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ABSTRACT 

 

The European Union is continuously developing strategies, policies and regulations to 

confront Pandemic and Epidemic Diseases. The actions of the EU in this field do not 

happen in a vacuum but are instead embedded in a complex international and 

transnational network. This paper suggests the existence of a tension between public 

health policy and a twofold set of competing considerations: growing security 

concerns and market pressures. To structure the argument the paper examines three 

distinct but related aspects. First it clarifies the different levels of decision-making 

impacting on the EU’s policy and regulation of vaccines for PEDs: these levels are 

described as international, transnational and domestic, and the key players involved at 

each level are also identified. Secondly it analyses levels of responsiveness to and 

preparedness for outbreaks and analyses how past experiences have oriented the 

policy debate. Thirdly it discusses issues of accountability of vaccine developers, 

authorizing authorities and rule-makers involved in preparedness and response to 

emerging PEDs. 
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I. Introduction  

 

Pandemic and epidemic diseases (PEDs) represent major threats to societies because 

they are widespread in range and indiscriminate in their effects.2 The notion of 

potentially severe mass injuries or deaths, often coupled with intense pain and 

suffering, makes the legal and policy response to PEDs a very delicate subject, driven 

by competing and at times conflicting factors including value-based policy choices, 

public perception and economic considerations. The inherent complexity of this 

response is illustrated in general terms by Anniek de Ruijter and Hylke Dijkstra in the 

Introduction to this special issue. An integrated approach, with elements of both public 

health and security, is steadily establishing itself as a discrete niche of European 

policy.3  

The focus of this article is the EU policy and regulatory framework for the 

production and distribution of vaccines in the face of PED outbreaks. The essential 

elements of this framework are the so-called “mock-up” and “emergency” procedures 

designed, respectively, to rapidly approve and distribute vaccines in advance of a 

pandemic or once the pandemic has been declared. De Ruijter and Dijkstra identify 

four major drivers behind the growing health-security nexus in EU policy: the 

presence of systemic risks, a policy-making style generally reactive to events, 

expanding EU-level entrepreneurship and related progressive accumulation of 

competence. However, the central point of this article is complementary in so far as it 

identifies as a defining feature of the PED vaccines regulatory framework a tension 

between public health and a twofold set of competing considerations: on one hand the 

growing health-security nexus since the A-N1H1 influenza outbreak of 2009-2010, 

and on the other hand the role of market efficiency considerations and of the private 

sector, which in a market economy is inevitable when mass production and 

distribution of sophisticated goods such as vaccines is required. This tension 

introduces a further layer of intricacy, and the aim of this article is to suggest a 

research agenda with the goal of clarifying how these different factors interact and 
                                                        
2 The literature is vast, see for example: J.N. Hays, Epidemics and Pandemics – Their Impact on Human 

History (ABC-CLIO 2005); John M. Barry, The Great Influenza: The Epic Story of the Deadliest 
Plague in History (Penguin 2004); Jared Diamond, Guns, Germs and Steel: the Fates of Human 
Societies (Norton 1997); Hans Zinsser, Rats, Lice and History (first published 1935, Transaction 
Publishers 2007). 

3 Hylke Dijkstra and Anniek de Ruiter, ‘The Health-Security Nexus and he European Union: Toward a 
Research Agenda’ (2017) 8 European Journal of Risk Regulation (Introduction to this Special 
Issue). 
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contribute to define the space of public health in the complex realm of vaccines for 

PEDs. To do so, the article is divided into three sections discussing discrete but closely 

related aspects of the regulatory and policy framework. Within the discussion of each 

aspect, areas of tension between public health, security and the market will emerge, 

setting the perimeter of much needed sector-specific in-depth analysis. 

The first part outlines the EU policy and regulatory framework governing 

emergency vaccines. As health emergencies tend to be transnational in nature, the 

discussion moves from the international scene dominated by the WHO to the 

transnational networks in which the EU is engaged, and against that backdrop 

illustrates the technical details of the EU governance model to create a “chart” of the 

emergency vaccine regulatory framework. 

The second part examines the responsiveness and levels of preparedness of the EU 

vis-à-vis potential outbreaks against the backdrop of international strategies. Currently 

all existing vaccines approved via mock-up procedure in advance of potential 

pandemics are exclusively focused on influenza strains. Recent outbreaks of the Ebola 

and Zika viruses in West Africa and South America question whether the EU approach 

is sufficient in a world of ever-increasing individual mobility.4  

The third and final part discusses the accountability of vaccine developers, 

authorizing authorities and rule-makers involved at various levels in PED vaccine 

mock-up and emergency procedures. The focus is on the extent to which the EU 

framework balances imperatives of expediency with the need to guarantee sufficient 

levels of transparency and accountability to avoid generating further threats. 

 

II. Contextual Analysis of EU PED Vaccine Governance 

 

Understanding the multilevel governance framework in place to counter PEDs requires 

first and foremost a general acknowledgment that public health emergencies are 

inherently transnational as diseases do not stop at national borders. 5  Complex 

                                                        
4 Data for the year 2015 show that travel to and from extra-EU countries represents as much as 37% of 

the total EU civilian air traffic, 12,9% to and from Africa, 7,1% Central and South America, 12,2% 
Middle East, 2% the Indian subcontinent, 8,9% Far East, 37,2% non-EU Europe (including Russia), 
19,1% North America, see Eurostat, ‘Air Transport Statistics’ (November 2016) available at 
http://ec.europa.eu/eurostat/statistics-explained/index.php/Air_transport_statistics (last accessed 28 
July 2017). 

