with post-
market commitments is at least suboptimal (Avof)72 Okie, 2005; Sharma, 2009). While
no comparable assessment of compliance for thep€aromarket and products under the

centralized procedure exists, data from 2005 cadpiby the UK regulator showed
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comparable results as “of 115 studies in the MHR@istry, one-third have been completed,
one-third are incomplete and one-third have nonlstarted” (Breckenridge et al., 2005: 3).
Despite the introduction of the risk managementceph during the second revision of the
framework, making post-authorization requirementsenstringent, the compliance issue is
still prevalent (Breckenridge, 2008). The potenpiadblems cannot be solely attributed to a
perceived lack of willingness of regulatees. Twatdbuting factors stemming from the

governance approach must be acknowledged as waltkaof active surveillance and limited

enforcement capacities on behalf of the regulators.

7.2.3.6.6 Delegation of responsibility without monitoring conpliance

National regulators are expected to monitor theom&py requirements of pharmaceutical
companies and ensure that manufacturers complythétiorganisation requirements. Despite
these legal obligations, national regulators ditlpjursue proactive monitoring, especially in
the first years of the new European regime:
“In general time frames for reporting are relatwdbosely handled [...] Although Competent
Authorities are concerned about time frames wenateaware of any company that has received a
formal warning or has been questioned for untimelgorting by European Competent Authorities
unless reporting time frames were consistently sigdificantly exceeded months from first notice.”
(Koster et al., 2000: 476)
Similar problems were experienced regarding phaowigdance inspections. In a survey of
sixteen European countries, Gysele Bleumink andchiBeagues found that the majority of
member states did not conduct inspections. Cousnteenploying pharmacovigilance
inspections focused mainly on organisational aspewnid conducted such inspections
irregularly (2001: 339-340). A follow-up study @5 by Maria Koster and Anita van den
Oetelaar showed little improvement, with only haflthe fifteen surveyed European countries
conducting specific pharmacovigilance inspectiddgsfer & Oetelaar, 2005). Assessing the
effectiveness of pharmacovigilance activities aftbe legislative review in 2005 is
complicated by the fact that data and researcherdnduct of pharmacovigilance in Europe
is scarce. The MHRA represents a notable exceptimaking pharmacovigilance metrics
since 2006 publicly available on their website. Teamclusions can be drawn from the data.
Pharmacovigilance monitoring in the UK has incréasgnificantly from 75 inspections
conducted in 2006 to 121 in 2009. During the sasréod the average number of findings per

inspection decreased (MHRA, 2009: 8). Judging ftbia (very) limited evidence, increased
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inspection activities seems to contribute to regmacompliance. Unfortunately, the UK
experience might not reflect the European regwateality. The MHRA clearly represents a
precursor in pharmacovigilance, both from a ‘ploldsicall and practical perspective.
Members of the agency, most notably Alisdair Breckdge, have continuously contributed
to the scientific discussion of pharmacovigilanoe aompliance (Breckenridge, 2004, 2008;
Breckenridge & Woods, 2005). More decisively, tigercy dedicated considerable resources
to pharmacovigilance activities. While the relucano adopt a more proactive approach to
post-market monitoring can be partially attributedthe differences in regulatory culture,

difference in resources must be considered as well.

Traditionally, national regulators dedicated thesources almost exclusively to the pre-
market aspects and approval, while post-authoamaatctivities including monitoring,
pharmacovigilance and the issuance of variationge heen largely treated as an
administrative process. While more recent data loa distribution of resources within
agencies is not available, a report of #raunhoferinstitute, assessing the strengths and
weaknesses of the European pharmacovigilance syptewides data for 2005. Drawing on
interviews with national agencies, the report idestt considerable variation regarding the

pharmacovigilance resource.

Table 22: National pharmacovigilance resources (200 5)
Pharmacovigilance staff in national regulatory
authorities (FTE per million capita)

Minimum 0,2
Median 0,772
Maximum 4.6

Source: adapted from Biihrlen et al. (2006)

The numbers correspond with the findings of a spoanducted by the HMA group in 2004
highlighting the imbalanced staff situation "witlesk than 10% monitoring industry
compliance and very few engaged in audit of phaavigdance action.” (HMA, 2005: 2).
Both the relatively low level and the national diinces of regulatory resources do point to
the fact that the increased importance of pharmgdamce within the lifecycle approach to
drug safety is not reflected in staffing lev&i® Moreover, the lack of pharmacovigilance
resources points to a general understaffing ofonati agencies negatively affecting the

conduct of post-authorization monitoring and thgutation of the sectors as a whole (Anon,

2’0 The improvement of pharmacovigilance does not defyend on staffing but better trained experts aed t
increased employment of statisticians in regulatmggncies more specifically (Eichler et al., 20ldhe5,
1992; Skovlund, 2009).
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2006c)’™ The lack of effective sanctioning mechanisms, oreluctance to use these
mechanisms on the national level reduced effectiser(Wiktorowicz et al., 2008: 18). It
remains to be seen, if the recent changes in thdatry framework granting the EMA with
sanctioning powers in case of non-compliance weébutatory obligations will fulfil its
purpose or "may prove to be a big stick that iglsaused” (Killick, 2007). While the lack of
regulatory resources aggravates the compliancdegmshin post-authorization monitoring, it
also decreases regulatory capacities to engagenatysis of potential safety signals,
supplementing industrial activities. As in the caxfepharmacovigilance inspections, the
capacities to carry out post-authorization reseafch example, data mining, prescription
event monitoring and meta-analysis, are unevendyriduted throughout the Union. Many
agencies do not have sufficient pharmacoepidemiologsources to conduct independent
research and signal assessménEurthermore, the conduct of meaningful post- atitation
research is contingent upon the respective infregtre and databases. Independent academic
research can play an important role in supplemgntiformation for risk benefit assessment,
but limited resources and data shortages due tGdemtiality prevail. Furthermore, study
results are often criticized on theoretical groutysthe respective market authorization
holder. On the other hand, safety studies conduzyaddependent experts and sponsored by
pharmaceutical companies, have been found to peogusitive results downplaying safety
concerns (Blumsohn, 2007). Problems of data geperaesult in a problematic decision
basis for regulatory agencies, drawing largely odence from spontaneous reporting
systems (Clarke et al., 2006). Since this dataessts a lower level in the hierarchy of
evidence, the quality of resulting decisions, iseptially biased and subjected to a larger
margin of interpretation rather then scientificdance.

7.2.3.6.7 Problems of post-market decision-making

While the quality of decision-making is hamperedthg limitations of data underpinning
regulatory decisions in the post-market, additiopmbblems from a procedural and
institutional perspective exist. The regulatory iden process is confronted with a
problematic constellation of interests, resemblithg regulatee’s dilemma regarding the

identification of signals. Regulators are confrantath the public perception that authorized

21 The problem of understaffing has been raised bysihl officials highlighting the increased comytg of
the regulatory task and the possible negative &sffen the efficiency and speed of the regulatoncess
(Anon, 2008b).

272 This problem has been recognized lately and trigyére creation of a new European Network of Centres
for Pharmacoepidemiology and Pharmacovigilance (ERIE
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drugs are (absolutely) safe. Notwithstanding tha that this is an unrealistic perception,
regulators will try to support the safety claimalfegulator is confronted with a safety signal,
he has the ethical and moral obligation to reatth& same time, the withdrawal of a product
can potentially undermine his public reputatiorpexsally if he is exposed to media attention.
Obviously, a lack of action can potentially leadtiore severe consequences in the long run
and even higher levels of public criticism, if ayuéatory failure is detected. As a result, a
rational regulator might adapt a specific reguhlatstrategy in the governance of post-
authorization surveillance: he will try to accuntelas much evidence as possible before far
reaching regulatory measures (withdrawal) will treoked and rather employ softer measures
to regulate post-market safety (variations). Thessgmlity to pursue such a strategy is
supported by the institutional set-up of the precesd the prevalent low level of
transparency. In contrast to the centralized awhton procedure, accountability measures
as well as clear decision criteria are largely abgeom the post-authorization decision
process (Hughes et al., 2007; Meyboom et al., 200@hsidering the fact that the decisions
will be largely based on spontaneous reportingyidimg the regulator with even more room
for interpretation, regulatory discretion in thesessment of risk-benefit ratios is increased.
Since information on potential risks as well aoinfation on the decision process is, based
on confidentiality arguments, either not publiclyadable or only available in highly
aggregated form, external control is reduced euethér?’® Drawing on the available data on
regulatory action in the post-authorization staygportive evidence for the assumption of an
expectanapproach to post-authorization decision-making lmamound. While the number of
safety related referrals to the CHMP in the poshanization stage has remained fairly
constant, the regulatory network increasingly eryplthe instrument of safety reviews to
establish a more sound understanding of product.ris

Table 23: Post-market regulatory activities

1995- 1997- 1999- 2001- 2003- 2005- 2007-
1996 1998 2000 2002 2004 2006 2008
Referal
CHMP* 4 11 10 15 10 15 12
Fln_allzed safety n.a. n.a. n.a. n.a. 2 10 19
reviews

Source: EMA annual reports; Note:* Started referrals based on articles 107, 31 and 36 of directive 2001/83/EC as amended

Turning to the product withdrawal data availablehat EMA website, covering only products

authorized through the centralized procedure suggtsat withdrawal is regularly used. Out

273 | ately, the situation has improved but only gratjuaConsidering the availability of risk-benefit tda the
recent activities by the European Ombundsman halledcfor more transparency. For the centralized
procedure, actions after authorization for any giggaroduct are now published on the EMA website.
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of the 551 products included in the EPAR datab&€e products were withdrawn after
authorizatior’.”® Yet, the majority of these withdrawals were voamt and because of

commercial reasons.

