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Executive Summary

Objectives and Scope

In line with Article 86 of Regulation (EC) No 726/2004, the Commission shall publish every 10 years a
report on the experience required as a result of the operation of the procedures laid down in the
European pharmaceutical regulations. In this context, the aim of the study is to assess the extent to
which the current marketing authorisation system for medicines meets the objectives laid down in the
regulatory framework and ultimately support the evaluation to be published by the Commission. EY was
mandated by DG SANTE of the European Commission to undertake this study after a public tendering
process.

The study had a number of specific aims:

To collect available data and evidence on the operation of the centralised procedure (CP),
decentralised procedure (DCP) and mutual recognition procedure (MRP), considering the
specific scope of the study;

To assess the effectiveness and the efficiency of the procedures and the system in place;
To summarise the results of the analysis and draw useful conclusions based on lessons learnt;
To compare the current situation with the findings of the 2010 study™;

To identify options for possible actions which may need to be taken to eliminate any existing
barriers and obstacles to optimal performance and analyse the advantages and disadvantages
of each option.

The study covered all 28 EU Member States as well as the countries of the European Economic Area
(EEA), investigating the time period between 2010 and 2017. As such, it can be seen as a follow-up to
the previous evaluation conducted in 2010 under the same legislation. The current study, however, had
a more limited scope. It focused on medicines for human use only, with veterinary medicinal products
and national products not within its scope. Finally, due to parallel studies being implemented, fees as
well as the orphan medicine regulation were not included either.

Methodology

The study was structured in 5 Work Packages, each including a number of study questions to investigate
the effectiveness and efficiency of the system. In line with the Terms of Reference, the Work Packages
were structured as follows:

Work Package 1: The European Medicines Regulatory Network

Work Package 2: Procedures preceding submission of Marketing Authorisation Applications
Work Package 3: Initial Marketing Authorisation Procedures

Work Package 4: Post-marketing authorisation procedures

Work Package 5: Support activities

To gather the necessary evidence to respond to the study questions under each work package, various
data collection tools were used. These included desk research as well as field research. The table below
presents an overview of the different tools used.

Table 1 Summary of Work undertaken to date

Data Collection Tool Target Stakeholders Description

' The report can be found here
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Direct Observation

Documentary Review

Interviews with EMA

Interviews with stakeholders at
EU and international level

Member States Case Studies

Online Survey

Product Case Studies

Written Questionnaires
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EMA Committees

EMA

EC

EU-level umbrella
organisations

International organisation

Other agencies

8 Member States

Member of EMA committees
and Working Parties

20 products

NCAs

The Study Team participated in
the meetings of 2 Committees:
CHMP, and CMDh.

The documentary review
included the analysis of the
relevant EMA annual reports as
well as other supporting
documentation.

Group interviews were held with
the EMA Secretariat in London.
Interviews were held for each
Work Package with each group
interview consisting of 5
individuals.

The Study Team completed
interviews with all stakeholder
groups foreseen for the study.

The following interviews were
undertaken:

European Commission (10)
European Parliament (1)
Umbrella Organisations (9)

During the case studies,
interviews were conducted with
the NCA(s) as well as patient
and industry organisations. For
these Case Studies, interviews
were held with between 3 and
10 people for each Member
State.

The survey consisted of both
closed and open questions and
was left open for 3 weeks in
March 2019. 288 experts
responded.

Product case studies looked at
22 products in detail of which 15
were related to the CP and 8 to
the MRP / DCP. Work consisted
of a documentary review, with
follow-up research undertaken
in coordination with the EMA
Secretariat and the CMDh.

The written questionnaires were
sent to all NCAs, with 22 NCAs
responding. Following the
receipt of written responses,
interviews were held with Spain
and Sweden.



Legislative Background and Context

Council Directive 65/65/EEC first established the fundamental principal that every medicinal product
placed on the EU market must have been granted a marketing authorisation (MA). This concept has
been further developed and is currently enshrined through two main instruments of the European legal
framework, Regulation (EC) No 726/2004 and Directive 2001/83/EC. The two regulatory documents
stipulate that for a medicinal product to be placed on the European market, it must hold an MA issued by
a competent authority. This can either be done via the Centralised Procedure (CP), according to
Regulation (EC) No 726/2004; the Decentralised Procedure (DCP) or the Mutual Recognition
Procedure (MRP), according to Directive 2001/83/EC; or a purely national procedure.

The two previously mentioned legal documents, together with other complementary legislation, provide
the EU regulatory framework. As specified in the terms of reference of the study, the framework for
medicinal products has four general objectives:

To guarantee a high level of health protection for the people of Europe, particularly by providing
patients as swiftly as possible with innovative and reliable products and through increased market
surveillance thanks to a strengthening of monitoring and pharmacovigilance procedures.

To complete the internal market in pharmaceutical products whilst taking account of the
implications of globalisation and establishing a regulatory and legislative framework that favours the
competitiveness of the European pharmaceuticals sector.

To rationalise and simplify the system as far as possible, thus improving its overall consistency
and visibility as well as the transparency of procedures and decision-making.

To meet the challenges of the enlargement of the European Union.

To investigate to what extent the objectives of the legislation were achieved, the study investigated the
functioning of the European Medicines Regulatory Network (EMRN). The network, which is a term not
enshrined in legislation but rather put in place to address the needs of the legislation, can be described
as a framework in which the various actors work to ensure that patients have access to safe, effective
and high-quality medicinal products whilst at the same time providing both patients and healthcare
professionals with updated information about medicines. The key actors of the EMRN are the European
Commission, EMA and the National Competent Authorities.

The European Medicines Agency (EMA) was founded in 1995 and is a decentralised EU Agency,
responsible for the scientific evaluation, supervision and safety monitoring of medicines in the EU.

The National Competent Authorities (NCAs) are responsible for the marketing authorisations in
the respective Member States and provide expertise to the Network.

The European Commission provides the regulatory basis of the Network, as well as monitoring and
overseeing its activities.

These actors work in close collaboration with all the stakeholders involved in the development of
medicines, manufacturing, provision and consumption to ensure the objectives of the legislation are
achieved. The stakeholder of the EMRN, together with the legislation and organisation in place, is
referred to within this study as the European Medicines Regulatory System, or the system.

The European Medicines Regulatory Network

Over the reference period, the system has increased in complexity through notably the creation of
PRAC and 19 new working parties and new initiatives such as PRIME, which have led to an increased
number of days per meeting to cope with the higher workload.

However, this additional complexity has been endorsed by the system, which has remained
overall effective and has adapted to the contextual changes and emerging needs over the past
years:
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Each actor within the network has a clear and dedicated role, which is recognised by all
stakeholders. The committees and working parties provide an adequate space and opportunity to
discuss the scientific and regulatory details.

The Commission and the Standing Committee fulfil their roles as well.

Patient involvement across the network has increased significantly over the study period, which is
perceived as a strength of the network.

The EMA secretariat is successful in providing effective coordination arrangements and has adapted
organisation and working methods in answer to the increased level of activity (+ 10% or above on
the majority of tasks), thus contributing to a smooth functioning of the system, as shown by the
achievement of performance indicators.

A need for increased coordination was identified related to the large number of working parties as
well as their temporary nature. Some coordination is lacking on specific tasks endorsed by both EMA
and NCA on early advice and the identification of experts.

The system also has adapted to provide adequate expertise and capacity: NCA and experts of
some MS have increased their involvement, whilst EMA put at disposal both administrative and scientific
support as needed. The concentration of rapporteurships on a few, prominent Member States has
slightly decreased. Finally, the scientific expertise is adequate to provide strong and credible opinions,
even though not provided equally by all MS. Small MS increased their participation through Multinational
Assessment Teams (MNAT).

However, in areas that are currently developing and will gain more relevance, the availability of
expertise will need to be ensured in the future. On a scientific level, this includes most notably
ATMPs (Advanced Therapy Medicinal Products) and the intersection of medicines and medical devices.
On an operational level, this includes big data and statistical expertise.

The study period shows an increase in financial and human resources put at the system’s disposal,
which is consistent with the development of the system (including the expansion of existing initiatives
such as patient involvement and efforts to increase communication and transparency, which also has
contributed to a rise in budget):

The budget of EMA increased from EUR 208,4 million in 2010 to EUR 331,3 million in 2017 (+60%
and an average annual growth of around 6,3%), in line with increase in activities and consequently in
fee income (+75% of fees). Expenditures and revenues remained balanced and within the budgetary
planning.

The number of staff experienced a slight increase from 711 in 2010 to 799 in 2017 (+12%, including
contract staff and seconded national experts), to deal with the addition of new activities, both
stemming from new legislation, such as PRAC, and self-imposed, such as PRIME.

Across the network, most NCAs have increased the resources allocated to EU-level activities over
the study period.

On an operational level, whilst the overall length of meetings is accepted by stakeholders, there exists
potential efficiency gains regarding the utilisation of IT, notably through increasing
interoperability.

Procedures Preceding Submission of Marketing
Authorisation Applications

Pre-submission activities have increased over the study period:

Requests for scientific advice have increased from 332 to 471(+42%)

Support to SMEs has also increased by 50%, with the total number of SMEs registered rising from
1258 to 1893;

ATMP classifications have increased from 20 to 46 (+130%);

Orphan designations submitted have increased from 174 to 260 (+49%);

PIP procedures have increased from 318 to 421 (+32%).
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In light of pharmaceutical companies requesting scientific advice more often over the past years, the
resource allocation at a secretariat level seems efficient. This is furthermore underlined by the fact
that EMA has managed to strengthen and implement procedures to foster competitiveness and
accompany the development of innovative products from an early stage.
Mechanisms such as the Innovation Task Force allow stakeholders to experience early opportunities
for dialogue, which encourages the development of innovative products.

PRIME is a step forward of EMA, to catch up with similar procedures already implemented by e.g.
the FDA.

The adaptive pathways pilot showed good initiative, but its implementation was not optimal both
related to the success rate and the communication efforts. This led to a general scepticism among
patient organisations, which can pose a barrier to the effective implementation of a successful pilot.

In general, all types of stakeholders consulted agreed that the approaches put in place supporting
innovation and competitiveness have had a positive impact. EMA is proactive in trying to develop
the support it provides in line with the needs of the market to ensure competitiveness and innovation. At
the same time, many NCAs have put in place their own pre-submission assistance mechanisms, such as
national innovation offices.

Scientific guidelines provide a good documentary basis for pre-submission advice. Nonetheless, their
clarity could be improved; and they could be reviewed and updated more frequently, especially regarding
innovative areas.

At the EU-level, dedicated committees and working parties fulfil their role successfully:

The SAWP presents an effective mechanism for providing scientific advice;

CAT provides an opportunity to discuss ATMPS, although its visibility could be increased,;

PDCO plays an important role in paediatric medicines, but its role with respect to the CHMP needs
to be strengthened and the PIP procedure simplified;

Orphan designations by COMP could be better aligned with CHMP decisions.

There are some potential efficiency gains regarding cooperation and coordination. Notably, these
concern committee coordination, repartition of early stage advice between EMA and NCAs, as well as
the cooperation between HTA bodies and EMA/NCAs, to ensure products that go through the EMA
procedures will eventually reach the market. Legislative exceptions such as compassionate use allow
the system to show flexibility in specific cases.

International cooperation increased harmonisation through joint GMP inspections and bilateral
agreements. Thus, through both European and international efforts, there exists a solid basis to ensure
both the quality of scientific outputs and the safety of patients.

Whilst the system is functioning well, it is important to ensure that its achievements are not tainted by a
perception of bias, which could arise through cooperating too closely with the pharmaceutical industry on
pre-submission advice. The inquiry of the Ombudsman confirms that clear and formalised procedures
are necessary to ensure the trust in the system persists.

