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REPORT FROM THE COMMISSION TO THE COUNCIL
ON THE ACTIVITIES
OF THE COMMITTEE FOR PROPRIETARY MEDICINAL PRODUCTS

I. INTRODUCTION

1. Subject of the report

The present report of the Commission to the Council covers the
operation of the wvarious procedures within the framework of the
Committee for Proprietary Medicinal Products (CPMP), of coordination
of national authorizations to place medicines for human use on the

market, established by Community Law1.

The Commission shall, in accordance with the first paragraph of
Article 15 of Council Directive 75/319/EEC, as amended by Directive
83/570/EEC, "report to the Council every two years on the operation of
the procedure laid down in this chapter and its effects on the
development of intra-Community trade"™. As the first applications made
in accordance with this procedure, called "multi-State", were only
presented in 1986, it seemed reasonable to allow sufficient time to

elapse so as to fully describe the operation of the new procedure.

e 4 e e e e = e B e e e —— — —

1In order to facilitate the reading of this report, texts of the Community
pharmaceutical legislation cited are summarized in chronological order in
annex I, with their publication references.
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Content of the report

It is important to consider this "multi-State" procedure in relation
to both, the preceding procedure which was completed in 1986 and the
most recent procedure specifically designed for high technology

medicines.

Indeed, 1in conformity with the time-periods set out in the Community
Directives, the Llast applications made in accordance with the old
procedure established by Directive 75/319/EEC, were examined at the
start of 1986. It is useful therefore to prepare a comprehensive
review of the 41 applications examined under that procedure between
1978 and 1986. This previous procedure has been the subject of 4
successive reports2 and of a more general report3 which accompanied
the 5 proposals from the Commission to the Council regarding high

technology medicines, particularly those produced by biotechnology.

Amongst these proposals adopted in the interim by the Council,
Directive 87/22/EEC introduced in July 1987, a new Community
concertation procedure applicable prior to all national decisions
concerning high technology medicines, especially those produced by
biotechnology, which will be briefly mentioned here, taking account of

its very recent introduction.

With the passing of the years, the general role of coordination of the
Committee for Proprietary Medicinal Products, beyond the specific
procedures mentioned above, has progressively expanded. These other
activities of the Committee should also be considered, especially
pharmacovigilance and the continuous updating of requirements and
practices 1in the grant of marketing authorizations in the Member

States of the Community.

from the Commission to the Council on the operation of the Committee

for Proprietary Medicinal Products:
- COM(79)59 of 22.2.1979;
- COM(80)149 of 31.3.1980;
- COM(81)363 of 13.7.1981;
- COM(82)787 of 3.12.1982.

3

COM(B4)437 of 3.12.1984



Intra and extra Community trade

The number of applications discussed by the Committee for Proprietary
Medicinal Products are still very few in comparison to the hundreds of
national applications made separately each year in each Member State.
Therefore, there is no scope for assessing the effect of the various
Community procedures on the development of intra-Community trade.
Nonetheless, some key statistical information relating to the
pharmaceutical industry in the European Community has been presented
in Annex II of this report. The European pharmaceutical industry still
seems successful. It represents one quarter of the World market
(approximately 25 billions ECU), and more than half of World
pharmaceutical exports, thus yieldung a positive trade balance for the
Community of approximately 3.5 billijons ECU. It employs around 40,000
people in the Community, of which the Llevel of qualification is
generally high. Unfortunately, in the last twelve years, one can see a
slow decline in our market share compared with the United States and
Japan, as well as a reduction in the number of European new chemical
entities at the research and development stage (404 versus 65% for the
last 10 years). One of the reasons for this could be the relatively
small size, with some notable exceptions, of European companies
compared to large international firms. The size and scope of a single
large market will probably encourage the optimization of research and
production activities of European firms, in order to maintain their

competitiveness.



11. THE COMMUNITY REGULATIONS AND RECENT DEVELOPMENTS IN THE PHARMACEUTICAL

SECTOR

1.

Community pharmaceutical legislation

For more than 20 years, the European Community has contributed to the
improvement of the protection of public health by extending to all
Member States, old and new, regulations for the placing on the market
of medicines for human and veterinary use, guaranteeing quality,
safety and efficacy to the highest international Llevel <(Annex I).
Regarding access to and maintenance on the market of medicines, the
Community experience is considerable and prevents now the repetition

of long and expensive tests and trials in Europe.

Five 1important consequences have resulted for the circulation of

medicines within the Community:

a) The criteria for quality, safety and efficacy of medicines have
been progressively harmonized, as well as certain aspects of the
procedures for marketing authorization (time-periods, motivation,

publication) or for manufacturing (quality control, inspections).

b) Analytical, pharmaco-toxicological and clinical testing of
medicines performed in conformity with Community rules need not be

repeated within the Community.

c) Batch controls, carried out in the country of origin, are

recognized in the other Member States.

d) The general requirements for labelling or for the package insert

have been harmonized.

e) A Llist of colouring matters permitted for use in medicines has

been adopted.
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For the future, the up-dating of the technical requirements for
the testing of medicines has been delegated by the Councilt to the
Commission, 1in accordance with the so-called Regulatory Committee
Procedure, which involves the participation of government experts.
This legistation allows the Community to exercise its
international competences in the pharmaceutical sector. Thus
regular contacts take place with the USA, Japan and international
organizations such as the Council of Europe and the World Health

Organization.

The national authorities and the Committee for Proprietary Medicinal

Products

Within the current framework of Community regulations, the 12 Member
States remain fully responsible for deciding whether to grant or
refuse a marketing authorization, in conformity with Community law. In
spite of the agreed harmonization of regulations, divergences of
evaluation have been found 1in the decisions taken by national
competent  authorities regarding marketing authorizations for
medicines. To reduce these divergences a committee consisting of
representatives of Member States and the Commission was formed in

1977: the Committee for Proprietary Medicinal Products (CPMP).

This committee may be invited by the Member States or the Commission
to give an opinion, of an advisory nature, on particular medicines,
especially for monitoring side-effects of medicines (pharmaco-
vigilance). The Committee can also be called upon by pharmaceutical
firms in accordance with the various Community procedures, designed to
facilitate the adoption of a common position among Member States
regarding marketing authorizations, and their operation will be

described later.

The Members of the Committee are expressly charged in the Member
States and the services of the Commission with matters relating to the
authorization of medicines; they elect amongst themselves a president
and a vice-president for a 3 year term, renewable once; the Commission
nominates the other vice-president and acts as secretariat to the
Committee. The presidency of the Committee has moved successively from

Mr L. Robert (Luxembourg) to Dr C.A. Teijgeler (Netherlands).
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Following election, the vice-presidents have been Pr D. Poggiolini
(I1taly), Pr B. Schnieders (Germany), then Dr G. Jones (UK). The Llist

of members of the Committee is given in Annex III.

The pharmaceutical proposals of the White Paper

The role of the Community dis to ensure a favourable regulatory
environment for this industry which is already over-regulated, whilst
also supporting the protection of public health and its improvement by

increased development of pharmaceutical research in Europe.

This has led the Commission to propose 13 specific initiatives in the
pharmaceutical sector, in its White Paper on the completion of an
internal market.

Six measures are already adopted and in force:

- 4 directives of December 1986 in favour of high tech/biotech

medicines;
- a new recommendation of February 1987 on the testing of drugs;
- a communication of December 1986 from the Commission on the

compatibility with Article 30 of the EEC Treaty of price control

measures.



Three initiatives have been submitted to the Council at the beginning
and end of 1987:

- a proposal for a directive on to the transparency of national
measures relating to the control of prices of medicinal products for
human use and their inclusion within the scope of the national

. 4
health insurance systems ;

- a proposal regarding the adhesion of the European Community to the
Convention on the elaboration of an European Pharmacopoeia and a
report on the implementation of the mandate for negotiation given by

Council on 26 May 19875;

- 4 proposals to extend the Directives to cover medicines not already

includedé.

Four further initiatives are the subject of preparatory work and will

be submitted to Council in due course:
- amendment of the Directives relating to veterinary medicines,

- selection of a definitive system for free circulation (mutual
recognition or a single authorization, applicable throughout the

Community),

- harmonization of the conditions of delivery of medicinal products to

patients (over-the-counter and prescription medicaments),

~ improvement of the information for doctors and patients with a view

to more rational use of medicines.

COM(86)765 of 23.12.1986 and 0J C 17 of 23.1.1987
SEC(86)2010 of 15.12.1986 and SEC(87)2001 of 21.12.1987

COM(87)697 of 4.1.1988, 0J C 36 of 8.2.1988
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REVIEW OF THE FORMER PROCEDURE OF DIRECTIVE 75/319/EEC (1978-86)

1.

The former procedure

It is useful to recall that the procedure established by Articles 9 to
11 of Directive 75/319/EEC allowed a company to request a marketing
authorization in five or more Member States, after having obtained a
first authorization in accordance with Community Directives. During
the time-period of 120 days for the examination of the application,
the Member States concerned could raise reasoned objections, giving
rise to an opinion of the CPMP, which had to be given within 60 days
and followed within 30 days by a statement from the Member States

concerned on their position.

