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SUMMARY

Future system for the free movement of mediclnal products
in the European Community

Following the intensive consultations which have taken place over the past two
years, the Commission Is now presenting Its proposals for the future system
for the free movement of mediclnal products (both for human and veterinary
use) within the Community. These consultations have shown the exlistence of

wide support for the main features of these proposals, including:

~ the establishment of a new European Agency for the Evaluation of Mediclinal
Products; | _

- the creation of a new centrallzed Community procedure, compulsory for
biotechnoiogy products and veterinary medicines used as performance
enhancers, and avallable on an optional baslis for other Innovatory medicinal
products, leading to a Community authorization, wvaiid throughout alil
12 Member. States; o '

— a decentralized procedure, based on the prlnélp!evof mutual recognition,
which will allow the progressive extension of a marketing authorlization from
one Member State to the others, with Important safeguards to ensure that
there is no dilution of the strict standards of quality, safety and
efficacy.

The new Agency wlil be made up of the existing Committee for Proprietary
Medicinal Products and the Committee for Veterinary Medicinal Products, with
substantial additlonal logistical and administrative support. Its task wiil
be to coordinate the work of evaluation and supervision of medicinal products
being conducted in Member States to avolid duplication of effort, but at the
same time ensure that all relevant factors are taken into consideration during
the authorization process, and the subsequent supervision of medicines through
adverse reaction monitoring (pharmacovigilance} and Inspectlonvand contrél of

manufacturers.
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In the case of applications submitted through the centrallzed procedure,
following the evaluation of the application, the decision on whether or not to
grant authorization will be taken by the Commission, in cooperation with the
Member States. Thereafter, the Community willi be responsible for the
monitoring of the product, and the technical updating of the authorization.
In the case of veterinary medicinal products intended for use as performance
enhancers in farm animals, conslderation 1Is belng glven to Community
arrangements to assess the impact of thelir use.

However, ft is the decentralized procedure which will continue to be the most
widely used after 1992. |In this procedure, the Agency will only be Invoived
if there Is a disagreement between Member States about the quallty, safety or
efficacy of a medicinal product. In this case, the Agency will provide an

independent scientific evaluation of the Issues Involved, and a binding

arbitration procedure at Communlity level will follow. The monitoring of the
product will remain the responslbl![ty of the individual Member States. By
1996, this procedure will become the most commonly used for obtaining

authorization for products intended for use in more than one Member State.

Both procedures will come into force In 1993, and will be reviewed, In the
light of experience, in 1999-2000.
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Future systom for the free movement of med!clinal products
In the European Community '

GENERAL CONS IDERATIONS

State of consuitations

During the preparation of these proposails, the services of the Commisslon
have engaged in an intensive round of consuitations with the Member
States, representatives of the pharmaceutical Industry, representatives
of consumer groups and the Consuitatlive Committee for Consumers, and with
European representatives of ths various health professions concerned, In
partlicular, pharmacists, doctors and veterlinarians. Three consuftation

documents have been issued by the Commission or its services:

~ the Report on the Activities of the Committee for Proprletary Medicinal
Products (COM (88) 143 final of 22 March 1988);

- the "Memorandum on the future system for the authorization of mediclinal
products in the European Community, April 1989";

— a further discussion document on the future system of December 1989
(111/8267/89 Rev 2.).

All the detalled comments recelved In response to these documents have
been carefully analysed and taken into consideration during the.

formulation of these proposals.

. The objectives of the future system

Foliowing this lengthy consultatlon exercise, there now appears to be
general agreement on the objectives of the future system. These
objectives can be presented from three points of view, without, however,

attempting to pkesent them in any order of priority:

- from the point of view of the protection of pubilic health within the
Community;

— from the industrlal policy point of view;

- from the point of view of the Iinterests and obJecthes of the

Community.
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From the point of view of public health:

a) A sclentlific evaluation of dosslers for authorization by the best

b)

c)

d)

e)

f)

European experts which can be recognized throughout the Community;

Criteria of quality, safety and efficacy based upon rigorous
requirements imposed by harmonized Community leglislation;

Clearly defined pollitical and legal responsibilitles for each
author ity dealing with the authorization of medicinal products In the

Community and the refusal or withdrawal of products from the market;

A capacity to authorize the marketing of a new mediclinal product as
rapidly as possible so that [t can be available to all patients
throughout the Community;

A capacity to restrict or withdraw a medicinal product from the market
throughout the Community as rapldly as possible on the basls of
reliable Information collected through a European pharmacovigllance
network (adverse effects) and survelllance network (defective Ilots,
counterfeiting);

ldentical published Information on the conditions of marketing a

medicinal product valid throughout the Community:

- a single summary of product characteristics;

- itdentical labelling and patient information leaflet Iin the different
languages of the Community;

-~ same legal status for obtaining the product (hospital use only,

prescription only, self-medication,...);

g) A reinforcement of preclinical and clinical research facilities In

Europe, so as to develop the expertise and knowledge necessary for the

protection of public health;
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From the point of view of Industrial pollicy:

a)

b)

c)

d)

e)

f)

Uniform, .clear and well-known requirements for the presentation and
content of applicatlon dossiers (EEC Guldelines and Notice to
Appl icants);

Deposit of a single file, If possible to a single competent authorlity

in order to protect confidentiality and reduct the administrative

‘bqrden (small number of coples; simplification of administrative

requirements);

Slﬁple, transparent, fair and non-bureaucrat ic procedures, respecting

the time Iimits established by Community law;

Objgcﬁlve criterla for evaluation, based exclusiVe!y bn the quallty,

safety and efficacy of the product, expreséed in evaluation reports;

Rights to 'a hearing, .to detalled reasons for decisions and appeal

mechanisms for the applicant;

Reasonabie' reglstration fees corresponding to the true level of

control ahd verification undertaken by the competent>authority.
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Aspects of specific Communlity interest:

a)

b)

©)

d)

e)

)

g)

h)

the possiblility of European concertation wlth Innovatory companies
during the research and development stage;

the pooling of expertise for the evaluation of Innovatory products and
the promotion of cooperation betwesn Member States;

a singie sclentific evaluation valld for the whole Community;
allowing companies with a Community vocation direct access to a
Community-scale market, while maintalning local/reglonal systems for

other firms;

to provide a credible European authorization, which may be an ald to
exports;

a single management of Community authorizations (renewals and
varlatlons);‘

coordination of the Implementation of Community obligations (GMPs,
GLPs, GCPs etc); '

updating and international harmonization of testing requirements.
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. The two Communlty procedures

-1t appears that these objectives can bﬁst be met by a nuanced approach

invoivlng'two procedures; one decentrallzsd and the other centrallzed.
The primary objectlve of the decentrallzed procedure wilt be to enable
pharmaceutical companleﬁ‘to Increase progressively their penstration from -
one nationai market tc¢  an increasing number of Msmbar States. The
objective of the centrallized Communlty procedure, on the other hand, is
{o pfovlde major Innovatory products with direct access to a Community-
scafe market. The scope of these Community procedurss will be revised In
the light of the experience acquired after a resasonable. perlod of time
(a.g. for the yesar 2000). '

The decentrallzed procedure will continue tn be the most frequently used,
even'after 1992. A company which has obtained authorisation In one Member
State will be able to apply for the acceptance of fhe authorizatlon‘!n
ons or more of the other Member States. If the Member States concerned
consider that they cannot accept- the authorization, and If after
consultation with the first Member State,  they are unéble to reach
bliateral agreement, the matter wlll be referred for an arbitration at

Community level .

The centrallzed procedure wlll ba compulsory, In the filrst Instance, for
medlcinallproducts derived from biotechnology and veterlinary medlcines
intended for growth or yield promotlon purposes, but alsc avallable, as
an option, for other high technoiogy medicinal products and new chemical

entitles.
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. The reinforced CPMP/CVMP

So far as the mechanism for evaluating applications for authorization 'Is

. concerned, it appears clear that the Community will have to draw heavily

on the resources and experlence existing within the Member States. It
does not appear feasible to create a complex set of new and independant
structures at: Community level to duplicate those exlisting at national
level. Rather the aim should be the creation of a technical and
administrative secretariat with the necessary resources to coordinate and
avoid duplication of existing efforts. In short, the primary emphasis
shou!d be on a poollng of resources at Community level, rather than

establiishing a massive European Drug Administration.

In practical terms, this means that the primary responsibility for the
evaluation of applications wilt remain with the Committee for Proprietary

~Medicinal Products and the Committee for Veterinary Medicinal Products,

albett with increased resources and responsibilities. In the case of the
decentralized procedure it appears that the primary task of the two
Committees will remain, as now, the resolution of disagreements which
have arisen during the examination of applications for authorization at
national level, with important dlfference that‘the opinions of the two
Committees will also be addressed to the Community Iinstitutions for the
adoption of binding decisions at the Community level.

5
1

In the case of applications submitted through the centralized procedure;
it appearé essential that the two Committees be given the capacity to
undertake a single evaluation of new applications which will be accepted
throughout the Community, because only in this way can the waste of
resources resulting from parallel evaluation of appllications be avoided.
Because of the |Ilimited expertise available, the actual evaluation of
applications will usually be undertaken by the same rapporteurs who have
so far undertaken such evaluatlions on behalf of the Member States. The

evaluation will be subjected to a system of peer review within speclialist

.workling parties before submission to the Committees for the adoption of a

formal opinion. In the new system however, the rapporteurs will have to
be selected by the CPMP or the CVMP from among panels of experts and
rapporteurs desighated by the national competent authorities, and wil]l
work on behalf of the Community as a whole.
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The need for an Agency

The progresslive introduction of the two new Communlity authorlzation
procedurés wil! result in a very substantial Increase in the workload of
the CPMP/CVMP, which are |lkely to undergo major changes over the next
few years.. If the two Committees are to be able to function effectively
and with proper coordination between them, it iIs essential that they be
glven the proper logistical support and resources to make the new
procegures work. After considerable reflection, the Commisslion has
concluded that for managerlal and budgetary reasons these functlions would
be undertaken better within an Independent European Agency for the
Evaluation of Medicinal Products rather than within the Commislon Itself,.
First, it Iis Important to emphasize the sheer scale of the task of
evaluating appllcations for new high technology medicinal proqucts. A
typlical application for authorizatlion for an Innovatory medlicine costs in
the region of 100 miillon ECU to prepare and runs to tens of thousands of
pages. Although the detailed evaluation of each application will be
undertaken by a small number of highly quallfied rapporteurs working on
behalf of the Community, the logistics Involved In preparling assessment
reports, summartes of product characteristics and Iabelllng and patient

leaflets for 12 Member States are considerable.

