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Abstract

The European system of approval of new medicines
comprises an European Union (EU)-wide authoris-
ation procedure (the so called centralised pro-
cedure) alongside national procedures based on
different EU Member States working together and
recognising each other’s evaluations (the so called
decentralised and mutual recognition procedures).
It is a system that has evolved over the past half
century from one with wholly separate national
systems to one where EU countries now harness
their regulatory and scientific expertise to harmo-
nise and improve the evaluation of medicines
across Europe. Today, the purely national procedure
is rarely used by applicants and only when they seek
marketing authorisation in a single Member State.
Although the different procedures may give an
impression of complexity, they have simplified the
authorisation process across Member States, redu-
cing the times for new medicines to obtain market-
ing authorisation and improving patient access to
new medicines.
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The current European system of medicines approval
consists of a centralised authorisation procedure as
well as national authorisation procedures based on
simultaneous authorisation in more than one
European Union (EU) Member State and the
mutual recognition of marketing authorisations. In
addition, there are medicines authorised in single
Member States under purely national procedures.
The centralised procedure and the European
Medicines Agency, which manages the procedure,
have both been in operation since 1995. This paper
describes the history of the approval system and
the harmonisation that has occurred over the past
half century and gives an overview of the way medi-
cines are approved in the EU today.
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The history of the pharmaceutical
regulation system in Europe

Although many European countries have long had
laws regulating the use of various medicines,
modern pharmaceutical regulation in Europe can
be considered to have started in the 1960s and has
not stood still since. In the aftermath of the thalido-
mide tragedy, there was increased legislative control
of pharmaceuticals, with regulatory agencies being
created all over Europe to approve medicines and
Member States working on European harmonisa-
tion, leading to the first pharmaceutical Directive
in 1965 (Council Directive 65/65/ EEC).1 The
Directive required all medicines to have a marketing
authorisation and also aimed at harmonising stan-
dards for the approval of medicines within
Europe. In addition, this law encouraged the cre-
ation of a single market for pharmaceuticals in the
EU at a time when every country had its own separ-
ate approval procedures which meant that compa-
nies had to submit separate applications for
approval of a medicine in each country.

In 1975, two Council Directives were introduced, the
first (Council Directive 75/318/EEC, 1975°) relating to
the testing of medicines required to be carried out by
companies seeking a marketing authorisation, and
the second (Council Directive 75/319/EEC, 19753)
establishing a procedure for marketing authorisation
with the aim of promoting the free movement of medi-
cines. The procedure was based on the mutual recog-
nition of national assessments whereby a company
could seek marketing authorisation for a medicine in
one Member State on the basis of an existing marketing
authorisation in another. The Directive also established
an advisory committee to the European Commission
called the Committee on Proprietary Medicinal
Products (CPMP) to help EU Member States to adopt
a common position with regard to decisions on
issuing a marketing authorisation. However, the
opinions of the CPMP were not binding and the
system had come under criticism for being slow,
bureaucratic, and ineffective, with Member States
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failing to recognise each other’s assessments and
seeking arbitration from the CPMP on nearly every
occasion.* The procedure was called the ‘CPMP pro-
cedure’ and was later simplified and became the
‘multi-state licensing procedure’. However, the pro-
cedure, though improved, was still considered by
many to be ineffective and was little used by industry.”

In 1985, the single market project was launched,
which included plans for the creation of the European
Medicines Agency.® In 1986, a new procedure for the
authorisation of medicines called the ‘concertation pro-
cedure’ was introduced. This procedure was manda-
tory for biotechnology medicines, requiring a
community-wide licensing opinion by the CPMP for
these medicines before marketing authorisations
could be granted in any Member State. However, this
opinion was again not binding on Member States and
Member States could still approve or reject applications
without reference to the opinion.

A major step in harmonisation was taken in 1993
with the Council Regulation (EEC) 2309/93,” which
established the European Agency for the Evaluation
of Medicinal Products, now known as the European
Medicines Agency. In addition, the concertation
procedure was modified and became the centralised
procedure. The Regulation, which came into force in
1995, also re-established the CPMP as a ‘new’ CPMP
to issue the Agency’s opinions on the granting of
marketing authorisations in accordance with the
centralised procedure, which now led to legally
binding Commission decisions. The CPMP was
later renamed the Committee for Medicinal
Products for Human Use (CHMP).

As the mandatory scope of the new centralised
procedure was limited to biotechnology medicines,
it replaced existing national procedures for these
medicines. The concept of mutual recognition for
other medicines remained and was introduced into
European pharmaceutical law in 1993 (Council
Directive 93/39/EEC, 1993%).