The operation of the former procedure

This procedure was hardly used by the pharmaceutical industry, which
led the Commission to propose substantial improvements resulting in
the multi-State procedure. The essential details of the 41
applications made between 1978 and 1985 are given in Annex IV of this
report. This sample is too small to allow a satisfactory statistical
extrapolation. These 41 dossiers covered a total of 253 (individual)
marketing applications made to 5 Member States or more. After a slow
start, the number of applications increased from 1980 to 1983, and
declined thereafter. Amongst those countries which had given the
initial authorization, the UK 4is most evident with 16 of the 41
dossiers, followed by France (7) and Denmark (7), Germany (5), Belgium
(5) and lastly Ireland (1). Of those countries receiving applications,
the Benelux 1is the most frequent recipient: Luxembourg (37),
Netherlands (35) and Belgium (33), then Italy (28), Denmark (28),
Germany (25), Ireland (24), UK (18), France (15), and Greece (12). Due
to the date of their accession to the Community, Spain and Portugal
were not concerned by this procedure and Greece was involved only
since 1981.
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The companies concerned

This procedure therefore has involved the competent authorities of all
Member States. It is interesting to note for these 41 dossiers the
country of origin of the firms concerned, on the basis of available
information:

9 companies from USA (11 dossiers), 7 French (7 dossiers), 4 Danish
(11 dossiers), 3 German (3 dossiers), 3 Swedish (3 dossiers), 1
Belgian (3 dossiers), 1 UK (1 dossier), 1 Dutch (1 dossier) and
1 Swiss (1 dossier).

Furthermore, a majority of applications came from medium-sized
pharmaceutical entreprises, as against only 9 applications from
multinationals which are normally Llisted in the top 35 pharmaceutical
companies in the World. Only a small number of applications concerned

new chemical entities.

The outcome from the former procedure

So as to facilitate analysis of the position, a working group has
graded the 41 opinions given by the CPMP according to a scale
consisting of 7 levels, going from an unanimously favourable opinion
(grade 1) to an unanimously unfavourable opinion (grade 7). It emerges
from this that 28 opinions uere favourable of which 20 were unanimous,
whilst 13 were unfavourable of which 5 were unanimous. In other words,
only one half of the initial authorizations given by one Member State
were in principle acceptable to all other Member States, on the basis
of the same harmonized legislation. The 253 applications coming from
these 41 dossiers resulted in 175 marketing authorizations and 63
definite refusals. 15 cases remain suspended generally because the
company has not supplied the Member State with the additional
information requested, following the opinion of the Committee. Half of
the definitive decisions have been taken in the year following the
opinion of the Committee, with the exception of Italy where there
exists an administrative practice which ties the marketing
authorization to the fixing of price and is the subject of an
infraction procedure under Article 169 of the EEC Treaty. It is,
however, worrying to note that the other half of definitive decisions
have taken more than 1 year and as much as 4 years in extreme cases,

after the opinion of the Committee.
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THE "MULTI-STATE"PROCEDURE, INTRODUCED IN 1986 BY DIRECTIVE 83/570/EEC

1.

The new rules of the "multi-State" procedure

In adopting, on the proposal from the Commission, Directive
83/570/EEC, the Council reformed many 1important aspects of the
previous procedure which had been established by Directive 75/319/EEC.
In the first place, Member States must in future take 1into due
consideration the initial authorization, save in exceptional cases
when they refer reasoned objections to the opinion of the Committee.
Secondly, to make the procedure more attractive, the minimum threshold
of Member States concerned has been reduced from 5 to 2, and firms
have at their disposal direct access to the Committee by virtue of the
introduction of the right to a hearing - which does not exist in many
national procedures. Thirdly, in order to be in a position to reach a
decicion with full knowledge of the facts, the Member States concerned
have at their disposal a detailed description of the content of the
initial authorization 1in the form of a “summary of product
characteristics” as well as a critical evaluation report prepared by
the original country, at least in the case of new medicines. It is
important however to point out that the procedure remains optional for
the companies and that the opinions of the Committee are not legally

binding on the Member States.

The operation of the multi~State procedure

Resulting from these improvements, the multi-State procedure has
proven more attractive to pharmaceutical firms as, since 1986, 36

dossiers have been submitted until February 1988.

From the point of view of countries concerned, the tendencies of the
previous procedure Llinger in the multi-State procedure. Spain just
joined the procedure in 1986, while Portugal has, by virtue of the
Treaty of Accession, a transitional period of 5 years to implement the
pharmaceutical Directives. The Llist of countries considered most
reliable by the companies as the starting point for the procedure
confirms the previous experience. The UK still Lleads the countries who
have granted the initial authorization, with 14 dossiers out of 36,
followed by France (9), Germany (5), Ireland (3), Belgium (2) and
Denmark (2), Italy (1).
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Regarding countries receiving applications, the order is as followus:
Belgium (23), Luxembourg (22), Greece (21), Italy (21) and Germany
(21), Netherlands (19), Spain (18), Denmark (16), UK (13), Irelana
(12) and France (12). These 36 multi-State dossiers cover 198
individual national applications, with an average of a Llittle more
than 5 States per application, and this is despite the lowering of the
obligatory threshold to at least 2 Member States as indicated above.
Taking account of the usual time-periods of the procedure and the
additional time requested by the companies in order to better prepare
their responses or hearings, the Committee has rendered 20 opinions to
date, of which 17 uwere favourable. Companies have, in 7 cases, had

recourse, at their request, to a hearing with the Committee.

Preliminary analysis of results

It is unfortunate that, to date, every dossier has systematically been
the subject of reasoned objections, 1in spite of the obligation on
Member States to take due consideration of the initjal authorization,
save in exceptional cases. In this system, similar legally to the
model for mutual recognition of marketing authorizations, the
safeguard clause, 1in this case the opinion of the Committee, 1is in
fact systematically used by Member States; and this despite the fact
that the dinitial authorizations were given by a Llimited number of
national authorities whose scientific competence 1is internationally
renowned. The political willingness, declared by certain Member
States, to adopt the principle of mutual recognition, has not yet
translated itself into the actual administrative practice of the
competent authorities in granting authorizations in these same Member
States. If the multi-State procedure is to serve as a testing ground
leading to a system of mutual recognition of authorizations, the
experience thus far is not very convincing. While within the CPMP, the
introduction of the multi-State procedure was accompanied by a
remarkable development of co-operation between the national delegates
and their experts, the national committees responsible for the
scientific evaluation of medicines have not always given the necessary

priority to reinforce this European co-operation which they have

followed rather than supported.
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The crisis of national authorization procedures

Apart from a certain lack of information, progressively filled in by a
multiplicity of symposia on the European procedures, and the natural
fear of these national committees to see their own influence diminish,
the relative inertia of national authorities can be attributed to the
serious crisis which they have encountered over the last number of
years in most of the national authority systems. In fact, since the
beginning of the 80's, the number of applications has more than
doubled in all industrialized countries, combined with increasing
scientific complexity of the dossiers, whilst the human and material
resources have generally evolved more slowly, indeed even stagnated.
In the area of high technology, only some countries have available
competent experts, and even these are Limited in number. This results
in a progressive lengthening of the delays in authorization, to the
detriment especially of patients and European pharmaceutical research.
To avoid these delays and the long national waiting lists, companies
have turned more and more to the multi-State procedure, which risks
being overloaded in its turn as it is 1in effect dependant upon the

smooth operation of the national systems.

Development of the Committee

The CPMP, which has not been equipped with 1its own resources, has
available only a tiny secretariat, provided by the services of the
Commission. The principle of mutual recognition which under-writes the
nulti-State procedure introduced by Directive 83/570/EEC, should mean
that only a Llimited number of exceptional cases would require an
opinion of the Committee, the Member States taking into due
consideration, in the great majority of cases, the initial
authorization. The ability of the Committee to fornulate opinions for
the Member States and the Commission would be totally saturated if the
number of cases submitted were to go beyond several dozen dossiers per
year. The Committee is neither equipped nor legally mandated to become
a systematic appeal authority against national decisions: it would be

necessary then to radically change the system.

On the initiative of the president and vice-presidents of the
Committee and its secratariat, initial considerations are in hand to

improve the practical operation of the Committee, and to suggest
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ultimately alternative operational rules. Thus, the various steps of
the multi-State procedure have been clarified and the Member State of
origin is usually designated as rapporteur, particularly to facilitate
the liaison with the company, the other concerned countries and the

secretariat (see Annex V).

A standard format for marketing authorization applications in Europe

Immediately after the adoption of Directive 83/570/EEC, the Commission
began examining, with the help of an ad hoc group of the CPMP led by
Prof. Poggiolini (Italy), the possibility of preparing a common
standard format, acceptable to all the Member States, for the
presentation of applications and a simplification of Llanguage
requirements. The result was a guide entitled "Notice to applicants
for marketing authorization for proprietary medicinal products in the
Member States of the European Community on the use of the new
mutti-State procedure created by Council Directive 83/570/EEC",
published for the first time in 1986 (see Annex 1, N.B.).

The competent authorities have since then accepted the extension of
the use of this single format to all national and Community
applications, on the basis of a draft revised notice, Lengthily
discussed with the representative authority of the European
pharmaceutical industry7 and distributed by them under the title of
"Notice to applicants for marketing authorizations for proprietary
medicinal products in the Member States of the European Community",
vwhich will be published in due course. This standardization, hailed as
major progress by the pharmaceutical industry, reduces considerably
the administrative burden of companies and assigns major importance to
the summary of the dossier; this avoids particularly the systematic
manipulation of a full dossier, the volume of which can sometimes be
several cubic metres. The standard EEC format has been Llargely
accepted by the other countries of Western Europe and could in the
future serve as the basis for idinternational harmonization (see

Annex VI).

European Federation of Pharmaceutical Industries' Associations
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V. THE PROCEDURE RESERVED FOR MEDICINES OF HIGH TECHNOLOGY ACCORDING TO

DIRECTIVE 87/22/EEC, IN OPERATION SINCE JULY 1987

1.