Moreover, the authorization of medicinal products iIs not a once and for
all process. Manufacturers are constantly changing the formulation of
their prodgcts In order to try to improve them, and also seek to amend
the terms of an Indicatlon, in order to allow the use of the product for

new therapeutic Indicatlions. it has been estlmaied that on average two

.appilcations are made each year to amend or vary the terms of each
- marketIng authorization. This implles that within a relatively short

period of -time, the workload lnvolved‘ in managing existing Community
authorizations will exceed the workload of assessing new appllications for

authorization.
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Iin - addlition to the workload resulting from applications by the
pharmaceutical Iindustry to amend the terms of an authorizatlon, account
must also be taken of the continuing supervision of the manufacturer by
the regulatory authoritises, In particular through the monitoring of
adverse reactlion reports, and Inspections and controls of manufacturers.
Particulariy, !n the case of the centralized system, arrangements must be
made for:the proper exercise and coordination of these responsibiiities

at the Community level, which implles a need for substantial resourcsas.

For éhe reasons noted below, It is difficult at the present time to
assess In detall the |Ilkely workload which wiil result from the
Iintroduction of the new procedures. It |Is therefore Important to ensure
that the administrative arrangsments which are adopted are sufficlently
flexible to allow for the rapid recrultment and redeployment of

personnel, as a function of need.

Finatly, It Is interesting to note that within the Member States the
evaluation of medicinal products is frequently entrusted to agencies or
institutes which are themselves autonomous of the organs of the central
government. The Commission conslders that the arguments which have led
Member States to take this course of action are also valid for the
Community.

The exlistence at Community itevel of high-level Iindependent expertise, due
to an improved cooperation between competent authorities after the
setting-up of the Agency, 1Is an Important contribution to the
reinforcement of consumer confidence in marketing authorlizations granted

for human or veterinary medicinal products.



1.

- 15 -

THE AUTHORIZATION OF MEDICINAL PRODUCTS AFTER {992

As noted above, there will be three procedures for the authorizatlion of
medicinal products after 1992: decentralized and centralized Community
procedures and national registration procedures.

The decentralized procedure (see table |)

The gecentrallzed procedure |s based upon the principle of mutual
recognition of national authorizatlions, but with Important safeguard
clauses to allow for the pubiic heatth issues ralsed by the authorization
of medlicinal products, whether human or veterinary. The proposals for the
decentralized procedure take account of the experience acquired under the
multi-State procedure establlshed by Directive 83/570/EEC and of the more
limited experlence acquired in the authorization of vetérinary medicinal
products under Directive 81/851/EEC. In addition, the Commission has
decided to try to ensure that the decentralized proceduré Is as simple
and flexible as possible in order to facilltate progressive access to a
Communlty scale market for small and medium sized companles. Unllke the
exlsting Communlty procedures, there Is therefore no minimum threshold
number of Member States nor Is there any restriction on the number of
times the procedure may be used Iin respect of the same product.

-

In order to use the decentralized procedure; the company concerned must
first submit an appllication for authorization to one or more Member
States In accordance wlth the current requirements lald down by Communlity
legislation. The reasons for which companies will be permitted to submit
this Initial application to more than one Member State are further
dlscussed in section 2.2 below. The Member State(s) concerned éxamlne the
application in accordance with the normal procedures currently used and
declde whether or not to grant authorlzation. Before granting
author lzatlon for any new mediclinal product, each Member State will be
required to prepare a detailed assessment report for the product
concerned, and approve the technical summary of product characteristics
(SPC) proposed by the'appllcant together with the text of the labellling
and the patlent information leaflet (package insert).

i
e
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When a company applies for recognition of the Initlal authorization by
one or more of the other Member States of the Communlity, it wiil have to
submit an identical application to that accepted by the flrst Member
State, Iinciuding the same application dossier, the same summary of
product characteristics and the same formulation and trade mark, unless
there are objectively Justified reasons for a difference. In addition the
other Member State(s) concerned will recelve the assessment report
directly from the authorities of the first Member State to authorize the
product.

In accordance with the principle of mutual recognition, the countries
concerned by the decentralized application should usually recognise the
authorlzation granted by the first Member State within a period of
80 days. However, a series of safeguard clauses will allow Member States
to oppose mutual recognition If they consider that the medicinal product

concerned presents risks to public health.

In this case, the Member State concerned will be expected to forward its
own assessment report of the product, together with the reasons for |ts
objections to the first Member State, the other Member States concerned
by the application and the applicant. There then follows a period of 60
days which 1Is allowed for bllateral/multilateral discussion of the
application between the rapporteurs and co-rapporteurs of the Member
States concerned and the applicant in order to try to find an accebtable
solution to the problem. Only if It Is not possible to reach a solution
during this phase is the matter referred through the Agency to the CPMP
or the CVMP for an opinion,
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fn_thls case, the rapporteur from the first Member State to authorlze the
product and the co-rapportuers from the other Member States concerned
will present an agreed statement of the Issues involved, and submit al|
thelr assessment reports to the Agency. In additlon, the applicant will
be required to submit a full copy of the application to the Agency. As
appropriate, the CPMP/CVMP wlil nominate experts to conslder the
outstanding objlections and review the draft summary ©of product
characteristics, the labelling and package Insert and the varlous
assessment reports. The conclusions of these experts would then as
approprlate be submitted to the various expert panels before submission
to the CPMP/CVMP for the adoption of an oplinion. This oplnlon would
become binding for the Member States concerned following the regulatory
mechanism outilned In sectlon 2.4. However, It sbould be noted that the
final decision at the end of the decentrallized procedure wlll be binding
only on those Member States concerned by the application, and will not
prevent another Member State from subsequently 'ralslng addlitional
objections to the product.

Relatlonshlip between - the decentrallzed procedure and national

authorlzatlon procedures

One of the more difflcult questions to arise during the consultation
process concerned the relationship between the existing . national
authorization procedures and the new Community decentralized procedure,
In particular, whether it should be possrble_for companies to contlinue to
submit parallel appiications to two or more Member Stafes for Independant

assessment after 1992.
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After careful conslderation the Commission has concluded that during the

initial phase of the decentralized procedure, before any Member State has

authorized the product, it would be appropriate to continue to allow
companies to submlt appllications In parallel to two or more of the Member
States. In practice, to IImit the Industry to choosing only one Member
State for the initial application would give that country an unacceptable
unilateral power of decision on the access of a product to the Community
market. Moreover, In principle It appears desirable to encourage a degree
of competition between the regulatory authoritlies of the Member States.

However, the possibillity of submitting parallel appllications is subject
to two Important restrictions.

_First, with effect from 1993 onwards, where a Member State Is aware that
another Member State |Is undertaking a detaliled evaluation of the
medicinal product concerned, |t wlll be able to suspend Its own
evaluation and wait for the detalled assessment report from the other
Member State. This provision will provide the Member States with a means
of eliminating any unnecessary duplication of effort and waste of scarce
sclentific resources.

Second, from 1996 onwards, it wll! no longer be possibie to pursue
parailel applications after one Member State has authorized the product
concerned. Once the first authorization is granted, all other pending
applications will automatically be transformed Iinto applications for
mutual recognition under the decentralized procedure, thus guaranteeing
uniform decisions throughout the internal market.

It follows that after 1996, national registration procedures will be
limited to the I(nitial phase of the decentrallzed procedure, and for
purely local products which are not intended for export to any -other
Member State.

These transitional arrangements are necessary Iin order to ensure that the
Agency can take up Its responsibilities on a progressive basis, and to
avoid any unnecessary disruption to current registration procedures while

the new Community procedures are beling phased in.



2.

- 19 -

. The centrallized procedure (Table 11)

The proposals for the new centralized Communlty authorization procedure
take Into account the practical experience acquired durilng the operatton
of the existing procedures established for blotechnology~-high technoclogy
mediclinal products established by Directive 87/22/EEC.

The use of the procedure wlll be compulsory for the vast majority of
medicinal products derlved from blotechnology, llsted In Part A of the
Annex to the regulation. In additlon, in a new departure, the use of the
centralized procedure will also be compulsory for veterlnary medicinal
products which are Intended to Increase the producflv!ty of food-
producting animals, because of the speciflc Community Iinterest which

these products represent.

In addition, the procedure wiil be available on an optional basis for
other high-technology medicinal products listed in Part B of the‘Annex,
and, in a further new departure, to other products containing a new
chemical entitity.

These restrictions on the scope of the centralized procedure appear
necessary In the first Instance to ensure the progressive establishment
of the Agency and a smooth transfer of responsiblliitles from the Member
States to the Community. The scope of the centrallized procedure will be
reviewed In the |ight of experience in 1998-99, when the possibility of
extending 1t to other categories of products, elther on an optional or a

compulsory baslis, will be reconsidered.

Appllicatlons for authorization wiil be submitted dlirectly to the Agency.
The exact form of the appllication, together wlith such practical
lnformatlon as the fees payable, IlInguistic requirements, and the
presentation of the information will be set out in a Notice to Appticants

to be prepared by the Agency.
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The application will then be referred to the CPMP or the CVMP as
apbroprlate for review. For each appllication a rapporteur wlll be
appointed to undertake overall responsibility for the coordinatlion of the
review of the product, and experts will be appointed to asslist the
rapporteur In the evaluation of Individual parts of the file. These
rapporteurs and experts will be appointed by the Committee responsibie,
from lists of experts provided by the Member States. They will however
report directly to the Committee and not to their Individual nationatl
authoritles.

Working under the supervision of the CPMP/CVMP and consulting its expert
advisory panels as approprlate, the task of the rapporteur will be to
prepare an assessment report for the product concerned, and to review the
draft summary of product characteristics and the labelling and package

inserts for the medicinal product concerned proposed by the applicant.

These drafts will then be presented to the CPMP/CVMP for Its sclentific
opinion, which will become binding following the regulatory mechanism
described in section 2.4.