Table 24: Drug safety incidence and regulatory acti  on since (1995-2008)

Name Type of Approval Regulatory action
Trovofloxacin Centralized Withdrawal
Tolcapone Centralized Suspended
Cisapride National Restrictions
Bupropion Decentralized Restrictions

Cerivastatin (Lipobay)

Decentralized

Withdrawal

Atomoxetine*

Decentralized

Restrictions

Citalopram* Decentralized Restrictions
Duloxetine* Centralized Restrictions
Escitalopram* Decentralized Restrictions
Fluoxetine™ Decentralized Restrictions

Fluvoxamine*

Decentralized

Restrictions

Mianserine*

Centralized

Restrictions

Milnacepram*

Centralized

Restrictions

Mirtazapine*

Decentralized

Restrictions

Paroxetine*

Decentralized

Restrictions

Reboxetine*

Decentralized

Restrictions

Sertraline*

Decentralized

Restrictions

Venlafaxine*

Decentralized

Restrictions

Celecoxib**

Decentralized

Restrictions

Etoricoxib**

Decentralized

Restrictions

Lumiracoxib**

Decentralized

Restrictions

Valdecoxib** Centralized Restrictions
Parecoxib** Centralized Restrictions
Macrolide Centralized Restrictions
Rosiglitazone Centralized Restrictions/review in progress

Source: adopted from *Harmark, 2008 #2289'; *: SSRis (Class review); **:Cox Il (Class review)

In fact, only 10 of the 70 withdrawals were enadbedause of safety reasons, based on the
fact that the products were suspended prior tomittedrawal. While no comparable data for
products authorized under the decentralized praeeduavailable, recent studies suggest that
withdrawal is reluctantly used for those produdsell. Based on a list of recent drug safety
incidence within Europe, identified by Harmark aveh Grootheest (2008), the respective

authorization procedure and regulatory measureideatified. Based on this limited sample,

274 See the appendix (A.9) for a full list of withdnawroducts. Database was accessed in June 2010.
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the reluctance to withdraw products is reaffiri&dnstead, European regulators resort to a
less intrusive approach applying restrictions ®uke of the respective product. Accordingly,
the level of type 2 variations, covering clinicaldaquality changes to an existing product, has
been constantly rising®

Graph 25: Type Il variations between 1998-2008
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Comparing the use of the different regulatory measuhe assumption of an expectant
regulatory approach seems to be a valid and dramsingegulatory behaviour in two recent
safety incidents, involvind.ipobay (Cerivastatin) and/ioxx (Rofecoxib), is substantiated

further.?’’

7.2.3.6.8 Regulatory behaviour during drug safety incidents:Lipobay and Vioxx

Lipobaywas authorized in Europe in 1997 via a decengdligrocedure, with the UK as a
reference member state. After several adverse weith lethal consequence in the US
market, the market authorization holder, Bayerumtdrily withdraw the product from the

global market in August, 2001. Even though the dislwal was voluntary, the decision

2> Another important finding is the fact that safetyncerns seem to be more common in products améfubri
under the decentralized procedure.

2% 1t is important to note that the level of typevhriations does not exclusively reflect changeshef risk-
benefit ratio, but in most cases is the result @tintary adaptation of the product to the newesilable
scientific knowledge.

" The two cases were selected based on the high mttelision. Other examples supporting the reluetafc
European pharmaceutical regulators could be sedheirecentRosiglitazonecontroversy (Bloomgarden,
2007; Mishin, 2007; Moynihan, 2010) or the casélosetron(Moynihan, 2002).
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resulted in substantial attention in the (lay) raedayer was accused of informing investors
before regulatory officials, while at the same timéhholding information to European
regulatory agencies, specifically the Gernkfarm (Zylka-Menhorn, 2001). It was claimed
that additional risks were already known in 199& teither the Bayer AG and the German
regulator nor the UK authority, saw the need fautatory action beyond variations to the
existing authorization. Only after the product withwal and the increased media attention,
the EMA started a class review of Lipobay and samibroducts. The behaviour of the
German regulator in the Lipobay case is noteworBaced with increased public criticism,
the regulator first blamed Bayer for withholdingarmation and shortly afterwards argued
that an investigation of adverse incidence waspussible, since the responsibility for the
regulatory assessment rested with the UK authdfbywever, nothing would have prevented
the Bfarm from referring the matter to the CHMP ff§u 2001). Instead of pursuing a
proactive pharmacovigilance approach, for exampke tequest of Phase IV studies or
additional literature studies, European regulateaged for more evidence to re-evaluate the

risk-benefit profile of Lipobay.

As in the Lipobay case, first evidence on the niggatide effects of Vioxx was detected in
the US. Vioxx sold by Merck, was withdrawn volurliain September 2004, after a study
revealed that it doubled the risk of heart attaanikd stroke in those who took it for longer than
18 months. While the information on the long-terffees leading to withdrawal could not
have been collected before authorization, the wéilvdl has resulted in a massive turmoil in
the US media. Both the producer and the FDA wemosxd to massive criticism, when it
was revealed that a study commissioned by Merd©OB® already hinted towards the safety
issues leading to withdrawal (only) four yearsdateformation to regulators was effectively
suppressed (Mathews & Martinez, 2004). The so-@all6dGOR study was published, but
obscured cardiovascular risks, while independesgarch into the risk-benefit profile of the
drug was actively prevented by the producer (Krumled al., 2007: 121). Questions about
the passive role of the FDA in the Vioxx scandaulted in an in-depth analysis of the
American regulator. Despite mounting evidence,réglator did not request any additional
investigations. Moreover, internal organisationalctures amplified the negative effects of
the regulatory dilemma:

“Once a licensing approval has been made it israliyuin CDER’s own interests to stand by its

original decision. CDER'’s reputation would be danthgfeits licensing judgments were constantly

challenged by its own staff. This understandabledautgerous tendency to discourage dissent makes
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the Office of Drug Safety, which sits lower in therarchy of CDER than the Office of New Drugs,

weak and ineffective.” (Horton, 2004: 1996)
Unsurprisingly, the Office of Drug Safety lackeak tregulatory powers to effectively govern
the post-authorization stage (Dohrman, 2005; Waxn2@05). Public and media attention
surrounding the Vioxx incident in Europe have bewvore moderate. Vioxx had been
authorized in 1999 through a decentralized proaeduth the UK serving as a reference
member state. In contrast to the Lipobay case, g&ao regulators in light of the emerging
evidence from the US and after referral by the Ene\gency engaged into the investigation
of the risk-benefit profile of Vioxx and other C&Xinhibitors in 2002 (Arznei-Telegramm,
2004). However, the practical conduct of the iniggdton remained largely secretive and
took nearly two years, reflecting the expectantrapgh of European regulatory agencies.
This impression is shared by Silvio Garratini, agstanding member of the CHMP and the
Italian agency:

" 2 years to make a decision on whether a clasdrofs used by millions is safe or dangerous is

certainly too long. (...)The EMA depends on the feasl by industry much more than the FDA does,

and is much less transparent — of the above réf@maedure, only a onepage document can be traced

on the EMA web site.” (Garattini & Bertelé, 2005:)24
In light of the current governance approach andleggry behaviour, the current surveillance
of post-market risks must be described as bothaapeand reactive. At the same time, it is
important to note that the reluctance to withdrawdpicts must not be equated with the wilful
endangering of public health. The public has toeusthnd that risk/benefit decisions are
complex and take (some) time. Moreover, withdrawiagproduct can have severe
consequences for those patients successfully tteadling for a careful evaluation of less
intrusive measures. In light of a functioning ap@oprocess withdrawal must remain the
exception and not become the routine. Higher leg&isroduct withdrawals should thus not
be confused with a higher level of public healtlotpction. However, it is not the rate of
withdrawal or the number of suspensions that idleroatic, but the fact that it remains
unclear, which steps have been taken by regulatdte post-market to evaluate products in
a proactive way.
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7.2.3.6.9 Communication of risks in the post-authorization sage

The reactive governance approach characterizing nleaitoring of post-market risks
unsurprisingly affects the communication of produsks as well. The task of communicating
product risks is shared between regulators andlatgs. Companies either voluntarily or
mandated by the regulatory authorities issue demtod letters. In addition, regulatory
authorities will take supplementing measures thihotlge distribution of drug bulletins or
information on their websites. In case of produatiations, updated product characteristics
are published. This communication approach is robtic from at least two perspectives.
The approach focuses mainly on health professiotiatsfrequently legitimized based on the
claim, that the public is not able to evaluate picidrisk information, resulting in wrong
assessments. However, it is questionable how surchuralerstanding should ever be
developed, if only limited information is communied to the public. Furthermore,
unregulated information on the internet could hauvauch more detrimental effect (Tatsioni
et al., 2003). Accordingly, a more proactive comination approach to the public is
necessary. By educating the public about the gérieka of pharmaceutical consumption and
the role of patient compliance and a more contisuapproach to risk communication,
differences in informational needs and the riskirdbrmation overload can be reduced
(Goldman, 2004). While the pharmaceutical industeguently claims, that such continuous
education would be possible if advertising wasvedid, such claims should be interpreted
with caution (Anon, 2006d; Hugman, 2006). Insteadgulatory agencies should be
responsible. Most regulatory authorities do, howewet have the resources and, judging
from their behaviour, not the will to assume suchoke. A second argument for a more
inclusive communication approach must be seen énfélct, that physicians despite their
medical training do not necessarily possess ths gki interpret the information entailed in
the product risk communication in a much more méld way than the public. Pharmacology
and pharmacovigilance represents only a small itnacdf medical education (Cox et al.,
2004; Hauben & Reich, 2005; Orme, 2003). Additibnahe information received by health
care professionals about changes in the risk-ktgprefiile of a specific product, as in the case
of product information, is not easy to understadedgthy and not written in a manner that

easily translates into clinical practice (Mazoakt 2005; Seligman, 2003).
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7.2.4The European regulatory regime from the perspectivef effective risk governance

Drawing on the findings of the previous analysi® tegulatory regime can be briefly re-
evaluated from the perspective of risk governafmeysing on the approval procedure and

post-authorization monitoring process.

7.2.4.1Approval regime

The three stages of risk assessment, risk managemeémisk communication are traceable in
the European approval regime, even though diffeenin the centralized and mutual
recognition/decentralized procedure exist. In galnethe current regulatory approach to
approval represents a science-based risk regulatodel. Risk assessment is based on expert
advice and even though decision making is subjedtedclear decision criteria and
transparency as well as accountability is safegdardnder both procedures (CP and
MRP/DP), the current process does arguably notaftr adequate and mandatory risk
framing. Even though this might still be achievatbrmally, the lack of an institutionalized
option to consider the public regulatory interesgpresents a shortcoming of the current
regulatory approach.

Turning to the risk management stage, two mairessan be identified. First, the dominant
position of the CHMP within the assessment prod#sess the clear separation between a
scientific opinion and the actual (political) regtdry decision. The CHMP occupies an
agenda-setting position within the CP and to sosgrek in the MRP/DP and the challenging
of the initial scientific assessment is highly impable. The political control function that risk
assessment should normally provide is levered guhé current regulatory set-up. Second,
the risk management stage does not allow for aufditi consideration of public risk
perceptions, but is organized as a closed regylatacess.