Initial Marketing Authorisation Procedures

The Centralised Procedure (CP), Mutual Recognition Procedure (MRP) and Decentralised Procedure
(DCP) play a pivotal role in ensuring a high level of health protection for EU citizens by providing
swift access to reliable and innovative medicinal products whilst supporting the competitiveness of
the European Pharmaceutical sector.

The co-existence of different procedures is a strength of the EU current system, which supports
the competitiveness of the Pharmaceutical industry within the EU:

The different procedures are well-adapted to deal with existing types of medicines: the list of
medicines for which the centralised procedure is compulsory is adequate, with a majority of new,
innovative medicines passing through the centralised authorisation procedure in order to be
marketed in the EU.
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The ability to choose between CP, DCP, MRP or purely national procedures is fully adapted to
other types of medicines such as generics, for which the three main procedures provide a wide array
of options for applicants. The CP provides a solid and robust procedure, which is preferred by
research-based companies; whereas MRP and DCP allow country selection, where the choice for
commercial and reimbursement decisions are generally considered.

The system is flexible and attractive for companies that know the advantages and disadvantages
of the different types of MA and related procedures from both theoretical and practical points of
views.

Initial marketing authorisation procedures overall comply with legally binding maximum
regulatory deadlines.

The CP regulatory timeframe is appropriate and would be difficult to reduce further, given the
specific environment in which it operates. Compared with other international regulators, the median
approval time for new active substances by EMA is slower but remains adequate overall, with
various mechanisms that allow quicker access to the market for some medicines. The industry has
been calling for even shorter deadlines and a wider use of accelerated procedures. But this does not
clearly reduce EU competitiveness and most New Active Substances authorised globally are brought
to the European Market quickly, although differences between Member States can exist.

Increased visibility of DCP and MRP timeframes would be welcomed given the high level of
heterogeneity across MS.

Initial marketing authorisation procedures provide for transparent and clear steps, but they
require a high level of workload for experts and heavy procedural infrastructure with EMA and
the network.

As the CP involves duplicate procedures and formal involvement of NCAs from all MS, it requires a
lot of capacity, which the system has been able to deal with so far. However, in the light of rising
workloads, there is a need to focus on what is critical and complex, so as to not overburden the
system. More specifically, a differentiated approach could be envisaged depending on the products,
allowing CHMP to focus on first-in-class medicines, ATMPs and NCEs. Increased flexibility, more
informal collaboration and simplified decision-making could be adapted for generics, which currently
follow the same timelines as innovative medicines and represent a high workload for the CHMP. CP
administrative burden could also be reduced by further exploiting the added-value of peer review (as
all MS can comment anyway) and simplifying the assessment report templates.

Regarding the DCP and MRP, procedures are less burdensome for the system, though less
transparent, predictable and efficient for applicants themselves due to inconsistencies and an
unharmonised application of the regulation across Member States. The current MRP process allows
countries to have additional requirements and administrative controls, which leads to procedures
being delayed in frequent cases.

The three procedures include robust and consistent measures to ensure that suitable and
reliable products are marketed and guarantee a high level of health protection for EU citizens.
This also relies on the high level of scientific expertise involved within the network as well as the quality
of delivered opinions (based on opinions and factual evidence), with benefit/risk assessment decisions
that are also transparent to the public. The rapporteurship is allocated to the relevant experts, although it
could be rendered more transparent.

Post-Marketing Authorisation Procedures

Pharmacovigilance activities, referrals and variations provide a solid framework for post-marketing
authorisation activities to achieve the objective of strong market surveillance and monitoring:

ADR reporting mechanisms have been expanded continuously, especially regarding patient
involvement, with patient submitted ADRs rising from 19,184 in 2011 to 90,385 in 2017.

The review procedure of ADRs allows the identification of potential risks and give EMA and NCAs
the possibility to take necessary regulatory steps. Around 2,000 signals are detected each year,
leading to around 100 validated signals each year.
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The identification of risks could be further improved by integrating real world data into the procedures, an
undertaking that would require building expertise on big data and statistics.

The administrative burden on Variations and Risk Management Plans can be reduced.

Variations, although effective, come with significant administrative burden, as each variation
requires a validation by an NCA. The high number of Type IA variations (around 3,000 per year)
mean a simplified system would present significant efficiency gains.

Full Risk Management Plans for generics do not seem to be necessary, as the active substances
have been known for a long time and the full safety profiles are detailed in the pharmacopeia,
making all relevant information readily available.

The new pharmacovigilance legislation has increased the robustness of post-authorisation activities
in general. Notably, the creation of PRAC in 2012 has provided a more formalised setting for
pharmacovigilance activities in taking on a coordinating role among the various tools such as Risk
Management Plans (RMP), the Periodic Safety Update Reports (PSUR) and the Post-Authorisation
Safety Studies (PASS). This puts into question the relevance of renewals. With strong monitoring
activities in place, a formalised review of the authorisation after 5 years no longer seems necessary.

The greater coordination efforts have also led to a constant decrease in referrals, with the diminishing
frequency outweighing the complexity of the procedure.

Beyond the monitoring of authorised medicines, EU coordination mechanisms to respond to health
threats are working well, as evidenced by the H1N1 outbreak. However, the area of medicine
shortages remains a risk, as EU coordination mechanisms are not yet formalised and data availability is
generally low.

Support Activities

EMA Telematics provide significant added value, and tools such as the Eudravigilance database are
a strength of the system. EMA recognised the importance of Telematics and has made considerable
improvements over the past years, such as the implementation of a new governance mechanism.
Nonetheless, it needs to be ensured that the various tools function properly.

User-friendliness and interoperability of Telematics could be improved, especially related to
shared access to documents.

The large amount of different telematics, 23 in total, could be consolidated, which would
provide both security and efficiency gains.

Looking to the future, EMA will need to ensure that it has enough and relevant in-house expertise to
develop and maintain solutions for future challenges and mitigate the risk of being dependent on
external providers. This is especially important in view of the rise in importance of big data, as the
incorporation of real-world data could significantly contribute to a simplification of the system.

Through its dedicated framework for communication, EMA sets clear goals to achieve an effective
functioning of the system. EMA has significantly increased its communication efforts since the last study.
Overall, the mechanisms in place contribute to achieving the objective of making information related to
marketing authorisation procedures available to the stakeholders and public as much as possible.

An important tool in the process is the EMA website, which serves as an easily accessible hub of
information and receives strong support (95%) from all types of stakeholders.

EMA has also increased its efforts to communicate publicly, most recently through the public
hearings.

The management of communication activities is efficient on an operational level, and greatly
facilitates the overall function of the system through easy access to information.

A minor area of improvement concerns ensuring the large amounts of information provided are
clearly structured and categorised, to ensure transparency is not diminished by too much information.
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Potential Actions

Based on the findings of the study, a number of potential actions has been identified. Some actions
would require a change in legislation. These are identified by the symbol §.

Functioning of the Network

Organise structured exchanges between CHMP and COMP before the final decision on the
indication is taken.

Periodically review the number and scope of the working parties, with a specific focus on
temporary working parties and their status.

Envisage a way to reallocate CHMP’s time on more critical/complex applications and innovative
molecules (like for instance CAR-T CELL). For instance, confirmation through writing, adaptation
of the CHMP agenda, etc.

Move beyond ad-hoc flexibility and develop clear strategies on how to address future
challenges. This could be built by combining the efforts taken by EMA and HMAs separately.

Set a special focus on developing big data expertise both within EMA as well as within NCAs.
An effort should be made to incorporate real life data in important areas such as post-marketing
authorisation monitoring.

Develop further multinational teams and encourage smaller Member States to take a role in
MNATSs to ensure their integration despite the capacity constraints they might naturally face.

Adequacy of the system

Create a task force to consider potential solutions to address the rising importance of
combination products (i.e. develop guidelines). This can be built on the recently launched public
consultation by EMA.

Develop coordination between NCAs/EMA and HTA bodies as much as possible. This can be
done by building on existing initiatives such as EUnetHTA and expanding and promoting
cooperation at the national level. The proposal for a new legislation is a first step towards better
coordination.

Formalise coordination in addressing emergency needs, building on recently launched pilot
projects. Special focus should be put on the area of medicine shortages, where awareness is
relatively low. A first step might be the development of best practices guidelines at a European
level which could incite the Member States to cooperate more closely on the issue.

Publish more detailed Telematics performance indicators, similar to those published in 2014 and
2015. These could include incident resolution, data transferred between Telematics and volume
of Telematics usage.

Build IT expertise in house by expanding the dedicated IT team. The team should develop
interoperability of EMA IT systems both among each other as well as with national databases. It
could furthermore address existing issues that are identified, such as the functioning of
databases. When implementing larger IT projects with the help of external expertise, ensure
internal expertise is involved sufficiently to guarantee the project can be successfully maintained
and developed in the future.

Supporting procedures
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Introduce a ‘shelf-life’ for scientific guidelines, which would mean every guideline needs to be
reviewed after a certain period of time. The time period should be set according to the matter
discussed by the guidelines, with innovative technologies being reviewed more frequently.

Ensure there are no overlaps or duplication of work, making the whole process clearer for
applicants. This should be undertaken through close coordination and using existing NCA
mechanisms (innovation offices) in place to support any development of EMA outreach.



§ Review the necessity of renewals, potentially reviewing the legislation similarly to the reform of
the veterinary legislation.

§ Eliminate RMPs for generic products, creating the opportunity to refer to active substance
profiles in the pharmacopeia.

§ Simplify the Variations legislation in line with the simplifications done for variations concerning
veterinary medicines. This would notably include allowing MAH to make Type IA variations
directly in the databases without passing via NCAs.

Centralised Procedure

Further increase support to SMEs during the procedure through the creation of a mechanism
similar to PRIME for SMEs. The mechanism should at the same time take into account the
reservations shown by the Ombudsman inquiry.

Further formalise selection criteria that are currently based on the discretion of the chair /
executive director to allow greater transparency and predictability.

Review to what extent the 22-day framework for the written consultation of the Committee can
be shortened, taking into account the 10-day framework which works well under the accelerated
assessment. This would require some changes to the rules of procedure.

§ Ensure the shortcomings identified in European Medicines Agency and European Commission
action plan on paediatrics are addressed, by strengthening the role of the PDCO and its
coordination with other Committees and Working Parties and improving the handling and
completion of PIPs.

Explore to what extent procedures could be simplified by allowing companies to refer to existing
documentation in the MAA.

Decentralised Procedure / Mutual Recognition Procedure
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Create a mechanism in which scientific advice given from various Member States is coordinated;
through formalised exchanges or a system in which SA is aligned before it is provided to the
applicant.

Identify inconsistencies and increase the work towards harmonising definitions and interpretation
of EU legislation across Member States and encourage Member States to align their
requirements with existing guidelines.

§ Increase the work towards harmonising definitions and categorisation of products across
Member States. This could be facilitated through EMA adopting guidelines on European
standards/best practices.

Review to what measures could be taken to ensure MRP / DCP timeline are better respected,
both by NCAs and industry, through either allocating additional resources or formalising and
redefining timelines.



1. Introduction

1.1. Objectives and scope

Article 86 of the Regulation (EC) No 726/2004° states that “at least every ten years, the Commission
shall publish a general report on the experience acquired as a result of the operation of the procedures
laid down in this Regulation [and] in Chapter 4 of Title Il of Directive 2001/83/EC”. Directive 2001/83/EC?
also specifies that the report to be published on the experience acquired on the basis of the procedures
described in its Chapter 4 of Title Il “shall propose any amendments which may be necessary to
improve these procedures” and that this report shall be submitted by the Commission to the European
Parliament and to the Council.

In this context, the aim of the study is to assess the extent to which the current marketing authorisation
system for medicines meets the objectives laid down in the regulatory framework and ultimately support
the evaluation to be published by the Commission.