The overall time allowed for the preparation of the opinion of the Agency
by the relevant commlittee Is 210 days, although this would be suspended
by any time allowed to the appilcant to reply to questions posed by the
Committee.
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. The mechanism for binding Community decisions

In accordance with the princlples underiyling the Community treatles, the
tasks of the new Agency are purely advisory, and It Is nelther possible
or approprlate to delegate to the Agency the power to take declislions on
the authorization of new medicinal products which would be binding on the
Community and the Member States. Such decislons can only be taken by the
exlsting Community Institutions.

In proposing a mechanism for the adoptlon of binding declsions on the'
authorlzation of medicinal products within the Community, the Commission
-has sought to ensure that, as far as possible, decislons are taken oh the
basis of the objective sclentific criteria of quality, safety and
efficacy. It was aiso thought Important to protect the Integrity of the
Agency by ensuring that all guestions of a scientiflc nature are resolved
within the Agency structure and are not subject to a second review during
‘ the decision-making process. In addition consideration has to be glven to
the very large number of declislions likely to be required, probably well
in excess of 500 per year by 2000, particularly when decisions on
varlations and amendments to existing authorizations are taken Into
..conslderation.
At the conclusion of its evaluation the CPMP/CVMP will forward to the
Commisslion, to the Member States and the appllcant Its opinion consisting
of:

- the assessment report on the product, and in the event of a favourable
opinion;

- the summary of product characteristics, In all nine Community
{anguages;

- the labelling and package Insert for the product, also In nine

languages.
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Following receipt of the opinion, the Commission wiil have 30 days to
prepare a draft of the declslon to be taken. |In the vast majority of
cases this draft will reflect the scientific opinion transmitted by the

Agency. Because of Its general obiigation to supervise the legality of
all the work undertaken by the Agency taking into consideration the
objectives of Community policles, the Commission must reserve the right
In exceptional clircumstances, not to follow the opinlon. In such cases,
however, the Commission will have to provide detailed reasons for not

following the opinion.

The draft decislon will be circulated to all Member States and to the
applicant. The Member States wlil!l have 30 days to submit detailed
written reasons explalining any objections to the draft decislon. .If no

objections are received within the 30 day timelimit, the Commission will

adopt the decislon to grant or refuse a European marketing authorizatlion.

If objections are received, the Commission will have to conslder; in
consultation with the staff of the Agency, whether these objections ralse
new scientific Issues which have not yet been fully explored within the
refevant Commlttee. |I|f thls Is the case, the Commission will refer the
application back to the Agency with a request that the Committee
concerned reconsider its opinion within a 60 day perlod.

However, should It appear that all the sclentlflé issues have  been
adequately addressed, the Commission will refer the draft for a decision
to be taken on the basis of a qualified majority vote within the Standing
Committee on Medicinal Products for Human Use or the Standing Commlttee
on Veterinary Medicinal Products using the so-called ‘regulatory
committee procedure’ (varliant 3a of Council Decision 87/373/EEC of
13 July 1987 laying down the procedures for the exercise of Implementing

powers conferred upon the Commission).
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2.5. Transparency of aduministrative procedures

At the present time, the Ccocmmunity pharmaceutical directives al!ready
contain severai provisions desligned to ensure the transparency
authorizatlon procedures for medicinal preoducts. In particular, the
authorities are required to give detalled reasons for ail negative
declsions, .to grant appeal rights and to pub!ish decisions. These

requirements wlil also apply to both Community registration procedures.

During the decentrallzed procedure, app!icants will be gliven the right to
participate In discussions between the Member States during the bilateral
phase. In both the centralized and decentralized procedures they wlll
have the right to submit oral or wrlitten responses to questions posed by
the CPMP/CVMP during the evaluation of the product, and a formal right of
appeal prior to the transmission of the opinion of the Agency to the
Member States and to the Commission. The appliicant may aiso be glven an
opportunity to make representations to the regulatory Committee, at the
discretion of that Committes.

In addition, applicants will, of course have the formal rights of redress
against acts of the Commission or the Counci! conferred by Articles 173,
175 and 215 of the EEC Treaty. ’

in additlon to the appeal rights given to pharmaceutical companies,
efforts are also being made to Increase the openness of the authorlization
process for the general public. |t Is envisaged that the assessment
reports prepared by the Agency wlll be made avalilable to the public, |If
‘necessary after editiong to remove any commerclally confidentlal
information. Moreover, the Agency will be under a general obligation to
develop approprlate contacts with the general public and consumer,

patlent and professional representatives.
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2.6. Status of marketing authorlizations

a) European Marketing Authorizations

European marketing authorizations whlch have been granted following
the centralized procedures will apply throughout the Communlty, and
have the same status In each Member State as marketlng authorlzatlions
granted in accordance with national procedures. They wlll apply for
five years, renewable on application at least three months In advance.
European marketing authorlizations may be amended only by the
Commission, after the opinion of the CPMP/CVMP has been obtained, in

accordance with the procedures described above.

Although In principle a Community marketing authorization based on the
criteria of quality, safety and efficacy will be valid throughout the
Community, there are occasional clrcumstances which may justify
restrictions on the use of a medicinal product which satisfy these
criteria.

In the case of medicinal products for human use, it Is proposed to
Include in the baslic Directive 65/65/EEC an Article to enable Member
States to prohibit the use of a product on their territory for
objectively defined reasons of public order or public polley. Such a
provision appears necessary, In particular, Iin order to take account
of the rather different policles of the Member States In retation to
birth control. However, Member States will be obliged to Inform the
Commission whenever this exception is Invoked, and the Commisslion will

be able to intervene In cases of abuse.

The use of Immunological veterinary medicinal products may also
present certain difficulties resulting from differences In animal
disease status wlthln the different regions of the Community. In
order not to Interfere with the operation of disease eradication
programmes, [t Is necessary to enable the Member States to prohlbit
the use of certain types of vaccines on all or part of thelr
territory, notwithstanding that they satisfy the «criteria for
authorization, and are In fact used in other reglons of the Community.
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Moreover, wlithin the veterinary mediclnes sector, the grant of a

European MarketIng Authorizatlon wlll In no way effect the operation
of particular legislation prohibiting or- - restricting the use of
certaln types of veterinary mediclne, resulting from the objJectives of
the Common Agrfcultural Policy.

-
fn exceptional cases, where there Is a serious new risk to public

health, a Member State may impose temporary restrictions on the use of

- a product covered by a European marketing authorizatlon provided that

the CPMP/CVMP and the Commission are Informed of the measure and the
detalled reasons for it, at the latest on the workling day foilowlng
the Imposition of the measure. The CPMP/CVMP wil! be required to
conslider urgentiy the measures taken by the Member States and to glve
Its opinion on them. The CPMP/CVMP opinion will be circulated to the
Commisslion, the Member States and the person responsible for marketing
in accordance with the procedures described above, but with shorter
time limits to take account of the urgency. The Member State which has
adopted temporary measures may maintaln them Iin force until such time
as a definltive declision is adopted.

Acceptance of natlonal authorizations

Where authorizations have besn accepted followlng the decentrallzed
procedure, with or without referal to the CPMP/CVMP, the
responsibllity for the management of the authorization wilt |ie with
the Member State which flrst authorized the product. All relevant
pharmacovigilance data shall be submitted to that authority for
consideration with a copy to all other Member States concerned. All
proposals to amend the terms of a marketing authorlzation shall be
submitted to the Member State which first authorized the product. The
decislon of that Member State wlll .be notifled to all the Member
States which have accepted the authorization. in the event of
obJectlons {which remain unresolved even after multi-lateral
discussions) from the other Member States about possible amendments to
the terms of a marketing authorlization, the matter will be referred to
the CPMP/CVMP for arbitration.
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c) National procedures after 1992

The facility of purely national authorization procedures will remain
for companies too small to aval! themselves of the internal market,
and for products of local Interest. Ths procedures for granting

marketing authorization will remain unchanged.

in the case of products authorized before 1993, the Member States wil|
remaln responsible for the management of authorlizations. However, the
Member States and the Commission will continue to have the right to
request an application to be examined by the reinforced CPMP/CVMP In
.Specific cases where the Interests of the Community are Involved,
particularily when divergent decislons have been made (Directive
75/319/EEC as modified, Articles 11 and 12).
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EUROPEAN PHARMACOV!G!LANCE

The fterm "Pharmacoviglilance" Is meant to cover the collection of
information. on adverse drug reactions (ADRs),  at preeand post4 marketing
stage, the sclentific evaluation of these ADR reports and the rggulatory
declslons whilch may have to be taken followlng‘;hefr;analys{s. These
regulatory declsions may Inhciude In extreme .caseé“ wlthdrgwal - or
suspension of the marketing authorizatlon, but,”,mdreg;oftem, a
modification of the legal status of the drug and amendméﬁis_orjwarnlngs
In the summary of products characteristics,  labelling and package
leaflet. B

Pharmacovigilance experlence in _the EEC

Pharmacovigilance Is a major lIssue for the current functioning of the
CPMP or the CVMP, as well as for any future system of authorizatlon of
medicinal prqducts In Europe. '

Arising from Its mandate under Directive 75/319/EEC, aﬁg ‘its . public
health responsibility, the CPMP has for many years been concerned with
issues of pharmacovigilance. The coriginal system of routlﬁé.d15cusélon at
meetings and manual exchange of data has been superseqded_pqufpumber of
Innovations, naﬁeiy: . L o

a rapid alert system using fast communication methods;

a drug Information monitor which identlfles seleéted products and

updates the information at each CPMP méetlng;

- pharmacovigilance hear ings with companies, followed by CPMP
pharmacovigllance opinions; o

- standardlization of summary of'pfoduct characteristics fér products of

significant Community interest. ' o '
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In December 1988, the Commission circulated to the Member States a
detalled questionnaire relating to thelr pharmacoviglilance system. The
Commission issued thereafter, In September 1989, a report on the present
situation of pharmacoviglilance in the European Community (111/3577/89).
Furthermore, In 1989, the Commission has, in consultation with the CPMP,
established an ad hoc Pharmacovigllance working party, which meets In
paralle!l with the CPMP. This new working party has two essential advisory
roles to the Commission and the CPMP, first on general questions of
'pharmacovlgllance methodology, second to assist the CPMP for the

scientific evaluation of ADR data related to specific mediclinal products.

During the last 12 months, the CPMP has exchanged pharmacovigllance
Information on 30 medicinal products. Since July 1986, the CPMP has
adopted 6 formal pharmacovigilance opinlions.