By 1995, a harmonised European system of medi-
cines approval had therefore emerged consisting of
a procedure based on mutual recognition of market-
ing authorisations by Member States on the one
hand and a procedure providing a community-
wide licensing opinion on the other hand. The
mutual recognition procedure had two precursors:
first, the CPMP procedure which operated from
1976 to 1985; then the multi-state licensing pro-
cedure in operation from 1985 until 1995, which in
1995, became known as the mutual recognition pro-
cedure. The procedure providing a community-
wide licensing opinion, the centralised procedure,
developed from the concertation procedure which
operated from 1986 until 1995. Whereas the early
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procedures were hampered by a lack of binding
opinion by the CPMP, by 1995 this was no longer
the case and pharmaceutical regulation in Europe
had become better harmonised and more effective.
After 1995, additional changes were made to this
European approval system to further strengthen it.
They included the introduction, in 2005, of a new
procedure called the decentralised procedure
which sought to avoid the potential for disputes
which was identified over time as a problem with
the mutual recognition procedure as Member
States in which approval is sought were not
involved early enough in the evaluation.”

The current EU system

The centralised procedure

The advantage of the centralised procedure is that it
requires a single application which, if successful,
results in a single marketing authorisation with the
same product information available in all EU
languages and valid in all EU countries, as well as
Iceland, Liechtenstein, and Norway. The scientific
assessment of the marketing authorisation application
is carried out by the CHMP. The scientific review
process consists of alternating periods of active evalu-
ation and periods during which the clock is stopped
in order to give the applicant time to resolve any
issues identified during the evaluation. In total, the
duration of the process is up to 210 ‘active’ days
before an opinion is issued by the CHMP.

Once an opinion has been given, it is forwarded to
the European Commission which then has 67 days to
issue a legally binding decision on the marketing
authorisation. The mean approval time for medicines
in 2012 approved by the EMA was 14.8 months.*
Once a marketing authorisation has been granted,
the applicant can start to market the medicine in
any EU Member State of its choice. However, in prac-
tice before a medicine is marketed, it will be subject to
pricing negotiations and a review of its cost-effective-
ness. This is carried out at national level by Member
States to determine reimbursement criteria.

Initially, the centralised procedure was mandatory
only for biotechnology medicines, as was the case
with the previous concertation procedure. Over
time, however, the mandatory scope of the centralised
procedure has been gradually expanded and by 2005,
it included orphan medicines (medicines for rare dis-
eases) as well as human medicines that contain a new
active substance (not previously authorised in the
Union before 20 November 2005) and that are
intended for the treatment of AIDS, cancer, neurode-
generative disorders, diabetes, auto-immune and
other immune dysfunctions, and viral diseases. In



2009, the centralised procedure also became manda-
tory for advanced therapy medicines. The centralised
procedure is also optional for other medicines that
contain a new active substance not authorised in the
Union before 20 November 2005, and for products
which are considered to be a significant therapeutic,
scientific, or technical innovation, or for which an
EU-wide authorisation is considered to be in the
interests of public health (Figure 1)."

The first medicine authorised under the centra-
lised procedure was the fertility treatment Gonal-F
in October 1995.* The EMA now receives around
100 applications per year (Figure 2) of which,
around 10% do not result in an opinion but are with-
drawn, and around 5% result in a negative opinion
(Figure 3)."° Since the establishment of the agency
in 1995, over 700 human medicines have been
approved using the centralised procedure. In the
early years, only innovative products were
approved via the centralised procedure but as data
exclusivity for the first products approved began
to expire, generics were also approved centrally.'?
The number of applications for generics using the
centralised procedure has increased over the years,
peaking in 2010 with around 50% of all applications
being generics (Figure 4)."* Today, most medicines
containing a new active substance are approved
using the centralised procedure.
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Figure 1: Mandatory scope of the centralised procedure.
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Figure 2:  Number of applications received yearly by the
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Figure 4: Type of application received by the EMA
(2010-2012).

The mutual recognition procedure

The mutual recognition procedure has been in place
since 1995 and evolved from the multi-state licensing
procedure. The applicant must initially receive
national approval in one EU Member State, referred
to as the ‘reference Member State’ and then seek
approval for the medicine in other, so-called ‘con-
cerned Member States’ in a second step based on the
assessment done in the reference Member State. This
process has significant differences from the former
multi-state licensing procedure, notably the require-
ment that disagreements between Member States
must now be resolved at EU level. Disagreements
are handled by the Co-ordination Group for Mutual
Recognition and Decentralised Procedures - Human
(CMDh), a body representing Member States, which
is responsible for any questions in two or more
Member States relating to the marketing authorisation
of a medicinal product approved through the mutual
recognition or the decentralised procedure.

If there is a disagreement between Member States
on grounds of a potential serious risk to public
health, the CMDh considers the matter in order to
reach an agreement within 60 days. If this is not
possible, the procedure is referred to the CHMP in
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a procedure called a referral. The CHMP will then
carry out a scientific assessment of the relevant
medicine on behalf of the EU."