More specifically, the study aims:

To collect available data and evidence on the operation of the centralised procedure (CP),
decentralised procedure (DCP) and mutual recognition procedure (MRP), considering the
specific scope of the study;

To assess the effectiveness (achievement of objectives set by the regulatory framework) and the
efficiency (relationship between the resources used and the changes generated, which includes an
examination of the administrative and regulatory burden) of the procedures and the system in place;
this has to be based on a relevant methodology for gathering and analysing data and evidence and
comply with the Better Regulation Guidelines and Toolbox;

To summarise the results of the analysis and draw useful conclusions based on lessons learnt
from the experience acquired on the basis of the market authorisation procedures;

To compare the current situation with the findings of the 2010 study® and follow-up on the
implementation of the recommendations made in 2010.

To identify options for possible actions that may need to be taken to eliminate any existing
barriers and obstacles to optimal performance and analyse the pros and cons of each option.

In terms of geographical coverage, the study covers all 28 EU Member States as well as the countries
of the European Economic Area (EEA).

In relation to the temporal and thematic coverage, the study focuses on “the experience acquired as a
result of the procedures for authorisation and monitoring of medicinal products for human use, laid down
in the Regulation (EC) No 726/2004 and Chapter 4 of Title 11l of the Directive 2001/83/EC from 2009 to
2017”. More specifically, this includes:

A focus on medicines for human use solely. Veterinary medicinal products are out of the scope of the
study, due to the recent revision of the legislative framework as a basis for new regulations on
veterinary medicines and medicated feed.

2 Regulation (EC) No 726/2004 of the European Parliament and of the Council of 31 March 2004 laying down
Community procedures for the authorisation and supervision of medicinal products for human and veterinary use
and establishing a European Medicines Agency

% Directive 2001/83/EC of the European Parliament and of the Council of 6 November 2001 on the Community code
relating to medicinal products for human use

* The report can be found here
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A focus on CP as well as on MRP and DCP, except for subjects that fall exclusively within the
competence of the MS. This excludes purely national authorisation procedures.

The scope explicitly does not include fees due to a separate, parallel study being conducted on this
issue.

Finally, the study will take account all relevant stakeholders, e.g. partners of the European Medicines
Regulatory Network as well as pharmaceutical industry and EEA citizens.

1.

2. Key concepts and actors

To ensure clarity it is important to define a number of key actors and concepts, as they can be
interpreted differently by the several types of stakeholders involved. The brief definition of some terms
presented below should be considered together with more detailed descriptions and analyses provided
in chapter 2.

European Medicines Agency (EMA): In this study, the European Medicines Agency or EMA
refers to only the agency itself, which is located in Amsterdam, as founded in 1995 and
established in its current form and name in 2004 through Regulation (EC) No 726/2004.

National Competent Authorities (NCAs): National Competent Authorities or NCAs refer to the
national authorities within the EU and EEA Member States responsible for human medicines.

European Medicines Regulatory Network (EMRN/the Network): The European Medicines
Regulatory Network or EMRN, also referred to in this study as the Network, describes all
regulatory authorities and their respective experts responsible for the regulation and evaluation
of human medicines in the EU / EEA. The term itself is not a legal concept stemming from
legislation.

European Medicines Regulatory System (the System): The European Medicines Regulatory
System or EMRS, also referred to as the System, describes the complete interaction of
legislation and authorities (EMA and NCAs) dedicated to the regulation of human medicines. As
with the Network, this term is also not a legal concept stemming from legislation.

1.3. Study questions

Whilst this study is not an evaluation as defined by the Better Regulation Guidelines, it is nonetheless

guided

by study questions relating to effectiveness, impact and efficiency of the overall marketing

authorisation procedures. The Study Questions are split into 5 Work Packages, as presented below.

Table 2 Summary of Work Packages and Study Questions

Work Package Study Question

To what extent has the European Medicines Regulatory Network
effectively and efficiently succeeded in supporting the overall system to
ensure the protection of public health, the good functioning of the
internal market and considered the challenges of enlargement and
simplification?

Work Package 1: The Q1.1: Is the overall organisation clear and adequate in terms of
European Medicines complementarity, allocation of tasks and distribution of roles and
Regulatory Network responsibilities?
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Q1.2: Are coordination arrangements and working methods
(schedule, workload...) allowing an effective functioning of the
system as a whole?

Q1.3: Does the system rely on adequate capacities and expertise?



Work Package 2:
Procedures preceding
submission of Marketing
Authorisation Applications

Work Package 3: |Initial
Marketing Authorisation
Procedures

Work Package 4: Post-
marketing authorisation
procedures
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Q1.4: To what extent is the current architecture of the regulatory
network and its functioning efficient? Are resources sufficient and
allocated in a way that is proportionate to the results and outputs
delivered?

To what extent have procedures preceding submission of Marketing
Authorisation Applications effectively and efficiently supported the
achievement of the network regulatory objectives, especially in terms
of facilitating access to MA, fostering innovation and competitiveness
and ensuring patients’ access to reliable medicines?

Q2.1: Do pre-submission activities answer the needs of the
stakeholders and facilitate access to marketing authorisation
procedures?

Q2.2: Do pre-submission activities support the achievement of the
objectives of the EU regulatory framework for medicinal products in
terms of innovation and competitiveness?

Q2.3: Do pre-submission activities support the achievement of the
objectives of the EU regulatory framework for medicinal products in
terms of quality of subsequent scientific outputs and safety for
patients?

Q2.4: Are Pre-submission activities efficient in terms of costs (time,
human resources) incurred from both the industry and the EMA
network to achieve the expected output?

To what extent have initial marketing procedures effectively and
efficiently supported the achievement of the network regulatory
objectives, especially in terms of fostering competitiveness and
ensuring patients’ swift access to reliable and innovative medicines
whilst allowing rationalisation and simplification of the system?

Q3.1. Are Initial Marketing procedures suitable and effective to deal
with all types of applications and medicines?

Q3.2. Do initial marketing procedures allow a swift access to
medicinal products for patients?

Q3.3. Do initial marketing procedures support the competitiveness
of the European Pharmaceuticals sector?

Q3.4. Do initial marketing procedures allow the marketing of
reliable products?

Q3.5. Have initial Marketing procedures been successful in
ensuring a reasonable level of administrative burden?

To what extent have Post-Marketing Authorisation procedures
effectively and efficiently contributed to improve the level of health
protection of EU citizens?

Q4.1: To what extent are post-marketing authorisation procedures
effectively applied and mutually complementary?

Q4.2: Do post-marketing authorisation procedures contribute to a
higher degree of health protection for EU citizens and affect
product complexity?

Q4.3: To what extent are post-marketing authorisation procedures



efficient? Do they avoid any unnecessary administrative burden?

To what extent have support activities effectively and efficiently
succeeded in supporting the regulatory network’s core activities?

Q5.1: Are telematics contributing to an effective functioning of the
whole system?

Q5.2: Are telematics contributing to an efficient functioning of the
whole system?

Work Package 5: Support
activities

Q5.3: Are the communication activities contributing to an effective
functioning of the whole system?

Q5.4: Are the communication activities contributing to an efficient
functioning of the whole system?

1.4. Methodological approach

1.4.1. Overview of the methodological approach
The study was divided into three phases as presented in the figure below.

Figure 1 Methodology for the assignment
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A strong emphasis has been put on collecting data and gathering the perception and input of all types of
stakeholders involved in the system. For this, a number of different tools were used. The table below
provides an overview of each of the tools used, including their target stakeholders and a description of
what was achieved. A more detailed description of each of the tools can be found in the Annex.

Table 3 Summary of Work undertaken to date
Data Collection Tool

Target Stakeholders Description
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Group interviews were held with the
EMA Secretariat in London. Interviews

Interviews with EMA were held for each Work Package with

EMA . . .
each group interview consisting of 5
individuals.
The study team completed interviews
with all stakeholder groups foreseen for
EC the Study.
Interviews with EU-level umbrella The foIIc.)wing interviews were
stakeholders at EU and organisations undertaken:
international level European Commission (10)

International organisation

Other agencies European Parliament (1)

Umbrella Organisations (9)

The survey consisted of both closed
and open questions and was left open
for 3 weeks in March 2019. 288 experts
responded.

Online Survey® Member of EMA committees
and Working Parties

The written questionnaires were sent to
all NCAs, with 22 NCAs responding.
Following the receipt of written
responses, interviews were held with
Spain and Sweden.

Written Questionnaires NCAS

The study team participated in the
meetings of 2 Committees: CHMP, and
CMDh.

Direct Observation EMA Committees

Documentary review included the
analysis of the relevant EMA annual
reports as well as other supporting
documentation.

Documentary Review

®> The online survey sent to experts consisted of both closed and open questions. In fact, most closed questions
were followed by an open question, where experts could, if they wished to do so, elaborate on the answer they
chose in the open question. The open questions were not mandatory, as opposed to the closed ones, so as to not
discourage respondents from completing the survey. When this report makes reference to answers in open
questions, it quantifies the number of experts which have pointed out similar issues (e.g. 5 experts in the open
questions responded that...). As not all experts responded to all open questions, the number quoted (5 in the
example provided), should not be considered against the total number of respondents (288), but rather take certain
specificities into account. Firstly, only a limited number of people respond to any open question. Secondly, open
questions do not necessarily require a response on a specific issue, but rather invite experts to comment according
to their preferences. Hence, if issue A is raised by expert 1 and issue B by experts 2, this does not necessarily mean
that expert 1 disagrees with issue B or vice versa. It could simply mean the issue had not come to mind or, pressed
for time, the expert had chosen to focus on a single issue. Lastly, the experts consulted were involved in different
field of EMA activity, hence issues specific to one area may not be evident to all experts. In methodological terms,
this means that responses brought forth by a small number of experts should not be discounted as a minority
position. Rather, if such a small group of experts is quoted by the study team, this was done so after careful
consideration of the circumstances, the quality and the reasonability of the open responses as well as the
triangulation work with other potential evidence available.

EY [18



Member States Case

Studies

Product Case Studies

1.5.

8 Member States

20 products

Limitations of the study

During the case studies, interviews
were conducted with the NCA(s) as well
as patient and industry organisations.
For these Case Studies, interviews
were held with 3 to 10 people for each
Member State.

Product case studies looked at 22
products in detail, 15 related to the CP
and 8 related to the MRP / DCP. Work
consisted of documentary review.

During the implementation of the study, the team had to deal with certain limitations. The table below
presents these limitations as well as the measures the study team took to address them.

Limitation

No interviews
with
international
regulators

Limited
number of
interviewed
stakeholders
for some
Member State
analysis

No direct
interviews
with SMEs

Evolving
regulatory
and technical
landscape

Table 4: Limitations of the study

Description

No interviews were conducted with US
and Japan regulators due to both
scheduling difficulties/lack of responses
to initial contact.

The study team encountered difficulties
in organising some case studies due to
no response from the Member States.
This required the selection of substitute
MS at a later stage. The delay led to
some case studies having fewer
interviewed stakeholders than others.

The study team was not able to conduct
interviews directly with SMEs active in
the pharmaceutical sector, as it was
difficult to identify the relevant interview
partners.

The regulatory, scientific and technical
environment in which this study took
place is constantly evolving, and the
nature and diversity of actors involved
inevitably means that some areas have
been analysed more thoroughly than
others.

Mitigation

The team focused on quantitative data to
compare the regulatory setting on an
international level. This data was readily
available in scientific literature and is used
throughout the report and triangulated with
the feedback from EU stakeholders.

The team made sure to conduct the
interviews that were scheduled as thorough
as possible. Where information was
missing, the study team relied on findings
from case studies in similar Member States
as well as from feedback from EU-level
actors to describe the relevant issue.