In the veterlinary medicines sector, Increasing Iimportance Is beling
attached to that question, and the CVMP has recently established its own
working party to exchange information and try to harmonize methodology

on pharmacovigilance questlions.

. ADR reporting

The legal status, requirements and structure of national
pharmacovigllance systems vary considerably throughout the Community.
Besides spontaneous pharmacovigilance, there are several types of
structured pharmacovigilance, based on the recruitement of physlicians for
the monitoring of specific medicinal products. In this context, it should
be noted that, in addition to spontaneous pharmacovigilance, three Member
States may require by law that pharmacovigilance be a condltion for the
granting of a marketing authorlzation."
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In_ most of the Member States, reporting by the medical veterinary
profession(s) and by pharmacists Is voluntary. For routine reporting by
companies a 6 month frequency is the emerging pattern. For serious ADRs,
time Ilimits and frequency of reporting vary. Where reporting Is
mandatory, sanctions may be taken for not doing so. Causallty Is elther
assessed by expert judgemsnt alone (staff of the centres, expert panels
and committees) or in comblnation with an algorithm. The body revliewlng
Informatlon has access to the marketing authorlzatlion dossler. Member
States do not systematically relate adverse drug reactions to data on

drug ‘usage. This can however be done In cases of concern.

Experience has shown that pharmacoviglilance centres should be situated as
close as possible to the source of the reports. As far as spontaneous ADR

reports are concerned, reglional or national centres will remain the most
important 1Ink between the source of the report and any Community

coordination system of pharmacovigllance.

Future obligations on pharmaceutlical companies

The authorization holder wlil be requlired to ensure that the authority
which granted the authorization is Informed of any serious adverse drug
reaction resulting from the use of a medicinal product In humans or
animals In accordance with the terms of the authorization. Such
.Information shall be communicated by the company wlithin 15 days of
receipt. The authorization holder shall have permanently his own

pharmacovigllance contact point, responsible for:
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- the organization and maintainence of a system for collecting adverss
feactlon data, from whatever source, and the maintenance of a reglister
of all reported ADRs.

- supplying all relevant Information to the competent authorities In the
Community regarding the benefit/risk assessment Including Information
on the volume of sales or prescription as well as reporfs on ADRs
occurring outslde the European Community;

- preparation and submission of reguiar reports to the authcrity which
author lzed the medicinal product; (e.g. every 6 months during the first
two years of marketing and annually for the next three years).

- the preparation and submission of post-marketing studies, when these
afe required as a condltlon(of the authorization.

. An increasing role for the Community

Each Member State will required to designate a national center as a
contact point for the Community. National or Regional!l centres should be
establ Ished for the collection of ADRs and the evaluation of both
spontaneous reports and reports submitted by the holders of marketing
authorlzation. Companies should be notifled by the national! center of all
spohfaneous reports they receive, and should be glven a possibility to
comment on them.

The technical aspect of the exchange of informat lon between Member States
as well as the causality assessment method should preferably be
harmonized at Community level. Systems utliized by WHO or CIOMS should
normally be adopted by the Community pharmacovigitance network. As from
1993, pharmacovigllance data will héve to be evaluated with -a view to
harmonizlng declisions and actions appl!licable in all the Member States.
The EEC pharmacovigilance network Is thus clearly not intended to replace
neither the national nor the WHO system, but to optimize and harmonltze
pharmdcovlgllance activities in the EEC. When required under Dlirective
89/341/EEC, the Community will also bring to the attention Infdrmatlon
which may affect the protection of public health in third countries via
the World Health Organization.
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Current experience in the CPMP shows that pharmacovigllance Informatloh
Is sometimes transmlitted too late, when a natlonal declision has already
béen taken., Community legislation should provide'for reguiar'transmisslon
of evaiuated data and for Immedlate transmission by the national centres
of all informatlion on serlous ADRs. A routine Information exchange, e.g.
cbVerlng alerts on non-serious ADRs and the rapld alert_éystem would
continue to run In parallel. The rapld aiert ~ system, recently
imptemented, wil! have to be improved, using electronic mall. A
pharmacovigllance Information should be considered as an alert if, In
case bf-conflrmatlon; It implies the modiflications of the condltions of
marketing authorization. In order not to overioad the éystem,,qnly laerts
concerning serlous ADRs should be transmitted via the "Rapid Alert
System*. ‘

The legal obligations of the Member States; which are'cur}enfly sét out
In Articles 30 and 33 of Directive 75/319/EEC and Articles 39 and 42 of
Directive 81/851/EEC, have been reviewsd In the context of the two
Community procedures. The nature and frequency of the Informatlion
transmitted to the reinforced CPMP/CVMP structure has been better
deflined. Any decislon made at Communlty level on the_basigibf a CPMP
pharmacovigilance  opinlon should be preceded by an. -‘approprlate
consultation with the concerned companies. - L
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SUPERVISION AND SANCTIONS

Access to inspection reports

The rapporteurs for the application will, where necessary, be abie to
request a copy of the most recent inspection report covering the

manufacturer concerned, for decentrallzed and centralized applications.

Where a manufacturer Is established In a third country, appropriate
multi—lateral arrangements wiil also have to be made to ensure that the
rapporteurs working on behalf of the CPMP/CVMP have access to Iinspection
reports and other relevant documents, in the same way as rapporteurs
currently working for the individual Member States.

buring Its evaluation of a live rDNA vaccine, manufactured in a third
country, the CVMP considered that an Iinspection of the manufacturing
plant was deslireable In order to verify the guarantees offered relating
to the quality and safety of the product concerned. During discussions on
the proposal to extend the veterinary medicines directives to cover
Immunologlcai products, the Council has also requested that arrangements
should be made to enable coordinated inspections of manufacturers In
third countrles to be undertaken on behalf of the Community In
approprlate cases.

"It has therefore appeared necessary to Include within the administrative

structure of the Agency a responsibility for coordinating the discharge
of the various inspection functions of the Member States, both within the

Community and In third countries.
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Supervision of manufacturers, wlthdrawal of authorizatlon and sanctions

In accordance with the general principles lald down in the Community
pharmaceutical directives, the primary responsibility for the supervislion
of manufacturers lles with the competent authoritles of the Member State
in which the manufacturer Is established. in the case of products
imported from third countries, this responsibllity will Ilile on the
authorities of the Member State where the tests and controls necessary on
importation are carried out, unless an approprlate arrangement has been
made betwséen the Community and the third country concerned to ensure that
the product Is manufactured Iin accordance with Community requirements and
the necessary controls are conducted in the third country. In case of
doubt, provision is made for coordinated inspections using inspectors

from two or more Member States or inspectors employed by the Agency.

The grounds for the suspension or wlithdrawal of ,a’ European- marketing
author lzation are the same as for the suspension or wilthdrawal of a
national authorization. However, a European authorization can be
withdrawn oniy by the Community, following the opinion of the Agency and
the application of the procedures described in section 2.4. In case of
urgency, however, a Member State would be able to temporarily suspend the
use of a medicinal product, provided that the matter was immediately

referred to the Commission for application of the Community procedures.

In addition to withdrawal of the marketing authorization, certaln forms
of misconduct may expose the authorization holder or the appllcant to
criminal or administrative sanctions, [n accordance with the law of the
me%ber-State concerhed. Since there is no specific Community penal law, a
clause has been included which makes misconduct by the appllicant for or
holder of a European marketing authorlzation llable to the same psnalties

as the holder of a national authorization in the Member State concerned.
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‘THE EUROPEAN AGENCY FOR THE EVALUATION OF MEDICINAL PRODUCTS

The establishment of é new European Agency for the evaluation of
med!¢|nél produc}s will be essential In order to enable the cémmunlty
lnstltutloné to dlsqharge the major new responsibilities Imposed upon
theﬁlas a resuit of the introduction of the new Community authorlzation
procedufés and the addlitional reSponslbllltles in the field of
ph;rmacbvlgllance and the supervision of manufacturers.

In the early years, the establishment of the Agency will Inevitably
result !h a significant Iincrease In the overall Ilevel of pubilic
expendlturéé associated with the authorization and supervision of
medicinal products. In order to ensure the orderly phasing In of the new
COmmunity' procedures alongside national procedures, some degree of
ddbi[éatfbn w]l['be necessary at first. However, In the longer term the
-pbéfjng of resources at Community level! and the ellimination of wasteful
duﬂllcat!on of effort in the evaluation of medicinal products will result
Iﬁ'slgnlflcantvréductlons in the overall cost to soclety of authorizing
and supefvlslng medicinal products through reduced expenditures at
national‘ieyel.

In‘a|I M§mber States, the costs of registering pharmaceutical products
-érg.met,rn:part from'fees paid by the pharmaceutical Industry. However ,
in.mosf Member States, these fees are pald iInto the general national
budget and are not specifically devoted to the costs of the authorization
éyétem.'lt is therefore difficult to know what proportion of the cost of
thé system. is met by fees. Moreover; in the case of medicinal products
for'human use, this question Is to some extent academic, since {he costs
" of fées are undoubted!y passed on to the consumer/patient, and, therefore
frequently met by the State under the national health Insurance system.
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For the introductlion of the future system, the Commission conslders that
those costs whilch are directly attributable to the evaluation of
applications for authorlization of new medlclhal products should be
covered by fees from the pharmaceutical industry. On the other hand, the
general activitles under taken by the Agency in respect of
pharmacovigllance, the provision of Informatlon about medicinal products,
inspection and standards should be financed by a general contributlion
from the Community budget, under a new budgetary line to be created In
the operations part of the budget. Given the difficulty of mak ing precise
estlﬁates of the workload of the Agency, at least in the early years, the
exact fee structure will be determined by a speclial flnancial regulation,
to be adopted following consultation of the pharmaceutical Industry.