5 See among others Lawrence O. Gostin and Devi Sridhar, ‘Global Health and the Law’ (2014) 318 New 
England Journal of Medicine 1732; David Fidler and Lawrence Gostin, Biosecurity in the Global 
Age: Biological Weapons, Public Health, and the Rule of Law (First Edition, Stanford Law and 
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international and transnational bodies and processes are involved in the definition and 

identification of, and subsequent reaction to, PEDs and ensuing emergencies. There 

are four different levels at which different stages of decision-making take place, to 

which correspond four different types of actors involved, with discrete roles and 

driving motivations – as succinctly depicted in Table 1. 
Table 1 – Synopsis of decision-making levels, actors involved, their roles and main drivers 

Decision-
making level 

Key Actors Key Roles Main Drivers  

Public 
International 

WHO  
 

- Providing definitions of 
emergencies and of Pandemics 
and Epidemics;  

- Providing overarching 
guidance on reactive measures 

- Providing “blue print” of 
regulatory measures 

- Public Health 
- Biosecurity 

Hybrid 
Transnational  

ICH 
 
ICMRA 
 
FDA-EMA platforms 
 
Other networks (e.g. 
AVAREF) 
 

- Development of safety, quality 
and efficacy standards; 

- Development of sector 
specific emergency 
governance guidelines 
including marketing 
authorization standards; 

- Influencing policy through 
standard-setting decisions; 

- Information sharing platforms. 

- Market Efficiency 
- Public Health 

 

Public 
Domestic 

EU Commission 
 
EMA  
 
ECDC 
 

- Establishment of domestic 
priorities and 
responsive/preventive 
mechanisms; 

- Merging of international and 
transnational guidelines with 
domestic policies and interests 

- Public Health 
- Market Efficiency 
- Biosecurity 

Private 
Domestic and 
Transnational 

Industry  
 
Public interest 
organizations 

- Lobbying towards definition 
of policy priorities within 
domestic decision-making 
bodies (in particular within 
EMA - “new governance” 
model); 

- Negotiating technical contents 
at the hybrid transnational 
level (ICH) 

- Market Efficiency 
- Public Health 

 

Section 1 considers the international and transnational levels, while the domestic level 

will be developed in Section 2. The aim is to map interwoven policy and regulatory 

frameworks in order to enable a subsequent analysis of the substantial and procedural 

challenges the EU is faced with when it comes to PEDs. As the various levels are 

analyzed, the tension between health, security and market will become progressively 

clear.   

                                                                                                                                                                
Politics 2007). 
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1. The International and Transnational Framework  

 

a. The public international level  

 

In the realm of PEDs, the World Health Organization (WHO)6 defines epidemics as 

follows: 
“The occurrence in a community or region of cases of an illness, specific health-related 

behaviours, or other health-related events clearly in excess of normal expectancy. The 

community or region and the period in which the cases occur are specified precisely. The 

number of cases indicating the presence of an epidemic varies according to the agent, size, and 

type of population exposed, previous experience or lack of exposure to the disease, and time 

and place of occurrence”7 

A pandemic on the other hand is “an epidemic occurring worldwide, or over a wide 

area, crossing international boundaries and usually affecting a large number of 

people.” 8  Epidemics and pandemics can trigger the declaration of a “state of 

emergency” by WHO,9 which forms the basis for the adoption of special measures – 

and in particular, for the purpose of this article, emergency approval of vaccines.10 In 

the face of PEDs, WHO functions as the coordinating entity for the operation of the 

International Health Regulations 2005 (IHR),11 which stipulate a range of reactive 

measures including (but not limited to) surveillance and reporting duties on states, 

collaborative risk assessments, and coordination of international responses. The IHR 

(2005) establish a complex framework, which appears to be increasingly characterised 

by biosecurity instances (particularly regarding readiness and response to major 

epidemic-prone diseases such as viral hemorrhagic fevers like Ebola).12 Interestingly, 

                                                        
6 On the general role of WHO see for example Lawrence Gostin, Global Health Law (Harvard 

University Press 2014). 
7  “Epidemics” in WHO, “Glossary of Humanitarian Terms” (2008), available at 

http://www.who.int/hac/about/reliefweb-aug2008.pdf?ua=1 (last accessed 28 July 2017). 
8 Heath Kelly, “The Classical Definition of a Pandemic is Not Elusive” (2011) 89 Bulletin of the World 

Health Organization 540; see also JM Last (ed.), A Dictionary of Epidemiology 4th Edition (Oxford 
University Press 2001). 

9 A Public Health Emergency of International Concern (PHEIC) is declared by the Director-General of 
the WHO pursuant to the International Health Regulations IHR (2005) and is defined as: “an 
extraordinary event which is determined […] i. to constitute a public health threat to other States 
through the international spread of disease; and ii. To potentially require a coordinated international 
response.” 

10 See section 2 below on the EU regulatory framework for PED vaccines. 
11  WHO, International Health Regulations (2005) 2nd Edition (Geneva 2008), available at 

http://www.who.int/ihr/publications/9789241596664/en/ (last accessed 28 July 2017). 
12 See WHO Core Functions in Emergencies Preparedness and Response, IHR (2005); on rapid response 
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while the focus is on rapid exchange of information and assessments, containment 

strategies and hygienic preventive behaviors, little is said on vaccine development as 

such.  That appears to be still a very much disease-specific feature, largely focused on 

what has been for decades the focus of vaccine R&D for infectious diseases: 

influenza.13 

Since the 2009 A-H1N1 (“Swine Flu”) outbreak, the Global Action Plan for 

Influenza Vaccines (GAP)14 attests that several lessons have been learned in terms of 

reactivity, clinical trial organization and preventive measures.15 A general plan on 

influenza pandemic preparedness and response16 has been developed in time, which 

should guarantee relatively well-rehearsed regulatory cooperation in the face of 

pandemic or epidemic influenza through ad hoc fora such as the International 

Coalition of Medicines Regulatory Authorities (ICMRA).17 A-H1N1 was a rather 

severe test for the IHR (2005), which were supposed to ensure surveillance and early-

warning mechanisms.18 One of the major criticisms levied against WHO during the 

“Swine Flu” outbreak was the alleged “overstatement” of the actual severity of health 

threats posed by the disease, which ended up causing significantly less fatalities than 