The new procedure of Directive 87/22/EEC

For high technology/biotechnology medicines, Directive 87/22/EEC
obliges the competent authorities to consult each other within the
Committee for Proprietary Medicinal Products before deciding to
authorize, refuse or withdraw a high technology medicinal product.
With effect from 1 July 1987, this consultation procedure will apply
systematically for biotechnology, which is considered to be a priority
by the Community and in the case of other high technology medicinal
products, at the request of the firm concerned. 1In the annex to the
Directive, these medicinal products are defined by two lists. List A
comprises medicinal products derived from new biotechnological
processes (recombinant DNA, hybridomes/monoclonal antibodies and cell
cultures). List B comprises several other categories of high
technology medicinal products which, in the opinion of the competent
authorities, must constitute a significant innovation. The principal

steps of this procedure are illustrated in Annex VII.

The protection of innovation

High technology medicinal products which have followed the new
procedure will benefit from a certain form of market exclusivity for a
period of ten years running from the date of the first authorization
to market the product within the Community. This ten year period may
in certain cases extend the protection offered by patent. The
protection conferred by patent law, and in particular the Munich
Convention on the European Patent, dis often insufficient because the
maximum period of 20 years protection is frequently reduced by the
time taken to complete testing and obtain authorization. In addition,
the current protection offered by patent law for biotechnology

inventions is genecrally not considered to be completely satisfactory.
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The solution adopted by the Community in Directive 87/21/EEC mainly

requires the copier:

- either to obtain the consent of the innovatory firm to refer to the
original tests,

- or to wait ten years from the date of the first authorization to
market the "high technology medicinal product” within the Community
before being able to present an application in simplified form
covering primarily the quality of the product and, if necessary, its
bioavailability. This mechanism of protection is elaborated in

detail in Annex VIII.

Operation of the procedurc of Directive 87/22/EEC

Anticipating the adoption of Directive 87/22/EEC, and thanks to the
good co-operation on the part of competent authorities, the Committec
has had experience of an application introduced by France regarding a
monoclonal antibody designed to prevent the rejection of renal grafts

and had given a favourable opinion in June 1986 on the matter.

Since the entry into force of Directive 87/22/EEC, in July 1987, the
Committee has so far only received 3 new applications for which its
referral was obligatory (list A), with Denmark and France as
rapporteur countries; the consideration of these applications is

currently under way.

It would be premature at this point to draw conclusions from this new
procedure which, while fundamentally national, nontheless represents a
significant step in the direction of a single evaluation which is
applicable throughout the Community. The crisis of national
authorization systems, mentioned above, 1is also Llikely to affect
countries acting as rapporteur in conformity with Directive 87/22/EEC.
But this co-ordinated procedure presents for the Member States a first
interesting opportunity to pool the expertises available and to
attempt to compensate for the deficiencies of individual authorities

working in isolation.
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OTHER ACTIVITIES OF THE COMMITTEE FOR PROPRIETARY MEDICINAL PRODUCTS

1.

Emergency measures and pharmacovigilance

In accordance with the Directives, the competent authorities of the
Member States are obliged to exchange all appropriate information in
order to guarantee the quality, safety and efficacy of medicinal
products. In addition they must immediately inform the Committee for
Proprietary Medicinal Products of any refusal or withdrawal of a
marketing authorization and of any prohibition on supply. In
association with the Member States, the Commission has instituted a
system of exchange of information about the dangers resulting from the
use of medicinal products. A constantly updated Llist of contact
persons makes possible the rapid exchange of urgent information by

telex or telefax.

Every two months, if necessary every month, the Committee for
Proprietary Medicinal Products considers questions Llinked to the
adverse effects of medicines. The Committee also takes into account
questions raised in the European Parliament and contributions coming
from the European consumer organizations. This pharmacovigilance work
has considerably intensified over the past few years, and currently

covers some ten to fifteen products at each meeting.

Medicines thus examined become the subject of an information sheet,
which indicates their status in the 12 Member States. These sheets are
updated and collated in a confidential file sent every 2 months to the
competent authorities. The exchange of this 4information could be
facilitated by the installation, during the next 2 years, of a

computerized system.

At the request of a Member State, the Committee can prepare an opinion
on unwanted side-effects. 1In this context, and as an example, an
important opinion was given in July 1986 on the use of aspirin in
children and the so-called Reye's Syndrome; in May 1987, after a
hearing with the company, an unfavourable opinion regarding the

continued marketing of Suprofen, an analgesic, was given.



The president of the Committee and the representative of the
Commission have requested a modification of the internal rules of the
Committee, in order to allow greater public dissemination of the

conclusions of the Committee when a medicine is in question.

Working Parties established by the Committee

In association with the Committee for Proprietary Medicinal Products,
preparatory work 1is undertaken in order to codify and harmonize the
detailed national practices in the implementation of the existing
Community Directives and to prepare the technical updating of the
Directives. The Pharmaceutical Committee, which consists of the
Directors-General for pharmacy in the national ministries of health,
and which meets about twice a year, is also consulted on these
measures. This work has already been conveyed by two Recommendations
on the testing of medicines (83/571/EEC and 87/176/EEC) and by the
publication of the notice to applicants mentioned above. The work is
continuing, with the participation of about one hundred government
experts and in close consultation with the European pharmaceutical

industry, in the following working parties:

a) The Quality of Hedicines Working Party, chaired by Dr. Carturight
(United Kingdom), has prepared or is considering guidelines on
stability, chemistry of the active ingredient, development
pharmaceutics and process validation, analytical validation and
some improvements to the Directives; a sub-group led by
Dr. Hefendehl (Germany) 1is involved with the quality of herbal
remedies; another sub-group led by DOr. Kristensen (Denmark) is

involved with radiopharmaceuticals.

b) The Biotechnology/Pharmacy Working Party, chaired by br. Schild
(United Kingdom) has prepared 3 guidelines on the quality of
medicines derived from recombinant DNA technology, monoclonal
antibodies as well as on the safety testing of medicines from
biotechnology; it advises the Committee, in its consideration of
these medicines, as well as the Commission, on the extension of

the Directives for biotechnology products, especially vaccines.
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¢} The Safety of Medicines Working Party, chaired by Prof. Bass
(Germany) studies particularly Llocal toxicity testing and
preclinical safety trials of medicines produced by biotechnology,

in conjunction with the above group.

d) The Efficacy of HMedicines Working Party, chaired by
Prof. Alexandre (France), has finalized the "general rules and
scientific principles for the conduct of clinical trials" which
were adopted by the Committee in July 1987. Work is in hand on
guidelines for clinical trials in the elderly and children, on
anti-depressants, anti-arrhythmics and cardiac insufficiency; a
sub-group is Llooking at anti-cancer medicines, with the
participation of E.O0.R.T.C. <(European Organization for Research

and Treatment of Cancer).

'e) The ad hoc group on the Evaluation Report, chaired by

Prof. Poggiolini, has prepared the "Notice to Applicants™ relating
to a standard European format for marketing applications, in
conjunction with the chairmen of the other working parties;
Annex II of the Notice, which concerns expert reports, 1is in the

course of revision,

f) Lastly the activities of the drafting group for the preparation of
an "EEC guide to Good Manufacturing Practices (G.M.P.)", chaired
by Dr. B. Hartley (United Kingdom), whilst not directly linked to
the Committee, usefully completes the work of technical

harmonization.

International spin-off of the Committees activities

On the World scene, the Community has shown its commitment to support
international co-operation, in particular to guarantee the quality of
medicines exported to third countries and to supply necessary
information to developing. This stance has been defended at the World
Health Assembly, as well as at the &4th meeting of I.C.D.R.A.
(International Conference of Drug Regulatory Agencies) held under the
aegis of the World Health Organization, at whiéh the president,
vice-presidents and several members of the Committee actively

participated.
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The Committee and the chairmen of the Working Parties equally provide
technical cupport to the Commission in bilateral discussions. For
example, after the success in July 1984 of an initial technical visit
to Tokyo by pharmacecutical experts of the Committee, a second visit is
in preparation for 1988.

At the European level, contacts were increased with the Council of
Europe, which in the pharmaceutical sector has many technical
activities complementary to those of the Community, in the form of the
European Pharmacopoeia, the Committee of experts on pharmaceutical
questions (Partial Agreement), and the Committee of experts on the
blood transfusion. Close connections have also been established with
the Nordic Council of Medicine and the system of the Convention of
Pharmaceutical Inspections (PIC) related to the European Free Trade

Association.

4. Other activities of interest to the Committee

The achievement of a single market by 1992 implies not only the free
circulation of medicines, but also a much greater harmonization of the
essential information accompanying these medicines, such as the main
indications and their dosage regimen, contra-indications and
precautions for use. A study initiated in 1985 for the Committee by
Prof. Poggiolini, and which will be completed in 1988, shows that the
great majority of preparations marketed in all the European markets
are based on only a few hundreds of common active principles. The
Committee could act as the forum to compare the summaries of product
characteristics of a Llimited number of the medicinal products,
appropriately selected so as to advise the Commission on the best
means, 1in the future, of reducing the obvious differences in the
information accompanying these hundreds of medicines of European

significance.

In order to improve information for European patients, and in
compliance with the conclusions of the Council of Ministers of Health
of 15 May 1987, the Commission organized, at the end of 1987, the
first meeting with representatives of the European Consumers

Organizations and the pharmaceutical industry, i.e. EFPIA and AESGP8.

0
“Association Européenne des Spécialités Grand Public
(The Proprietary Association of Europe)
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For many years, considerable attention has been paid to rare diseases
which do not benefit from adequate treatment because the number of
affected patients is low. The cost of pharmaceutical research for such
so~-called "orphan" drugs is generally dissuasive on industry.

Neither the European Community, nor its Member States, currently have

any special legislation for orphan drugs, comparable to the "US Orphan

brug Act" of 1983. However, certain aspects of the Community
pharmaceutical regulations can already favour the access to the

European market of orphan drugs and can assure them some protection.