Functlons of the Agency

Under the direct supervision of the CPMP/CVMP, placed at the top of Iits
scientific structures, the European Mediclines Agency wlil| be responsibie

for:

- the coordination of the evaluation, on a scientific baslis, of the
quality, safety and efficacy of medicinal products which are submitted
In accordance with Community authorizatlion procedures; ’ _

~ the product ion of evaluation reports, summar ies of product
characteristics and labelliing and package Inserts for these medicinal
products; )

- the continuing supervlsloé of medicinal products authorlzed for use
within the Community, and the provision of advice on appropriate
regulatory action tb be taken In respect of such products;

- coordinating the exerclse by the Community and the Member States of the
var ious supervisory responsibillities concerning the manufacture and
testing of medicinal products, including GMPs, GLPs, GCPs, batch
controis etc;

- advising the . Member States and the Communlty Instlitutions on atl
questlions relating to medicinal products;

- advising on maximum residue levels for veterlnary medicines.
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The Agency will also be responsible for promoting better cooperation
between public control laboratories (collaborative tests, methods and
reference preparations) in close coopsration with the European
Pharmacopoeia. Furthermore, the Agency should become an Interface between

national pharmacovigilance centres throughout the Community.

Structure of the Agency

Beslides Its sclentific committees at the top of the structure
(CPMP/CVMP), the Agency shall have an executive director, who will report

to an administrative board.

a) Sclentific bodies: CPMP, CYMP and Sclentific Council

The examination of scientific questions submitted to the Agency for
opinion will be the responsibliiity of:

- the Committee for Proprietary Medlicinal Products, for medicinal
products for use in humans;

- the Committee for Veterinary Medicinal Products, for mediclinal
products for veterinary use.

Both Committees will consist of sclentlfic advisors nominated by
Member States and meet every month/2 months. These Committees may
request the establishment of speciallsed working parties and panels of
experts to assist In the evaluation of scientific questions submitted
to the Agency for opinion. In order to asslist the Agency In the
exercise of Its responsibilities, the Member States will communicate
to the Agency and maintaln up-to-date lists of experts with particular
competence In the varlous areas of the evaluation of medicinal
products. The services of experts wlll be performed on the basis of
mandates which will be confered onto them by the CPMP/CVMP. They will
be reimbursed by the Agency, In accordance with a scale to be flixed by

Council regutation for the various tasks involved.
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In order to malntain high sclentific standards In the operations of
the Agency, the CPMP and CVMP should have the possiblility to take
advice from a high level Scientific Councl! of § personallities of
international repute (Nobel prize etc.) nominated by the Counci| of
Ministers upon proposal from the Commisslion. This Councll wou!d meet
once or twice a year to deal with difficult ethlcal or sclentlific
questions referred to it by the CPMP/CVMP and to evaluate globaly the
sclentific statements of the Agency. )

Administrative board

The administrative board will consist of two representatives from each
Member State and of the Commission. One representative wlil be
speclfically responsible for matters relating to mediclinal products
for human use and one for veterinary medlicinal products. The mandate
of the representatives shall be for three years, renewable. The
administrative board will elect its president for a perlod’bf three
years and shalil adopt its own Internal rules of procedure. Each member
of the administrative board will have one vote. The decislons of the

administrative board willi be adopted by a two-thirds majority of Its
members. The secretarlat of the administrative board wiil be provlided

by the Agency. Each year the administrative board will adopt:

the report of activities for the past year

the programme of work for the followlng year

the draft annual accounts for the past year

the draft estimate of Income and expenditure for the following year.

Secretariat of the Agency

An executive director Iin charge of the secrestariat of the Agency, will
be nominated by Council, upon a proposal from the Commisslon, for a
renewable perlod of five years. The executive director will be the
legal representative of the Agency, responsible for:
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= the routine admlinistration of the Agency

- the preparation of the Income and expenditure report, and the
administration of the budget of the Agency

- all matters relating to the personnel of the administrative and
technical secretariat.

The technical and administrative staff of the Agency wlill be
responsibie for providing all necessary Iloglistical support for the
CPMP and the CVMP, and for asslisting In the discharge of the various
responsibilities of the Agency as described iIn sectloh 5.1.

§.3. Finance and Resources

a) Estimated Workload

The establishment of an administrative and technical secretariat will
be progressive, based Inlitially on the antlicipated worklioad. In the
medium term, the realliocation of workload via the reinforced CPMP/CVMP
will globally tend to reduce the workload of the 12 competent
authorities.

The CPMP has done a survey (111/1625/88) estimating the average number
of flrst applications for NCE products (new chemical entities) In the
Community as 50 per annum. Of these, approximately 20% could be
considered as high tech. For each NCE the rate Is approximately 6
variations In the first five years. Industry sources have confirmed
these figures. From the experience of the concertation procedure, It
would be reasonable to project approximately 15 new High tech/biotech
appl!ications a year; with at teast a similar rate of variations as for
NCE‘'s. As the secretariat would also assist the reinforced CPMPIn Its
role as a forum of arbitration in the decentrallzed procedure, the
number of referrals must be estimated. With the opportunity of a
Single Internal Market, the number of applications through the
decentralized procedure Is Ilkely to Increase dramatically. Already
how, the mult-state procedure is showing a 60% annual Increase In
applications (1988 = 31; 1989 = 50). Currentiy, all applications are
referred to the CPMP. Thus a workload of at least 150 dosslers for

human mediclines a year could be anticlpated after 1992.
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So far as veterinary medicines are concernsd, Initialfy much of the

‘workload for the reinforced CVMP will result from the setting up of a

centrallzed Community procedure for the establishment of maximum
residue levels. Over the pericd 1993-1897, the toxlcology data for
approximately 150 compounds wlill have to be reviewed. Since It is
intended that from 1992 onwards, ail applications for NCE’'s Intended
for use iIn féod-productlng animals will be submitted to a centrallized

.Communlty procedure for the determination of maximum residue level, It

may be that there will also be a greater take up of the centrallized
procedure for ~appllications for marketing author lzatlon. it is
therefore prudent to sstimate that 10 applications for NCE's wlil be

referred to the centrallized procedure, together with 5 blotech
applications, making 15 In total. In additlon, approximately 25
referrais a ysear could be expected Initlally under the decentrallzed
procedure, although this could rise very substantially should the
decentral ized procedure prove an attractive option for extending the

terms of existing authorization into minor specles.

Resources

The responsibllities of the Agency and It’'s permanent secretariat will

encompass a range of activities. In estimating ‘personne! resource

‘requirements, the following functions must be considered.

- management of the dossiers, Including valldation of European
dossiers and varlations;

— administratlion of the reinforced CPMP/CVMP; _

— administrative and technical support of the reinforced CPMP/CVMP,
its working parties and expert panels;

- administrative operation of expert groups, contracts etc;

- coordination of pharmacovigllance activities;

- establ ishment of veterinary residue |imits;

-~ Implementation of Community certification procedures in the areas of
GMP, GCP, GLP etc.;

- support for the pharmaceutical data bank;

- personnel and administration (Interpretation and translatlion, legal,

accountancy and informatics, archives and publications, etc.).
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The number of meetings, meeting rooms and facillities would relate to

workload but a core requirement would be:

2 meetings per annum of the adminlistrative board;

1 meeting per month of the 2 scientific committees (CPMP/CVMP) ;

pane! meetings of rapporteurs and experts to assess an appllication

(experts released for week long meetings};
working party meetings of experts (8 W.P. x 4 times per annum):

ad hoc meetings of particular sclentific experts and drafting groups

(for example, 5 experts, 15 meetings psesr year).

Estimates of the necessary resources are set out Iin the financlal

statement annexed to thils proposal.
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OTHER AMENDMENTS TO COMMUNITY PHARMACEUTICAL LEGISLATION

In additlon to the Incldental changes to the existing directives relating
to human and veterlinary medicinal products resuiting from the
establishment of the new Community reglstration procedures, several other
detailed changes to the leglstation are also proposed.

Timellmlt for the evaluation of appllcatlons by Member States

The ilmellmlt of 120 days, pius a further 90 days Iin exceptional
circumstances, allowed for the evaluation of applications by Member
States was flirst lald down in 1965. However, since that time, the amount
of Informatlion to be provldedlln an appllication and its complexity has
Iincreased substantially. In practice, all Member States are finding It
Increasingly difficult, If not Impossibie to meet their obligations under
Community Law In this respect, and a period of 210 days has become the
general rule. The Commission is therefore proposing to extend the perlod
allowed for review by Member States to 210 days. However, in return, the
Commission will expect the Member States to respect these new dead!lines
scrupulously, and reserves the right to Institute proceedings under
Article 169 of the Treaty against any Member State which does not comply
with the new time |imlits.

Environmental assessment

In view of the Increasing awareness of the effects of medicinal products
on the environment, the Commission is proposing that in appropriate cases
an application for authorization for a medicinal product for human use
Include an assessment of the potentlal risks presented by the product for
the environment. The details of the Information required wlill be
specified In the Annex to Directive 75/318/EEC on the testing
requirements for medicinal products for human use. '

So far as veterinary medicinal products are concerned, similar provisions
have already been propoéed by the Commission and are currently under
consideratlion by the Councl| (COM (88) 779 final).

So far as live vaccines contalning genetically modlfled drganlsms are
concerned, Councll Directive 90/220/EEC of 23 April 1990 shall apply
(0.J. N° L 117 of 8.5.90).
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imports from third countries

Proposals are included to ensure that medicinal products Iimported from
third countrles are manufactured In accordance with standards of good
manufacturing practice at least equlivalent to those laid down by the

Community.

Conditional marketing authorizations

At the present time, the directives relating to human and veterinary
medicines do not make any express provision for conditlons to be attached
t< a marketing authorization, such as a requirement to conduct further
studlies after authorization. Howsver, experience has shown that Phase |V
studies, which are conducted in patlents after authorization of the
product, and under practical conditions of use may provide Iinformation
which Is valuable for re-evaluating the overall benefits and risks of an
individual medicinal product. It ts therefore proposed that it should be
possible to attach such conditions to the terms of a national or European
marketing authorization for a medicinal product for human or veterinary

use.
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SPECIAL PROVISIONS FOR VETERINARY MED]CINAL PRODUCTS

Res lduses

In February 19689, the Commission presented proposals for laying down

Communiity procedures for the estabilishment of maximuml residue levels for
residues of veterinary medicines In foods. These proposals are currently
under consideration in the Councli, and it |Is thérefore necessary to
consider the relatlonshipo between the proposed procedure for the
establishment of MRLs w!th the new Community authorlzatlion procedures
provided for by the present proposals. '

In recent years some concern has been expressed by consumers that
foodstuffs from animals which are used in c¢linical trlals of veterlnary
mediclnes- are belng sold for human consumption, thereby exposing the
consumer to residues of experimental substanées whosé propertles are not’
fully known.