Considering the risk communication efforts of thkeapmaceutical approval regime, the
quantity of information compared to national apptogs has increased. The introduction of
mandatory assessment reports clearly helps toceetregulatory decisions. Moreover, the
communication of risks based on package leafletstdeen improved under the European
regime. From the perspective of quality, howeviee, ¢urrent approach does not necessarily
improve the understanding of pharmaceutical riskgéneral and specific terms, as the

potential negative effect of leaflets on compliamEamonstrates. The effectiveness of risk
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communication is hampered by the formulation oflé&ta amplifying concerns and serving
the commercial interest to reduce potential lisili

7.2.4.2Risk governance during post-authorization

Risk governance of the post-authorization stagéeatsf a science based approach. Risk
assessment is conducted by experts, but in corvate approval regime, transparency,
accountability and control is much more limited. ¥hthe underlying regulatory criteria
apply in post-authorization assessment as wellegternal scrutiny and transparency of the
process seems to be much more limited. In additlm quality issues of scientific evidence
underlying risk assessment increases the zonesofation of regulators. As in the case of
approval, no institutionalized form of risk framirig traceable. Similar to the approval
regime, risk management in the post-authorizatimyes hardly serves as an independent
political assessment, since the same proceduratations for challenging an initial
assessment apply. A positive aspect of the curigkiicommunication approach can be seen
in the dissemination of information through phyais serving as a “credible source” (Maule,
2004: 26). Yet the effectiveness of risk communarais potentially reduced by the lack of
physicians’ education regarding the interpretafiod communication of pharmaceutical risk
information, as well as the limited information ths provided by regulatory authorities and
manufacturers. While the approach thus avoids #mgspof direct risk communication to the

lay public, its effectiveness is reduced by insudint consideration of context.

7.3  Conclusion: The merits of European governance

The aim of this chapter was to evaluate the impéthhe Europeanized regulatory regime on
regulatory effectiveness in the pharmaceuticalose®Vhile no uniform and simple answer is
possible several conclusions on governance andategy effectiveness in the European

pharmaceutical sector can be drawn.

7.3.1Aligned regulatory interests and conflicting pharmaeutical risk cultures

In the field of European pharmaceutical regulatiaiigned interests between the three main
actors — regulators, regulatees and the public —exist. The equilibrium of interests
converges around the provision of safe medicinesthe pre-authorization and the

maintenance of access in the post-authorizatiogestBaradoxically, the post-authorization
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situation is still characterized by aligned intésebut can still negatively affect public health

as it confronts regulators and regulatees with rddmental dilemma and far reaching
consequences for the effective governance of pmdhorization safety. Even though the
sector is characterized by an equilibrium of inde&sghe analysis of public interests revealed
the existence of distinct national pharmaceuticg cultures, impacting on the perception
and acceptability of pharmaceutical risks and (extly) on the regulatory behaviour of

national competent authorities. Linking the exiseeof risk cultures to the performance of
the regulatory regime until the fundamental charigebe mid 1990s, an immanent conflict

between the principle of voluntary mutual recogmtand the underlying risk perceptions of
national regulators was identified, serving as sgetlunded explanation for the regulatory

patchwork and under-performance of the regulategyme.

7.3.2The EMA, new European regulatory culture and adaptve pressure

The creation of the European agency and the stofn fvoluntary to facilitated mutual
recognition has had a fundamental impact on thect¥ieness of sectoral governance and the
compliance of national regulators. The mind chamgthin the regulatory network is
explained by the emergence of a new European regulaulture, emphasizing cooperation
both within the established regulatory network aetlveen regulators and regulatees, as well
as increased experience and development of mutusti within the regulatory network.
Moreover, the agencification, economisation — usiexd as an increased dependence of
regulators on industrial fees — and professionainaof the network were identified as the
main reasons for improved governance effectiven&bs® new governance approach is
marked by an increased respect for the princigié'sansparency and accountability regarding
agency operations and authorization procedureslevitie EMA has been instrumental in this
regard, its creation raises questions of accouitigldontrol and legitimacy. The EMA and
its scientific committee the CHMP more specificaljfectively dominates the authorization
of innovative products, even though the Commissiogether with the Standing Committee,
is officially responsible for the issuing of autlmations. The current situation provides the
EMA with significant regulatory powers, only pailyacontrolled by external actors. While
this regulatory set-up can be legitimized both fribia perspective of increased effectiveness
and efficiency, the current regulatory regime doe$ necessarily represent an optimal
institution from the perspective of public partiain and input legitimacy.
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7.3.3Regulatory governance: the pre and post-authorizatin divide

Even though the emergence of a European approachasernance structures increased the
effectiveness of governance, the discussion oflifierent aspects of the regulatory lifecycle

pointed to several weaknesses.

The authorization process has been found to benpally biased towards early access and
providing disproportionate representation of indasinterests.’® Furthermore, the different
authorization procedures result in different levaldransparency and accountability. Under
the decentralized procedures, regulatory discrasosignificantly increased allowing for a
black box approach to regulation. Turning to thestgmuthorization governance aspects,
several general shortcomings of the regulatory@gpgr were revealed. The regulatory burden
is increasingly shifted to the pharmaceutical maotufrers, without ensuring that compliance
with regulatory requirements is achiev@d. The insufficient guidance and reactive
monitoring, resulting from a lack of resources aotkntial lack of willingness, is traceable in
all aspects of the post-approval. Furthermore, dheent approach to the governance of
production and distribution does not account fer fimdamental changes affecting the sector.
This finding points to a remarkable and almost icgoaradox. While European regulation
was initially created to establish the internal ke&r increased trading is mainly responsible
for the counterfeiting of medicine, one of the mpséssing regulatory problems in the
pharmaceutical sector. While the quantity and ¢galf information on the performance of
the regulatory network as well as product-relatatbrmation has improved under the
European regulatory framework, the availabilityimformation still suffers from selectivity
bias and confidentiality. Product-based informatilangely confined to package leaflets, has
been found to be too complex and at times eventivefjaaffecting patients’ compliance. In
addition, the current information governance apphodoes not seek to advance the general
understanding of pharmaceutical risks. While thergjthening of the regulatory network
could have been expected to improve post- autharizasurveillance, the positive impact
must be described as limited. The current approalets heavily on information provided by
the regulated industry and the institutional degsiges not account the identified dilemma in
post-market monitoring. Regulators and regulatessmsto adopt an expectant approach,

potentially impacting negatively on public health.

2’8 vet this situation does not represent a state agfture as sufficient checks and balances under both
procedures, especially in the case of the centidirocedure seem to exist.

"% The tendency to delegate could be seen as an attempduce regulatory uncertainty on behalf of the
regulator (Beck, 1992; Power, 2007).
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8. Regulatory outcomes: industry, the single market at public health

Three interrelated and potentially conflicting godlave been identified in the European
pharmaceutical sector: the protection of publicltheahe competitiveness of the European
pharmaceutical industry and the completion of timgle market. The present chapter will
assess in how far regulatory goals are met andnwmpact regulation has had in this regard.
The following section will start with an assessmaiftthe current state and previous
development of the European pharmaceutical induidousing on the innovation capacities
from a European perspective. Subsequently, progtesgards a single market in

pharmaceuticals will be discussed. The third sactidl assess the impact of the European

regulatory regime on public health and pharmacelsiafety more specifically.

8.1 A competitive European pharmaceutical industry

Changes in the European pharmaceutical industog ghre early 1960s have been substantial.
While national companies focusing on domestic dpmra dominated the industry early on,
German, French, Swiss, British and Italian companigcreasingly started cross-border
operations exporting their products within WestEtrope in the 1970s (Casper & Matraves,
2003; Taggart, 1993). Increased demand, risingldpreent costs and globalization trends of
the pharmaceutical sector helped to grow and expghaot businesses: in 1977, several
European-based companies were ranked under thed’svadp 30 companies, with the
GermanHoechstcompany leading the group. By the mid-80s, sixopaan companies were
under the leading 15 pharmaceutical producers @ag#993: 32-33). Beginning in the late
1980s and early 1990s, the pharmaceutical indusdsy been dominated by even stronger
globalization and consolidation leading to sevaraves of mergers and acquisitions (M&A)
both on the national, European and global levekdiifig the position of European
pharmaceutical companies (Busfield, 2003; Chaudhgf., 1994).

8.1.1Consolidation in the pharmaceutical industry

The first wave of consolidation in the sector wasgély connected to changes in
pharmaceutical development and economy of scalesiderations (Jungmittag, 2000).
Fundamental changes and improvements in the dsapwiry process in the 1980s resulted
in rising development costs. In an attempt to cbdate R&D activities and increase the

chances to regain development costs, companiesnipdkr external growth engaged in
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M&A activities (P. Danzon et al., 2007). These ats were concentrated regionally during
the first wave. European companies merged withrothgopean-based companies and US
competitors focused on targets based in the USfi@dis2003: 587). While economy of
scale arguments are still invoked in more recenigeredecisions, the filling of the product
pipeline in light of patent expiry of blockbusteroducts now plays a major role as well
(Frantz, 2005, 2006). The altered motive has lead thange in M&A strategy in recent
years: besides horizontal mergers between largamatt&utical manufacturers, producers in
attempt to increase their R&D competitiveness iasiegly target biotechnology companies
(Munos, 2009). M&A activity in the generic industimas recently gained momentum as well,
both between generic producers and between invavatid generic manufacturers (Karwal,
2009). While the volume of M&A decreased after 2084ew wave of consolidation started
in 2007 culminating in the recent mega-mergers betwPfizer and Wyeth as well as
Merck&Co and Schering Plough (KPMG, 2009). Constimh trends have changed the
industry in several respects. The number and posaf companies leading the industry has
changed fundamentally in the last 15 years. Mogheftop 30 companies of the 1990s did
cease to exist as they were bought by their comgpgti resulting in increased market
concentration: In 1989, the leading 10 companiab dnanarket share of roughly 30 percent
(Busfield, 2003: 588§2° In 2007, the same group had a market share ofpet@nt and the
leading 20 companies even controlled 62,6 percktiteoglobal market (ABPI, 2008). From
the perspective of the European pharmaceuticalsingluconsolidation has strengthened the
position of US based pharmaceutical manufacturd&.based companies expanded their
market shares on both sides of the Atlantic andidated recent M&A activities (KPMG,
2009). As a result, “the ‘pharmacy to the worldice located at the intersection of Germany,
Switzerland, and France, today is found in the &thBtates [original emphasis]’(Daemmrich,
2009: 17). In light of these developments, it mustasked in how far the current regulatory
regime impacted on the position and competitivenesghe European pharmaceutical

industry.