An exemption is already expressly foreseen for orphan drugs by the

following terms, from point 5 of the Llast chapter of Directive

75/318/EEC:

"5. When, in respect of particular therapeutic indications, the
applicant can show that he is unable to provide comprehensive data
on therapeutic efficacy and safety under normal conditions of use,
because the indications for which the product in question is
intended are encountered so rarely that the applicant cannot
reasonably be expected to provide comprehensive evidence,"

In such a case, the marketing authorization may be granted on

conditions such as administration under medical supervision, possibly

in a hospital and with information to the doctor on the incompleteness

of the available data.

Some orphan drugs could also benefit from the advantages of the
procedure, ‘introduced by Directive 87/22/EEC, which is especially open
to "medicinal products containing a neuw substance or an entirely new
indication which, in the opinion of the competent authority concerned,
is of significant therapeutic interest™ as well as those "medicinal
products administered by means of new delivery systems which, 1in the
opinion of the competent authority concerned, constitute a significant

innovation".
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CONCLUSION

In accordance with Article 15 of Directive 75/319/EEC as amended, and also
with the legislative programme set out in the White Paper on the Internal
Market, in the Llight of experience, the Commission must, before
1 November 1989, submit to the Council a proposal containing appropriate
measures leading towards the abolition of any remaining barriers to the
free movement of medicinal products within the Community. The Commission
hopes that the presentation of this report, which describes the experience
acquired within the Committee for Proprietary Medicinal Products to date,
will serve as a basis for reflexion by the Member States and interested
parties as to the form which any definitive system for the free movement
of medicinal products might take (mutual recognition, a centralized

Community system or an intermediate approach).

The Commission therefore invites those concerned to submit comments on
this question and also their comments and suggestions on the other matters
described in this report. Any contributions should be addressed, before
1 September 1988, to:

Service I11/B-6

"Pharmaceuticals, Veterinary Medicines"

Directorate-General for Internal Market and Industrial Affairs
Commission of the European Communities

200, rue de la Loi

B-1049 Brussels

Before the end of 1988, the services of the Commission will prepare a
memorandum which will summarize the comments received and set out
provisional conclusions which will serve as a basis for consultation

during the elaboration of detailed formal proposals in 1989.
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ANNEX I

RULES GOVERNING PHARMACEUTICALS IN THE EUROPEAN COMMUNITY

COUNCIL DOIRECTIVE 65/65/EEC of 26 January 1965 on the approximation of
provisions laid down by taw, regulation or administrative action relating
to proprietary medicinal products (0.J. n® 22 of 9.2.65).

COUNCIL DIRECTIVE 75/318/EEC of 20 May 1975 on the approximation of the
laws of Member States relating to analytical, pharmacotoxicological and
clinical standards and protocols in respect of the testing of proprietary
medicinal products (0.J. n® L 147 of 9.6.75).

COUNCIL DIRECTIVE 75/319/EEC of 20 May 1975 on the approximation of
provisions laid doun by law, regulation or administrative action relating
to proprietary medicinal products.

COUNCIL DIRECTIVE 78/25/EEC of 12 December 1977 on the approximation of
the laws of the Member States relating to the colouring matters which may
be added to medicinal products (0.J. n° L 11 du 14.1.78).

COUNCIL DIRECTIVE 81/851/EEC of 28 September 1981 on the approximation of
the laws of the Member States relating to veterinary medicinal products
(0.J. n° L 317 of 6.11.81).

COUNCIL DIRECTIVE 81/852/EEC of 28 September 1981 on the approximation of
the Llaws of the Member States relating to analytical, pharmaco~
toxicological and clinical standards and protocols in respect of the
testing of veterinary medicinal products (0.J. n° L 317 of 6.11.81).
COMMISSION COMMUNICATION on parallel imports of proprietary medicinal
products for which marketing authorizations have already been granted
(0.J. n° C 115 of 6.5.82).

COUNCIL DIRECTIVE 83/570/EEC of 26 October 1983 amending Directives
65/65/EEC, 75/318/EEC and 75/319/EEC on the approximation of provisions
laid down by law, regulation or administrative action relating to
proprietary medicinal products (0.J. n® L 332 of 28.11.83).

COUNCIL RECOMMENDATION 83/571/EEC of 26 October 1983 concerning tests
relating to the placing on the market of proprietary medicinal products
(0.J. n® L 332 of 28.11.83).
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- COMMISSION COMMUNICATION on the compatibility with Article 30 of the
EEC Treaty of measures taken by Member States relating to price controls
and reimbursement of medicinal products (0.J. n® C 310 of 4.12.86).

~ COUNCIL DIRECTIVE 87/18/EEC of 18 December 1986 on the harmonization of
laws, regulations or administrative provisions relating to the application
of the principles of good laboratory practice and the verification of
their applications for tests on chemical substances (0.J. n° L 15 of
17.1.87).

- COUNCIL DIRECTIVE 87/19/EEC of 22 December 1986 amending Directive
75/318/EEC on the approximation of the laws of the Member States relating
to analytical, pharmacotoxicological and clinical standards and protocols
in respect of the testing of proprietary medicinal products (0.J. n° L 15
of 17.1.87).

- COUNCIL DIRECTIVE 87/20/EEC of 22 December 1986 amending Directive
81/852/EEC on the approximation of the laws of the Member States relating
to analytical, pharmacotoxicological and clinical standards and protocols
in respect of the testing of veterinary medicinal products (0.J. n° L 15
of 17.1.87).

- COUNCIL DIRECTIVE 87/21/EEC of 22 December 1986 amending Directive
65/65/EEC on the approximation of provisions laid down by law, regulation
or administrative action relating to proprietary medicinal products
(0.J. n®° L 15 of 17.1.87).

~ COUNCIL DIRECTIVE 87/22/EEC of 22 December 1986 on the approximation of
national measures relating to the placing on the market of high technology
medicinal products, particularly those derived from biotechnology
(0.J. n° L 15 of 17.1.87).

- COUNCIL RECOMMENDATION &7/176/EEC of 9 February 1987 concerning tests
relating to the placing on the market of proprietary medicinal products
(0.4. n° L 73 of 16.3.87).

N.B. The texts adopted before 1984 are contained in a publication entitled

"The rules governing medicaments in the European Community", on sale at
the Office for Official Publications of the European Communities,
L-2985 Luxembourg, catalogue number CB-41-84-515,
The guide entitled "Notice to applicants for marketing authorizations
for proprietary medicinal products in the Member States of the European
Community on the use of the multi-state procedure created by Council
Directive 83/570/EEC" 49s also on sale at the Office for Official
Publications of the European Communities, L-2985 Luxembourg, catalogue
number (B-~47-86-163.

oS
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ANNEX I1I

MAIN DATA ON THE PHARMACEUTICAL SECTOR

INTERNATIONAL TRADE OF PHARMACEUTICALS IN 1986 (NIMEXE 30)
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12) Imports in market share (%)
13) Exports in thousands of ECU
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EVOLUTION OF EXTRA AND INTRA-EEC TRADE OF MEDICAMENTS, INCLUDING VETERINARY
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PENETRATION OF EEC MARKET BY COMPANIES OF VARIOUS ORIGIN IN 1984

31) Sale in millions of US & (retail pharmacies at manufacturers'prices)
32) % of EEC market held
33) % of local market held

34) Home sales on % of EEC sales

PHARMACEUTICAL PRICES AND CONSUMPTION IN THE EEC

41) Indices of price levels
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health care costs (1983)

PHARMACEUTICAL RESEARCH AND DEVELOPMENT

The top 100 companies in 1987
(EEC companies underlined).
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INTERNATIONAL TRADE OF PHARMACEUTICALS

1.
/ NIMEXE 30, SOURCE:
1 1. TEFORTC BY FARTNER AND REPORTER
1984 UNTTS = JALUE (COD ECl)
NIMLKE SR FIARKACEUTIVAL FRODUCTS,
0 !
RACE VERK 190
REPORTER
10 BELG.-LUXES. DENMARE PR GERHANY GREECE SFRAIN FRANCE
FRRTHER
LD 410481 244353 1390109 112524 161339 452731
iTRG-EC 471543 146944 757325 83453 106494 3176
WA 40050 9145 123951 4845 41478 29203
JOFAN 1917 1293 11483 405 1242 1204
RUTHD) 139947 99905 43295 29234 74456 133445
AP COli, 290 0 2 2 n 1%
SINRCE EUROSTAT - cOREXT
1 2. IHFGRTS BY FANTNCR AKD REFORTER
1984 UNITS = VAL HARKET SHARE
NINCAE  SR=4 FHARMACEUTIOAL FRODUCTS
i
BRSE YERR 1984
REPORTER
6 BELA.-LUNER. DEMHARK R GERMANY GREECE SEAIN FRANCE
PRARTNER
VIRLD 100.00 100.09 100.00 100,00 100.0¢ 100.79
INTFA-EQ B 59,53 5,47 74,10 50,81 70.52
55A 8.00 A 8.92 431 TS 6.45
SRR L 0.52 0.84 0.5 0.68 0.27
227 40,47 45.53 25.50 41,17 29.48
0.0% 0.00 £.00 0.00 0.04 0.03
TURE EUROSTAT - COMEXT
1 3, EXFORTS a¥ FARTNEK AHD REFORTER
1984 UNLTS = GALUE (06D Ecth
NIREXE SRt FHARNACELTTCAL FRODUCTS
k]
PASE YEAR  19%4
REFORTER
FRCH EFLG.-LUNBR, DENKAKK R GERHANY GREECE SEAIN FRANCE
CARTNCH
VRLD 817480 520194 2450008 7147 185470 1730948
HiRe £C 475904 186290 927530 14505 103353 49142
wsA 315 50923 921 4 1813 17223
SAFAN 27874 47754 285799 0 683 41590
£XTRA-E0 341542 333855 1523294 2337 82067 1001738
F UM 40235 10970 £4604 2304 4920 308487
SURCE EPROSTAT - COMLST
1 4 . EXPORTC 2Y PARTNCR AND REFORTER
1904 UNITS = VAL MARKET SHARE
MRl Sk FHARKACEUTICAL FRODUCTS
D)
BATE YERK  19%%
REFORTER
FRORBELG -LuYRs, CEMMARY R GERKANY GREERE SFAIN FRANCE
freTtik
wa b L0 00 6. 00 100,00 100,89 100,00 100.00
[RTAR by .o 5.0 37.89 19,84 55.74 17,50
oy 0.93 2719 2,40 0.0 0.9 L 1.0
A5 N 3,41 9.18 11.46 0.00 0.3 ;24
EXIRA-EC 41,79 .19 42,15 ¢0.13 44,2 vo82.49
GF ROUNTR, §.92 2.1 2.64 6.20 2.6% L 17.83
¢
SRL ELROSTAL - CoMEAT 5