“regular” annual influenza strains.19 This raised questions as to the true necessity of 

emergency vaccine production and distribution, as well as the modes of testing and 

production of large quantities of such vaccines – distributed in the EU by private 

companies protected by strong contractual liability shields with Member State 

governments.20 Since the Swine Flu crisis the international response to emerging 

                                                                                                                                                                
mechanisms see also the Global Outbreak Alert and Response Network (GOARN) at 
http://www.who.int/ihr/alert_and_response/outbreak-network/en/ (last accessed 28 July 2017).    

13 JK Taubenberger, DM Morens et al., “Influenza: the Mother of all Pandemics” (2006) 12 Emerging 
Infectious Diseases 15. 

14 For an overview of GAP see Laszlo Palkonyay and Hiba Fatima, “A Decade of Adaptation: 
Regulatory Contributions of the World Health Organization to the Global Action Plan for Influenza 
Vaccines (2006-2016)” (2016) 34 Vaccine 5414. 

15 Harvey Fineberg, “Pandemic Preparedness and Response – Lessons from the H1N1 Influenza of 
2009” (2014) 370 New England Journal of Medicine 1335 

16 Ibid.; and John-Arne Rottingen, Dimitrios Goulas et al., “New Vaccines against Epidemic Infectious 
Diseases” (2017) New England Journal of Medicine DOI 10.1056/NEJMp1613577. 

17 WHO –Regulatory Collaboration, “The International Coalition of Medicines Regulatory Authorities 
(ICMRA)” (2015) 29 WHO Drug Information 3. 

18 Fineberg (n 15) 1336-1337. 
19 In the space of one year the A-H1N1 virus had killed approximately 18,000 people globally, which is 

about 4% of the 250,000 to 500,000 annual deaths caused by ‘regular’ influenza – see WHO Fact 
Sheet Communication n. 211, April 2009. 

20 The contracts between producers and Member States in the EU for the sale and distribution of A-
H1N1 vaccine were characterised, Europe-wide, by the explicit provision of liability exemption 
clauses. See also Daniel Orenstein, “When Law is not Law: Setting Aside Legal provisions during 
Declared Emergencies” (2013) 41 Journal of Law Medicine and Ethics 73. 
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influenza strains has been maturing. However, quid when the infectious disease 

threatening regional or global outbreaks is not influenza and therefore falls beyond the 

scope of the post-2009 GAP? IHR (2005) offers a reactive and containment plan that 

does not focus principally on vaccination. A WHO-designed R&D blueprint has 

however been developed and is constantly updated,21 together with the adoption of the 

so-called Emergency Use Assessment and Listing Procedure (EUAL)22, initiated as a 

consequence of the 2014 Ebola outbreak. The effectiveness of these measures will be 

further discussed in part III. 

  

b. The hybrid transnational level  

 

A significant difficulty when discussing PED vaccine policy and regulatory structures 

is the clear identification of every level of decision-making. While WHO provides a 

general “blueprint”, and the related initiatives mentioned above provide overall policy 

guidance, the “dirty work” of actual standard setting is often carried out at a hybrid 

transnational level. There are several players at this level. Of particular importance are 

the numerous cooperation platforms between EMA and FDA,23 which are currently in 

the process of being translated (if not transplanted tout court) into a number of other 

areas of regional integration 24  - this raises the problem of whether eminently 

“Western” mechanisms are the appropriate recipe for developing countries and 

regions. An interesting emerging transnational cooperating body is the African 

Vaccine Regulatory Forum (AVAREF),25 which allows African National Regulatory 

Agencies (NRAs) to collaborate in the design and implementation of clinical trials to 

expedite marketing approval and accessibility of emerging vaccines. AVAREF was 

                                                        
21 WHO, “An R&D Blueprint to Action to Prevent Epidemics: Accelerating R&D and Saving Lives” 

(2015) available at http://www.who.int/blueprint/about/brochure-2017.pdf (last accessed 28 July 
2017). 

22 WHO, “Emergency Use Assessment and Listing Procedure (EUAL) for Candidate Vaccines for Use 
in the Context of Public health Emergency” (2015) available at 
http://www.who.int/medicines/news/EUAL-vaccines_7July2015_MS.pdf (last accessed 28 July 
2017). 

23  See very recently FDA new release on Mutual Recognition of 2 March 2017, available at 
https://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm544357.htm (last accessed 
28 July 2017). 

24 Both SADC and GCC are currently in the process of adopting vaccine registration guidelines based 
on EMA and FDA model under the umbrella of ICH. 

25 Further details on AVAREF see Bartholomew Akanmori et al., “Regulatory Collaboration: The 
African Vaccine Regulatory Forum (AVAREF): A Platform for Collaboration in a Public Health 
Emergency” (2015) 29 WHO Drug Information 127, available at 
http://apps.who.int/medicinedocs/documents/s22001en/s22001en.pdf (last accessed 28 July 2017). 
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particularly active during the Ebola outbreak, enabling fast-track approval of clinical 

trials for potential Ebola vaccines – though the results of the trials have been limited, 

partially due to underfunding of the initiative.26 

Possibly the most influential body at this level is the recently renamed 

International Council on Harmonization (ICH)27 where regulators from a range of 

jurisdictions negotiate regulatory and standardization guidelines with representatives 

of the industry.28 The range of products covered by ICH is wide, and includes vaccines 

and blood products. Because of its controversial nature ICH will be discussed in 

greater detail in Part IV.  