8.1.2Competitiveness of the European pharmaceutical indstry

The pharmaceutical industry both from a national Baropean perspective has traditionally

represented a key industrial sector. Despite natidiiferences within the European Union,

80 The Herfindahl index (Wagschal, 1999: 143-146), Mtoprovide a more adequate measure of market
concentration. Unfortunately, the relevant datalferpharmaceutical industry is not publicly acises
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the pharmaceutical industry, in comparison to othemnufacturing industries, has been
characterized by high added value, productivity aswhtinuous growth, resulting in
considerable direct and indirect employment eff@¢ekeman, 2005). Moreover, the sector is
of strategic importance and positively contributethe European trade balance.

Table 25: Employment and trade balance of the Europ  ean pharmaceutical
industry

1985 1990 1995 2000 2005 2006 2007 2008

Employment 437,613 | 500,879 | 504,014 | 538,438 | 634,546 | 643,138 | 636,403 | 633,056

Trade balance
(in mio. €)

Source: EFPIA annual reports 2000-2009

5,130 7,067 13,849 22,094 35,794 44,375 48,128 52,000

While the European pharmaceutical industry has lmssmed one of the most competitive
ones in comparison to other industrial sectorsyipusly mentioned global trends have
resulted in mounting concerns and a heated debatthe global competitiveness of the
European pharmaceutical industry (Anon, 2004; @saRliver Associates, 2004; Gambardella
et al., 2000; Tsipouri, 20045

8.1.3The innovation gap

Previously mentioned sectoral developments haverealt the European research-based
pharmaceutical industry. The German pharmaceuinchlstry, despite still representing the
biggest market within Europe (Jim Gilbert & Roseng)@004), has lost ground to French and
UK based companies. As a result, the breadth oEtlrepean industry compared to the US
has decreased. The competitiveness discussion,veowgoes well beyond the market shift.
While the claim was based on economic argumentshanthck of productivity (Gambardella
et al., 2000: 20-23), the main concern has beenrébdaced innovation capability of the
European pharmaceutical industry. The survivahefpharmaceutical sector — even more so
than other industries — depends on innovation. &ille European industry historically
contributed significantly to the development of némugs, a declining trend in comparison to
the US industry has been highlighted both by Eumapefficials and industrial associations.
Comparing absolute European research and develagR&D) spending to the development

of US-based investment, an innovation gap is beegrapparent. According to the EFPIA,

281 It should be noted, that the discussion of cortipetiess is no recent phenomenon, but has beeedrais
constantly since the late 1980s (Grabowski, 1988)rapresents a fundamental and general problehdor
whole industry (Coombs & Metcalfe, 2002; Ganuzalet2009).
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“between 1990 and 2008, R&D investment in Uniteak&d grew 5.6 times whilst in Europe it
only grew 3.5 times” (2010a). Further structural aldnges impeding European
competitiveness are connected to the biotechnalegglution (Nightingale & Martin, 2004)

in the pharmaceutical industry, the resulting clesnmn research and development and the
prevailing problems to establish a competitive pean innovation system (Owen-Smith et
al., 2002). Furthermore, collaboration between awad and industry, instrumental in
developing a strong biotechnological innovationtsys is still underdeveloped in Europe
(Jason et al., 2002; Owen-Smith et al., 2002; Rionaet al., 2003). As a result, the diffusion
of biotechnology has been largely confined to tigikdustry (EFPIA, 2010a). Divergence in
input factors translates into a corresponding shifinovation output. Based on the number
of newchemicalandbiological entitieSNCE/NBE), the perceived loss of competitiveness o
behalf of the European industry is substantiatecalj@wvski & Wang, 2006). While the
European industry dominated drug discovery durhreg 2980s and 1990s, the US has taken
over the lead in the new millennium. Judging frdra available data, the European industry
indeed has lost competitiveness, as both the indusapabilities and the innovative outputs

decreased.

Graph 26: European and US R&D investment (1990-2008 )
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However, the severity of this development must miterpreted in context of a globalized
pharmaceutical industry. First, even though itrigetthat the US industry has been more
productive, the distance between European and UE/NBE output is closer compared to
the situation in the 1980s.
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Graph 27: Discovery of new chemical and biological entities by the US and
European pharmaceutical industry (1980-2009)
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In fact, the pharmaceutical industry as a wholanse& suffer from a productivity crisis:
R&D investment has multiplied but the relative n@enlof innovations is decreasing. It is
therefore uncertain, if significantly higher EurapeR&D investment had resulted in a
corresponding sharp incline of NCE output. Secotid validity of the widely used
comparison of innovation outputs has been callezignestion since “counting which country
discovers the most new molecular entities is iu&ht in a global market. Companies know
that where a good drug is discovered does not mattd often a discovery comes from
research in several countries” (Light & Lexchin,080 959). Third, the extent of the
competitiveness gap partially depends on the daéal.uReconsidering the comparison of
R&D investment, it seems striking that the figupesvided by the EFPIA are not based on
the same currency, effectively amplifying the vokuof US R&D investment. Recalculating
the estimates by the EFPIA based on annual exchatgg provided by the European Central
Bank (2010) for the period of 1999-2008, the inestt gap decreases significantly. Fourth,
using total R&D spending as an indicator tends lifuscate differences regarding industry
size, market share and consumption (Keyhani et2810; Donald W. Light & Lexchin,
2005)2%2

282 A recent study by Donald Light (2009) using prodiitt ratios even concludes that the competitivaness
the European industry did not decrease but incdeimseertain therapeutic areas.
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Graph 28: Recalculated US and European R&D investme  nt (1999-2008)
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From this perspective, the gap mainly reflects gleanin the global importance of the
European market and the industry. Considering tBesblare of the global pharmaceutical
market, its importance has risen significantly bew 1995 and 2000 and despite a moderate

convergence of European and US shares, the UShaestito represent the largest national
market?®®

Graph 29: Global market share of EU and US market ( in % of sales)
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In light of these changes, the decision to relo&&® investment and register new chemical
entities in the most important domestic market rhigg related to other factors, for example

283 Unfortunately, no reliable estimate for 2008 waailable. While graph 30 suggests, that the USeshathe
global market has been always above European lanaljternative estimate by the WHO (2006) suggests,
that the European market in 1990 was bigger thatu®.
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increasing the chances of successful market appaodaquicker return on investment. While
these counter-arguments point to the potential dtisation of the European competitiveness
gap, it must be acknowledged that the Europeansinginas lost ground vis-a-vis its US
counterpart. At the same time, the impact of Euaoppharmaceutical regulation in this

regard seems to be unclear.

Regulatory impact on innovation and competitiveness

Focusing on the issue of innovation as a major @apt of competitiveness, research on
pharmaceutical innovation has singled out a broacge of distorting and supporting
factors®®* Unsurprisingly, regulatory burden has been idinmtifas an important negative
external influence (Reed et al., 2006). Robertf®of former head of R&D operations of
Wyeth, for example, identified raised regulatorgueements, a lack of harmonization and a
tendency of regulatory conservatism, depicting \aerlg cautious approach to drug approval,
as important reasons for decreased R&D productaitgt output (Ruffolo, 2006: 100-101).
The impact of changes in the European regulat@méwork on the reduced competitiveness
of the European industry might however not be assde as Ruffolo with regard to the
global industry suggests. The creation of the nemofean approval regime was intended to
reduce regulatory burden and stimulate innovatipmptoviding one approval route for new
and innovative products. Considering the rising bemof applications und the centralized
procedure, a positive impact of regulation can testtuted. Moreover, the introduction of
orphan drug regulation as well as increased supposmall and medium enterprises (SMES)

supports innovation activities.

At the same time, the evolution of the regulatagnfework has increased regulatory burden
by introducing stricter and more extensive requerta. Reaching definite conclusions on the
impact of such changes on European competitiveisga®blematic, especially in context of
a globalized pharmaceutical industry. First, retpria changes did not affect the European
industry per se, but all companies applying fordmet approval within Europe. Only if the
European market was dominated by European compae@iing the majority of their
earnings within Europe, a negative impact of (safetgulation on European competitiveness
can be constructed. While the European industpyaisially made up of SMEs, the market
and therefore the centralized approval procedudensinated by large companies (Regnstrom
et al., 2009). Considering the current distributa@inEuropean market shares, US-based as

284 For an overview see (Hu et al 2007).
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well as European-based companies use the proced@eesnd, the levelling-up of regulatory
requirements has been a global rather than a Eamopbenomenon. Only if European
requirements did exceed US standards, providingai§panies with a home advantage, this
could have translated into higher competitivendsth® US industry. Moreover, this would
largely affect competitiveness from the perspectizeealizing profits. Moreover, regulatory
requirements outside the European market have emtined stable but moved towards
stricter requirements as well (Anon, 2008a). Thadnsidering actual regulatory behaviour,
regulatory conservatisnmampering innovation seems to be a US rather th&uropean
phenomenon. Drawing on the average approval tinebsden 2000 and 2006, the EMEA
approved drugs faster than its US counterpart, ¢lrengh differences have been marginal
(Wilsdon et al., 20083®° Moreover, the success rates of new drug approndisate that the
European system seems to outpace the FDA in teraxscess (B. Hughes, 2008a; Regnstrom
et al., 2009).

These arguments point to the limits of regulatiosteering innovation capacities, but it must
be remembered that regulatory requirements impacttiee development strategy of
companies. If regulatory standards are too higmpamies might have fewer incentives to
invest in specific therapeutic areas. Considerggdevelopment of the European framework,
it could be argued that standards are probablyl®é@o and too high at the same time.
Standards are (probably) too low when the concépinmmovation under the centralized
procedure and approval standards are considerex cdihtralized procedure was gradually
opened up to new product groups. As a result, riitmli idea of the centralized procedure,
rewarding innovative products with uniform marketcess, has been somewhat corrupted.
Since an increased number of product categoriesicanuse the centralized procedure, the
concept of innovation is watered down. This pericgpis supported by the analysis of
Domenico Motola and his colleagues (2006). Evahgaproducts authorized during the first
decade of the centralized procedure, the study leded that only 32 percent of the
authorized products constituted a real innovatihile this number must be interpreted
carefully, it points to the fact that it is becomieasier for products to be considered as
innovative. Moreover, current approval criteria grdtally do not serve as an incentive to
stimulate innovation. New pharmaceuticals are pmedantly assessed on its own merit

instead of comparing their efficacy to existingripes (Eichler, Bloechl-Daum et al., 2009).