EUROSTAT

IRELAMD

181925
171020
4197
4
10391
n

IRELAND
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94.01
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0,02
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0.00
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17630
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51987
5435

IRELAKD
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m.74
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29.2¢

7

ITARLY  NETHERLAMLS
014012 713678
489457 5831448
77540 21400
4770 450
J25843 1352a0
530 74
ITALY  BOTHERLAMDS
1n9.00 300,00
59,94 81.74
9,49 108
0.5° 0.0?
.83 12,26
0.07 0.0t
1ThLY  NETHERLANGS
549123 £4BAT9
226500 324540
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41,41 RV
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1007
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.13
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16494
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2) EVOLUTION OF EXTRA AND INTRA~CEC TRADE OF MEDICAMENTS (INCL. VETERIN.MEDICAM.)

(NIMEXE 20.03, SOURCE EUROSTAT)

2 1. IMPORTS (Mio ECU) Code NIMEXC 320.03 (FURQSTAT)

Year/To EEC DE FR IT NL B/L UK IRL DK GR £S PO

1981 2247 598 162 226] 298 340 | 334 107 101 8
intra EEC| 1585 361 124 160| 245 257 228 105 58 43

1982 2581 674 173 | 269] 349 368 431 117 124 72
intra EEC] 1813 | 408 132 179 274 278 | 302 114 7 46

1983 2985 778 196 325| 387 424 | 5201 134 137 80
intra EEC| 2085 465 152 2131 303 322 367 126 80 53

1984 3625 882 252 428 588 456 | 619] 151 159 86
intra EEC| 2592 | 525 191 267 503 347 453 142 99 62

1985 4044 | 1033 310 | 524f 612 495 638| 164 179 86
intra EEC| 2900 | 631 235 327 516 383 474] 156 110 64

1986 4551 1 1085 363 | 602 630 544 1 695 161 209 93 2 97
intra EEC| 3077 657 266 | 357 528 426 | 520 153 129 68 43 70

2 2. EXPORTS (Mio ECU) NIMEXE 30.03 (EUROSTAT)

Year/From EEC DE FR IT NL B/L | UK IRL DK GR ES PO
1981 4567 1 1192 218 | 290} 306 465 [ 1091 57 218 24

intra EEC| 1576 | 356 283 76] 160 268 | 317 38 72 1

1982 5223 1 1345 1021 345 361 522 (1227 85 280 33

intra EEC| 1180 | 495 333 871 175 299 1 399! 58 98 3

1983 5817 [ 1470 | 1159 400] 401 603 {1300, 105 | 338 35

intra EEC| 2108 | 472 380 | 105 203 331 4201 72 116 5

1984 6816 1 1683 | 1294 464 604 695 114921 135 339 46

intra EEC| 2484 | 566 451 1481 227 3661 503 39 125 7

1985 7638 1 1876 | 1499 | 559 576 735 11731 146 ) 464 47

intra EEC| 2895 671 54 1 2111 247 396 | 5631 100 | 145 9

1986 9801 | 1998 | 1548 | 509| 568 746 115961 159 | 494 36 135 14
intra EE(] 3186 | 758 580 | 212] 278 431 567 110 | 174 14 59
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3. PENETRATION OF EEC MARKET BY COMPANIES OF VARIOUS ORIGIN

IN 1984 (RETAIL PHARMACIES) - Economists Advisory Group

ORIGIN OF COMP&E; BE DK DE GR ES FR IR IT NL PO UK us CH SW TOTAL
3 1. sales.in:
Us $ MioBE | 41| s | 42 46 7] 12 s1|| 168 s2| 7 431
DK 8 [120 | 32 14 3| s 27 5| 20| 14 248
pe | 70 | 18 [1938 176 32| 69 171|| ¢83] 379| s8 || 359
' GR 3| 4| 31 30 9 3 2411 so| 37 191
es | 14| o 161 361| 48 31| 6 8s|| 176| 139 103C
FR | 80 | 17 | 246 1775 11| s6 156|| 726| 243 331
IR 1| 3 5 3| 1 22| 30| 8| 2 7
IT 9 | 11 | 369 125 1061] 28 | 16 | 221{| 511| 279| 27 || 2657
NL 8 | 10| 46 25 3| 40 76| 16| 47| 16 387
PO 4] - | 20 7 3 31 | 13| 61| 33| N 17z
uk | 20 | 33| 165 60 6| 14 513(| 614| 133| 28 |} 1586
AN
W
\
TOTAL 258 |230 |3055| 30 | 361|2288( 1 [1157(233 | 47 [1359(31401370]152 ||1Nss1
™~
N
ORIGIN OF COMPAEL} BE DK DE GR ES FR IR IT NL PO UK us CH SW Té;xt
3 2. % of EEC
L 1.8 1.7|22.4|¢1 | 2.6{16.8] ¢1 | 8.5] 1.7| ¢1 | 10 [| 23 | 10 | 1.1|| 100
3.3. Z_of local 1048 631635554 114017 18] 32 |
market_held N,
— ‘\\\
3 4. home_sales |
as i.of 16 | 45 | 63 |100 [100 | 78 [100 | 92 | 17 | 66 | 38
EEC _sales
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4. PHARMACEUTICAL PRICES AND CONSUMPTION

- RRICE_INDEX

EFPIA, 1985
(BE = 100)

BEUC, 1987
(EEC = 100)

EUROSTAT, 1985
EUR 12 = 100

BE

DK

DE

GR

ES

FR

IR

IT

NL

PO

UK

100

80

94

134

170

153

160

63

61

69

109

69

7

142

127

103

72

83

160

140

140

63

142

123

76

PER.CARITA
(Economists
Advisory

Group)

in US $
(1984)

as 1 of GDP
(1984)

as % of health
care cost (1983)

64

0.81

8.6

53

0.50

7.0

89

0.89

32

0.95

20.2

34

0.81

12.1

73

0.81

8.8

33

0.67

8.8

59

0.91

12.4

33

0.38

4.1

25

1.08

18.9

44

0.59

9.6
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5) PHARMACEUTICAL RESEARCH AND DEVELOPMENT :

The top 100 companies in 1987, Pharmaprojects, in SCRIP N° 1270 Jan 1st/
6th 1988, (EEC companies underlined)

Compounds in R&D

FPosition No of Noof No under Position Noof ~ Noof No under
1987(86) Cornpany R&Ddrugs owndrugs licence 1§_£_1_7_(_8__6) Company R&Ddrugs owndrugs licence
k
;g; g"?’c &Co 110 85 25 51(50) Daiichi Seiyaku 26 14 12
ristol-Myers 103 77 26 52(42) DuPont 26 14 12

3“,” ﬁ'b?f’“‘gy 98 70 28 53(41) Greon Cross 25 18 7

5*-}{,7)';%*-9-'-*‘" o 78 2 54(57) Yoshitomi 25 17 8
6 (5) SmithKiine 88 64 24 5a(o4), Akzo Pharma 25 e :

7011) J&J ’ . 64 21 56(66) . Recordatl 25 12 13

8 S o 57(40) Alza 24 24 0

(13) Rhéne -Poulenc 84 60 24 58(43) Yissum 24 24 0
§7{9) HKoche 80 56 24 .

10 (6) Warner-Lambenrt 79 65 14 ggfgg; (T:L‘.I'j'.l‘r’,” gj g} g
1) :’I"b'o“":“’pw 912“469%) 690(14.4%) 222(16.5%) Subtotal:top60  2,997(48.8%)2,283(47.7%) 714(52.9%)
= an 7 76 0 61(72) Otsuka 24 19 5

7 Wellcome 75 61 14 62(59) Roror 24 19 5

130127 Takeda 73 60 13 539121 Oraussa 24 18 s
14(14)  Upjohn 65 48 17 65‘74,”“;;Hn35‘;;s 24 15 9
15(18)  Sandoz 65 46 19 65(73) Dainippon 23 15 8
16{21) Monsanto 62 40 22 66(80) Taisho 23 15 8
17(15) - Am Hame Prod 60 37 23 67(58) Kaken Pharma 23 14 9
18(19) _Beecham. 59 56 3 68(—) BTG 22 22 0
19(171 Schering AG 58 47 " 69(64) Chinoin 22 21 1
20033 Phzer 58 37 21 ;

70(63) Tanabe Seiyaku 22 18 4
subtotal:top 20 1.563(25.5%)1,198(25.0%) 365(27.1%) Subtotal top70  3,228(52.6%)2,450(51.4%) 769(57.0%)
21(23)  Fupsawa 57 45 12
22(16) _Boehninger ing 57 43 14 ;;zs_a)) g(c:;taspharma g? :; 3
2%”{2‘.’..;-. IUelof 51 25 26 73(61) Chugai 21 17 4
24(27) E 49 42 7 ‘