 The supra-national level appears to be “split” between a public international 

sphere that has the ability and mandate to dictate general policy recommendations, 

reaction plans with increasing emphasis on biosecurity narratives, and a transnational 

level of technical decision-making reached trough public-private negotiations.29  

  

2. The EU Policy and Regulatory Framework for PED Vaccines – or the Public 

Domestic Level 

 

The European Union has developed a detailed legal and policy framework to confront 

the occurrence of influenza PEDs. The basis of the framework is laid down in 

Directive 2001/83/EC on the approximation of the laws for pharmaceuticals for human 

use,30 which provides for three different particularly complex approval procedures for 

pharmaceutical products in general, including vaccines. The possibility of amending 

(by way of simplification and shortening) the regular marketing authorization process 

is provided by Regulation (EC) 1234/2008,31 which lays down the “variations of the 

                                                        
26  WHO, “Identifying Regulatory Gaps” (2017) available at http://www.who.int/csr/research-and-

development/identifying_regulatory_gaps.pdf (last accessed 28 July 2017); Rottingen (16) 611-612; 
Jon Cohen, “As Ebola Outbreak Grows, Question of Using Vaccine Becomes more Urgent” (2017) 
Science available at http://www.sciencemag.org/news/2017/05/ebola-outbreak-grows-question-
using-vaccine-becomes-more-urgent (last accessed 28 July 2017). 

27 Formerly known as the International Conference on Harmonisation of Technical requirements for 
Registration of Pharmaceuticals for Human Use, more information available at http://www.ich.org/ 
(last accessed 28 July 2017). 

28 The original six founding members of ICH were the regulatory agencies of EU, USA and Japan, and 
respective regional associations representative of the pharmaceutical industry. 

29 This is further discussed below in Part IV. 
30 Council Directive 2001/83/EEC on the Community Code relating to medicinal product for human 

use, OJ 2001 L311. 
31 Commission Regulation (EC) No 1234/2008 concerning the examination of variations to the terms of 

marketing authorizations for medicinal products for human use and veterinary medicinal products, 
OJ 2008 L334. 
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terms of authorization” of pharmaceutical products containing several exceptions 

relating to vaccine approvals. For example, pursuant to art. 12, regular updates of 

seasonal influenza vaccines benefit from particularly simplified pre-marketing 

assessments. It is art. 21 that specifically tackles the PED scenario providing that once 

an influenza PED is declared by WHO or the EU itself “the Commission may 

exceptionally and temporarily accept a variation to the terms of a marketing 

authorisation for a human influenza vaccine, where certain non-clinical or clinical data 

are missing.” This provision is to be read in conjunction with the essential 

Commission Decision 1082/2013/EU (Health Threats Decision),32 which provides the 

more general framework for cases of cross-border threats to health, and calls for the 

application of mock-up or emergency procedures of vaccine approval designed by the 

European Medicines Agency (EMA). These are special procedures specifically 

designed for the rapid release of vaccines in the face of influenza PEDs, and they can 

be outlined as follows: 

- The mock-up authorization procedure allows pharmaceutical companies to prepare 

vaccines based on influenza strains to which very few humans have been exposed 

– this is to circumvent the obvious problem that when a pandemic breaks, the 

actual strain is not yet known and therefore not yet worked through. This 

procedure therefore necessitates strong scientific forecast modeling of potential 

outbreaks. Once the pandemic breaks out, companies are authorized to replace the 

“artificial” strain in their vaccines with the actual strain involved in the pandemic. 

- The emergency authorization procedure is conceptually different in so far as it 

does not involve “in lab” created vaccines, but rather the development of an 

entirely new vaccine based on rolling data supplied by manufacturers as they 

become available in the course of an outbreak, with stringent review and 

assessment deadlines for EMA and the EU Commission. The objective is the 

speedy granting of a “conditional approval” on the premise that the vaccine’s 

benefits outweigh its risk, with competent authorities maintaining special 

suspensory powers should the risk/benefit balance change in light of emerging 

data.33 

                                                        
32 Decision No 1082/2013/EU of the European Parliament and of the Council on serious cross-border 

threats to health and repealing Decision No 2119/98/EC, OJ 2013 L293. 
33 Detailed description of the mock-up and emergency procedures see EMA, “Authorisation 

Procedures” available at 
http://www.ema.europa.eu/ema/index.jsp?curl=pages/special_topics/q_and_a/q_and_a_detail_00008
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Beyond influenza, the Health Threats Decision creates a comprehensive policy 

framework, supported by a new body, the Health Security Committee, responsible for 

EU-wide coordination of reactive measures in the face of merging threats to public 

health, and reinforces the existing European Center for Disease Control (ECDC)34 by 

widening the scope of its Early Warning and Response System (EWRS).35 The Health 

Threat Decision constitutes a significant step towards bridging security policy and 

public health, in so far as it makes abundant use of security language, and finds its 

legal basis on Art 168 TFEU (which constitutes the legal foundation for the health-

security nexus in EU law in primary legislation).36 This appears to be coherent with 

the international trend suggested above, where the essential IHR (2005) and WHO 

emergency framework paint a similar picture. Yet, the EU mechanisms of fast-track 

approval for vaccines in the face of upcoming PEDs find their legal basis in Art 114 

TFEU (Approximation of laws) making the integration of the security element in this 

piece of the public health puzzle more complex. The impression is that of an 

unresolved hiatus. On the one hand a growing health-security nexus impacting public 

health through widening the number and nature of reactive measures at the disposal of 

public authorities in the face of upcoming widely defined health threats under the 

Health Threats Decision. On the other hand, a much more narrowly defined margin of 

operation in the realm of vaccine approvals.  