In contrast to the previous procedure, the
outcome of the CHMP is binding on the Member
States involved once it has been adopted by the
European Commission. The timelines for assess-
ment by CHMP is 60 days.

Since the introduction of the decentralised pro-
cedure, the mutual recognition procedure is used
for extending existing marketing authorisations to
other countries.’

The decentralised procedure
In the decentralised procedure, the applicant
chooses one country as the reference Member State
when making its application for marketing authoris-
ation. The chosen reference Member State then pre-
pares a draft assessment report that is submitted to
the other Member States where approval is sought
for their simultaneous consideration and approval.
In allowing the other Member States access to this
assessment at an early stage, any issues and con-
cerns can be dealt with quickly without delay,
which sometimes is known to occur with the
mutual recognition procedure. Compared with the
mutual recognition procedure, the decentralised
procedure has the advantage that the marketing
authorisation in all chosen Member States is
received simultaneously, enabling simultaneous
marketing of the medicine and reducing the admin-
istrative and regulatory burden.” Today, the decen-
tralised procedure is mainly used for applications
for generic medicines.™

As for the mutual recognition procedure, dis-
agreements are handled by CMDh or the CHMP
in case no agreement can be reached at CMDh level.

Conclusion

In summary, the current procedures for approving
medicines in Europe have resulted from a drive to
harmonise and improve medicines regulation and
have, for most medicines, replaced approvals
based on purely national authorisations. Over the
years, the scope of the centralised procedure has
been widened and today most medicines containing
new active substances are approved using the cen-
tralised procedure. The mutual recognition and
decentralised procedure are mainly used to extend
existing marketing authorisations or for generic
medicines. Half a century of harmonisations has
led to a system that is simplified, improving access
to medicines by reducing the times for new medi-
cines to obtain a marketing authorisation.
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Highlights from our sister publications

European Science Editing

Under the heading ‘Moral philosophy of scholarly
publications” - ethical issues, to you and me - Vijay
Prakash Mathur and associates provide a broad over-
view of some of the no-no’s when publishing scientific
papers.! Redundant publication, gift authorship, and
plagiarism all get a mention, as do several other
topics that will be familiar to anyone with even a
passing interest in publication ethics. The authors
attempt to cover a lot of ground in just a few pages,
which inevitably means that some things only get
briefly touched upon (a notable exception being
authorship, which is discussed in some detail).
Nonetheless, their article constitutes a useful introduc-
tion for anyone oblivious to the malpractices it high-
lights, and is complemented by a letter from (anti-
)plagiarism guru Miguel Roig, who provides clarifica-
tion of a number of important points.

In the same issue of the journal, Laura Fascio Pecetto
introduces BioMed Central author academy, a web
resource offering useful general guidance on manu-
script preparation to budding authors/writers.>*
Elsewhere, journal editor Denys Wheatley criticises
what he perceives to be the overuse of dramatic
words such as ‘reveal’, ‘sacrifice’, and “perform” in
the scientific literature, and ponders what should be
done about it.’

AMWA Journal

Much of the Winter 2013 issue of the AMWA Journal is
devoted to reports from the 73rd Annual American
Medical Writers Association Conference, held in
Columbus, Ohio in November 2013. Highlights
include a short but handy summary of a lecture on
how to convert a CSR (clinical study report) into a
manuscript® - which incidentally is the subject of an
EMWA workshop.”

Non-conference articles cover a range of interesting
topics. In one well researched and thought out piece,
medical editor Kelly Schrank discusses the benefits of
creating and using a checklist when editing, acknowl-
edging the initial outlay of time but arguing that it is
easily outweighed by improvements in editing speed
and objectivity.® She further points out that checklists
can make it easier to return to a half-finished editing
job following an interruption and provides practical
advice on checklist creation and optimisation.
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16. 2013 - Statistics for New Applications (MRP/DCP),
Variations and Referrals [cited 2014 Mar 4].
Available from: http://www.hma.eu/87 html.

the general public, including documents describing
the outcomes of procedures and evaluations by the
Agency’s scientific committees.

Career help comes in the form of a tip sheet on
opportunities in the non-profit sector, with information
based on but not solely applicable to the US job
market.’ Like in Medical Writing, freelancers have
their own section, which offers additional career
advice in a Q and A format.

Elsewhere, Kryder et al.x® present the results of a
survey on the challenges faced by medical writers,
editors, and other medical information professionals.
The challenges that were most frequently selected by
respondents were ‘Establishing a healthy work/life
balance due to unreasonable workloads/timelines’
and ‘Inadequate recognition of the value delivered by
the profession’. I am sure a few of us can relate to
these sentiments!
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