However, for economic reasons, It is often impossible to run large-scale
trlals invelving hundreds or thousands of animals unless 1t Is posslible
to sell the animals for human consumption.

In practice, all Member States -have developed natlonal systems for
monitoring the conduct of clinical trials In_animals and for removing any
risk to the consumer. In order to provide equivalent guaranteés at the
Community level, the Commission |Is proposing that it should not be
permitted to let foodstuffs from trial animals enter the human food chaln
unless the safety of the compound concerned has been evaluated at the
Community tlevel and residues have been found to be without risk for
public health.

In the case of other categories of veterinary medicinal product, It wiill
be up to the manufacturer to decide whether to submit the appllcation for
the estabilshment of a maxIimum resldue level before the submisslon of the

application of authorlzatlbn. or at the same time.
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Link between the veterinary medicines legislatlion and the feed addlitlives

Directives

For historical reaébns, a number of pharmacologically active compounds
are authorized for use In the Community as additives to animal
feedingstuffs under Directive 70/524/EEC rather than as veterlinary
medicinal products. |In accordance with Directive 70/524/EEC, a decislon
on the transfer of the coccidiostats and other medicinal substances from
that Directive to the veterinary medicines directives shall be taken once
the fevel of harmonlization in the veterinary medicines sector has
attained that appllcable to additives.

The Introduction of the new Community procedures provided for by these
proposals will undoubtedly be a major factor in this respect. However, a
number of other difficult questions wlll need to be resolved, In
particular whether the authorizatlions under Directive 70/524/EEC, which
are granted by substance, should be converted Iinto European marketing
authorlizations, which are granted for individual products produced by

specific manufacturers.

In any case, it Is essentlal to ensure that any transfer of these
products from one regulatory regime to the other does not result Iin any
lower ing of the level of harmonization already achleved, any reductlion In

the level of protection of health or any disruption for the manufacturers

" of the products concerned.

For these reasons, the Commission Is not proposing the immediate transfer
of these compounds. Instead, the Commission Is proposing that a full
report on the Issues raised by the transfer should be presented within
three years of the entry Iinto force of the new system in order to enabile

the Councll to take a declision in full knowledge of the facts.
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F INAL REMARKS

In accordance with the provisions of Articles 8A and 8C of the Treaty
establishing the European Economic Community, the Commission requests the
member States to take the measures necessary to comply with this package
of proposals by 1 January 1993;

The Commlssion has taken Into account the requirements of Article 8C of
the Treaty and has concluded that no special provision seems to be
justified at this stage.

The Commission has also studied the question of the high levels of
heaith, safety, environmental and consumer protection equlired by the
terms of Article 100 A, paragraph 3. It has done so following
consultation of the industrial and soclal partners concerned, and In the
light of an analysis of the risks inherent In this area and of the
current technlcal capabil!tlés of the European Industry. The proposals
take full account of these considerations in the light of the overall
objJectlves of this provision of the Treaty.
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TABLE 1 : PROPOSED DECENTRALIZED PROCEDURE
APPLICATION TO APPLICATIONS TO .
FIRST MEMBER STATE ‘ OTHER MEMBER STATES
EEC format : EEC format
210 assessment report May suspend evaluation

days summary of product -

A

[FIRST AUTHORIZATION|—>1APPLICATION FOR RECOGNITION
Certified identical dossier
Assessment report; S.P.C.

<

[

1
| serious objections] within 90 days [no objections} >
Y

BILATERAL PHASE
60 days

>~
P

4

|serious objections]

{cCPMP/CVMP ARBITRATION]

detailed statement of
objections from Member States
- full dossier

90 days

| cPMP/CVMP OPINION]

\!, .
unfavourable favourable
Y

[no objectionsf—>—

[COHPANY APPEAL] Within 30 days transmission of
- opinion
\(60 days - assessment report
. . - summary of product
[ SECOND OPINION] ] - Labelling and-package insert
= > . to Commission, Member States
AN N\, .
-~ and applicant
30 days
DRAFT COMMISSION
DECISION
N\ ' N
30 days 30 days
Detailed OPPOSITION | No OPPOSITION—
from Member State
scienziiig,/l</////’ \\\S\Qiter
L—— NEW_CPMP/CVMP OPINION| Draft measures to
STANDING COMMITTEE Y
¥ 1
] NO QUALIFIED MAJORITY _QUALIFIED MAJORITY )
in favour of draft in favour of draft
decision decision
Y
| cOUNCIL DECISION} LCOMMISSIOH DECISION Lf——————- N
30 days
> 7

FINAL NATIONAL
DECISION
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TABLE II: CENTRALIZED PROCEDURE

BIOTECH PRODUCTS NEW ACTIVE SUBSTANCES
PERFORMANCE ENHANCERS HIGH TECH PRODUCTS

mandatory ' 4/////////;;:;;nal

APPLICATION DOSSIER TO AGENCY -

validation

210 days Evaluation-rapporteurs and co-

rapporteurs chosen by CPMP-CVMP

clock stopped - verify application meets criteria

for additional -

test starting materials, etc.

information Y - verify GMP compliance

CPMP/CVMP OPINION

questions to company (clock stops)
company answers (clock restarts)
dialogue with company

unfavourailg//zf//i ‘\\>k\\£310urable

COMPANY APPEAL

60 days

SECOND OPINION|

Within 30 days transmission of
- opinion

- assessment report

- summary of product

- labelling and package insert

COUNCIL DECISION

T to Commission, Member States
. v and applicant
4
30 days
DRAFT COMMISSION
DECISION
30 days \\\\\30 days
Detailed OPPOSITION No OPPOSITION
from Member State
scientifii/////(// other
NEW CPMP/CVMP OPINION Draft measures to
] STANDING COMMITTEE Y
el 1 1
N NO QUALIFIED MAJORITY QUALIFIED MAJORITY
in favour of draft in favour of draft
decision decision
_ T -

1comm15510~ DECISION

e

PUBLICATION IN 0.J.
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EVALUATION OF MEDICINAL PRODUCTS

MEMBER STATES

TTTIT]

COMPANIES

[17

l CPMP (%) SCIENTIFIC CVMP (%)
.. N COUNCIL Z ..
l - Central opinions 7 AN - Central opinions
- Arbitration - Arbitration
- Pharmacovigilance MANAGEMENT - Pharmacovigilance
’ BOARD
N
l EXECUTIVE
DIRECTOR
EXPERTS ADMINISTRATIVE AND EXPERTS
l \L TECHNICAL SECRETARIAT J/
- Validation
RAPPORTEURS - CPMP/CVMP procedures RAPPORTEURS
J/ - Coordination of inspections l,
WORKING - Translation, interpretation WORKING
PARTIES PARTIES
AGENCY
COMMISSION STANDING =) COUNCIL
COMMITTEES

(*) CPMP = Committee for Proprietary Medicinal Products
CVMP = Committee for Veterinary Medicinal Products

COMMUNITY &
DECISIONS
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_INDEX OF THE ARTICLES

1. Proposal for a Council Regulation (EEC) laying down Community procedures
for the authorization and supervision of medicinal products for human and
~Neterlinary use and establishing a European Agency for the Evaluation of
Medicinal Products ’

1. Centralized Community authorizatlion procedure
Human Veter inary
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- appointment of rapporteurs and experts 51
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Amendments to the existing pharmaceutical directives
References are to the human directives (65/65/EEC and 75/319/EEC) or
veter Inary medicines directive (81/851/EEC) as appropriate, and refer
to the Articles after insertion In the relevant parent Directive

Decentral ized procedure

General References: Directive 75/319/EEC, Chapter !11
Directlve 81/851/EEC, Chapter 1|V

75/319 81/851

Fiting of appllication 9(1) 17(1)
Information for Committee 9(2) 17(2)
Informatlion for Member State of origin 9(3) 17(3)
Obligation to recognize authorization 9(4) 17(4)
Grounds for refusing to recognize 10(1) 18(1)
Bi-muitilateratl phase 10(2) 18(2)
Referral! to CPMP/CVMP 10(3) 18(3)
Documentatlon to CPMP/CVMP 10(4) 18(4)
Referral of divergent national decislons

to CPMP/CVMP 11 19
Referral of pending decisions/

pharmacovigllance ' 12 20
Preparation of opinion by CPMP/CVMP 13 21
Procedure for binding arbltration 14 22
Variations/amendments 15 23
Suspension/withdrawai/safeguard clauses 15a 23a
Management of blotech opinions after 1993 15b 23b
Annual reports and review 15¢ 23c¢

Hear Ings/Appeals

- bilateral phase 10(2) 15(2)
- during CPMP/CVMP review 13(3) 21(3)
- formal appeal after CPMP/CVMP opinlon 13(4) 21(4)
- representations to regulatory committee 14(4) 22(4)
Phasing in of decentralized procedure 65/65 81/851
- Informétlon about applications In other

Member States 4(11) 5(13)
- compulsory assessment reports 4b 5b
- possibllity to suspend evaluation 7(2) 8(2)

- use of decentralized procedure to be
systematic for applications invoiving
more than one Member State from 1.1.96 7a 8a
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Other changes to natlonal procedures 65/65 81/851

210'days for evaluation 7(1) 8(1)

Need to conslder safety In the environment 4(6a) N/A

Manufacturing process to be updated 9b 14b

Conditional authorlizatlons 10(2) 15(2)
75/319

Imports from thlrd countries/GMPs 22(1) 30(1)

Pharmacovigliiance

- obligation to establish a system 29a 42a
- definitions of ADR and ser |ous ADR 29b 42b
~ collection of data by industry : 29¢c 42¢
- reporting of data by industry 29d 42d
~ reporting by practitioners 290 42e
- reporting by Member States to CPMP/CVMP 29f 42f
- guldel lnes 29¢g 429

- compulsory referral to CPMP/CVMP 29h 42h
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Proposal for a
COUNCIL REGULATION (EEC)
laying down Communlity procedures for the
authorlzation and supervision of medicinal products

for human and veterinary use and establishing a European

Agency for the Evaluatlion of Medicinal Products

THE COUNCIL COF THE EUROPEAN COMMUNITIES,

Having regard to the Treaty establishing the European Economic Communlity,
and Iin particular Article 100a thereof;