While the influenza pandemic scenario has been developed to a great level of 

detail both in policy and regulation, there remains a non-negligible level of uncertainty 

as regards different new emerging PEDs – situations in which the suggested hiatus 

might have practical implications. Of course, the development (and a fortiori the 

urgent development) of vaccines covering new or relatively unknown PEDs is 

characterized by inherent and unavoidable levels of scientific ignorance that create 

formidable obstacles to the discovery and approval of safe and effective vaccines. 

However, the difficulties encountered in recent outbreaks (Ebola and Zika in 

particular) may also be explained by reference to a concurrent aspect: the structural 

design of the EU medicines and PED governance framework, where market-driven 
                                                                                                                                                                

0.jsp (last accessed 28 July 2017). 
34 Regulation (EC) No 851/2004 of the European Parliament and of the Council establishing a European 

Centre for Disease Prevention and Control, OJ 2004 L142. 
35 Commission Decision 2000/57/EC on the Early Warning and Response System for the Prevention 

and Control of Communicable Diseases under Decision No 2119/98/EC of the European Parliament 
and of the Council, OJ 2000 L21). 

36 Specifically where art. 168 allows the EU to complement national policies in a series of situations 
including “monitoring, early warning and combating serious cross-border threats to health”. 
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factors influence medicine and vaccine R&D.  

 

III. Contextual Analysis of EU Levels of Responsiveness and Preparedness  

 

1. International Strategies in the wake of Ebola and Zika 

 

The international framework has been tested in recent years, to the extent that new 

strategies are in the process of being developed to face future PEDs.37 In particular, 

recent outbreaks of Ebola in West Africa and Zika in South America have revealed a 

series of structural weaknesses of the international strategies currently in place to 

prevent and react to emerging health threats falling outside the scope of the (now) 

well-developed framework for influenza diseases.38 As a matter of fact these outbreaks 

seem to prove a point raised by some commentators criticizing the general 

international attitude towards emerging diseases: eminently post-factum and disease-

specific rather than oriented at prevention and general healthcare provision in 

developing sites.39 From this perspective it is important to underline the WHO shift 

towards biosecurity – i.e. increasing attention towards preventive rather than reactive 

measures in high-risk sites – as these recent outbreaks have shown that the old 

strategies often fail. While it is beyond the scope of this paper to analyse better 

alternative health policies for locations where emerging health threats are more likely 

to develop, it is necessary to understand what went wrong in addressing remedial 

emergency prophylactic measures. 

From the perspective of scientific personnel directly involved in the outbreaks’ 

management, as reported in publications such as the New England Journal of Medicine 

or The Lancet, five technical issues have emerged when attempting to develop 

emergency vaccines and treatments. First, (i) there has been an obvious problem of 

communication between marketing authorization agencies of “producing countries” 

and the ones in “affected countries”, specifically with regards to the identification and 

                                                        
37 Catherine Yen et al., “The Development of Global Vaccine Stockpiles” (2015) 15 The Lancet 340; 

Claire Tully et al., “ Emergency Ebola Response: A new Approach to the Rapid Design and 
Development of Vaccines against Emerging Diseases” (2015) 15 The Lancet 356; Fineberg (n 14); 
WHO (n 20). 

38  Fineberg (n 15); John Treanor, “Influenza Vaccination” (2016) 375 New England Journal of 
Medicine 1261. 

39 Suerie Moon et al., “Will Ebola Change the Game? Ten Essential Reforms before the Next Pandemic. 
The Report of the Harvard-LSHTM Independent Panel on the Global Response to Ebola” (2015) 
386 The Lancet 2204. 
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applicability of testing standards.40 Two related capacity problems in affected sites are 

(ii) the weakness or absence of ethics review committees, making circulation of 

clinical data from affected countries extremely problematic, and (iii) the total lack of 

experience in the design and conduct of clinical trials in affected countries.41  

More to the point, there appears to be a general lack of guidelines on the 

conduct of trials in emergencies.42 While fast-track studies can be conducted and 

designed in Western countries, the levels of know-how and capacity required to 

conduct such trials while maintaining minimum standards of quality are exclusively 

available in highly developed sites, definitely not in the affected areas (raising the 

general question: is on-site post-factum intervention an appropriate model?).43 A 

fourth (iv) issue regards the limited impact under current circumstances of the WHO 

EUAL,44 as these are meant to work as a sui generis form of WHO prequalification in 

emergencies, but require pre-existing groundwork (i.e. trial data) to be effective.  

Finally (v) there has been an alarming lack of leadership in coordinating global 

reactive regulatory efforts (to be addressed by the emerging role of ICMRA).45 A 

study recently conducted by WHO personnel claims that lessons have been learned 

from the Ebola crisis and that progress is being made across all the five contentious 

points raised above.46 However no concrete evidence is provided and the various areas 

of improvement are rather developed as normative guidelines for future action. One 

element of particular interest will be the future use of EUAL procedures, which are 