285 This might have changed in the post Vioxx areahwapproval times increasing again on a global scale
(Ruffolo, 2006).
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Despite the lack of relevance in approval decisioc@ncepts of relative efficacy are
increasingly impacting on drug development becanis¢he heightened relevance in the
context of reimbursement (Hughes, 2008b; Miller020Syrett, 2003}%° While current
regulatory standards might be considered as toddostimulate innovation, they could at the
same time appear too high from the perspectivegilatees. Pharmaceutical development is
marked by uncertainty. This does not only relatethite development process but to the
approval decision as well. Facing the trade-ofiMeein a product that carries a high risk of
failure regarding development and approval and ayst that has been developed for a
known indication, risk-averse producers can be etgueto choose the latt&Y. In fact, most
European producers have been found to employ viesksa R&D strategies focusing on
established product categories, providing an adtere explanation for the European
innovation gap (Pammolli et al., 2010). The conttibn of regulation in stimulating
innovation can therefore be seen in a reductioregtilatory uncertainty through increasing
the predictability of regulatory decisions. Furtiere, adjusting incentives for drug
development — demonstrated in case of the orphag dievelopment and the introduction of
new pricing regulations even though outside thepscof European regulation — can
contribute to the development of new and bettegslfiHughes, 2008c; Jayadev & Stiglitz,
2009; Light, 2009¥% While regulatory uncertainty and incentives doypk role for
innovation, such contextual factors play a minoleron strategic considerations in the
development of R&D strategies. Instead, sharehokdére, demands for short-term profits
and a corporate strategy focusing on the developmieme-too drugs and few (lucrative)
therapeutic areas contribute significantly to a enoonservative R&D approach (Hu et al.,
2007). Judging the performance of the Europeanlaggy framework in light of these
findings, the impact of the European framework madustrial competitiveness is ambiguous.
The centralized procedure has potentially stimdla@ovation by providing companies with

a streamlined access point to the European madbketthis impact must be understood in

288 |ncorporating such concepts into market approes be expected to reduce duplication of effortarket
delays and revitalize innovation The need to restdapproval criteria will however depend on what is
considered as an innovation (Hughes, 2009). TheeguEuropean debate is divided between the industry
position focusing on incremental innovation (Coh@005; EFPIA, 2010b) and more critical authors
advocating stricter innovation concepts (Abraha@@2b; Ahlqvist-Rastad et al., 2004; Light, 2009).

87 Economic theory would suggest that high risk dgwelent would result in greater benefits in the loegn
most important a lower level of competition (Pamimet al., 2010: 8). Moreover, the importance of
reimbursement should motivate producers to devsiggerior products. The strong trend of producers to
focus on me-too products, however, supports thengstson of a short-term orientation and a conséreat
approach to R&D (Angell, 2000; Markovitch et alo(®; Pauly, 2007).

88 Another area of activity can be seen in the adjest of IP protection and the expansion of market
exclusivity for innovative products (Hughes, 2008c)
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context of a globalized industry: Not only Europdaut all companies using the approval
route have profited from the rationalization of wkgory procedures. The same holds true for
the incentives introduced under the orphan druglegign as well as the negative impact of
increased regulatory burden. Against this backdtcgggems to be considered to conclude that
the new regulatory framework increased the incestito develop innovative products. Yet
both the global productivity gap as well as theowation gap of European companies must be
viewed as influenced by regulation but determingdokther (and predominately internal)

factors.

8.2  Creation of a single pharmaceutical market

In determining the regulatory impact on the comptetof the European pharmaceutical
market, the supply and demand side of the pharmiaeéumarket have to be considered.
Starting with the supply side, a functioning (phaceutical) market should be marked by a
certain degree of competition (Makowski & Ostro@02). While the benefits of competition

have been discussed regarding innovation capacitiesginator companies, it is expected to
contribute to higher efficiency and more favouratmarket conditions for customers as well
(Haucap & Coenen, 2010). The creation of a singdeket should result in as broader choice
for customers and contribute to a convergence en éawering of pricing levels (Armstrong

& Bulmer, 1998; Cecchini et al., 1988). Drawing d¢ime general benefits of market

integration, a single pharmaceutical market shoekllt in improved and European-wide

access to pharmaceuticals (Bungenstock, 2¢20).

8.2.1Competition in the European pharmaceutical market

Competition in pharmaceutical markets can take tain forms: competition between
originator companies and competition between oaigin and generic compani€s. In
determining the level of inter-originator competit] general industry trends and the specific

market structure have to be considered. As theique\section highlighted, a comparatively

89 The convergence of prices is not considered inghidy, since it represents an ambivalent indicatdrile
convergence can be interpreted as an indicatomiarket completion, complete convergence does not
necessarily translate into benefits for customauscan result in welfare loss (Towse, 1998).

2% Competition between generic producers and wittén@TC sector is important as well. However, thpaot
on the performance of the sector as a whole is rmmte limited in this regard. Furthermore, the picacof
parallel imports has been discussed in contexsubfly side) competition. While the issue of palailade
is beyond the scope of this study, the impact anpeiition has been thoroughly discussed withouthieg
definite conclusions (Anon, 2004; Panos Kanavosao&t&-Font, 2005; Kyle, 2007; Macarthur, 2007b).
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small number of companies dominates the globalmaeeutical industry and this groups is
strong in the European market as well. The comparisf respective market share of the
leading three companies on the US, European arghlglevel however suggests that the
general dominance of big pharma has eroded ané@ 2005, has been less pronounced in
Europe in comparison to the US market. Sufficieminpetition thus seems to exist in the
European pharmaceutical market. Yet this aggregatespective does not take the specific
structure of the pharmaceutical market into accdeharmaceutical markets are characterized
by a specific structure, consisting of several dyitasubmarkets (Amisanoy & Giorgetti,
2009).

While market dominance on the aggregate level mightact be not as pronounced as
commonly referred to, the situation within submaskean be expected to be quite different.
Submarkets are dominated by a small group of peduaevhich in most cases will partially
consist of market (share) leaders, forming an plaistic core (Bottazzi et al., 2001: 1163)
dominating the submarket for as long as IP pratacis intact. The diabetic care market
effectively shared by the two companies Eli LillydaNovo Nordisk serves as an example for
the oligopolistic structure (HAI, 2010). Considegirrecent strategic shifts within the
European pharmaceutical market from blockbustericbe buster portfolios (Anon, 2006d),
manufacturers pursuing a specialty strategy willfmeeasingly able to realize market shares
that exceed those on the aggregate level. A remannhple has been the emergence of the
therapeutic class of oncology (McCabe et al., 2@@8ljack, 2009), with Roche gradually
developing a dominant position on a global scaleoi® 2009b). The general characteristics
of limited competition in sub-markets are traceaiblduture markets — therapeutic classes
where most products are still in clinical developte as well (Karlberg, 2008). While the
relative importance of therapeutic classes is sijeto changes based on the described
mechanism, the most important European market setgrhave been rather stable over time.
Again, this supports the assumption that competitigthin the originator market is not as
pronounced as it could be. While the importanceastliiovascular treatment has decreased,
the remaining market segments remained largelylestabd despite growing originator-
generic competition over time, oligopolistic stugts within market segments are highly

likely.
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Graph 30: European sub-market shares 2001 and 2008

Cardiovascular Cardiovascular
Other 24,7% 19,2%
33,3% Other
40,5%,

Central-Nervous-
System
17,6%

Central-Nenous-

. System
Respiratory

9.8% Alimentary 16,5% Respiratory Alimentary
' 15,7% 9,0% 13,6%
2001 2008

Source: Datamonitor

An additional factor undermining competition betweeriginator companies within the
European market has been identified by a recemndrsemuiry conducted by the Directorate
General Competition (DG Competition). The analyggianning the period from 2000 to 2007
found that originator companies use defensive paaed publication strategies to prevent
other research-based companies from developing dregs in the same sub-market.In
addition, IP infringement claims were used to prbtene’s development strategy (DG
Competition, 2009: 379-440). However, the reponival as responses of industry during the
consultation stressed, that the dimension of settawiour is hard to quantify exactly (Killick
& Dawes, 2009). Judging the degree of competitietwben originator companies in light of
the available data, it is concluded that the specifarket structure as well as company
behaviour will lead to oligopolistic structures hiit submarketé® Economic theory suggests
that such structures result in inefficiencies (Gr&i Malek, 1995), but it can be argued that
the negative impact is limited and even represamecessary incentive to stimulate future
innovation. In addition, the oligopolistic structurs temporary since generic pressure will
impact as soon as the market turns off-patent (Magaet al., 2004). Therefore, the
safeguarding of originator — generic competitiomital from the perspective of single market
completion and the stimulation of competition (§e2006; Simoens & De Coster, 2006).
Aggregated data supports the assumption that atirgeneric competition has grown in the
European Union. While in 2002 generics had a vahare of 7.4 percent recent figures for
2008 estimate a European sales volume of roughlypeét@ent (Datamonitor, 2003; IMS

Health, 2009¥*° Focusing on sales volume conceals the growing itapoe of generics in

291 Defensive strategies are no European phenomenthale been discussed as a general problem nelgativ
affecting R&D productivity (Heller & Eisenberg, 1998

292 This finding must be interpreted carefully, sinbe situation can vary on the national level andvbeh
therapeutic classes. Furthermore, previous stueileshasized strong competition in originator markets
(Pammolli et al., 2010).