Having regard to the proposal from the Commission(1),

In cooperation with the European Par!iament(2) -

Having regard to the opinion of the Economic and Social Commlttee(3),

Whereas it is important to adopt measures with the aim of progressively
establishing the internal market over a period expiring on 31 December 1992;
whereas the internal market shall comprise an area wilthout Iinternal '

frontiers in which the free movement of goods, persons, services and capital
is ensured;

(1)

(2)
(3)
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Whereas Counci! Dlrective 87/22/EEC of 22 December 1986 on the approximation
of natlona!l measures relating to the placing on the market of high
technology medicinal products particularly those der ived from
biotechnology (4) has established a Community mechanlsm for concertation,
prior to any natlonal decision relating to a high-technology medicinai
product, with a view to arriving at uniform declisions throughout the

Community;

Whersis the experience acquired as a result of Directive 87/22/EEC has
shown that It is necessary to establish a centraiized Community
authorization procedure for technologically advanced medicinal! products, In
particutar those derived from blotechnology; whereas thils procedure
should also be available to persons responsible for marketing medicinal
products containing new active substances which are Intended for use In

human beings or In food producing-animals;

Whereas in the Interests of public health it Is necessary that decisions on
the authorization of such medicinal products should be based on the
objective scientific criteria of the quality, the safety and the efflcacy
of the medicinal product concerned to the exclusion of economic or other
conslderations; whereas, however, Member States should exceptionally be
able to prohibit the use on their territory of medicinal products for human
use which infringe objectively defined concepts of public order or public
morality; whereas moreover a veterinary medicinal product may not be
authorized by the Community Iif its use would contravene the rules and
objectives laid .down by the Community within the framework of the Common
Agricultural Policy;

(4) OJ No L 15, 17.1.87, p. 38.
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Whereas, In the case of medicinal products for_human use, the criteria of
guallty, safety and efficacy have been extensively harmonized by Council
Directive 65/65/EEC of 26 January 1965 on the approximation of provisions
laid down by law, regulation or administrative action relating to medicinal
products{5), as last amended by Directive .../.../EEC(®) and second
Council Directive 75/319/EEC of 20 May 1975 on the approximation of
provisions lald down by taw, regulation and administratlve action relating
to proprietary medicinal products(7) as 1ast amended by Directive
../.../Eec(8) | and by Council Directive 75/318/EEC of 20 May 1975 on the
approximation of the laws of the Member States relating to analytlcal,
pharmaco-toxlcologlcal and cllnlcél standards and prptocols in respsct of
the testing of medicinal products(8) as ‘tast amended by Directive
ot .../EEC(T0), |

Whereas In the case of veterinary medicinal products, the same results have
been achlieved by Council Directive 81/851/EEC of 28 September 1981 on the
approximation of the laws of the Member States relating to veterinary
medicinal products(11) as last amended by Directive ../.../EEc(12) and
by Council Directive 81/852/EEC of 28 September 1881 on the approximation of
the laws of the Member States relating to analytical, pharmaco-toxicologlical
and clinical standards and protocols in respeét of the testing of veterlinary
medicinal products{13) as iast amended by Directive ;./.../EEC(14);

(5) 0J No 22, 9.2.65, p. 369/65.
(6)

(7) 0J No L 147, 9.6.75, p. 13.
(8)

(9) OJ No L 147, 9.6.75, p. 13.
(10)

{11) 0J No L 317, 6.11.81, p. 1.
(12)

(13) OJ No L 317, 6.11.81, p. 16.
(14)
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Whereas the same criterla must be applied to medicinal products which are to

be authorized by the Communlity;

Whereas only after a single sclentiflc evaluation of the highest possible
quality of all the benefits and risks of technologically advanced medicinal
products, should a marketing authorizatlion be granted by the Community by a
rapid procedure ensuring close cooperation between the Commisslion and Member
States;

Whereas Council| Dlrective ../.../EEC has provided that in the event of a
disagreement between Member States about the quality, safety or efficacy of
a medicinal product which Is the subjJect of the decentralized Community
authorlzation procedure, the matter should be resolved by a binding
Community decision following a scientific evaluation of- the issues Involved
within a European Medicines Evaluation Agency; whereas similar provisions

have been lald down .Iin respect of veterinary medicinal products by Council
Directive ../.../EEC;

~Whereas the Community must be provided with the means to undertake a
sclentific evaluation of medicinal products which are presented for
authorization In accordance with the centralized Community procedures;
whereas, furthermore, In order to achieve the effective harmonization of the
administrative decisions taken by Member States in relation to individual
medicinal products which are presented for authorization In accordance with
decentralized procedures, it Is necessary to provide the Community with a
means of resoiving disagreements between Member States about the quatlity,
safety and efflicacy of medicinal products;
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Whereas it is therefore necessary to establlsh a. Europesan Agency for B the
Evaluatlon of Mediclnal Products (“"the Agency");

Whereas the primary task of the Agency should be to provide sclentific
advice of the highest possible quallity to the Community Instltutions and the
Member States for the exerclse of the powers conferred upon them by
Communlty'legislatlon in the fleld of mediclinal products In relation to the

authorization and supervision of medicinal products;

Whereas It is desirable to ensure close cooperation between the Agency and
scientists working within the Member States;

Whereas, therefore, the excluslive responsibllity for preparing the opinlons
of the Agency on all matters relating to medicinal products for human use
should be entrusted to the Committee for Proprletary Medicinal Products
created by Second Councll Dlrective 75/319/EEC; whereas, In respect of
veter inary medicinal products this responsibllity should be entrusted to the
Committee for Veterinary Medlicinal Products created by Councli!| Directive
81/851/EEC;

Whereas the establishment of the Agency will make It possible to reinforce
the scientific role and independence of these two Committees, In particular

through the establiishment of a permanent technical and administrative
secretariat;

Whereas each Committee should be able to request the opinion of a Scientific
Councl! consisting of scientists of internationally recognised standing on
difficulit questions of a general scientific or ethlcal nature relating to
the authorization of medicinal products;
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Whereas It Is also necessary to make provislion for the supervision of
medicinal products which have been authorized by the Community, and .in
particular for the Intensive monitoring of adverse reactions to those
medlicinal products through Community pharmacovigilance activities in order
to ensure the rapid withdrawal from the market of any medicinal product

which presents an unacceptabie level of risk under normal conditions of use;

Whereas the Agency, working in close cooperation with the Commission, should
also be entrusted with the task of coordinating the discharge of the various
supervisory responsibilities of Member States and In particutar monitoring
the respect of good manufacturing practices, good laboratory practices and
good clinical practices;

Whereas It is necessary to provide for the orderly introduction of Community
procedures for the authorlzation of medicina! products alongside the
national procedures of the Member States which have already been extensively
harmonized by Directives 65/65/EEC, 75/319/EEC and 81/851/EEC; whereas it Is
therefore appropriate Iin the flrst Instance to |Imit the obligation to use
the new Community procedure to medicinal products which are produced by
means of speclflied blotechnological processes, and to make the procedure
available on an optional baéls only to high-technology medicinal products
and to medicinal products containing totally new active substances; whereas
the scope of the Community procedures should be reviewed In the |ight of
experience at the latest six years after the entry Into force of this
Regulation;

HAS ADOPTED THIS REGULATION:

e
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Article 1

The objective of this reguiation Is to lay down Community procedures for the

authorization and supervision of medicinal products for human and veterinary

use and to establish a European Agency for the Evaluation of Medlicinal

Products.

Article 2

The definitions laid down In Article 1 of Dlrective 65/65/EEC and the
definitions lald down in Article 1 paragraph 2 of Dlrective 81/851/EEC shall
apply to thls Regulation.

Article 3

No medicinal product which Is referred to In Part A of the Annex shall
be placed on the market within the Community unless authorlzation has

been granted by the Community In accordance with the provisions of this
Regulation.

The person responsible for marketing a medicinal product referred to In
Part B of the Annex may request that authorization to place the
medicinal product on the market be granted by the Community In
accordance with the provisions of thls Regulation.
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Article 4

In order to obtain the authorization referred to In Article 3, the
person responsibie for marketing shall submit an application to the
European Agency for the Evaluation of Medicinal Products, herelnafter

referred to as "the Agency".

The Community shall Iissue and supervise authorlizations to place
medicinal products for human use on the market {n accordance with
Title 2.

The Community shall issue and supervise authorizations to place

veterinary medicinal products on the market In accordance with Title 3.
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CHAPTER 1

Submission and examinatlion of applications -

authorlzations - renewal of authorization

Article 5

The Committee for Proprietary Medicinal Products established by Article 8 of
Directive 75/319/EEC, In this title referred to as "the Committee", shall be
responsible for formulating the opinlon of the Agency on any question
relating to the grant, amendment, suspension or wlthdrawal of an
authorization to place a mediclinal product for human use on the market
arising in accordance with the provisions of this Regulation.

Article 6

1. An application for authorization for a medlicinal product for human use
shall be accompanied by the particulars and documents referred to In

Articles 4 and 4a of Directive 65/65/EEC and Article 2 of Directive
75/319/EEC.

2. The application shall also be accompanied by the fee payable to the
Agency for the examinatlion of the appiication.

3. The Agency shall ensure that the opinlon of the Committee is glven

within 210 days of the receipt of a valid appilcation.

4. The Agency shall, In consultation with Member States, the Commission
and interested partles, draw up detalled guidance on the form in which

applications for authorization are to be presented.
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Article 7 .

In order to prepare Its:opinion, the Committee:

a)

b)

c)

shall verify that the partlicuiars and documents submitted in accordance
with Article 6 comply with the requirements of Directives 65/65/kEC,
75/318/EEC and 75/319/EEC, and examine whether the conditlions for
lssufng an authorlzation to place the medicinal product on the market

specified In this Regulation are satisfied;

may request a laboratory designated for this purpose to test the
medicinal product, its starting materials, and I[f need be, Its
intermediate products or other constituent materlais In order to ensure
that the control methods employed by the manufacturer and described In

the appllication documents are satisfactory;

may, where appropriate, request the appliicant to supplement the
particulars accompanying the application. Where the Committee avalls
Itself of this optlion, the time Iimit laid down in Article 6 shall be
suspended until such time as the suppliementary Iinformatlion requested
has been provided. Likewise, this time iImit shall be suspended for
the time allowed to the applicant to prepare oral or written
explanations.