4(27) __Erbamont Merck 1 16 5
26(30) " Am Cyanamid a7 34 13 ;‘%f%g‘;-%;ﬁé‘%gg'ca ‘Zo 20 0
20431). R
'}gli naver 46 40 6 76(—) Pharmatec (US) 20 20 0
Soer 45 40 5 77(68) . Beiersdorf 20 19 1
g:r(‘,ﬁ) Astra a5 26 19 73(_! Novb 20 18 2
ozl Sanol a4 40 4 79(70) “HGPars 19 19 0

yntex a4 33 1 80(65) _Byk Gulden_ 19 17 2
Subtotal:10p 30 2,048(33.4%)1.566(32.7%) 482(35.7%) T Subtotal top80  3,431(55.9%)2,639(55.1%) 792(58.7%)
3126} Schering-Plough 43 35 8 81(—} SSPharmaceutical 19 16 3
32(—) Research Carp’ 42 42 0 - . L
33{37) Yamanouchn 42 23 19 gggg; g?:g&r:“amotc(:h ::g ::; :
24{33) Sankyo 4 1
A5ia4) ET.“J 40 30 ‘118 84(83) The Liposome Co 18 16 2
. El - — 6 2
36(32)  Saquibb 40 28 12 85(~) Ono 18 !
37(38)  Genentech 38 34 4 ga(70). P'ef”’F“?§°l 1g 16 2
38(25) Merrell Dow 38 33 5 %naﬁ pegan g Colman, I 1 2
39(48) Abbott 38 26 12 83588) Ajinomoto }8 15 g
40{36)._Knojl 37 30 7 .

A e . o o 90(81) Nippon Kayaku 18 1 7

P ‘S’l“br:_‘:;'b‘rt")“o 2""‘7‘3393 o)1, 878‘32992 %) 569“‘242%’ Subtotal:top90  3,612(58.9%)2,795(58.4%) 817(60.6%)
erly C .
42{46) Boehringer Mann 32 25 7 91(78) Enogen 17 15 2

AA56] Me Seka” 32 21 1 _g,gm))mgmmgz Kodak :; Z :g
33(ah) Kyowa Hakko 31 25 6 91:—-) Pg'rslxnn\:vaarl‘t oda 16 16 0
A5(39) Sumtomo 31 0 SO
et g o 34 ’; 95(87) SRlinternational 16 15 1
47(—)  Phartnaciy 29 24 - 96(—) Procter & Gamble 16 13 3
48(55) Solva 29 2 ; 97(97) CDCLife Sciences 16 1 5
49(5Ti‘"§n[6}§¥;};» % ” ' 98(90} KabiVitrum 16 11 5
50(67)  Musutnstu Chem 27 20 7 138{3}‘"3%%2%@6]-@[, ::g 12 g

Sublotal 1op 50 2,749(44.8%)2,102(43.9%) 647(48.0%) Subtotal: top 100 3,774(61.5%)2,908(60.7%) B66(64.2%)
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COMPOSITION OF THE

COMMLTTEE FOR PROPRIETARY MEDICINAL PRODUCTS



_34_

COMITE DES SPECIALITES PHARMACEUTIQUES
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Sundhedsstyrelsen, Farmaceutiske
Laboratorium

Frederikssundsvej 378

DK-2700 Brgnshgj

Tel.: (45)(2) 94.36.77

Telex: 35333 IPHARI DK

Telefax: (45)(2)84.70.77

Afdelingsleder cand. pharm.
Sundhedsstyrelsen (idem)
Tel.: (2) 94.37.73

Leiter des Instituts fur Arzneimittel
des Bundesgesundheitsamtes

Seestrafle 10

D-1000 Berlin 65

Tel.: (49)(30) 45.02.0 / 450.22.03
Telex: (2627) (17) 308062 BGESA D
Telefax: (49)(30) 450.22.07

Direktor und Professor, Facharzt fur
Pharmakologie, Zulassungskoordinator
Institut fir Arzneimittel des
Bundesgesundheitsantes (idem)

Tel.: (30) 450.22.88 / 450.23.10

im



ESPANA / SPAIN

a) Dr. Ignacio LOBATO

b) D. Julian SANCHEZ SOBRINO

FRANCE
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Subdirector General de evaluacion de
medicamentos

Direccion General de Farmacia y
Productos Sanitarios, Ministerio de
Sanidad y Consumo

Paseo del Prado, 18 - 20

E-28014 Madrid

Tel.: (34)(1)467.34.28

Telex: 22.608 MSASS

Telefax: (34)(1) 239.40.69

Subdirector General de Control Farmaceu-
tico, Direccion General de Farmacia y
Productos Sanitarios (idem)

Tel.: 227.82.56

a) M. le Professeur Pierre AMBROISE-THOMAS Directeur de la Pharmacie et du

Médicament, Ministére de Sécurité

sociale et de LU'Emploi

1, Place de Fontenoy

F-75700 Paris

Tél.: (33)(1)40.56.60.00 (centrale)
Ligne directe: 40.56.48.22

Télex: 250011 F SANTSEC

Telefax: (33)(1) 40.56.53.55

b) M. le Professeur Jean-Michel ALEXANDRE Président de la Commission

GREECE

a) Mme. S. MELA

b) Mme. J. YOTAKI

d'enregistrement des médicaments
(idem)
Tél.: (33)(1)40.56.43.16

Pharmacist

Director Registration Division, E.O.F.
Voulis St. 4

Athens 10562

Tel.: (30)(1) 32.30.911

Telex: 223514

Pharmacist, Head of 0ffice
Registration Division, E.O.F.
(idem)

Tel.: (30)(1) 32.30.911



IRELAND

a) Dr. Alene SCOTT

b) Dr. Marie BURNS

ITALIA

a) Prof. Duilio POGGIOLINI

b) Dott. Romano CAPASSO

LUXEMBOURG

a) Mme. Jacqueline GENOUX-HAMES

b) M. Marc WIRTOR

NEDERLAND

a) Dr. R.T.W. MEIJER

b) ...

_3?..

Medical Director

National Drugs Advisory Board
Charles Lucas House

63~64 Adelaide Road

bublin 2

Tel.: (353)(1)76.49.71 - 7
Telex: 90542 NDAB EI

bDeputy Medical Director
National Drugs Advisory Board (idem)
Tel.: 76.49.71 - 7

Direttore Generale del Servizio
Farmaceutico, Ministero della Sanita
Viale della Civiltd Romana 7

1-00144 Roma EUR

Tel.: (39)(6) 592.58.63

Telex: 625205 MINSAN I

Telefax: (39)(6) 592.58.24

Consigliere Ministeriale

Direzione Generale Servizio Farmaceutico

(idem)
Tel.: (6) 592.58.28

Pharmacien-Attaché, Direction de la
Santé

Pivision de lLa Pharmacie et des
Médicaments

10, rue C.M. Spoo

L-2546 Luxembourg

Tél.: (352) 4.08.01

Télex: 2546 SANTE LU

Pharmacien, Inspecteur stagiaire
Division de la Pharmacie et des Médi-
caments (idem)

College ter beoordeling van genees-
middelen, Ministerie van Welzijn,
Volksgezondheid en Cultuur

Postbus 5811

NL-2280 HV Rijswijk (ZH)

Tel.: (31)(70) 40.79.11

Telex: 31680 WVC RW NL

Telefax: (31)(70) 20.17.03
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PORTUGAL

a) Mme. Ana GODINHO

b) Mme. Marilia GRACA D'OLIVEIRA

UNITED KINGDOM

a) Dr. G. JONES

b) Or. A.C. CARTWRIGHT

Vice-Directeur général

Ministére de la Santé

Direction Générale des Affaires
Pharmaceutiques

Av. Estados Unidos da America, 37
1700 Lisboa / Portugal

Tel.: (351)(1) 80.41.31

Telex: 15655 MAS P

Telefax: (351)(1) 88.03.31

Chef de la Division du Médicament
Ministére de la Santé

Direction Générale des Affaires
Pharmaceutiques

Av. Columbano Bordalo Pinheiro 87, 3°
1000 Lisboa / Portugal

Senior Principal Medical Officer
Department of Health and Social
Security, Medicines Division
Market Towers

1 Nine Elms Lane

London SW8 SNQ

Tel.: (44)(1) 720.21.88, ext. 3134
Telex: 883669 DHSSHQ G

Telefax: (44)(1) 720.56.47

Superintending Pharmacist

DHSS, Medicines Division

(idem)

Tel.: (44)(1) 720.21.88, ext. 3212
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ANNEX

APPLICATIONS SUBMITTED UNDER THE

75/319/EEC DIRECTIVE PROCEDURE

(1978 - 1986)

REFERENCES FOR THE TABLES :

IREFI
N

I

Date of marketing authorization.

Date of refusal or withdrawal from the market.

Iv

Country of "origin' which granted the initial authorization

on which the procedure was based.

Date of Llast infaormation transmitted by the Member State as a

follow-up to the opinion of the Committee.

Country not concernced in the procedure.

Grading of the opinion of the Committee using the followinyg

criteria

(0) no objection, no opinion by the CPMP

(1) favourable opinion, except for formal reservations

(2) favourable opinion, except for technical reservations

(3) favourable opinion by a large majority

(4) favourable opinion by a small majority

(5) unfavourable opinion by a small majority

(6) unfavourable opinion by a large majority

(7) unanimously unfavourable opinion (not counting the

originating Member State).