293 Unfortunately, reliable estimates regarding theofaan generic market during the 1990s are notadlei
Since the rising shares are mainly the result mfelscale expiry of blockbuster drugs, the numisars be
considered considerably lower (IMS Health, 2009).
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terms of sales volume and thus the contributiofulfii pharmaceutical demand in Europ¥é.
Given the expiry of IP protection of many blocklarstin the next years (Anon, 2007) and a
high percentage of generics currently seeking apricGA, 2007) this trend is sustainable,
potentially reaching US levels were generics mga® percent of volume sales in the off-
patent market and 65 percent of total pharmacduiiclume sales in 2008 (IMS Health,
2009; Larkin, 2008). Moreover, the rising importanof biosimiliars and the strong
involvement of the European generic industry irs theld can be expected to contribute
significantly to future growth (DiCicco, 2006}> While the present level of competition in
off-patentsubmarkets resulted from the cited internal fagttine role of national policies
must be acknowledged. Policies to stimulate gerarlustitution have been employed to a
varying degree by national governments, in an giteto consolidate health budgets
(Andersson et al., 2007; Garattini & Tediosi, 2000he data suggest an increase of
competition in the Europeanif-patentpharmaceutical market. Yet there is ample evidence

that generic competition in the European singlekeiais still far from a social optimum.

Graph 31: Share of generic products in Europe 2005- 2009 (volume sales %)
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To protect submarkets from generic competitiongioator companies apply similar tactics as
to prevent me-too products from market entry. Camgmuse patent cluster and defensive
patenting, which, given the much more limited resea of generic producers, can have a
detrimental effect on generic development costselated strategy has been the so called
evergreening, depicting minor variations of exigtiproducts, the creation of second

generation or follow-up products and the patenthgrocesses in order to extend the patent

2% While the EU average does suggest a homogenauidi®n, market penetration of generic producithin
the European Union differs widely on the nationalele ranging from six percent (ltaly) to nearly leig
percent (Latvia) (EGA, 2007).

2% Bijosimiliarsare generic versions of biopharmaceutical products
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life cycle and impede generic development (Bansal.e2009; Whitehead et al., 2008). The
legitimacy and extent of this practice is heavibntested and the discussion within Europe
has become much more controversial in light offthéings of the sectoral enquiry (Becker,
2009; Jorge, 2009; Mooney & Parker, 2007). Whikeitiquiry found that the aforementioned
strategies are applied regularly, several additiom@asures to prevent generic competition
were identified. Originator companies have incneglyi used patent litigation as a means to
delay generic entry and the number of cases “reselyfourfold from 36 in 2000 to 132 in
2007” (DG Competition, 2009: 214). Litigation isgpwnged, since patents are granted on the
national level resulting in multiple separate lavits Given an average duration of 2.8 years,
such action can have a decisive impact on genentpetition (DG Competition, 2009: 228).
Interim injunctions are used during litigation toepent generic companies from realizing
profits, while the originator company is not affedt by this measure. In addition,
manufacturers have threatened wholesalers selemgrgcs with legal proceedings. Beyond
legal measures, companies apply communicationegiegt to defame generic products by
raising legal and quality concerns. This includesnmunication to authorizing agencies,
reimbursement bodies and doctors as well as negativertising in medical journals (DG
Competition, 2009: 312-342). While the findingstleé inquiry must be interpreted cautiously
(Killick & Dawes, 2009), the claim of restricted ropetition in the European pharmaceutical
sector is substantiated further by legal proceesdiagainst originator companies. The
AstraZeneca decision by the European Commissi@®@b has been a prominent example in
this regard (Lawrance & Treacy, 2008j.Drawing on the presented data, competition in the

pharmaceutical sector must be considered as ttestric

8.2.2Access to pharmaceuticals

From the perspective of consumers, a single phaut@al market should result in better
access to treatments. Harmonization of regulatotgri@ and processes should have impacted
positively in this regard both from a qualitativedaquantitative perspective. Drawing on the
rising application numbers, new and innovative tiremts have become available to all

citizens of the European Union. However, not onlyavative treatments authorized under the

2% |n 2005, the Commission found the Swedish compstyaZeneca guilty of abusing its dominant position
when it decided to withdraw the market authorizafior the capsule form of Losec shortly after idioing
the tablet form, to prevent generic producers femtering the market. In addition, AstraZeneca wasised
of abusing the patent system and Supplement PiarteCertificates (SPC) to extend market exclusivity
(Manley & Wray, 2006).
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centralized procedure contribute to the increasacsess. While products authorized under
the decentralized procedure do not represent thatigpinnovation in a strict sense, they
represent alternative treatments with potentialtemal therapeutic benefits, for example less
side effects or higher efficacy. Access to gendnas been improved as well, by opening up
the centralized procedure. In light of these dgwalents, the creation of a single European
pharmaceutical market has delivered on its promigéscloser inspection, this positive
account has to be reconsidered. First, an increfagathorized products does not necessarily
meet the specific distribution of demand for praduand result in different access for
different patient groups. Given the focus of mosinofacturers on certain therapeutic areas
and risk-averse development strategies, access beilluneven in different indications.
Therapeutic areas promising little financial inceed attract fewer products, as the
development of the European orphan drug market sfiwWhile over 500 orphan
designations have been defined under the Europgéuaum regulation, only 45 products were
authorized in 2008 (Heemstra et al., 2008). Theaty represents an improvement to the
situation before the new regulation entered intadaand orphan drug development seems to
gain momentum (Heemstra et al., 2008), yet acaessphan drug treatment still is severely
limited (Joppi et al., 2006, 2009). Second, genaress is limited by the occurrence of
different drug lags, depicting a delay in treatmérite first type of drug lag relates to the
availability of new treatments in major pharmacealtimarkets. Since the 1990s, the US has
regularly been chosen for first approval and lauothew products, with subsequent launch
in the European market (Grabowski & Wang, 2006;jiT&uTsutani, 2008, 20103 In
addition to thisAtlantic drug lag, the single market is hampered by thstemce of an internal
drug lag between member states. The timing of acessl the availability of specific
treatments differs widely. Considering the extenthe temporary drug lag within Europe for
products authorized under the centralized proceddexer, Mejer and Neuhaus (2007)
estimated a variation between 3.5 (Germany) anél atinths (Belgium). A report by IMS
health commissioned by the EFPIA, covering 20 Eeaop countries reconfirms these
assessments (2007). Access delays do represanpadiment to the completion of the single
market, yet the persistence of permanent differencedrug availability does constitute a
more fundamental problem. Regarding the uniforroityaccess within the EU 15 a study by

Folino-Gallo and his colleagues found that “only @%@ll the active ingredients are available

297 The same argument can be applied on the global, leith companies not dedicating enough R&D
resources on treatments for neglected disease|ynadfecting people in low-income countries (Trdeil et
al., 2002).

2% Drug launchdepicts the actual marketing and availability afrag on the market.
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in all the participating countries” (2001: 4445.More recent data compiled by the HMA

covering the whole European market point to comtirsunational disparities.

Graph 32: Average launch delays in selected Europea n countries (in days)
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Source: adapted from IMS Health (2007). Note: In Germany and the UK no delay can occur, since pharmaceuticals can
be marketed instantly after market approval (IMS Health, 2007).

299 Even though completion of the single market cowdrtterpreted extensively, it must be asked ipediducts
have to be available in all member states. Howef/essential medicines are missing from severahber
states as in the current situation (Task Force aalébility of Human Medicinal Products, 2007) tipiints
to a lack of regulatory effectiveness.
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Unsurprisingly, the differences in access mainfgcfthe group of accession countries, even
though variation within the EU 15 is traceable asllwMany smaller member states
experience problem of access to essential pharrealeproducts. While access delay can be
of temporarynature, with some countries experiencing significdelays and shortages, in
other instances products never were brought onmieket resulting in a permanent access
problem (Task Force on Availability of Human Medial Products, 2007: 6-15). In light of
these findings, the uniformity of access both frantemporary and permanent perspective
within the European Union has not been achievethisopointing to a clear lack of single

market completion.

8.2.3Impact of the approval regime on the completion othe single market

As in the case of innovation, it must be asked Hfwopean regulation impacted on the
completion of the single market and the stimulaiddrcompetition and access. Considering
the impact on inter-originator competition, theatren of a European approval regime and
more specifically the centralized procedure cleaglyresents a reduction of regulatory costs
and therefore a reduction of regulatory barriersclampanies entering the European market.
However, the reduction of entry barriers does ndfice to stimulate entry of originator
competitors into submarkets, requiring substanR&D investment. Such decision will
mainly depend on the prospective market size, thmher of existing competitors, entry
barriers (e.g. defensive patenting) and compargegerience (Nerkar & Roberts, 2004,
Pauly, 2007; Vernon, 2005). Whilegulatory conservatisncan reduce the probability of
actual market entry, the impact of the current l&iguy setting on inter-originator
competition compared to other strategic considematishould not be overstated. This
assertion must be corrected when the contributibnregulation to originator-generic
competition is considered. As in the case of imtéginator competition, the introduction of
the European framework has streamlined the appregalirements depicting a reduction of
entry barriers for generic substitution. Most ndtathe introduction of th&+2+1 provision
leading to a harmonization of data exclusivity ath@ introduction of thebiosimiliar
regulation (Roox, 2006), facilitated generic conitjt. At the same time, the prevailing lack
of generic competition in Europe calls for a reddesation of the regulatory impact. As in
the case of originator producers, generic manufactyu despite substantially lower R&D
expenses, will have to weigh the options beforeketaentry. While approval has become

easier under the European regulatory frameworkemges still face entry barriers. Product
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launch is hindered by the various strategies oaigin companies apply to prevent market
entry. While the identified mechanisms clearly effgeneric entry, the main barrier must be
seen in the fragmented nature of national pricimgl aeimbursement approaches and
respective national generic policies. European negngiates adopted distinct policies,
approaches and structures to regulate generic,editgctly affecting market penetration.
Despite the variety and associated regulatory castgeneral reason for the lack of generic
competition must be seen in the increased pressuigeneric prices, reducing existing and
already comparatively small margins (Simoens, 20@®)llowing from this, the limited
impact of (approval and safety) regulation on geneompetition is revealed. Generic
competition is mainly influenced by national podisj “because of European harmonisation,
patent legislation and approval procedures no loraféect much the development of
generics”(Garattini & Tediosi, 2000: 149).

In contrast to the facilitation of supply side caetipon, the impact of the regulatory
framework on access is much more intuitive. Botlogaan procedures theoretically allow
for the marketing of pharmaceuticals throughoutdimgle market. A closer look reveals the
impact of the regulatory framework and the decéimtrd procedure more specifically on the
prevalent access problems within the European Unmly a small number of countries,

serving as concerned member states, are normathvied in the decentralised procedure.