The study team conducted various
interviews with members of research-based
pharmaceutical companies through their
respective umbrella organisations. As they
face similar challenges as SMEs, some
conclusions on the issue could be drawn.

Considering the scope of the study,
emphasis is put on areas that were
considered as key topics or priorities by the
stakeholders to answer to the study
questions.

1.6. Content of the present report

This report presents detailed answers and conclusions to each study questions. The sections are
organised according to the following structure:
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Legislative background and context

Work Package 1: The European Medicines Regulatory Network

Work Package 2: Procedures preceding submission of marketing authorisation applications
Work Package 3: Initial Marketing Authorisation Procedures

Work Package 4: Post-Marketing Authorisation Procedures

Work Package 5: Support Activities

Overall Conclusions

Possible Actions

Annexes
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2. Legislative background and context

2.1. Regulatory Basis

Based on Article 168 of the Treaty on the Functioning of the European Union, the European Union is
given the mandate to ensure a “high level of human health protection [through] the definition and
implementation of all Union policies and activities”. In addition, Article 168 (2) states that “Member States
shall, in liaison with the Commission, coordinate among themselves their policies and programmes (...).
The Commission may, in close contact with the Member States, take any useful initiative aiming at the
establishment of guidelines and indicators, the organisation of exchange of best practice, and the
preparation of the necessary elements for periodic monitoring and evaluation”.

The first efforts at the EU level in this area were formalised by Council Directive 65/65/EEC®, which first
established the fundamental principal that every medicinal product placed on a Member State’s market
must have been granted a marketing authorisation (MA). This concept has been further developed with
the adoption of Regulation 2309/93/EEC’. Article 3 stated that “No medicinal product referred to in Part A
of the Annex may be placed on the market within the Community unless a marketing authorization has
been granted by the Community in accordance with the provisions of this Regulation”.

It is currently enshrined through two main instruments of the legal framework: the previously mentioned
Regulation (EC) No 726/2004 which repealed Regulation 2309/93/EC and Directive 2001/83/EC, which
repealed Directive 65/65/EEC. The two EU regulatory documents stipulate that for a medicinal product to
be placed on the European market, it must hold an MA issued by a competent authority. This can be
done via the Centralised Procedure (CP), according to Regulation (EC) No 726/2004; the Decentralised
Procedure (DCP), or the Mutual Recognition Procedure (MRP), according to Directive 2001/83/EC; or a
purely national procedure. Whilst the latter one is outside the scope of the study, the other three are
described in more detail in the following sections.

2.1.1. Objectives of the regulatory framework

The two previously mentioned legal documents, together with other complementary legislation, provide
the EU regulatory framework. As specified in the terms of reference of the study, the framework for
medicinal products has four general objectives:

To guarantee a high level of health protection for the people of Europe, particularly by providing patients
as swiftly as possible with innovative and reliable products and through increased market
surveillance thanks to a strengthening of monitoring and pharmacovigilance procedures.

To complete the internal market in pharmaceutical products taking account of the implications of
globalisation and to establish a regulatory and legislative framework that favours the
competitiveness of the European pharmaceuticals sector.

To rationalise and simplify the system as far as possible, thus improving its overall consistency and
visibility as well as the transparency of procedures and decision-making.

To meet the challenges of the enlargement of the European Union.
2.1.2. The intervention logic of the regulatory framework

Based on these general objectives, a complete intervention logic can be constructed, detailing the
specific objectives, inputs and outputs of the process as well as the expected results. The intervention
logic of the EU regulatory framework, which is presented below, serves as a general guiding framework

® Council Directive 65/65/EEC of 26 January 1965 on the approximation of provisions laid down by Law, Regulation
or Administrative Action relating to proprietary medicinal products.

" COUNCIL REGULATION (EEC) No 2309/93 of 22 July 1993 laying down Community procedures for the
authorization and supervision of medicinal products for human and veterinary use and establishing a European
Agency for the Evaluation of Medicinal Product.
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when responding to the study questions related to effectiveness (achievement of objectives) and impacts
(contribution of the system in meeting the strategic objectives).
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Study on the experience acquired as a result of the procedures for authorisation and monitoring of medicinal products for human

STRATEGIC OBJECTIVES

To guarantee a high level
of health protection for
the people of Europe

To ensure the proper
functioning of the
internal market for
medicinal products

GENERAL OBJECTIVES

To provide patients with
innovative and reliable products
and increase market surveillance

through the strengthening of
monitoring and pharmacovigilance

To establish a regulatory and
legislative framework that favours
the competitiveness of the
European pharmaceutical sector

Rationalise and simplify the system
as far as possible, thus improving its
overall consistency and visibility,
and the transparency of procedures
and decision marking

Meet the challenges of the
enlargement of the European Union

Figure 2: Intervention Logic

SPECIFIC OBJECTIVES

To establish and improve the
system for a single
assessment/mutual recognition to
reduce the time of market entry

To increase and improve
surveillance on marketed products,
by strengthening the cooperation
within the European regulatory
network
To design a system allowing
marketing of medicinal products
simultaneously in all several MS on
the basis of a single or mutually
recognised assessment
To streamline procedures related to
marketing authorisations

To set out maximum time limits for
completing the procedural steps

To make the information related to
marketing authorisation procedures
available to the stakeholders and
public as much as possible

To adapt the regulatory framework
in order to cope with the increased
number of members of the
European Regulatory network and
more complex decision making

INPUTS

EMA Secretariat
CHMP
COMP
HMPC
CAT
PRAC
CMDH
European Commission
NCAs
EMA Board of Management
HMAs
Patients Organisations
Healthcare Providers
Patients

Industry

OUTPUTS

EMA pre-submission activities to
support the industry (WP 2)

EMA post-authorisation activities
(WP 4)

Efficient system of evaluation of
medicinal products with results
recognised through the European
network (WP 1 and WP 5)
Introduction and improvement of the
centralised procedure (WP 3.1)

Introduction and improvement of the
decentralised and mutual recognition
procedures (WP 3.2)

Review and reconnect project for
optimisation of available resources
and efficiency gains in the running of
the procedures within the EMA (WP
2,3,4)

Maximum time limits set out in the
legislation and implementing acts
(WP 2,3,4)

Gradual integration of new MS in
the evaluation activities, i.e.
through introducing the co-

rapporteurships

System of voting in the committees
(WP 1)

use —Final report

RESULTS

Quick access to safe and high quality
medicines for patients throughout
the UE/EEA

Prompt response to health crisis
Tighter control on ADRs

No barriers, product available in all
MS with one single authorisation

Harmonisation of nationally
authorised medicinal products and
national requirements for the
products marketed simultaneously
in more than one MS

Improved competitiveness of the EU
pharma industry

Compliance with legally binding
maximum regulatory deadlines

Lighter procedural infrastructure
within the EMA and the European
Regulatory Network

Increased level of transparency (e.g.
publication of opinions, declaration
of interests, etc.)

Successful integration of new
countries in the system

External Factors: Competition of other medicines agencies (FDA for example), Increased patient involvement; Ageing population; Change in demographics; Increased volume of regulatory activities;
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2.2. The European Medicines Regulatory Network

The European Medicines Regulatory Network (EMRN) or “the network” is “a partnership between the
European Commission, the medicines regulatory authorities in EU Member States and the European
Economic Area (EEA), and the European Medicines Agency (EMA) [...] which works to ensure that
patients in the EU have access to high-quality, effective and safe medicines.”

2.2.1. Key actors of the network

The European Commission plays an important role in the regulation of medicines in the EEA. lts
principal role in the European system is to take binding decisions based on the scientific
recommendations delivered by EMA.

The European Commission is involved in:
The proposal of new or amended legislation for the pharmaceutical regulation;

The adoption of implementing measures as well as ensuring and monitoring the correct
application of EU law;

The oversight of activities of EMA,;

Ensuring appropriate collaboration with relevant international partners and promotion of the EEA
system globally.

The European Commission is also directly involved in the procedures regarding product marketing
authorisations. It is a key player of the network, collaborating actively with the NCAs. It is responsible for
the adoption of marketing authorisations for products submitted via the centralised procedure. It is also
able to take specific measures when safety issues have been identified by the Member States or through
the pharmacovigilance activities.

The European Medicines Agency (EMA) was founded in 1995 and is a decentralised EU Agency,
responsible for the scientific evaluation, supervision and safety monitoring of medicines in the EU. EMA’s
mission is provided for in Regulation (EC) No 726/2004 laying down Community procedures for the
authorisation and supervision of medicinal products for human and veterinary use and establishing a
European Medicines Agency9 (hereafter Regulation (EC) No 726/2004). The Agency is responsible for
‘coordinating the existing scientific resources put at its disposal by Member States for the evaluation,
supervision and pharmacovigilance of medicinal products’.10 The European medicines regulatory
network gives EMA access to experts from across the EU, allowing it to bring together the best-available

scientific expertise in the EU for the regulation of medicines.

EMA has seven scientific committees and a number of working parties, and related groups (made up of
members who have expertise in a particular scientific field) which conduct the scientific work of the
Agency.

“The committee's evaluations of marketing-authorisation applications submitted through the centralised
procedure provide the basis for the authorisation of medicines in Europe.

The committees and working parties also contribute to the development of medicines and medicine
regulation, by:

- providing scientific advice to companies researching and developing new medicines;
- preparing scientific guidelines and regulatory guidance to help pharmaceutical companies
prepare marketing authorisation applications;

& Brochure on the European regulatory system for medicines: “The European regulatory system for medicines A
consistent approach to medicines regulation across the European Union”, 26 August 2014.

o Regulation (EC) No 726/2004 of the European Parliament and of the Council of 31 March 2004 laying down
Community procedures for the authorisation and supervision of medicinal products for human and veterinary use
and establishing a European Medicines Agency, available at https://eur-
lex.europa.eu/LexUriServ/LexUriServ.do?uri=0J:L:2004:136:0001:0033:en:PDF

1% Article 55 of Regulation (EC) No 726/2004
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- contributing to the harmonisation of regulatory requirements in the EU and internationally.”ll
Each committee establishes a number of working parties at the beginning of each year mandate. The
working groups consult on scientific issues relating to their particular field of expertise and are delegated
certain tasks associated with the scientific evaluation of marketing authorisation applications or drafting
and revision of scientific guidance documents.

Article 57(1) of Regulation (EC) No 726/2004 provides that the Agency ‘shall provide the Member States
and the institutions of the Community with the best possible scientific advice on any question relating to
the evaluation of the quality, safety and efficacy of medicinal products for human or veterinary use which
is referred to in accordance with the provisions of Community legislation relating to medicinal products.
In line with the provisions of the Regulation, the Agency is at the heart of the network, coordinating and

supporting interactions between NCAs and the EC.

The key tasks of the Agency, as provided in Article 57(1) are presented in the table below.