“tailored to emergency situations, when communities may be willing to tolerate less 

certainty about the efficacy and safety of products given the consequences of the 

disease”47 when treatment is not yet available. The WHO study concludes with an 

observation that the revised international framework is being currently tested by an 

ongoing outbreak of Lassa Fever in Guinea, with two vaccine candidates in the 

process of undergoing EUAL procedure.48 This was a year ago, and it is not yet clear 

whether substantial progress have been made as WHO has launched a public 

                                                        
40 Ibid. 
41 Ibid. 
42 Ibid.  
43 Ibid. 
44 WHO, EUAL (n 22). 
45 WHO, ICMRA (n. 17); WHO, Regulatory Gaps (n 26). 
46 Marie-Paule Kieny and Lembit Rägo, “Regulatory Policy for Research and Development of Vaccines 

for Public Health Emergencies” (2016) 15 Expert Review of Vaccines 1075. 
47 Ibid. 1076. 
48 Ibid.  
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consultation process on a “target product profile” for a Lassa Fever vaccine, 

suggesting that the research is still at a very early stage.49  

Policies and regulations cannot solve the scientific conundrums that hide 

behind the development of new vaccines, yet at least three fundamental questions 

remain in need of further investigation: (i) Are there sufficient regulatory options 

available for non-influenza PED outbreaks? (ii) Is the specificity of the emergency 

situation adequately translated into non-influenza PED regulatory frameworks? And 

(iii) Are there sufficient resources backing up the public health policy agendas and the 

nominal biosecuritization of specific health threats? 

   

2. EU’s Response/Prevention Balance 

 

The EU policy and regulatory framework shows weaknesses that are similar to the 

ones observed in the international community (commentators have gone to the extent 

of calling the Ebola outbreak a “debacle” for global health).50 The dichotomy here is 

even neater. PED reactive measures are in place at all levels for influenza diseases: 

there is an overarching legal framework, clear specific regulatory options and 

fundamental policy choices – all well organized into a coherent prevention/reaction 

scheme, coupled with explicit legal provisions for the expedited testing and approval 

of upcoming influenza vaccines (for regular seasonal influenza) as well as a stock of 

mock-up approved vaccines in advance of potential outbreaks of particularly 

pernicious strains (e.g. the Swine Flu or the Avian Flu).51 Unfortunately, it is not clear 

that this is the case for potential outbreaks of other PEDs.  

Art. 12 and 13 of Commission Decision 1082/2013 establish that when the 

Commission recognizes the existence of a pandemic, either in relation to human 

influenza or other serious diseases identified by WHO, that could result in health 

threats for the EU, Art. 21 of Regulation (EC) 1234/2008 can be triggered to allow for 

special authorization procedures. Yet the mock-up and emergency procedures are 

                                                        
49  WHO, “WHO Target Product Profiles for Lass Virus Vaccine” (2017) available at 

http://www.who.int/blueprint/priority-diseases/key-action/lassa-fever/en/ (last accessed 28 July 
2017). 

50 Moon (n 39); Jeremy Farrar and Peter Piot, “The Ebola Emergency – Immediate Action, Ongoing 
Strategy” (2014) 371 New England Journal of Medicine 1545. 

51  EMA, “Vaccine for pandemic Influenza”, regularly updated and available at 
http://www.ema.europa.eu/ema/index.jsp?curl=pages/special_topics/general/general_content_00046
2.jsp&mid=WC0b01ac058004b9ac (last accessed 28 July 2017). 
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explicitly limited to influenza.52  Reactive measures to Ebola and Zika are still 

entangled in the international difficulties described above. The key question here is 

whether the codified deference to WHO models of post-factum on site intervention can 

be accepted as appropriate in a world of (i) ever-increasing individual mobility,53 and 

(ii) resilient spreads in levels of public health between developed and developing 

countries; 54  or whether the increasing EU health-security nexus should prompt 

proactive action? Focusing specifically on PED vaccines, two observations can be 

made. First, it appears that although the policy framework is sufficiently developed 

through the Health Threats Decision, the legal framework to counter emerging health 

threats is still basic and its level of refinement distant from the predominant influenza 

model. In particular, the impression here is that while the accent of the growing health-

security nexus is generally placed on institutional reaction to health threats,55 vaccine 

development may be tied to a different set of considerations. These involve the 

practical identification of public health priorities, a theme that leads us back to the 

initial division in levels and actors.  

The private level identified above in Table 1 plays a central role here, as the 

EU system of PED reaction/prevention is based on incentive mechanisms for vaccine 

manufacturers to develop and distribute highly risky products. This reliance on 

market-based incentives poses the obvious problem that highly marketable products 

take priority within R&D industry strategies. This is not a particularly ground-

breaking observation but it is important to reflect on the fact that legal and regulatory 

frameworks can only achieve so much when the entire system is based on the premise 

that it is for the private companies to make the bulk of the investment.56 In this sense, a 

lesson could be learned from the experience of HIV treatments, the success of which 

rested predominantly on massive public (prominently US)57 R&D investment. As the 

previous section concluded with a series of question marks, the key political question 

                                                        
52 Article 21 of Regulation (EC) 1234/2008 explicitly refers to “Pandemic situation with respect to 

human influenza”. 
53 See supra (n 4). 
54 Anthony Fauci, “Ebola – Underscoring the Global Disparities in Healthcare Resources” (2014) 371 

New England Journal of Medicine 1084. 
55 See for example Chapters II (Planning), III (Epidemiological Surveillance and Ad Hoc Monitoring) 

and IV (Early Warning and Response) of the Health Threats Decision. 
56 Kieny and Rägo (n 46) 1076 observe that an element that remains problematic for the conduction of 

clinical trials for Lassa fever vaccines under the WHO R&D blueprint is the difficulty in finding 
adequate funding – “A key issue remains who will pay for clinical trials.” 

57 The United States President’s Emergency Plan for AIDS Relief (PEPFAR) more information 
available at https://www.pepfar.gov (last accessed 28 July 2017). 
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here is whether the health-security nexus that is occupying an increasingly significant 

space in EU policy language could function as a trigger for the engagement of actors 

and resources that a scheme based on private initiative alone cannot reach.  