Graph 33: Number of involved countries (CMS) within the mutual
recognition/decentralized procedure
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Applicants using this procedure do obviously natspe a strategy of uniform marketing, but
target a limited number of European countff@dt can be argued, that the focus on a limited
number of countries represents only a minor probs&ence drugs authorized through the
decentralized procedure in most cases target &statiltherapeutic class&s.Nevertheless,
this constellation negatively affects customer choand aggravates the existing national
differences in product availability. While the selee character of the MRP/DCP explains
variations in permanent availability of pharmaceais, it does not explain th&lantic drug

lag and temporary drug delays within the Europeaioil As previously discussed, market
approval times have converged both within the EeaopUnion and on the global level.
While remaining national differences in the implaeration of approval decisions as well as
different organisational capacities of national ulagpry authorities may serve as an
explanation, such differences cannot be responfibliae considerable delay/.

Again, the reasons for these developments arehirniost part beyond the scope of the
regulatory framework. Drug delays within the Eurapanarket have been largely attributed
to the distinct national pricing and reimbursemprdcesses. While it is tempting to blame
these regulatory burdens for the drug delays, ndseto downplay the role of strategic
behaviour on behalf of the launching companies &@ar & Ghislandi, 2007). This argument

is connected to the interdependence of nationalings system and the phenomenon of
parallel trade. Since certain member states usgsgrderence pricing — based on prices in
other member states — companies have an incewtidelay drug launches in some member
states in order to maximize total profits (Danzorale 2005). Furthermore, pharmaceutical
producers delay or even refrain from launching potsl in countries with low pricing levels,

since this will reduce the negative impact of dataxport from these countries on revenues
in high price countries (Ganslandt & Maskus, 208%)Unfortunately, the European market
structure is conducive to such strategic considerat While the biggest five markets —

France, Germany, lItaly, United Kingdom and Spaiaceount for roughly 73 percent (DG

Competition, 2009: 20), most European member staf@esent small market shares and in

combination with lower price levels and specifiecprg regulation, strategic considerations

%% Note that thenew proceduresinderlying the calculation can include reapplimasi and therefore might
overstate the focus on few countries. Howevergtita do not allow for a verification of this asgsrt

%01 80 percent of pharmaceuticals under the MRP/DRauhare are generics (Kenny, 2008).

%92 |Industrial representatives are increasingly dritig the insufficient regulatory capacities andeaific
national selection criteria for accepting RMS statesulting in long waiting times for review tinas of
national agencies (Costa & Barea, 2009; SeniorQR01

303 parallel trade itself can lead to availabilitplplems even in bigger markets if large quantitiesexported
from cheapercountries as the recent experience of drug shestagthe UK has shown (Pagnamenta, 2008).
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of companies will result in delayed or no accesallaf” Put differently, while a drug may be
authorized this does not mean that it will be mee#&” The HMA report on the availability
of medicines reaffirms the causal relationship leetwv access, market attractiveness and
companies’ behaviour:
“The unavailability of some medicinal products posereal threat to public health and welfare. [...]
The main reason for the industry not to put theidpicts on the market in a Member State seems to be
the size of the market. Size of the market andnatilanguage are closely connected, since tramslat
of information and labelling of medicinal produdts national languages is not a problem for big
markets, but is considered unfeasible for smallketar The size of a market is an obvious reason why
pharmaceutical companies are not willing to acdbgt extra costs involved (pharmacovigilance,
translations, scientific service, pricing, counspecific information, etc.) for markets that cannot
sustain profitability. The combination of differeptices and parallel import/export may be one of the
reasons for availability problems in certain maskitat is not due to the size of the market. [oagi
emphasis]” (Task Force on Availability of Human Madal Products, 2007: 4).
In light of these findings, it must be concludedttthe current regulatory framework plays
only a minor role, while national pricing regulatias well as company behaviour are crucial
factors. These findings point to a problematic asgmmetric situation: While the creation of
a European regulatory framework has increased ehamc decreased regulatory burden for
most producers, the identified shortcomings rega@rdaccess show that such positive
developments are not necessarily traceable oneimadd side of the market. While European
regulation has helped to increase the quality aodntity of available treatments, by
stimulating the development of innovative druggeintivizing research in orphan drugs and
specific paediatric needs as well as streamlinipgraval for generics, this does not

automatically translate into increased access Hactability.

8.3  Safeguarding of public health

The overarching goal of European pharmaceuticallagign is the provision of effective and
safe drugs to the European citizens. Assessingetipdatory impact on public health should

thus consider both aspects. First, effective pheemt#cals can be expected to positively

%04 As the HMA report states, drug launch is delayed sometimes permanent even in those countriemgerv
as a reference member state (RMS), reducing tHmaviess of authorities to take over the role (Thskce
on Availability of Human Medicinal Products, 2007).

395 To a certain degree this paradox situation madn result from the regulatory framework, whichedaot
provide the right mechanisms to enforce availghil@n the other hand, forcing producers to launcipcts
in all markets would conflict with European econorreedoms.
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impact on aggregated health outcomes. Second, wagrproduct safety should have reduced

the occurrence and impact of unwanted side effects.

8.3.1Pharmaceuticals and European health outcomes

To assess the development and current state oicumlth within the European Union one
could draw on several well-established and commaslgd metrics. Starting with a rather
general measure, life expectancy within the Europdaion can be considered. A second
commonly used measure is the probability of infesth (Reidpath & Allotey, 2003). While
measures of mortality provide an important indicatbpublic health, it is important to apply
a qualitative perspective as well. A higher lifepestancy surely is positive from the
perspective of public health, but the quality ofliéidnal life years must be considered in this
regard (Jagger et al., 2008). Therefore, disakélitjusted life expectancies (DALE) can be
used, measuring the (expected) number of years tivdd in full health and without serious
health constraints, adding a qualitative dimensiothe assessment of public health (Mathers
et al.,, 2000; Murray & Evans, 2003). Data was esed from the WHO Health for all
database. Drawing on the development of life exgexst within the European Union, a
positive trend emerges with life expectancy of Elizens growing roughly 6 years between
1980 (74.18) and 2008 (80.61). Unsurprisingly, gfotvas been more pronounced in the old
member states. A comparable trend is traceabledimggthe survival of infants, as the rate of
children dying before the age of five has decreasedtinuously. While general life
expectancy and at an early age has increasedisagily both in the old and new member
states, changes in quality have been less prondueeen though pointing to a fairly high
degree of full health within the European societyaavhole. Drawing on the presented data,
general public health as measured by these outcbagesmproved significantly in the last
four decades. While research on mortality hasticadilly focused on socio-economic factors
to explain life expectancy increases (Cutler ef 2006), it can be assumed that better

treatment of fatal diseases had an impact on @wifeed trends as well.

This assumption is supported by the overall, yedenate, decrease of death rates for
common ilinesses with a potentially lethal outcamée same period. Accordingly, changes
can be partially related to differences in the ngamaent of these illnesses and improved
treatments. Indeed, studies have increasingly @oitd the relevance of healthcare regarding
the increase of life expectancy (Arah et al., 200&pn & Ulmann, 2006). More specifically,
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it is argued that changes in public health cantbréated to changes in the availability and
utilisation of pharmaceuticals (Cutler et al., 20Bfech & Richard, 2004; Grootendorst et al.
, 2009). In addition, the importance of innovatdregs has been increasingly considered as a
major factor in explaining decrease of standardtideates (SDR), the increase of life
expectancies and the quality of life (Lichtenb&@01, 2009; Weisfeldt & Zieman, 200Th.
light of these findings, a link between Europeararpiaceutical regulation and improved
public health can be established, since the ce&rgdhprocedure as well as the orphan drug
regulation intended to strengthen the developmemnmvative drugs and the introduction of
paediatric regulation aimed at an improvement afgdtherapy for children. Moreover, the
framework has had a quantitative impact: Since @agdrof generic drugs has become easier,
access for patients suffering from common (off-pteliseases within the European Union
has partially improved. Yet, the previous discussad regulatory outcomes regarding the
single market suggests, that both the impact ofrmpheeuticals on public health and
consecutively the impact of pharmaceutical regofatin public health has been much more

limited.

First, pharmaceuticals only represent one factthiwithe field of healthcare contributing to
public health outcomes and their importance withsignificantly between therapeutic areas.
Better diagnosis and prevention, new medical teldyes and improved disease
management are decisive in this regard as well d@mmlorst et al., 2009; Weisfeldt &
Zieman, 2007§°® Moreover, several studies point to the limiteceef§ of pharmaceuticals
and healthcare on life expectancy in developedesiesi especially in comparison to socio-
economic factors (Pocas & Soukiazis, 2010; Stodd@85; Ulmann, 1998) and this has been
reconfirmed for the EU 15 by Nixon and Ulmann (2D(&econd, the aggregated changes in
life expectancy within the European Union shouldl lm® mistaken for uniform improvements
(Jagger et al., 2008). Given the discussed probleireccess, the possible contribution of
drugs will vary between European member states lstdieen different patient groups.
Furthermore, differences between therapeutic ctadseth from a qualitative and a
quantitative perspective remain. The public heattpact of drugs will vary, for example
because of a lack of generic substitution allowimgbroader uptake or an outright lack of

treatment, as in the case of orphan diifgnother limiting factor for the contribution of

%% However, due to the interconnectedness of thasters, it seems impossible to quantify the exagtict of
pharmaceuticals, especially on the aggregated (&rebtendorst et al., 2009; Nixon & Ulmann, 2006).

%07 Another important aspect affecting the impact ofigg on public health are the costs associated with
generally increased pharmaceutical consumptiorpantianent medication (Moynihan & Smith, 2002).
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new drugs to public health can be seen in the m@nginational differences in diffusion of

innovative treatments (Schoffski, 2004). Finalljhetlack of fundamental innovations

diminishes the aggregated impact of pharmaceutmal&uropean public health (Motola et
al., 2005). Going back to the underlying questibnthes chapter, the influence of European
regulation regarding the improvement of public Heakems to be rather limited. Clearly, the
impact of approval regulation can be decisive siaadrug that has not been approved will
have no public health impact at all. Apart fromstihindamental gate-keeping function, the
Impact after approval is much more limited, sineetdrs outside of the regulatory scope
largely determine the possible public health béneffipharmaceuticals. If new drugs are
approved but access is delayed or even permanestiycted, the asserted positive impact on
public health is severely impeded. Existing diffezes between different patient groups can
only be partially reduced by the regulatory framewydor example, by developing incentives

for the development of needed, but commerciallytwactive, pharmaceuticals.