Provision

Article 57(1) a of Regulation
(EC) No 726/2004

Article 57(1) b of Regulation
(EC) No 726/2004

Article 57(1) ¢ of Regulation
(EC) No 726/2004

Article 57(1) d of Regulation
(EC) No 726/2004

Article 57(1) e of Regulation
(EC) No 726/2004

Article 57(1) f of Regulation
(EC) No 726/2004

Article 57(1) g of Regulation
(EC) No 726/2004

Article 57(1) h of Regulation
(EC) No 726/2004

Article 57(1) i of Regulation

Table 5 Key Tasks of EMA
Task

Coordination of the scientific evaluation of the quality, safety and efficacy
of medicinal products which are subject to Community marketing
authorisation procedures

Transmitting on request and making publicly available assessment
reports, summaries of product characteristics, labels and package
leaflets or inserts for these medicinal products

Coordinating the monitoring of medicinal products which have been
authorised within the Union and providing advice on the measures
necessary to ensure the safe and effective use of those medicinal
products, in particular by coordinating the evaluation and implementation
of pharmacovigilance obligations and systems and the monitoring of
such implementation

Ensuring the collation and dissemination of information on suspected
adverse reactions to medicinal products authorised in the Union by
means of a database which is permanently accessible to all Member
States

Assisting Member States with the rapid communication of information on
pharmacovigilance concerns to healthcare professionals and
coordinating the safety announcements of the national competent
authorities

Distributing appropriate information on pharmacovigilance concerns to
the general public, in particular by setting up and maintaining a
European medicines web-portal

Advising on the maximum limits for residues of veterinary medicinal
products and biocidal products used in animal husbandry which may be
accepted in foodstuffs of animal origin in accordance with Regulation
(EC) No 470/2009 of the European Parliament and of the Council of 6
May 2009 laying down Community procedures for the establishment of
residue limits of pharmacologically active substances in foodstuffs of
animal origin

Providing scientific advice on the use of antibiotics in food producing
animals in order to minimise the occurrence of bacterial resistance in the
Community; this advice shall be updated when needed

Coordinating the verification of compliance with the principles of good

" EMA website
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(EC) No 726/2004

Article 57(1) j of Regulation
(EC) No 726/2004

Article 57(1) k of Regulation
(EC) No 726/2004

Article 57(1) | of Regulation
(EC) No 726/2004

Article 57(1) m of Regulation
(EC) No 726/2004

Article 57(1) n of Regulation
(EC) No 726/2004

Article 57(1) o of Regulation
(EC) No 726/2004

Article 57(1) p of Regulation
(EC) No 726/2004

Article 57(1) q of Regulation
(EC) No 726/2004

Article 57(1) r of Regulation
(EC) No 726/2004

Article 57(1) s of Regulation
(EC) No 726/2004

manufacturing practice, good laboratory practice, good clinical practice
and the verification of compliance with pharmacovigilance obligations

Upon request, providing technical and scientific support in order to
improve cooperation between the Community, its Member States,
international organisations and third countries on scientific and technical
issues relating to the evaluation of medicinal products, in particular in the
context of discussions organised in the framework of international
conferences on harmonisation

Recording the status of marketing authorisations for medicinal products
granted in accordance with Community procedures

Creating a database on medicinal products, to be accessible to the
general public, and ensuring that it is updated, and managed
independently of pharmaceutical companies; the database shall facilitate
the search for information already authorised for package leaflets; it shall
include a section on medicinal products authorised for the treatment of
children; the information provided to the public shall be worded in an
appropriate and comprehensible manner

Assisting the Community and Member States in the provision of
information to health-care professionals and the general public about
medicinal products evaluated by the Agency

Advising undertakings on the conduct of the various tests and trials
necessary to demonstrate the quality, safety and efficacy of medicinal
products

Checking that the conditions laid down in Community legislation on
medicinal products and in the marketing authorisations are observed in
the case of parallel distribution of medicinal products authorised in
accordance with this Regulation

Drawing up, at the Commission's request, any other scientific opinion
concerning the evaluation of medicinal products or the starting materials
used in the manufacture of medicinal products

With a view to the protection of public health, compilation of scientific
information concerning pathogenic agents which might be used in
biological warfare, including the existence of vaccines and other
medicinal products available to prevent, or to treat, the effects of such
agents

Coordination of the supervision of the quality of medicinal products
placed on the market by requesting testing of compliance with their
authorised specifications by an Official Medicines Control Laboratory or
by a laboratory that a Member State has designated for that purpose

Forwarding annually to the budgetary authority any information relevant
to the outcome of the evaluation procedures

The National Competent Authorities (NCAs) are the third important category of actors within the
EMRN. There are 34 NCAs within the network, one per EU Member State and EEA country, with

Germany, the Netherlands and Poland having two.

2 NCAs are responsible for the marketing

authorisations not falling under the centralised procedures. This includes both MRP/DCP and national
procedures. NCAs furthermore supply the experts that serve as members of the Scientific Committees

and Working Parties of EMA.

25 Germany, there is one NCA dedicated to vaccines and biomedicines and one for all other medicines. In the
Netherlands, there is one NCA for authorisation procedures, and one dedicated to pharmacovigilance. In Poland,
there is one NCA for authorisation procedures, and one NCA for quality and manufacturing supervision.
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The NCAs exchange and align through the so-called Heads of Medicines Agencies (HMA), which is a
network of the heads of the NCAs. The HMA is coordinated by a Management Group and supported by
various working groups as well as a permanent secretariat, which facilitates and supports the work of the
Management Group. Based on the HMA Multiannual Work Plan'®, and as far as contribution to human
health is concerned, the HMA's objectives are as follows:

Ensure the availability of authorised medicinal products, especially by enhancing collaboration among
Member States, by exchanging information and best practices on the management of shortages,
ensuring early identification, and a rapid and harmonised evaluation and response to any new event
that may potentially lead to a shortage.

Provide support in the case of Public Health Emergency issues, especially through developing the
appropriate ways to rapidly communicate and share information among MS in emergency cases and
new diseases status.

Confront the risks related to antimicrobial resistance, especially by implementing the European
Commission Action Plan'*, and by taking part in the implementation of the WHO Plan to combat
antimicrobial resistance™.

Ensure timely access to new beneficial and safe medicines for patients, especially by further exploring
the flexibilities offered by the EU regulatory framework to innovative medicinal products.

Promote an adequate environment for innovation and research in Europe, especially by enhancing the
HMA involvement on projects related to the Innovative Medicines Initiative (IMI)lG.

The presidency of the HMA is aligned with the EU presidency. HMAs meet twice during each presidency.

The European Commission, EMA and National Competent Authorities work in close collaboration with all
the stakeholders involved in the development of medicines, manufacturing, provision and consumption.
The figure below provides an overview of the stakeholders involved in the European Medicines
Regulatory Network.

¥ HMA (2017). EU Medicines Agencies Network Strategy to 2020 — Heads of Medicines Agencies Multi-annual
Work Plan

14 European Commission (2017). A European One Health Action Plan against Antimicrobial Resistance (AMR)
> World Health Organisation (2015). Global Action Plan on Antimicrobial Resistance

18 Alist of ongoing IMI projects is available at: https://www.imi.europa.eu/projects-results/project-factsheetsv
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Figure 3: Overview of the stakeholders interacted in the EMRN
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2.2.2. Activities of the Network

The main activity of the network is to contribute to the marketing authorisation process for all medicines
authorised in the EEA by providing opinions and expertise towards the final authorisation decision. Apart
from national authorisations in each Member State, three different procedures can be used by applicants
looking to have a product authorised in Member States of the EEA. These procedures vary based on
whether or not the medicinal product has already been authorised in a Member State, on the scale to
which the product will be authorised at EEA level, on the type of product as well as on the involved
authorities providing the required scientific assessment for the quality, efficacy and safety of the product.
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Figure 4: Overview of the available initial marketing authorisation procedures within the Regulatory Network
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The rules for mutual recognition procedure and for the decentralised procedure are set in Title I,
Chapter 4 of the Directive 2001/83/EC of the European Parliament and of the Council of 6 November
2001 on the Community code relating to medicinal products for human use (hereafter 2001/83/EC
Directive).

The rules concerning specifically the mutual recognition procedure are set out in Article 28(2) of Directive
2001/83/EC:

“Where the medicinal product has already received a marketing authorisation at the time of
application, the concerned Member States shall recognise the marketing authorisation granted
by the reference Member State. To this end, the marketing authorisation holder shall request the
reference Member State either to prepare an assessment report on the medicinal product or, if
necessary, to update any existing assessment report. The reference Member State shall prepare
or update the assessment report within 90 days of receipt of a valid application. The assessment
report together with the approved summary of product characteristics, labelling and package
leaflet shall be sent to the concerned Member States and to the applicant”.

Only products that have already been authorised in a Member State through a national procedure are
eligible for mutual recognition.

The decentralised procedure is set by Article 28(3):

“In cases where the medicinal product has not received a marketing authorisation at the time of
application, the applicant shall request the reference Member State to prepare a draft
assessment report, a draft summary of product characteristics and a draft of the labelling and
package leaflet. The reference Member State shall prepare these draft documents within 120
days after receipt of a valid application and shall send them to the concerned Member States
and to the applicant”.

The process for MRP and DCP is set by Article 28 (4, 5):

“Within 90 days of receipt of the documents referred to in paragraphs 2 and 3, the Member States
concerned shall approve the assessment report, the summary of product characteristics and the
labelling and package leaflet and shall inform the reference Member State accordingly. The
reference Member State shall record the agreement of all parties, close the procedure and
inform the applicant accordingly.

5. Each Member State in which an application has been submitted in accordance with paragraph 1
shall adopt a decision in conformity with the approved assessment report, the summary of
product characteristics and the labelling and package leaflet as approved, within 30 days after
acknowledgement of the agreement.”

The centralised procedure is set by Article 3 and Annex | of the 726/2004 Regulation. According to
Article 3:

“No medicinal product appearing in the Annex may be placed on the market within the Union unless
a marketing authorisation has been granted by the Union in accordance with the provisions of
this Regulation.

2. Any medicinal product not appearing in the Annex may be granted a marketing authorisation by
the Union in accordance with the provisions of this Regulation, if:

(a) the medicinal product contains a new active substance which, on the date of entry into force of
this Regulation, was not authorised in the Union; or

(b) the applicant shows that the medicinal product constitutes a significant therapeutic, scientific or
technical innovation or that the granting of authorisation in accordance with this Regulation is in
the interests of patients or animal health at Union level.

The medicinal product appearing in the Annex | and authorised by the Union are the following:

1. Medicinal products developed by means of one of the following biotechnological processes: —
recombinant DNA technology, — controlled expression of genes coding for biologically active
proteins in prokaryotes and eukaryotes including transformed mammalian cells, — hybridoma
and monoclonal antibody methods.
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1a. Advanced therapy medicinal products as defined in Article 2 of Regulation (EC) No 1394/2007 of
the European Parliament and of the Council of 13 November 2007 on advanced therapy
medicinal products (1)

(.)

3. Medicinal products for human use containing a new active substance which, on the date of entry
into force of this Regulation, was not authorised in the » M7 Union <«, for which the therapeutic
indication is the treatment of any of the following diseases: — acquired immune deficiency
syndrome, — cancer, — neurodegenerative disorder, — diabetes, — auto-immune diseases and

other immune dysfunctions, — viral diseases.

(...)

4. Medicinal products that are designated as orphan medicinal products pursuant to Regulation (EC)

No 141/2000.”

Table 6: Scope of the centralised procedure for human medicines

Mandatory scope — Article 3.1

“No medicinal product appearing in the Annex
may be placed on the market within the
Community unless a marketing authorisation has
been granted by the Community in accordance
with the provisions of this Regulation.”

The products which have to be authorised
through the centralised procedure are as follows:

A medicinal product containing a new
active substance to treat HIV, AIDS,
cancer, diabetes, neurodegenerative
diseases, auto-immune and other
immune dysfunctions, viral diseases

medicines derived from biotechnology
processes, such as genetic engineering;

advanced-therapy medicines, such as
gene-therapy, somatic cell-therapy or
tissue-engineered medicines;

orphan medicines (medicines for rare

Optional scope — Article 3.2

“Any medicinal product not appearing in the
Annex may be granted a marketing authorisation
by the Community in accordance with this
Regulation [if it meets certain conditions].”

The products which can be authorised through
the centralised procedure are as follows:

A medicinal product containing a new
active substance which, on the date of
entry into force of the Regulation (2005),
was not authorised in the Community and
is not included under the mandatory

scope.
The applicant shows that the medicinal
product  constitutes a  significant
therapeutic, scientific or technical

innovation or that

The granting of the authorisation via the
centralised procedure is in the interest of

diseases); patients’ health.