(no case)

(
4§
(
(

2
8
3

5
6
2
5

cases)
cases)
cases)
cases)
cases)
cases)

cases)
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PAYS /COUNTRIES
’MTDIC/\MENI 2’;'”'0' i oK. Y3 F R IRL I LUX NL UK
(R) -
CEFACLOR 1 AUT AUT * & * " TAUT, AUY AUT OR
CEFACLOR 20.6:790 14.9.79 29.5.79 31.10.80 |21.11.82 | 21.8.79 | 21.8.78
— 143) T
CONOVA 30 2 AUT AUT * * * auT AUT AUT AUT OR
OESTR. CODIN|20.4.79| 29.7.80 | 22.11.79 8.3.79 30.9.81  [16.6.80 17.6.80  |14.10.77
rLEnac (R 3 RET REF REF REF » " REF. AUT REF OR
FENCLOFENAC ¥.4.80 12.5.80 6.7 .84 23.5.80 16.5.80 22.10.81 17.1.83 28.5.80 16.5.78
sYNTARTS (R 4 AUt * * AUT » AUT AUT AUT AUT OR
FLUNISOLID }.4.80 1 Z2.9.82 21.5.80 11.7.80 [7.7.82 22.9.82 19.4.82 29.3.78
Lycanen R 5 OR auT AuT * * REF INF AUT AUT REF
LYSINO-CALC.110.2.81) 1.8.79 26.3.81 | 22.9.81 22.4.83 f17.10.8% 2.6.82 6.1.82 30.12.81
proring R 6 AUT AT oR - " * AUT * AUT AUT
DIPINEFRIN b:.s.m 16.4 .82 4.6.81 19.7.78 31.12.83 3.12.81 27.10.83
aceTard R 7 AUT R AUY * * AUT * AUT AUT AUT
A.S.A. n0.2.81| 18.5.82 2.7.80 7.9.81 2.2.84 29.9.82 26.1.82 10.5.83
opren'® 3 RCF . | Ref * " * N REF REF REF . | OR/ REF
BENOXAPROFEN[10.2.81] 6.8.82 7401 6.8.82 6.8.82 16.8.82 4.,8,1982
fFLOGAR w® 2 on RiF REF REF REF RLCF
OXAMETACIN ROL3.8Y | 20.3.80 12,782 . * * 10.3.81 * 7.6.82 6.1.82 10.5.82
PrResTING RV | 10 AUT AUT AUT AUT » * > -AUT AUT OR
TI!‘!OLOLCO“BINPUJ.M 11.5.82 4.10.84 3.11.81 144,81 25.1.82 24.5.82° | 6.6.79
KAL INurM (R 1 AL GR AUT * " AUT . AT AUT AUT
POTASSIUM Ct[12.5 g1[6.7.82 7.5.79 6.8.81 24.1.83 25.1.83 3.11.81 7.12.83
suproL ‘R 12 . REF Layr Y . + | reF REF Lot / AuT _| OR/REF
SUPROFEN 7.7.81 15.12.86 | 21.10.827) 1.6.82_/ 2.10.81 | mars 37 | 29.9.82 7 | 28.12.82-/[16-10.86
pIDRONEL R 13 AUT AUT * * * AUT * AUT AUT OR
ETIoRoNAT | 7.7.81 |1.7.82 7.2.83 30.7.82 17.1.83 13.9.82 14.11.80
n1coreTTE (B 14 AUT 2 ma | AUT 2 mg | AUT AUT 2 mg * * AUT AUT AUT oR
NICOTIN 7.10.81| 14-10-83 9.3.84 27.12.82 {19.7 85 31.12.83 ] 17.1.83 17.3.83 | 20.8.79
ouwrIN® | 15 Jaur OR AUT s REF * * AUT AUT AUT *
IDOXURIDIN |7 10.87{24.2.83 6.1.78 ?5-1;-)- 2 | 29.7.82 31.12.83 [ 29.9.82 [25.3.83
puLmocLase®l 16 oR REF ) AUT ” AUT " AUT * REF
CARBOCISTEIN}9 12.81| 20.5.80 3.12.85 » 7.8.86 8.2.83 29.9.82 28.9.82
eaurpar R 17 AUT N AUT or . . AUT AUT AUT AT
METHYLDOPA {7,482 3.83 3.5.83 22.12.80 31.12.83 | 21.2.83  ]1.8.83 26.1.83
secexio ® 18 AUT oR AUT AUT * " AUT AUT * »
MECILLINAM g 4 g | 3.6.83 30.5.79 | 11.9,84 5.3.84 31.12.83 | 21.2.83
U
CARBOS FLANE 19 REF PEF AUT OR AUT AUT REF AUT AUT REF
D;Nﬁsf‘“”\/i §.9.82 | 4.3.83 17.6.87 27.8.84 16.2.81 {4,484 (19.3.86 {17.10.86 | 17.1.83 |3.7.84 X1.1.86
YSILANE
R
AYTHMAROH ! o AT . AUT oR AUT REF AUT AUT AUT .
ARLObAROH LU P ¥ 2.5 HKh 23.11.81(6.12.84 [ 3.3.87 31.12.83 17.1.83 4.3.83

ONTIQY¥O

ra

-t

~N

~N

~n
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PAYS / COUNTRIGES
MEDTCAMENT 2’;”“0” B DK DE £ GR IRL 17 LUX HL UK
verrumaL® 21 REF REF OR ?E'Y s | REF . INF * " REF
FLUOROURACIY 18.12.83 20.4.83 15.6.84 1.11.78 e 10.10. 84 17.10.86 29.11.83
persTore | 22 | Rer AUT AUT AUT INF é;”” g5 | AU AUT AUT OR
CADDXOMERE 1. 18,9.82 | 9.6.83 24.9.82 | 8.9.83 |44, 2,85 |30.6.86 TR 30.7.87 25.4.83 | 18.10.83 | 14.8.81 |
rorane ® 23 |or . AT \ x AUT AUT AUT AUT AUT
ISOFLUORAN {18.11.82]10.2.82 20.2.84 31.8.82 {31.12.83 17.1.83 | 14.2.83 | 23.3.83
MIRA,\(XD(R) 24 REF AUT AUT REF REF * REF AUT REF OR
PIVAMPICILLIN {18.11.82( 2.5.83 06.03.87 19.7.84 |5.3.84 27.9.84 17.10.86 17.1.83 | 54.8.83 30.6.81
)
ETHIBLOC(R 25 AUT AUT OR AUT * REF REF 1/7\U§ 83 AUT REF
2EIN, SOOILM [ 28.1.83 ; 26.7.79 | 27.12.83 11.82 1. 5.8 8.
b ot 14.12.87 | 15.6.84 17.10.86 13.5.85 |21.8.85
NALGOFAN (R T 26 AUT * REF OR * . REF AUT AUT *
GLAFENIN  {28.1.83 | 25.5.83 20.7 .84 26.3.82 17.10.86 21.2.83 1 2.6.83
KerLoNe (R 1 27 AUT AUT AUT oR * AUT ut AYT AUT AUT
BETAXOLOL |28.1.83 | 11,5.83 31.12.82 |7.9.83 10.5.82 4.3.86 15.6.84 21.2.83 |8.8.83 15.7.83
1eumMeTIN® | 28 AUT CR AUT + * AUT * AUT AUT AUT
1OUPROFEN | 8.3.83 |9.84 22.10.81 [14.10.83 21.1.86 6.8.84 24.2.84 8.12.83
saptpar B} 29 AUT AUT . IHF AUT AUT AUT AUT AUT oR
THEOPHIL. 111.5.83 | 6.3.84 25.5.83 20.1.87 1084 2.2.86 30.7.87 1.8.83 22.8.84 9.6.82
ovoL1p R 30 REF REF OR . . REF . AUT REF REF
CLOFIER, ET.31.5.83 |28.10.83 3.12.85 | 28.3.80 8.2.83 20 .6.83 | 8.6.83 16,10.83
(R)] 31 At on AUT AUT LUt rut i
BISAAG-LAL S 0y g g | i bt ’ 25.2.81 ) ’ FCIT ' 1.8.83  |o.7.gs 25.10.8%
MAGALDRAT
T A AT O AUt X R AUT . AT AT AUT
5.850 2.7.84 26.10.82 L11.8" 19.9. .8.083 8.5.84
tpomeTacin |17 B3 2.7 1.11.83 9.9.83 ) 25.006.87 5.84
anvsin |33 5o L (2); 12.84 o R 11’#10 86 gl1”n &3 |55 ?3‘3 85
MCTOCLOPRAMID .11.83 .9.84 31.8.84 27.8.84 P VAN 20.9.84 14.8.84 RRIUN 1. 19.7.85 3.
(R) AUT
EXIREL 34 AUT AUT AUT INF OR
PIRBUTEROL |11.1.84 | 10.84 1.2.84 . * * * 30.7.87 13 5.8 (10.4.86 21.5.82
lwbR[Al(m 35 . REF REF oR * INF , * Ref REF
VERALIPRID |11.1.84 62,840 6.0.55 3.12.79 28.3.84 1.10.85 6.2.84
(R)
CEIDOCIL 36 REF RE f REF * REF 1HF REF INF 5F OR
| sooium b6.9.84 | 19.2.86 | 8.10.84 | 2.9.85 24.10.84 17-2.86 | o7 4984 [18.3.85 {15 10.54 | 31.1.83
o SALILYLAT
toptinmne® | ..
FIATADINE MAL o7 ' Q?T o ®F AuT AT ’ A ' ’ o
' : 3128 3 5y - 5
14.11. 84 30.5.85 14,2 .80 22.1.85 17.10.86 1,12.81
(2 -
MY CONTTHUS| 28 AUT . . AUT AUT oR INF ur AUT .
TUREHING 19 6 gy | 20,080 2.5.86 16.10. 84 17.10.86 M. 1085 113.2.06
S UN 77N 4 1 il I SR
SISCAST ® ) At AUT INF AUT
HYMOP AP ATH 11’” 84 16 g“az. 312,85 » A 11.11.8¢ * 17.10.86[25.2.86 * .
ll ————————— -.._‘ — ._'___; : N U
Pantmon s R 1 AUT INF . AUT . AU . or E
%;‘IEEOO‘LOROTW“ 12.2.86[3.6.87 c1.4.86 ) 1.8.86 er.c.8e 12.3.85
TR INF ; AUT )
; 0 AUT i . AUT ‘ . . AUT v .
FTRONC
! LONOL ACTON S0 g 25.5.79 15.10.87 6.6.86 : 21.4.86 22.9.86
i . b e - - ‘: ~
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CPMP MULTI-STATE APPLICATION SEQUENCE

DIRECTIVE 83/570/EEC

A firm applying to use the multi-State procedure

- consults the competent authority which granted the initial authorisation,

agreeing any additions to be made,

- submits a complete dossier to the other Member States concerned with
the application, asking them to take into due consideration the

initial authorisation (minimum of 2 other Member States),

- notifies CPMP secretariat (Committee of Proprietary Medicinal Products).