8.3.2Safety of (new) pharmaceuticals

Leaving the extent of the relative impact on pubialth aside, pharmaceuticals clearly
represent an important component of health careiwiEurope. While they should contribute

to personal health, their consumption can negativepact on personal and public health, if
adverse drug reactions (ADR) are experienced. Almegly, the discussion of the regulatory

impact on public health must consider changes armphceutical safety as well. Starting with
a general observation, the absence of a major @tauntical crisis comparable to the extent
of the Thalidomide disaster within the Europeanddncan be interpreted as the result of
improved drug safety and functioning regulationd@ileer, 2009). Even though there have
been several pharmaceutical incidences within ti@@ean Union in the last decades, with
Lipobay and Vioxx being the most publicized onég, humber of severely affected European
patients has been limited. While this argument thigh face validity, the absence of crisis
does not serve as a reliable estimate of risk sevdbemming from pharmaceutical

consumption. A more direct measure of pharmacdutisks can be seen in the previously
discussed reported numbers of ADRs. Unfortunatedyriumber of (all) reported ADRs does

not serve as a reliable indicator for the evalumtbdrug safety®® Instead the discussion of

%8 Evaluating drug safety solely based on reported ADRould imply an unrealistic perception of
pharmaceutical safety. Drugs will always have saide effects and it is therefore important to foous
those drug reactions representing unacceptable risk
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drug safety should focus on serious ADRs, reprasgihe real challenge to public health.
Accordingly, both serious ADRs resulting in hospitubmissions andatal outcomes
represent more appropriate indicators of the dafgtg impact on public health (McGavock,
2004a).

Even though adverse drug reactions are a commamoptenon, no systematic research on
incidence of serious ADRs within Europe exists. Wlihe interest in the subject has grown
over the last decades, there are virtually no studiomparing incidence rates between
European member states. Instead, research haseébcos local studies monitoring
admissions in specific hospitals, multi-centreddss and national databases. While
differences in sample size and methodology call &ocautious interpretation, results are
comparable to a certain degr@&Based on this assumption, trends in hospital alatis can

be charted. Drawing on the report by tBepert Group on Safe Medication Practices
established by th€ouncil of Europeg(2006), selected studies from three different mkrio
shed some light on the occurrence of serious ABRswveen 1980 and 1990, ADR hospital
admission rates varied between 0.2 — 11.5 perBeming the period of 1990-2000 rates have
been between 1.0 — 10.8 percent and changed te 1383 percent between 2000 and 2007.
This trend is reconfirmed by the available multire studies, estimating 1.1 — 3.3 percent
for the period of 1990- 2000 and 2.4 — 6.5 percdtdr 2000. Similar but slightly higher
numbers have been found for ADRs witnessed duragpitalization (Davies et al., 2007). In
light of the available data, it seems that serididRs have been on the rise in Europe.
Turning to the trends in fatal ADRs within Europbe development is less consistent.
According to data compiled by the WHO, the SDR eduby therapeutic agents has been

partially declining.

39 For a discussion of methodological differencesBeiger & de Blaey (2002).
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Graph 34: Standard death rates therapeutic agentsi  n Europe (1980-2008)
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However, there is reason to question this trenit,Rihe reliability of the WHO data can be
challenged’® Second, SDR levels reported to the WHO seem tloer than more recent
European studies suggest. A prominent study by Mammohamed suggested a fatality rate
of 0,15 percent for hospital admissions caused ByRAand 5700 annual deaths for the UK
and even 10.000, if fatal ADRs after hospitalisatave included (Pirmohamed et al., 2004:
18) 3! Similar rates have been found for the Netherlgmda der Hooft et al., 2006, 2008),
Sweden (Wester et al., 2008), Italy (Leone et28l08) and France (Pouyanne et al., 2060).

It is assumed, that incidence rates in Germanyckrge to these estimates (Grandt et al.,
2005). Since recent admission and fatality ratescamparable to studies conducted 20 years
ago (Pirmohamed et al., 2004: 18), it must be aaled that the burden of ADR within
Europe has at least remained constant or evenasede(Volkel et al., 2009). Putting the
consequences of fatal ADRs into perspective, it teen estimated that ADRs rank in
Sweden (Wester et al., 2008), anll 6 Germany as the most common cause of death,
accounting for 16.000 deaths in Germany each ya#lte( & Schonhofer, 2002: 478-479).
Finally, an impact assessment conducted in corgéxhe latest legislative review on the
European level estimated that “197,000 deaths par i the EU are caused by ADRs and
that the total societal cost of ADRs in the EU 7@ #®illion” (European Commission, 2008:
1). From the perspective of public health, theseetigments are worrying. Beyond the

310 National data in the database are missing for neaoytries and considering the constant valuessadime
it must be asked how reliable the data really are.

311 This number might even be too low, as it only cdess identified fatal events, leaving those adide were
not detected.

312 While most of the cited studies refrain from cédting fatality levels, they would be much loweaththe
5700 annual deaths that the study of Pirmohamedancblleagues suggests for the UK. These diffaenc
might be partially explained by different definiti® of ADRs.
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obvious personal implications of serious and fatderse reactions, their occurrence has a
decisive economic impact and represents a growimangial burden for national healthcare
systems (Gautier et al., 2003; Pirmohamed et @04 2Ritter, 2008).

The prevailing level of serious and fatal advensggcevents can be considered as an outcome
of regulatory failure. Again, this would imply th#te European regulatory framework is
decisive in this regard. As in the case of the jogsly discussed regulatory goals, it is argued
that both the impact of ADR on public health and tagulatory influence are limited. What
constitutes an ADR is a matter of definition, implty that the level of serious events as
ADRs in general might be subject to under- and estanations. While ADRs should be
limited to those reactions that result directlynfrahe drug, more inclusive definitions are
commonly used (Fernandez-Llimas et al., 2004). &atinan focusing on side effects of the
drug, it includes results of potentially wrong usamnd administration. ADR levels thus might
reflect the prevalence of medication errors anbganic illnesses to a certain degree. From
this perspective, the negative health impact of ABRot caused primarily by the respective
drug. This perception is reaffirmed by the factttbiee considered ADR studies estimate
between 22 and 80 percent of the serious andddtadrse events preventable (Madeira et al.,
2007: 392). This shifts the focus of regulationnirthe pharmaceutical product towards the
behaviour of actors involved in drug therapy. Cdaesng the role of prescribers, most
adverse events can be attributed to overprescrifimgGavock, 2004a) and overdosing
(Pirmohamed et al., 2004). Furthermore, ADR carthgeresult of inadequate information
regarding the risks and benefits of a given druglividual patient data and a lack of
pharmacological training leading to inadequate mitais (Aronson, 2009; Jonville-Béra et al.,
2005; Ritter, 2008). Turning to the patient's rol®DRs are caused by the previously
discussed issue of non-compliance (Raschetti £1899). Finally, demographic change as
well as current trends in drug therapy accounttlier prevailing levels of serious and fatal
adverse events. It has been found that elderlyemtatihave been affected by ADRs and
inadequate prescription to a larger extent (Gakagkt al., 2007; Hamilton et al., 2009;
Malhotra et al., 2001; Passarelli et al., 2005; tRolge et al., 2004). A contributing factor
must be seen in polytherapy, including the sim@tars consumption of pharmaceuticals
increasing the likeliness of drug-drug interact{@ecker et al., 2007; Madeira et al., 2007)

and personal genomic factors (Severino & Zompo4200

Obviously, many of the root causes of adverse svan¢ well beyond the scope of the
European regulatory framework. They are the resiuibformational asymmetries, a lack of
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error culture and risk awareness in drug therapweéver, this might not only be true for
prescribers but reflects a more general public ndsustanding of pharmaceutical risks and
personal responsibility. As James M. Ritter regagdeffective and safe drug therapy noted,
“it is the balance between benefit and harm th&iels rather than an unachievable ideal of
absolute safety.” (2008: 451). Yet pharmaceutitsisr seem to be downplayed by industry
(Clark, 2003) and absolute safety seems to be gubéimbraced within Europe. More
importantly, most European patients do not seerbeieve, that patient safety is within
individual responsibility. In a recently conductedecial Eurobarometer respondents were
asked, which organisations, bodies or authoritiesewnainly responsible for patient safety.
The result indicates that European citizens seeoomsider personal influence as negligible
(Eurobarometer 2010). Promoting public health frtime perspective of pharmaceutical
consumption will therefore necessitate a mind ckbaag behalf of prescribers as well as
consumers® Clearly, European pharmaceutical regulation hagrituted to public health
by providing a sound and continuous risk-benefgteasment of the drug, the provision of
information and the adoption of necessary measarease of drug risks. While these tasks
help to reduce the inherent product risks, it carsodve issues associated to the medication

process.

8.4  Conclusion: regulatory outcomes and the limits of egulation

Previous studies considered European pharmaceuéigalation and the regulatory network
as a prime example of effective European governaHoe identified lack of regulatory goal
attainment points to the difference of de jure dadacto effectiveness and calls for a critical
reassessment of these claims. The innovation dgpatithe European industry has been
stagnating and the global competitiveness of thdustry has decreased. While some
European companies are still among the group afingapharmaceutical manufacturers, US
based companies have become the driving force rwitie industry. After more than four
decades a single market for pharmaceuticals hadeen achieved. Competition remains
restricted and uniform access is not realized.inahile the introduction of new drugs has
helped to increase life expectancy and reduce thgel of iliness, the prevalence of serious
pharmaceutical safety issues negatively impactpurlic health. However, this does not
mean that the European framework has resulted galatory failure, but points to the
limitations of the current regulatory frameworkteesd.

313 For recent suggestions see (Aronson, 2009; Awéns 2003).
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While the competitiveness of the European indusnypartially influenced by European
regulation, this influence should not be overstatedovation may be partially connected to
approval, but it is hard to believe that regulatbuyden alone determines innovation capacity
and competitiveness. Pharmaceutical risk reguldiema gate-keeping function and impacts
on the ability of a company to recoup its R&D intveents. Yet there is little reason to
believe that the European framework has undulyricéstl these possibilities. Instead, the
reasons for the reduced competitiveness should dem $n differences in investment,
innovation systems and a lack of public-privatetpanships in the European pharmaceutical

sector, factors that are outside the scope of Eampegulation.

The same holds true for the creation of the sintgeket. While the streamlining of regulation
has created a single market from the perspectiappfoval, the stimulation of competition,
increased access and convergence of prices renbaigsly unaffected by European
regulation. Competition 