A more detailed overview of the three authorisation procedures can be found in the Annex.

The initial marketing authorisation procedures are framed by two other areas of activities where the
EMRN is active:

Activities preceding submission of marketing authorisation applications (‘Pre-submission
Activities) - scientific advice and other formalised and non-formalised support for the development
of medicines and preparation of applications for marketing authorisations (Section 2.3);

Post-Marketing Authorisation activities - especially pharmacovigilance, referrals and variation
authorisation (Section 2.5).

The following sections provide an overview of the legal background of all three areas of activity: Pre-
submission, initial and post marketing authorisation activities.
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2.3. Pre-submission procedures and activities

2.3.1. Pre-submission steps directly related with the implementation of the
procedures for authorisation

Pre-submission procedures present an important part of the activity of the EMRN. As mentioned above,
medicinal products may be authorised on the European Market via three different procedures. The pre-
submission steps for these three procedures are presented below.

Pre-submission steps under the centralised procedure

Regulation (EC) No 726/2004 does not explicitly refer to the pre-submission steps described below.
Nonetheless, it states, in its Article 6(4), that “the Commission shall, in consultation with the Agency,
Member States and interested parties, draw up a detailed guide regarding the form in which application
for authorisation are to be presented.” EMA therefore issued a Best Practice Guide'’, as well as
procedural advice® for applicants relying on the centralised procedure. Section 2 of the procedural
advice document describes the steps prior to submitting the application.

Assessing whether a product needs to be authorised via the centralised procedure requires that the
applicants are able to identify that one of the criteria is met. To support the applicants in the procedural
choices that need be made prior to the actual market authorisation, EMA has set a number of pre-
submission procedures.

Firstly, applicants will submit an eligibility request, using a standard form that has been specifically
drafted by EMA. In particular, the eligibility request will allow the applicant to clearly identify the criterion
under which the request for centralised assessment is presented.

EMA recommends applicants to submit the eligibility request between 7 and 18 months prior to the
actual submission for authorisation. Should the eligibility request be accepted, it will become part of the
applicant’s letter of intent to submit a market authorisation. Following the letter of intent, the Committee
for Medicinal Products for Human Use (CHMP) and the Pharmacovigilance Risk Assessment Committee
(PRAC) will appoint respective rapporteurs in charge with the scientific assessment.

As part of the pre-submission process, applicants may request a pre-submission meeting through a
specific form drafted by EMA.

The overall objective of pre-submission meetings is to allow applicants to submit a market authorisation
application which fully meets the legal and regulatory requirements. The criteria must be justified. In
some specific cases, additional elements must be provided. Should the product qualify for the
centralised procedure under the Advanced Therapy Medicinal Products (ATMP) criterion, a specific
recommendation on classification drafted by the Committee for Advanced Therapy (CAT) should be
added to the request.

Box 1: Pre-submission meetings

The pre-submission meetings are to take place 6 to 7 months prior to the Market Authorisation
Application (MAA). Using the pre-submission meeting form, the applicant will identify a number of key
elements to be discussed during the meeting. The form is to be completed by the applicant with an
annex providing an overview of the product and its development programme, as well as a Draft
summary of product characteristics.

After receiving the pre-submission meeting form, the product manager will review the form and assess
the points to be discussed.

The Pre-submission meeting are composed of the procedure manager, along with the EMA Product

T EMA (2017). Best Practice Guide on measures improving predictability of submissions/responses and adherence
to communicated submission/responses deadlines

5 EMA (2018). European Medicines Agency pre-authorisation procedural advice for users of the centralised
procedure
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Lead.

EMA Quality Risk Management and the Regulatory Affairs Product Team Members will also be
represented. In general, based on the nature of the product under examination, all relevant EMA staff,
including CHMP and PAC members, will be present.

The meeting will be initiated by the applicant, who will make a 20 minutes presentation of the product.
The various points identified in the form will then be discussed. In any case, the pre-submission
meeting will not last more than 2 hours.

Once the meeting has taken place, the applicant provides EMA with meeting minutes, which are
reviewed within 15 days. Overall, the drafting and comments on minutes should not last more than 30
days.

Pre-submission steps under the decentralised and mutual recognition procedures

Whilst EMA has developed mechanisms in order to facilitate the submission of applications for the
centralised procedure, Directive 2001/83/EC does not set such steps for the decentralised and mutual
recognition procedures. Nonetheless, it should be pointed that, as stated under Articles 17 and 18 of the
Directive, Member States can take measures allowing the avoidance of double-applications in various
Member States.

Should a Member State note that the application is already under examination in another Member State,
it may decide to suspend its procedure. The scientific assessment will be forwarded to the latter Member
State once it has been completed.

In addition, under Article 18, it is stated that if the product under examination is already authorised in
another Member State, that Member State may request for the Assessment Report to be forwarded. The
procedure can then shift to mutual recognition; and, unless the product raises an issue, the market
authorisation is to be recognised within 90 days (Refer to section 2.4.3).

2.3.2. Other pre-submission activities of EMA

EMA is implementing other pre-submission activities in order to facilitate the access to marketing
authorisation procedures and support the development of medicines. These activities are independent
from the procedures eventually chosen by the future applicant.

Scientific advice

Based on Article 57 of Regulation (EC) No 726/2004, the Agency is responsible for providing “the
Member States and the institutions of the Community with the best possible scientific advice on any
question relating to the evaluation of the quality, safety and efficacy of [medicinal products].”

Regulation (EC) No 726/2004 defined scientific advice on the basis of a large scope, as it embraces
questions regarding quality, clinical and non-clinical aspects of a medicinal product’s development or
assessment, as well as implementation and interpretation of EU guidelines.

In order to implement its obligations with regard to scientific assistance, EMA established the Scientific
Assistance Working Party (SAWP) within the CHMP.

The applicants wishing to receive scientific assistance or protocol assistance must draft a letter of intent
that will be notified to the Agency’s Secretariat.

The applicant must provide a complete dossier, which will consolidate the questions submitted to advice
or assistance.

In order to provide the scientific advice, a “scientific advice team” is appointed. A meeting for scientific
advice can be requested, which will in particular allow applicants to receive feedbacks on the questions
to be included.

Protocol assistance for orphan medicinal products

Protocol assistance, on the other hand, refers to the more specific form of scientific advice to be
provided to sponsors developing designated orphan medicines. The scope of protocol assistance covers
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the demonstration of a significant benefit within the orphan indication, as well as clinical superiority with
regard to existing medications.

Classification and support to advanced therapy medicinal products (ATMPs)

Advanced Therapy Medicinal Products benefit from a specific set of rules laid down by Regulation (EC)
No 1394/2007, which aims to subject advanced therapy to requirements likely to ensure safety as well
as flexibility with regard to the rapid evolution of scientific and technological progress.

The Regulation defines Advanced Therapy Medicinal Products as either a gene therapy, a somatic cell
therapy or a tissue engineered product (Article 2). Those medicinal products are subjected to a number
of specific requirements. To assess whether these are properly met, a Committee for Advanced Therapy
(CAT) was established (see box below — Classification of ATMPs).

To help developers establish whether the medicine they are planning to develop falls under the “ATMP”
definition, for which the criteria are set under article 17, EMA has set an optional classification
procedure.

Box 2: The ATMPs classification procedure

The first act of the CAT will be to appoint a CAT coordinator. The latter is responsible for drafting a
scientific recommendation, which will be sent for review and comments to the Intervention Task Force
(ITF — See below) and the CAT.

Whilst addressing the comments and amending the recommendation, the CAT coordinator is also able
to require any additional information needed from the applicant. During the next CAT meeting, the
recommendation as amended will be presented. The CAT assesses whether additional information is
needed from the applicant. If not, the scientific recommendation is to the European Commission within
10 days in order to collect comments. If the European Commission formulates comments, the
scientific recommendation is amended before being sent to the applicant.

As stated under the Chapter 6 of the Regulation, developers of advanced therapy medicinal products
benefit from a number of incentives. The procedure is optional, and the resulting recommendation is
non-binding.

Scientific guidelines

The European Medicine Agency’s Committee for Medicinal Products for Human Use (CMDh) drafts
guidelines in coordination with National Competent Authorities (NCAs) in order to provide applicants with
a clear and harmonised interpretation of the EU legislation.

EMA has provided a large number of guidelines, which can be broken down as follows:
Biological guidelines
Clinical efficacy and safety guidelines
Clinical pharmacology and pharmacokinetics guidelines
ICH guidelines
Multidisciplinary guidelines
Non-clinical guidelines

Quality guidelines

Applicants are invited to follow the series of guidelines, based on the concerned subject. Derivations
from the indicated procedures is to be justified by applicants.

Regulatory support for the development of medicines

Funding for Paediatric studies

In order to support the development of Paediatric studies and to meet the needs in terms of Paediatric
medicines. To that end, the Regulation (EC) No 1901/2006 on medicinal products for Paediatric use
provides under its Article 40 that:
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“1. Funds for research into medicinal products for the paediatric population shall be provided for in the
Community budget in order to support studies relating to medicinal products or active substances not
covered by a patent or a supplementary protection cetrtificate.

2. The Community funding referred to in paragraph 1 shall be delivered through the Community
Framework Programmes for Research, Technological Development and Demonstration Activities or any
other Community initiatives for the funding of research”.”.

Moreover, the Article 48 provides that “The Community contribution (...) shall cover the work of the
Paediatric Committee, including scientific support provided by experts, and of the Agency, including the
assessment of paediatric investigation plans, scientific advice and any fee waivers provided for in this
Regulation, and shall support the Agency's activities under Articles 41 and 44 of this Regulation”.

Orphan designation

According to the Regulation (EC) No 141/2000 of the EUROPEAN PARLIAMENT and of the Council of
16 December 1999 on orphan medicinal products, an orphan designation should be accorded to
medicine meeting a number of criteria:

it must be intended for the treatment, prevention or diagnosis of a disease that is life-threatening or
chronically debilitating;

the prevalence of the condition in the EU must not be more than 5 in 10,000 or it must be unlikely
that the marketing of the medicine would generate sufficient returns to justify the investment
needed for its development;

no satisfactory method of diagnosis, prevention or treatment of the condition concerned can be
authorised, or, if such a method exists, the medicine must be of significant benefit to those
affected by the condition.

A specific procedure is defined by EMA to analyse the orphan designation requests involving the
Committee for Orphan Medicinal Products (COMP). A maximum of 90 days is required to complete the
procedure. The European Commission is the final responsible for the accordance of the designation.

In order to support the development of these types of medicines, the European Commission and EMA
provides eligible requestors with a number of incentives: benefit from protocol assistance, market
exclusivity once the medicine is on the market and possible fee reductions.

Other specific support for the development of medicines

PRIME Scheme

The Priority Medicines (PRIME) scheme was initiated in March 2016 by EMA. PRIME resulted from a
consultation with EMA, the European Commission and the Safe and Timely Access to Medicines for
Patients (STAMP). It has also mobilised the European Regulatory Network.

The eligibility criteria for PRIME are quite specific” as it is limited to medicines under development, which
have not been authorised in the EEA and which are eligible under the centralised procedure for Market
Authorisation. Products eligible for PRIME should be likely to address unmet medical needs, which
means that the product presents a specific public interest in terms of either diagnosis methods,
prevention or treatment of a condition.

In addition, products are eligible for the PRIME Scheme provided that the product demonstrates a
potential to address the unmet medical need by maintaining and improving the public health at EU
level by introducing new methods of therapy or by improving existing ones.

Quality by design
Quality by design is an approach that EMA encourages in order to ensure the quality of the medicinal
products. It is aimed at ensuring that the medicinal products meet the predefined characteristics.

Y EMA (2018). European Medicine Agency Guidance for applicants seeking access to PRIME scheme
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2.4. Initial Marketing Authorisation Procedures

The following sub-sections present the initial marketing authorisation procedures for the centralised,
decentralised and mutual recognition procedures.