CPMP secretariat sends a telex to all Member States, stating the name of
the company and the product, the original country of authorisation and
Lists countries concerned. Concerned States are thereby invited to notify
receipt of the dossier to the CPMP secretariat. ALl available assessment
reports relating to the same product are immediately communicated by the

competent authorities to the Member States concerned and to the Committee.

Concerned Member States confirm receipt of complete application (by telex
or telefax, usually) to the secretariat. When all concerned countries have
responded, the 120 day period of consideration commences. Only one telex
per month will be sent, notifying the commencement of the 120 day period

for all multi-State applications in that month.

An opinion of the CPMP is not required, if no Member State puts

forward any reasoned objection during the 120 day period.

In exceptional cases, if there are reasoned objections within the 120 days,
the Member State concerned notifies directly to the applicant and the
original authorising country. A copy 1is also sent to the CPMP secretariat

for information.

After receiving all reasoned objections, the rapporteur enters into
consultation with the applicant. The time needed by the applicant to respond
is agreed. If an extension of the time is necessary, the rapporteur informs
the secretariat of the Committee. The secretariat thereafter informs the
Member States. A tentative date for the adoption of the opinion of the

Committee is established.



10.
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In response to the reasoned objections, the applicant prepares a single
reaction to each of the objections raised (questions + answers). The
format of this response to be the same sequence as the dossier (i.e.

Notice to Applicants format).

The company's response to be circulated to all members of the CPMP, by
name, least 30 working days before the date of the meeting as agreed

with (point 5) the company in the format of Notice to Applicants.

If the company wishes an oral presentation (hearing), this would be

confirmed one month in advance.
The rapporteur keeps the CPMP informed of the progress of the application.

At the CPMP meeting, the rapporteur reports on the resolution of objections.
The hearing (if any) takes place. The secretariat drafts the opinion
after the discussion and/or hearing which the Committee adopts the second

day.

Within 60 days of the issue of the Opinion, the Member States concerned

noti’y the Commission of their decision taken regarding the application.
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ANNEX VI

STANDARD FORMAT FOR APPLICATIONS IN THE EEC
(NATIONAL AND COMMUNITY PROCEDURES)

PART 1I:

SUMMARY OF THE DOSSIER

1 A - Administrative data

1 B - Summary of product characteristics

I C - Expert Reports on chemical/
pharmaceutical, toxicological/
pharmacological and clinical

documentation

PART II: 11 A - Composition
CHEMICAL, 11 B - Method of preparation
PHARMACEUTICAL AND II C - Control of starting materials
BIOLOGICAL II1 D - Control tests on intermediate products
DOCUMENTATION I1 E - Control tests on the finished product
11 F - Stability
I1 @ - Other information
PART I1II: III A - Single dose toxicity
TOXICOLOGICAL AND 111 B - Repeated dose toxicity
PHARMACOLOGICAL 111 ¢ - Reproduction studies
DOCUMENTATION I11 D - Mutagenic potential
II1I E - Oncogenic/carcinogenic potential
IIT1 F - Pharmacodynamics
111 G - Pharmacokinetics
III H - Local tolerance
III Q@ - Other information
PART 1IV: IV A ~ Human pharmacology
CLINICAL Iv B - Clinical documentation
DOCUMENTATION IV @ - Other information
PART V: A - Dosage form
SPECIAL PARTICULARS V B - Samples

C - Manufacturers authorization(s)

<
o
1

Marketing authorization(s)
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""HIGH-TECH'" CPMP CONCERTATION APPLICATION SEQUENCE

DIRECTIVE 87/22/EEC

1. A firm applying to use the concertation procedure
- for Biotech : requests the first Member State to act as rapporteur;
- for other Hightech : also requests the first Member State to accept
the application as suitable for the procedure (the Member State may

refer the matter to the CPMP for agreement).

2. The company makes a formal application to the first Member State who acts

as rapporteur thereafter, and notifies the CPMP of the application.

3. The company makes a complete application to as many other Member States as
possible and supplies (at Lleast) a summary of the dossier to all other
States, certifying that dossiers/summaries are identical. A full dossier

plus a summary is supplied to the CPMP.

4. The commencement of the procedure is determined by the rapporteur State
and communicated by the secretariat. Member States encountering difficulty
regarding receipt of an application/summary notify the rapporteur State
directly. The rapporteur establishes a time-table for review as in the
Directives (for Bio/High Technology Applications which may be considered

as exceptional, the period of review would usually be 120 plus 90 days).

5. The rapporteur State prepares a preliminary assessment report. All Member

States are jnvited to add comment/questions to this.

6. The rapporteur State liaises with the company, particularly regarding

questions raised.

- straight forward guestions may be answered directly;

- complex issues may be discussed between the company and the rapporteur,

working party or CPMP.
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In the event that substantial additional information is required, the
rapporteur State may ‘stop the clock'. Recommencement of time-limits
will be determined by the rapporteur State, who Liaises closely with

the company.

The rapporteur State keeps the CPMP informed of the progress of the

application, and confirms the date for finalisation of the CPMP opinion.

30 days before the expiry of these time-limits, the CPMP gives its opinion

1f the company wishes an oral presentation (hearing), thds would be ﬂ}
confirmed one previous month in advance. iﬂ
The company's additional documentation to be circulated to all memkteys of
the CPMP, by name at least 30 working days before the meeting, in the

format of Notice to Applicants.

At the CPMP meeting, the rapporteur State reports on the resolution of
objections. The hearing (if any) takes place. The secretariat drafts the
opinion after the discussion and/or hearing which the Committee adopts

the second day.

Within 30 days of the issue of the opinion, the rapporteur State and
other Member States concerned notify the Commission of their decision

on the action to be taken following the opinion of the Committee.

The Member States not directly concerned inform the Committee of subsequent

applications for marketing authorisation.

Member States inform the Committee in advance of any new regulatory
action on pharmacovigilance matters, or in urgent cases, immediately

thereafter.
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CONSEQUENCES OF THE ENTRY INTO FORCE OF DIRECTIVE 87/21/EEC

The objective of Directive 87/21/EEC is to achieve a greater degree of
harmonisation in the rules of the Member States concerning the acceptability

of abridged applications (which do not contain full pharmaco-toxicological

and clinical data) for authorisation for products which are copies of
established proprietary medicinal products. Although the fundamental aim of

the Directive is to improve the protection of innovation, the Directive in

no way modifies the legislative rules governing the authorisation of

innovatory products, for which full data must always be provided. The directive

is solely concerned with the conditions for the authorisation of copies.

It follows that the provisions of Directive 87/21/EEC apply to all
applications submitted after 1 July 1987 for authorisation to market copies
of established products to the competent authorities in Belgium, Denmark,
Germany, France, Ireland, Italy, Luxembourg, the Netherlands and the United
Kingdom. After 1 July 1987, any person submitting an application without
full supporting data in those countries must show that the conditions set
out in one of the subparagraphs (i), (ii) and (iii) 1in Article 4 point 8 (a)
of Directive 65/65/EEC as amended are satisfied. Where the applicant seeks
to rely on sub=-paragraph (iii), he must show not only that his product is
essentially similar to another product, but he must also demonstrate that
the other product concerned has been authorised within the Community for at
Lleast six or ten years, as appropriate, and that it is being marketed in
the Member State concerned. Since, in accordance with Article 12 of Directive
65/65/EEC, all decisions to grant marketing authorisation must be published,

this should not present any undue difficulty.

So far as the actual length of the pericd of time for which the second
applicant must wait before being able to rely upon sub-paragraph (iii) is

concerned, the current situation is as follows :

2) Germany, fFrance, Italy, Belgium, the Netherlands and the United Kingdom
have informed the Commission that they intend to apply a period of ten

years in respect to all medicinal products.
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It should however be noted that this ten year period runs from the date
of the first authorisation of the medicinal product in the Community,

rather than the date of the authorisation in the Member State concerned.

In Denmark, Ireland and Luxembourg, the period of ten years protection
will initially be reserved for medicinal products developed by means
of one of the three biotechnological processes mentioned in List A of
the Annex to Directive 87/22/EEC : 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. In accordance with the

principles outlined above, this ten year period will apply notwithstanding

that the product concerned was first authorised in the Community prior
to 1 July 1987. In addition, however, the ten year period of protection
will, in the future, also apply to those other high technology medicinal
products mentioned in Llist B of the Annex to Directive 87 /22/EEC in
respect of which the CPMP has given an opinion pursuant to the procedure
provided for in that Directive. So far as other categories of medicinal
products are concerned, a period of six years will apply, except in the
case of Denmark where this period will not be applied beyond the date

of expiry of a patent protecting the original product. Once again it
should be noted that these six or ten year periods apply from the date
of the first authorisation of the product in the Community rather than
from the date of authorisation by the Member Staté concerned by the

application.

In Greece, Spain and Portugal, special provisions apply and the rules

described above will become applicable on 1 January 1992 at the latest.