 

IV. Reflections on Accountability in Transnational Market-Based Regulation 

 

Emergency situations tend to exaggerate and amplify difficulties and weaknesses 

experienced by complex systems under “normal” circumstances.58 In the case of 

PEDs, the key driver in the face of potential outbreaks is the imperative of ensuring 

the fastest accessibility of counter-measures (with an emphasis on emerging vaccines), 

as demonstrated for example by the Swine Flu crisis. 59  Yet the imperative of 

speediness and prompt market availability must be balanced by adequate 

accountability mechanisms short of which the paradoxical risk would be that of 

generating further threats. We have seen how the EU emergency approval framework 

is currently limited to influenza diseases, so these reflections apply more prominently 

to influenza vaccines, although they bear general relevance. 

While general policy and regulatory frameworks flow from the WHO down to 

domestic legal systems, the actual process of standardization where material 

requirements are developed and subsequently transposed into administrative processes 

is often outsourced. Again, this is not a particularly revolutionary finding. The EU, 

internally, is no stranger to this mechanism, which is normally referred to as the New 

Approach to goods. 60  A similar principle applies at a transnational level with 

transnational standard-setting bodies. 

 Standards and guidelines tend to be the product of negotiations between 
                                                        
58 See for example the work of French sociologists Francis Chateauraynaud and Didier Torny, Les 

Sombres précurseurs: Une Sociologie pragmatique de l’alerte et du risqué (Paris, EHESS 1999); 
and Francis Chateauraynaud, “La Sociologie pragmatique à l'épreuve des risques – Exercice de crise 
sur le dossier nucléaire” (1998) 44 Politix 76, the central argument being that the weaknesses of 
physiological societal dynamics are better explained through pathological outbreaks. 

59 The Swine Flu crisis is well explained by Harvey Fineberg, “Pandemic Preparedness and Response – 
Lessons from the H1N1 Influenza of 2009” (2014) 370 New England Journal of Medicine 1335, at 
1340. 

60 The New Approach to goods is an EU-designed architecture whereby directives or regulation lay a 
framework without tackling technical details that are left to standardization, certification and 
monitoring bodies (often private), for an explanation of the New Approach in an adjacent field 
involving health products see Barend Van Leuven, “PIP Breast Implants, the EU’s New Approach 
for Goods and Market Surveillance by Notified Bodies” (2014) 5 European Journal of Risk 
Regulation 338; Harm Shepel, The Constitution of Private Governance – Product Standards in the 
Regulation of Integrating Markets (Hart, Oxford 2005); Harm Schepel, “The New Approach to the 
New Approach: the Juridification of Harmonized Standards in EU Law” (2013) 12 Maastricht 
Journal of European and Comparative Law 521. 
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industry and regulators within hybrid forums. ICH has operated for 27 years as a 

hybrid public-private platform for regulators and regional representatives of the 

pharmaceutical industries of the EU, the US and Japan to harmonise regulatory 

requirements for marketing authorisation in their respective markets. The original 

functioning of the organisational machinery of ICH has been analysed in detail 

elsewhere.61 For the purpose of the current discussion it is important to underline the 

(to date) highly confidential and “behind closed doors” nature of the Steering 

Committee’s (recently renamed “Management Committee”) decision-making. In 

essence, consultative steps are specifically required at the level of regional 

administrative agencies (FDA and EMA in particular) at an early stage of the five-step 

“Formal Procedure” leading to the adoption of harmonized guidelines to ensure local 

stakeholders’ involvement. 62  However the decision-making process within the 

Committee, which leads to the actual adoption or modification of guidelines, is not 

subject to transparency requirements to the extent that the fate of regional comments 

cannot be traced. Nor is there any duty to justify the adoption, dismissal or 

modification of said comments in the final product.63  

 While this article is being drafted, ICH is undergoing a process of restructuring 

which has led to a series of developments including, inter alia, the introduction of 

basic transparency requirements such as the publication of minutes of the Management 

Committee’s meetings and of reports of the newly formed Assembly (this is certainly a 

welcome improvement; materials are now starting to be made available, which will 

allow a proper analysis in due course, yet the minimum publicity requirement does not 

apply retroactively to the vast amount of guidelines currently in use).64 However, 

despite enlarging membership beyond the original founders to a selected number of 

                                                        
61  Marco Rizzi, “Non-Measurable Negotiations: The EU between Transnational Pharmaceutical 

Regulation and Private Law” in Marise Cremona and Hans-W. Micklitz (eds.), Private Law in the 
External Relations of the EU (Oxford University Press 2016). 

62 Up to now the “Formal ICH Procedure” has consisted of five steps of consensus-building towards the 
adoption of new guidelines involving (i) the adoption of a preliminary technical document; (ii) the 
adoption by regulatory members of the ICH of a preliminary guideline; (iii) round of consultation 
with regional agencies of regulatory members; (iv) adoption of finalised guidelines by ICH and (v) 
implementation. While ICH is undergoing a process of restructuring, it appears that the “Formal 
Procedure” will be maintained, though it is not yet clear whether it will be modified, see 
http://www.ich.org/products/process-of-harmonisation.html (last accessed 28 July 2017). 

63 Rizzi (n 61) 284-285. 
64  Minutes of the Management Committee for 2016 are available at 

http://www.ich.org/meetings/management-committee.html (last accessed 28 July 2017) and the 
Minutes of the Assembly for 2015 and 2016 are available at 
http://www.ich.org/meetings/assemblyreports.html (last accessed 28 July 2017).  
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new countries,65 members remain regulators and industry representatives. In other 

words, while membership is widened in numbers it remains stable in nature, and so 

does the fundamental market-based driver of the initiative: to reduce R&D costs and 

promote faster and easier marketing approval in the widest possible number of 

jurisdictions. 