2.4.1. Centralised procedure
Conditions under which the centralised procedure is conducted

In accordance with article 6 (3) of Regulation 726/2004/EC, the Committee for Medicinal Products for
Human Use (CHMP), will perform the scientific assessment:

“The Agency shall ensure that the opinion of the Committee for Medicinal Products for Human Use is
given within 210 days after receipt of a valid application.”

The duration of the analysis of the scientific data in the file concerning the application for marketing
authorisation must be at least 80 days, except in cases where the rapporteur and co-rapporteur declare
that they have completed their assessment before that time.

On the basis of a duly reasoned request, the said Committee may call for the duration of the analysis of
the scientific data in the file concerning the application for marketing authorisation to be extended.”

When the medicinal product under assessment contains or consists of genetically modified organisms
(GMOs), the rapporteur appointed within the Committee is responsible for conducting consultations with
competent authorities set at national or EU levels (Article 6 (2) of Regulation 726/2004/EC).

In particular, the CHMP is in charge of verifying that the submitted application is completed with all the
requested particulars and documents. When deemed necessary, the CHMP has the ability to request
that an official medicine control laboratory or a designated laboratory at national level performs tests
allowing to ensure that the manufacturer’s control methods meet the level of expectation (Article 7 of
Regulation 726/2004/EC).

The Committee may also request that the applicants provide additional information or undergo
inspections in order to assess the manufacturer’s ability to meet the level of expectation set at EU level
(Article 7 of Regulation 726/2004/EC).

The opinion of the Committee is notified to the applicant, which, within 15 days, may request in writing
that the latter be re-examined within 60 days (Article 10 of Regulation 726/2004/EC).

After the final opinion has been completed and fully motivated, it is forwarded to the European
Commission. If the opinion is favourable to granting the authorisation, it has to be completed with the
following documents:

A draft summary of the product characteristics

Details of any condition or restriction which should be imposed on the supply or use of the
medicinal product.

Details on recommended conditions or restrictions with regard to the medicinal product safe and
effective use.

A proposed draft package and labelling.

The assessment report.

The Market Authorisation decision is drafted by the European Commission. As stated under Article 10 of
the Regulation, the European Commission shall draft the decision to be taken regarding the application
within 15 days after the final opinion has been notified.

When preparing a draft decision that envisages granting the authorisation, the European Commission
should either include or refer to the documents that complete the CHMP’s opinion. On the other hand,
should the European Commission go against the Committee’s opinion, the divergence should be
motivated.

Once a market authorisation has been granted via the centralised procedure, it is valid throughout the
Community. As stated under Article 13, market authorisations are subjected to a number of publicity
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measures: firstly, authorised medicinal products are registered in the Community Register of Medicinal
Products. In addition, notification of the marketing authorisation is to be published in the EU Official
Journal.

The assessment report which has been drafted by EMA is also made publicly available (European Public
Assessment Reports must provide a summary which is understandable to the public and allows, in
particular to comprehend the conditions of use of a medicine).

A market authorisation granted through the centralised procedure is valid for a period of five years, in
accordance with Article 14. After this period has extinguished, the authorisation has to be renewed on
the basis of a consolidated dossier, which is provided by the applicant. Once renewed and unless
pharmacovigilance motives require additional measures to be taken, the authorisation becomes
indefinitely valid. Nonetheless, should the applicant fail to place the product on the market within three
years or should the product be no longer present on the market for a period of three years, the
authorisation will nonetheless no longer be valid.”

Box 3: authorisation under exceptional circumstances

Article 14 (8) of Regulation 726/2004/EC

“In exceptional circumstances and following consultation with the applicant, the marketing
authorisation may be granted subject to certain conditions, in particular relating to the safety of the
medicinal product, notification to the competent authorities of any incident relating to its use, and
action to be taken. The marketing authorisation may be granted only when the applicant can show
that he is unable to provide comprehensive data on the efficacy and safety of the medicinal product
under normal conditions of use, for objective, verifiable reasons and must be based on one of the
grounds set out in Annex | to Directive 2001/83/EC. Continuation of the marketing authorisation shall
be linked to the annual reassessment of these conditions®.

Application submission

The content of the application file may vary based on the nature and characteristics of the product.
When applying for a Market Authorisation under the centralised procedure, the sponsors must provide all
the required documentation, as listed under Article 6 of the Regulation.

Furthermore, the application has to be completed with the results of a number of tests and clinical trials
as well as with a packaging mock-up and leaflet.

As stated under Article 6(2), should the medicinal product contain or consist of genetically modified
organisms (GMOs), the requirements with regard to requested documents are strengthened. In
particular, the application must provide an additional technical dossier as well as the results of additional
investigations conducted for R&D purposes.

2.4.2. Decentralised procedure

As mentioned previously, the legal basis for the Decentralised procedure is provided for under Titre |ll,
Chapter 4 of Directive 2001/83/EC.

Conditions under which the decentralised procedure is conducted

Member States are responsible, as provided by Article 17 of the Directive 2001/83/EC, for ensuring that
the procedure for granting a market authorisation in accordance with the standards set in the Directive is
completed in 210 days once a complete application dossier (see above — Requested documents for
application submission) has been submitted.

When assessing an application, the National Competent Authorities (NCAs) must make sure that all the
requirements set by Article 8 are met. When the applicant has failed to fulfil these standards, the NCAs
must be enabled by Member States based on Article 19 of the Directive to request that additional
documents are provided or that testing is conducted by an official or a designated laboratory.

20 Exceptions to the sunset clause are provided under article 14§6, based on public health grounds.
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Furthermore, based on Article 20, when assessing an application, NCAs should also be enabled to make
sure that manufacturers and importers are capable of performing the control methods described in the
application.

Issue of the market authorisation by the National Competent Authorities

In accordance with Article 21, once the National Competent Authority has issued a market authorisation,
it must take the necessary measures to notify the applicant as well as EMA.

Based on objective motives and verifiable reasons, the decision to issue an authorisation may be
subjected by National Competent Authorities to a number of specific obligations.

Application submission

As stated under Article 8 of the 2001/83/EC Directive, when an applicant wishes to obtain a marketing
authorisation regardless of the centralised procedure, an application is to be submitted to the National
Competent Authority (NCAs). The applicant has to be established in the EEA in order for it to be eligible
under the decentralised procedure.

2.4.3. Mutual recognition procedure

The legal basis for the Mutual Recognition procedure is provided for under Title Ill, Chapter 4 of Directive
2001/83/EC. It was set in order to allow Member States to take common decisions for the authorisation
of medicinal products whilst respecting similar standards and criteria regarding the quality, safety and
efficacy of the products.

Conditions under which the procedure is conducted

Each Member State where an application for mutual recognition has been submitted will recognise the
product based on the initially granted authorisation. This is to be performed within 90 days following the
receipt of the application and the assessment report. The fact that mutual recognition has been granted
is to be communicated to the applicant, the Reference Member State, EMA as well as all concerned
Member States.

Articles 29 to 31 detail the procedure that has to be conducted should a disagreement arise between
Member States in the context of a mutual recognition procedure.

Should a Member State consider that the product should not be authorised due to a “potential serious
risk to public health” defined by Commission’s guidelines (Article 28 (2) of Directive 2001/83/EC), it
should notify the applicant, the Reference Member State as well as other concerned Member States and
EMA. When notifying its concerns, the Member State should detail the reasons that lead it to believe that
the product should not be authorised as well as the required action that would allow for the correction of
the application. Concerned Member States must make their best efforts to reach an agreement within
the 90-day timeframe set for recognition. The applicant must be given the opportunity to make its point of
view known, either orally or in writing.

If the Member States do not reach an agreement, a number of referral procedures can be initiated, in
accordance with articles 29 and following of the Directive (See sub section 2.5.3).

Submission of the application

The authorisation holder must firstly inform the Member State that granted the authorisation (Reference
Member State) that an application for mutual recognition has been submitted. To this end, the applicant
must notify the Reference Member State of any modification which has been brought to the initial
authorisation dossier.

The National Competent Authority of the Member State which granted the marketing authorisation must
prepare an assessment report regarding the product or provide an updated version of the assessment
report (Article 28(2)). The Member State must provide the report within 90 days following the receipt of
the request. The prepared assessment report is then forwarded to the Member States concerned by the
MRP request.
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For mutual recognition to be granted, the applicant must submit an application in one or more Member
States. The applicant must certify whether the submitted dossier is identical to the one submitted in the
Reference Member State.

Furthermore, the applicant must communicate the application to EMA, specifying Member States where
an application has been submitted, as well as the dates of submission and copies of market
authorisations that already have been granted. The applicant should also draw EMA’s attention if the
medical product is under examination for authorisation in any Member State.

2.4.4. DCP and MRP
CMDh
In accordance with Article 27 of Directive 2001/83/EC, “A coordination group shall be set up for the

following purposes:

(a) the examination of any question relating to a marketing authorisation of a medicinal product in two or
more Member States in accordance with the procedures laid down in Chapter 4;

(b) the examination of questions related to the pharmacovigilance of medicinal products authorised by
the Member States, in accordance with Articles 107c, 107e, 107g, 107k and 107q;

(c) the examination of questions relating to variations of marketing authorisations granted by the Member
States, in accordance with Article 35(1).

The Agency shall provide the secretariat of this coordination group.”

Market Authorisation subjected to specific Obligations (Article 22 of Annex | of the Directive)

Applications in exceptional circumstances refer to situations where the applicant is unable to provide all
the required comprehensive data allowing to establish that the medicine can be used both safely and
effectively under normal conditions. This inability must result from:

The rarity of the indications for which the product is intended.
The unavailability of comprehensive data, with regard to the state of scientific knowledge.

The impossibility to collect the needed information due to reasons related to medical ethics.
In such cases, the market authorisation can be granted even though the above-mentioned data has not
been collected, provided that at least one of the following conditions is fulfilled:

The applicant commits to completing a studies programme within a time frame set by the NCAs.
The data collected on that occasion will be included in the medicinal product's assessment via
the benefit/risk profile.

The medicinal product is only made available on medical prescription and its administration is
subjected to strict medical supervision.

The package leaflet must draw the professional’s attention to the fact that certain available data
concerning the product have yet to be assessed and verified.

Based on Article 24 of the Directive, the authorisation granted by the National Competent Authority under
the decentralised procedure is valid for five years. The authorisation has to be renewed after five years
based on a consolidated renewal application.

2.5. Post-authorisation procedures

2.5.1. Pharmacovigilance

“Pharmacovigilance rules are necessary for the protection of public health in order to prevent, detect and
assess adverse reactions to medicinal products placed on the Union market, as the full safety profile of
medicinal products can only be known after they have been placed on the market.”
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With the adoption of Directive 2010/84/EU, the EU decided to take measures in order to improve the
operation of Union law on the pharmacovigilance of medicinal products.

Pharmacovigilance mechanisms under the responsibility of EMA

The pharmacovigilance mechanisms set by Regulation (EC) No 726/2004 are provided by Chapter 3
(Articles 22 to 29). The Regulation states that the provisions laid down under Article 106(1) of Directive
2001/83/EC applies to medicinal products which have been authorised via the centralised procedure.21

Firstly, the pharmacovigilance mechanisms rely on the exchange of information among the national
authorities, EMA and the European Commission.