In theory, after ICH approval, guidelines undergo a review process within 

domestic systems to ensure compliance with fundamental domestic policy choices, in 

order to bridge the accountability gap – though the tendency is to transpose ICH 

documents verbatim into domestic regulatory frameworks, which raises questions as to 

how much the transnational opacity undermines the EU new-governance transparency 

safeguards.66 Emergencies, characterized by the additional necessity of speediness, 

exacerbate the “normal” legitimacy and accountability concerns raised by the ICH-EU 

interplay in the decision-making processes on required standards of safety and 

efficacy.  To give but one example we can refer to the complex ICH Guideline E2E on 

“Pharmacovigilance Planning”.67 The Guideline was approved by ICH in 2004 (with 

no minutes available as to the content of the negotiations taking place back then) and 

adopted by the Committee for Medicinal Products for Human Use (CHMP) of the 

EMA, issued as a CHMP operative guideline CPMP/ICH/5716/03, which came into 

operation in June 2005. 

 How exactly is decision-making power allocated in the identification of 

acceptable levels of societal exposure to emerging health risks? While a fully-fleshed 

answer to this question requires in-depth analysis that will form the object of future 

research (particularly necessary in light of the current process of ICH restructuring), 

substantial research has been recently carried out in the adjacent field of general 

pharmaceutical products, suggesting that ICH guidelines form de facto policy 

decisions in the guise of highly technical standardization documents, which entails the 

                                                        
65 Specifically: Brazil, South Korea and Switzerland are now regulatory members alongside the original 

founding members EU, USA and Japan, as well as two new organizations representing branches of 
the industry, see http://www.ich.org/about/organisation-of-ich.html (last accessed 28 July 2017). 

66 See again Rizzi (n 61); and for a more generalist analysis of the problem of transnational opacity 
damaging EU internal transparency (and generally good governance standards) see Joana Mendes, 
“EU and Global Regulatory Regimes: Hollowing Out Procedural Standards?” (2012) 10 
International Journal of Constitutional Law 988 

67  The Tripartite Guideline ICH E2E on “Pharmacovigilance Planning” is available at 
http://www.ich.org/products/guidelines/efficacy/efficacy-single/article/pharmacovigilance-
planning.html (last accessed 28 July 2017) – this guideline is particularly significant for the purposes 
of vaccines and in particular emergency vaccines as it lays the standards for early post-marketing 
surveillance periods of newly marketed products. 



Vaccines for Pandemic and Epidemic Diseases 

 

 18 

introduction of strong market-based efficiency considerations right at the heart of 

public health areas.68   

 

V. Conclusion: Towards Defining the Space of Public Health 

 

This article had a specific aim: to show the different levels of decision-making 

involved in vaccine development and approval, and to suggest the drivers that animate 

the key actors involved. A series of fundamental questions have been raised, which 

will form the object of future research and hopefully spark some debate in the field. 

The preliminary findings of this research can be summarized as follows: 

increasing governance collaboration is facilitating transnational cooperation in the face 

of emerging health threats through the adoption of regulatory frameworks (such as 

IHR 2005) and cooperative networks (such as ICMRA). Yet this collaboration is very 

much “Western-oriented” both in terms of disease focus and cooperation frameworks. 

As shown by the Ebola, Zika and more recently Lassa outbreaks, much is still to be 

achieved on the global stage to bridge the “distance” between developed and 

developing worlds’ public health priorities when it comes to the development of costly 

vaccines. A significant gap exists between influenza and other kinds of PEDs as 

regards policy and regulatory readiness, and that gap is particularly evident looking at 

the EU framework. On the other hand there remain persistent questions on the ability 

of current regulatory frameworks to ensure adequate levels of accountability of 

decision-makers in the wake of PEDs (influenza included).  

It seems that two forces are currently influencing the shape of public health 

policy and regulation of vaccines. On one hand a strong biosecurity narrative is 

establishing itself in the international sphere, coupled with a growing health-security 

nexus at the European level, prominently symbolized by the Health Threats Decision. 

On the other hand the permanence of market-factors is still dominant in industry R&D 

as well as at a transnational regulatory level (ICH). Defining the space of public health 

requires confronting these divergent forces.  

Two elements emerge clearly from the analysis provided in this article.  First, 

the institutional framework for non-influenza PED vaccines needs further development 

to account for the specific public needs sparked by outbreaks of highly contagious 

                                                        
68 Rizzi (n 61) 283-290. 
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diseases. On the other hand the resources in place for vaccine R&D are insufficient 

and reliance on the private sector alone can be problematic. In this sense a final 

suggestion can be submitted by way of conclusion. The growing health-security nexus 

could potentially provide the policy platform for significant R&D investment for 

overlooked potential health threats (e.g. hemorrhagic fevers).69 Yet bringing diseases 

under the umbrella of security policy comes at a cost, exacerbating problematic 

accountability mechanisms70 if not generating new health threats altogether.71 The 

answer to the conundrum could be the simplest one (if not the easiest politically): that 

among the competing drivers of public health, security and the market, it should be for 

public health to dictate the agenda, and for public health authorities to take a leading 

“entrepreneurial” role72 in vaccine R&D.  

                                                        
69 On the impact of securitization on allocation of resources see Mark Flear, Governing Public Health: 

EU Law, Regulation and Biopolitics (Bloomsbury Publishing 2015). 
70 Vigjilenca Abazi and Eljalill Tauschinsky, “Reasons of Control and Trust: Grounding the Public 

Need for Transparency in the European Union” (2015) 11 Utrecht Law Review 78. 
71 Christian Enemark, Biosecurity Dilemmas – Dreaded Diseases, Ethical Responses, and the Health of 

Nations (Georgetown University Press 2017). 
72 Mariana Mazzucato, The Entrepreneurial State (Demos 2011). 