The holder of the marketing authorisation is also bound by the Regulation to respect a number of
obligations regarding pharmacovigilance. In particular, the authorisation holder must designate a
qualified person, who will be in charge with setting a system allowing to collect and diffuse the
information about the adverse reactions which have been reported to the company. In addition, the
designated expertise is responsible for drafting the reports and to generate the additional information
and data which can be requested at any time by competent authorities on the grounds of a continuous
assessment of the risk and benefits of the medicinal products. The designated expert is responsible for
providing the information necessary to the post authorisation safety study. Should an adverse reaction
be reported to the authorisation holder is due to report it to the competent authorities within Member
States where such an effect has manifested. This should be done within 15 days. The holder of a
marketing authorisation is to maintain detail records of all suspected adverse reactions that have been
brought to its attention, in the form of periodic safety update reports. The holder must be in position to
provide such a report upon request.?

Table 7 Specific post-authorisation obligations for authorisation holders

Specific post-authorisation obligations

I The Article 10681 provides that the European Commission, collaborating with the EMA and the MS, shall provide
guidance with regard to the presentation, collection and verification of adverse reaction reports, as well as set
technical standards to ensure that information is properly exchanged between interested parties.

2 As stated under Article 2483, periodic safety update reports must be submitted: at least every six months for the
two first years following the market placement, then once a year for the following two years. Later one, the reports
have to be produced on a three-year basis.
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Post-authorisation safety studies
(PASSs)

Post-authorisation safety studies are defined
under Article 1(15) of the Directive 2001/83/EC
as studies “relating to an authorised medicinal
product conducted with the aim of identifying,
characterising or quantifying a safety-hazard,
confirming the safety profile of the medicinal
product, or of measuring the effectiveness of
risk management measures.”

As stated under Article 22a of the 2001/83/EC
Directive, “After the granting of a marketing
authorisation, the national competent authority
may impose an obligation on the marketing
authorisation holder:

(a) to conduct a post-authorisation safety study
if there are concerns about the risks of an
authorised medicinal product. If the same
concerns apply to more than one medicinal
product, the national competent authority shall,

following consultation with the
Pharmacovigilance Risk Assessment
Committee, encourage the  marketing

authorisation holders concerned to conduct a
joint post-authorisation safety study”

These imposed PASS are assessed by the
Pharmacovigilance Risk Assessment
Committee (PRAC).

The EU post-authorisation study register
allows to collect and make publicly available
both the protocols for PASS as well as abstract
of final studies.

Periodic safety update reports

(PSURs)
In order to ensure that the benefit/risk
assessment remains favourable after a

medicine has been authorised in the EEA, the
Market Authorisation Holder shall provide the
competent authority with periodic safety update
reports.

According to Article 107a of the 2001/83/EC
Directive, Marketing authorisation holders shall
submit to the Agency periodic safety update
reports containing:

(a) summaries of data relevant to the benefits
and risks of the medicinal product, including
results of all studies with a consideration of
their potential impact on the marketing
authorisation;

(b) a scientific evaluation of the risk-benefit
balance of the medicinal product;

(c) all data relating to the volume of sales of
the medicinal product and any data in
possession of the marketing authorisation
holder relating to the volume of prescriptions,
including an estimate of the population
exposed to the medicinal product. The
frequency with which the periodic safety
update reports are to be submitted shall be
specified in the marketing authorisation (article
107 b of the 2001/83/EC Directive.

Based on the guidance provided by EMA23, it
appears that PSURs should involve a critical
examination of the information which has been
collected in the interval of the MA or of the last
conducted PSUR in order to identify whether
new risks have appeared or whether evolutions
have affected previously identified risks.
Furthermore, it should summarise all the
information which is necessary to conduct the
benefit/risk assessment of the product. The
Market Authorisation Holder is also expected to
notify all the measures that have been taken to
minimise the identified risks.

At the national level, all relevant authorities have to set procedures allowing for the information
concerning adverse reaction to be collected. In addition, systems allowing patients to notify potential
adverse reaction have to be encouraged. These notifications can be collected via healthcare
professionals. As stated under Article 25, when a Member State has been informed of an adverse
reaction, it is bound to report to the Agency within 15 days after it has received the information. A data
processing network is set by the Agency, which allows for a rapid transmission of information.

Pharmacovigilance is based on a thorough collaboration among various concerned parties. Not only are
market holders, Member States and EU institutions involved, but also the Regulation states that EMA is

% Provided that the product is made available within three years. Refer to the sunset clause monitoring.
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to collaborate with the World Health Organisation in order to share information with regards to measures
that have been taken within the EU.

Pharmacovigilance mechanisms undertaken at national level

Pharmacovigilance mechanisms are provided under Title IX of Directive No 2001/83/EC.

A pharmacovigilance system must be established in all Member States, allowing to collect all the useful
information in order to monitor medicinal products’ potential adverse reactions. The pharmacovigilance
system requires that all the involved stakeholders meet certain standards.

As far as the marketing authorisation holder is concerned, it is essential that the product's sponsors
designate a qualified person responsible for:

Establishing and maintaining a system which allows for information about adverse reactions to be
notified and collected

Preparing and drafting periodic safety update reports;

Provide the NCAs with any requested additional data or information, especially regarding the
documents which are relevant to Risk/Benefit Profile.

In addition, based on Article 104 of the Directive, the Market Authorisation Holder is required to record
and report suspected adverse reactions within 15 days after it has been informed.

EMA also plays a key part in pharmacovigilance mechanisms, as it is responsible, in collaboration with
the European Commission and the Member States, to set a network which will allow data to be
processed.

The European Commission is responsible for drafting guidance allowing to facilitate the exchange of
information on adverse reactions.

2.5.2. Renewals

Whether it has been granted under the centralised procedure, the decentralised or the mutual
recognition procedure, the EEA Market Authorisation has a five-year vaIidity.24

Under the Decentralised and Mutual Recognition Procedure, the conditions under which the renewal
of the authorisation will be granted are provided for under Article 24 of the Directive 2001/83/EC.

The request for renewal must be submitted to the National Competent Authority at least three months
prior to the expiry date of the authorisation.

To support the renewal the applicant must provide a consolidated dossier containing in particular
elements related to pharmacovigilance. Article 104(6) states, in that respect, that periodic safety update
reports must be provided at the end of the five-year validity period.

Under the Centralised Procedure, renewal of the authorisation lies on a re-evaluation of the product’s
Risk/Benefit Profile. To support the evaluation, the applicant must provide a consolidated dossier.

To that end, the applicant must submit®:

The administrative form for renewal. The applicant may also include a revised summary of
the product characteristics (SmPC), labelling and package or leaflet. More importantly, the
renewal application must be completed with signed declarations from the applicant, stating that
the quality of the product has been regularly updated and, when relevant, that the products
complies with the CHMP quality guidelines.

Risk Management Plan (RMP): The RMP, which was provided to support the market
authorisation initial application, must be updated allowing for the product’s risk/benefit profile to
be continuously assessed.

%4 Provided that the product is made available within three years. Refer to the sunset clause monitoring.

% EMA (2016). Guideline on the processing of renewals in the centralised procedure
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Addendum to quality overall summary: In particular, the addendum must contain the
applicant’s declaration of compliance stating that all technical and scientific profess have been
taken into account to introduce the necessary changes on the product and that that all changes
have been made via the variation procedure.

Addendum to non-clinical overview: It consists of a critical discussion based on the non-
clinical data in order to support the risk/benefit reassessment.
The reassessment procedure involves the CHMP as well as other relevant Committees such as the
PRAC and the CAT.
2.5.3. Referrals

Referrals are specific procedures aiming to resolve issues related to the safety or benefit-risk balance of
medicine or a class of medicines and concern different specific issues and disagreements between
Member states as described in the table below.

A referral can be started by the European Commission, any Member States or by the company that
markets the medicine. The assessment of the referral involves different actors depending on its content:

Safety-related referrals are assessed by the Pharmacovigilance Risk Assessment Committee (PRAC)
and then either by the Committee for Medicinal Products for Human Use (CHMP) or by the
Coordination Group for Mutual Recognition and Decentralised Procedures — Human (CMDh) for
nationally authorised medicines;

All other referrals on human medicines are assessed by the CHMP only.

Table 8: Overview of the different types of referrals

Type of referral Legal basis MA Description Possible
Procedure Initiators
concerned

It applies when a Member State or the
European Commission considers that

Article 107(i) urgent action is necessary because of
Safety issues to 107(k) of All safety issue (suspension or revocation NCA
y Directive of a marketing authorisation, prohibition gc
2001/83/EC of supply of a medicine, refusing of a
renewal or in result of the evaluation of
data from pharmacovigilance activities).
Pharmacovigilance procedure
This procedure may be initiated as a
result of the evaluation of data relating
to pharmacovigilance of medicinal
products
Non-pharmacovigilance procedure
This procedure may be initiated in case
Safety, que.llity, Article 20 o Eurgﬂpeen;rt])er Sé[gtn?mi(sl\s/ligr)I > (ér(]:e)
(r;anUfagclfjigggy [\I’Eeg)ulatlonNo Centralised considers that one of the measures EC
issues 726/2004 envisaged under title IX

(Pharmacovigilance) or XI
(Supervision and sanctions) of
Directive 2001/83/EC must be
applied for centrally authorised
medicinal products, as a result of
the evaluation of data that do not
relate to pharmacovigilance, for
example data relating to the quality
or efficacy of a the product.
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Type of referral

Paediatric
medicine
issues

Harmonisation,

mutual
recognition

procedure and

decentralised
procedure
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Legal basis

Article 31 of
Directive
2001/83/EC

Article 29 of
Regulation
(EC) No
1901/2006

Article 13(1)
of
Regulation
(EC) No
1234/2008

Article 29(4)
of Directive
2001/83/EC

Article 30 of
Directive
2001/83/EC

MA
Procedure
concerned

Decentralis
ed and
Mutual
recognition

Decentralis
ed and
Mutual

Recognition

Decentralis
ed and
Mutual
recognition

Decentralis
ed and
Mutual
recognition

Decentralis
ed and
Mutual
recognition

Description

Pharmacovigilance procedure

This procedure should be initiated where
the interests of the Union are involved
and as a result of the evaluation of data
relating to pharmacovigilance activities
of an authorised medicinal product(s),
and when none of the criteria listed in
Article 107i(1)1of Directive 2001/83/EC
are met

Non-pharmacovigilance procedure

This procedure should be initiated where
the interests of the Union are involved
as a result from the evaluation of data
that do not relate to pharmacovigilance
activities, for example data relating to
the quality and/or efficacy of an
authorised medicinal product(s) or
application(s).

This procedure applies when a Market
Authorisation Holder applies for either a
new indication, a new pharmaceutical
form or new route of administration for a
product authorised via the decentralised
or mutual recognition procedure,
provided that the above-mentioned
indication, form or route makes the
product suitable for children.

It applies when a disagreement occurred
between MS on a type Il variation
(potential serious risk to public health)
for a medicine that has been authorised
by mutual recognition or via the
decentralised procedure.

It applies when, during the co-ordination
group procedure of Article 29(1) to (3) of
Directive 2001/83/EC, the Member
States fail to reach an agreement on an
application for mutual recognition of a
marketing authorisation or on an
application in the decentralised
procedure, on the grounds of a potential
serious risk to public health.

It applies when divergent decisions have
been adopted by the Member States
(MSs) concerning the authorisation of a
nationally authorised medicinal product,
in order to promote harmonisation of
authorisations. It also applies when
divergent decisions have been adopted
by MSs concerning the suspension or
revocation of a medicinal product.

Possible
Initiators

NCA
EC

MAH
applicant

RMS

RMS

RMS

NCA
EC
MAH

/



In accordance with the Article 5(3) of the Regulation (EC) No 726/2004, the Committee for Medicinal
Products for Human Use shall also draw up an opinion on any scientific matter concerning the evaluation
of medicinal products for human use on the request of the Executive Director of the Agency or the
European Commission. The Committee shall also formulate an opinion when there is a disagreement
between Member States in the evaluation of medicinal products through the mutual recognition
procedure.

2.5.4. Variations

Classification and conditions under which requests for variations are submitted are laid down in
Comm