Article 8

Upoﬁ receilpt of a written request from the Committee, a Member State
shall forward the information necessary to verify that the manufacturer
of a medicinal product or the importer from a third country is able to
manufacture the mediclinal product concerned and/or carry out the
necessary control tests 1In accordance with the particulars and

documents supplied In accordance with Article 6.
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Where it consliders It necessary in order to complete Its examination of
an appllcation, the Committee may request the applicant to submit to an
Inspection of the manufacturing slite of the medicinal product
concerned. The Inspection, which shall be completed within the
time limit referred to In Article 6, shall be undertaken by quallifled
pharmaceutical Inspectors from the Member States who may, if

appropr late, be accompanled by an Inspector from the Agency.

Article 9

Where the opinion of the Committee Is that:

-~ the application does not satisfy the criteria for authorizatlion set
out In this Regulation, or

— the summary of product characteristics proposed by the applicant in
accordance with Article 6 should be amended, or

— the labelling or package insert of the product is not in compliance
with Directlive ../../EEC, or

- +the authorization should be granted subject to the conditions
provided for In Article 13(2)

the Agency shall forthwith inform the applicant.

Within 15 days of the receipt of the opinion, the applicant may provide
written notice to the Agency that he wishes to appeal. WIithin 60 days
of the receipt of the grounds for appeal, the Committee shall consider
whether 1Iits oplnion should be revised, and the reasons for the
conclusions reached on the appeal shall be annexed to the assessment
report referred to in.paragraph 2.

Within 30 days of its adoption, the Agency shall forward the final
opinion of the Committee to the Commission, the Member States and the
applicant together with a report describing the assessment of the
medicinal product by the Committee and stating the reasons for |Its
conclusions. Y
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In the event of an opinion In favour of granting authorization to
market the medicinal product concerned, the following documents shall

be annexed to the opinion:

a) a draft summary of the product characteristics, as referred to In
Article 4a of Directive 65/65/EEC;

b) details of any conditlons or restrictions which should be Iimposed on
the supply or use of the medicinal product concerned, Including the
conditions under which the medicinal product may be made avallable
to patients, having regard to the criteria lald down in Council
Directive ../.../EEC [concerning the legal status for the supply of

medicinal products for human use];

c) the draft text of the labelling and package leaflet proposed by the
applicant, presented in accordance with Council Directive ../.../..
[on the labelling of medicinal products for human use and on package

leaflets].

Article 10

Within 30 days of the receipt of the opinion, the Commission shall
prepare a draft of the Decision to be taken In respect of the
application, taking Iinto account the objectives of Community pollicies
and considering alt the relevant information. In the event of a draft
Decislion which envisages the granting of a marketing authorization, the
documents referred to in points (a), (b) and (¢) of paragraph 3 of
Article 9 shall be annexed. The Commission shall transmit the draft

Decision to the Member States and to the applicant.

The Commission shall explain in detai! the reasons for any differences

between the draft Declision and the opinlion of the Committee.
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The Commlisslon shall adopt the Decision to be taken In respect of the
appllication unless, within 30 days, It has received a reasoned request
from a Member State to reconsider the matter. The Member State
concerned shall also transmlt a copy of its request to the other Member
States and the appllicant within the same time Iimlt.

Within the time limit referred to in paragraph 2, the applicant may
subm| t wrlften observations on the draft Declsion for consideration by
the Commisslon.

The Commission shall examine any reasoned request received |In
accordance with paragraph 2, in consultation with the Agency, and after

conslideration of any further observatlions submitted by the applicant.

_If the Commisslon conslders that the request ralses questions of a
sclentific or technical nature requiring further examination, It may
remit the matter to the Agency. In this case the Committee shall give
a second opinion within a time limlt of 60 days. WIithin 30 days of the
recelpt of the opinion, the Commission shall adopt the Decislon to be
taken In respect of the application.

Otherwise the Déclslon shaill be taken in accordance with the procedure
.Iald down In Article 2b and 2¢c of Directive 75/318/EEC.
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Article 11

Without prejudice to other provisions of Communlity law, the authorization
provided for In Article 3 shall be refused Iif, after veriflication of the
informatlon and particulars submitted in accordance wlth Article 6, It
appears that the quality, the safety or the efficacy of the medicinal
product have not been adequately demonstrated by the applicant.

Authorization shal!l Ilkewise be refused If the particulars and documents
provided by the applicant in acordance with Article 6 of this Regulation are

incorrect or If the labelling and package leaflets proposed by the applicant
are not in accordance with Directive ../.../...

Article 12

1. Without prejudice to Article 6 of Directive 65/65/EEC, a marketing
authorlzation which has been granted In accordance with the procedure
taid down In this Regutlation shall apply throughout the Community. It
shall confer the same rights and obligations in each of the Member
States as a marketing authorization granted by-that Member State In
accordance with Article 3 of Directive 65/65/EEC.

2. The refusal of a Community marketing authorization shall constitute a
prohibition on the marketing of the mediclnal product concerned
throughout the Community.

3. An announcement that authorization has been granted shall be published

for information purposes in the Officlal Journal of the European

Communities.
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4. Upon request from any interested person, the Agency shall make
available a detaliled summary of the evaluation of the médlclnal product
by the Committee and the reasons for Its opinion in favour of granting
authorizatlion after deletlon of any Iinformation of a commerclally
confidentlal nature.

Article 13

1. - Authorization shall be valid for five years and shall be renewable for

five year periods, on application by the holder at least three months
before the explry date.

2. In exceptlonal circumstances and following consultation w]th the

applicant, an authorlzation may be granted subject to such condltions

.as appear necessary to ensure the protection of public health,

including specific obllgations to conduct further studles following the

granting of authorizatlon and specific obligations 1n respect of the
reporting of adverse reactlons to the medicinal product.

3. Medicinal products which have beeh authorized by the Community In
aqcordance wlith the provislons of this Regulation shall beneflt from
the ten year perlod of protection referred to in polnt 8 of the second
paragraph of Article 4 of Directive 65/65/EEC.

Article 14

The granting of authorization shall not diminish the general civll and
criminal llablllty In the Member States of the manufacturer and, where

applicable, of the person responsible for placing the medicinal product on
the market.
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CHAPTER 2
Supervision and sanctions

Article 15
After an authorization has been Issued, the person responsible for
placing the medicinal product on the market must, In respect of the
methods of production and control provided for In points 4 and 7 of the
second paragraph of Article 4 of Directive 65/65/EEC, take account of
technical and scientific progress and Introduce any changes that may be
required to enable the medicinal product to be manufactured and checked
by means of generally accepted sclentific methods. These changes must

be approved Iin accordance with this Regulation.

The person responsible for marketing shall forthwith inform the Agency
of any new information which might entall the amendment of the
particulars and documents referred to in Article 6 or In the approved
summary of the product characteristics. In particular the person
responsible for marketing shall forthwith inform the Agency of any
prohibition or restriction imposed by the competent authorities of any
country Iin which the medicinal product is marketed and of any other new
information which might influence the evaluation of the beneflts and

risks of the medicinal product concerned.

If the person responsible for marketing proposes to make any alteration
to the Information and particulars referred to in Article 6, he shall
submit an application to the Agency.

The Agency shall, In consultation with the Commission,. adopt
appropriate arrangements for the examination of amendments and

variations to the terms of a marketing authorization.
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Article 16

When a marketing authorization is granted In accordance with this
regulation, one or more of the Member States shall act as the competent
supervisory authorlties to exercise the responsibilitlies referred to In
Article 17.

in the ca§e of medicinal products manufactured wlthin the Communlity, the
supervisory authorltleé shal! normally be the competent authorltles_of the
Member State or Member States which have granted the manufacturing
authorization provided for in Article 16 of Dlrective 75/319/EEC |n respect

of the manufacture of the mediclnal product concerned.

In the case of medicinal products Iimported from third countries, the
supervisory authorities sﬁall be the competent authoritlies of the Member
States in which the controls referred to Iin Article 22 (1) (b) of Directive
75/318/EEC are carried out unless appropriate arrangements have been made
between the Community and the exporting country to ensure that those
controls are carrled out In the exporting country aé& that the manufacturer
applles standards of good manufacturing practice at least equivalent to
those lalid down by the Community. |

Article 17

1. The supervisory authorities shall have responsibility for verlfylng on
behalf of the Community that the manufacturer or the Importer frbm
third countrles satisfies the requirements laid down In Chapter |V of
Directive 75/319/EEC, and for exercising supervislon over persons
responsible for marketing medicinal products iIn accordance with
Chapter V of Directive 75/319/EEC.
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Upon receipt of a reasoned request by any Member State, or on its own
Initlative, the Commission may request the manufacturer or importer to
submit to an Inspection of the manufacturing site of the medicinal
product concerned, giving Its reasons. The Inspectlon shall be
undertaken by qualified pharmaceutical Inspectors from the Member
States who may, if appropriate, be accompanled by an inspector from the
Agency. The report of the Iinspectors shall be made avallable to the
Commiﬁslon, the Committee and the applicant. In the case' of an
inspection conducted within the Community, the host Member State shall
provide all the practical support necessary to enable the Inspectors to
discharge thelr responsibilities.

Article 18

Where the supervisory authoritlies or the competent authoritlies of any
other Member State are of the opinion that the manufacturer or Iimporter
from third countries is no longer fulfilling the oblligations laid down
In Chapter 1V of Directive 75/319/EEC, they shall forthwith Inform tﬁé
Committee and the Commission, stating thelr reasons In detall and

indicating the course of action proposed.

The same shall apply where a Member State considers that one of the
measures envisaged In Chapter V of Directive 75/319/EEC should be

applied Iin respect of the medicinal product concerned.

The Commission shall iIn consultation with the Agency forthwith examine
the reasons advanced‘by the Member State concerned. |t may request the
opinion of the Committee within a time |imit to be determined by the
Commission having regard to the urgency of the matter. Whenever
practicable, the person responsible for marketing shal! be invited to

provide oral or written explanatlions.
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The Commisslon shall prepare a draft of the Decision to be taken which
shall be adopted In accordance with the procedure lald down In
Article 10.

However, where ‘a Member State has Invoked the provislions of
paragraph 4, the time timit provided for In Articlie 2 ¢, paragraph 3 of
Directive 75/318/EEC shall be reduced to 15 calendar days.

In exceptional cases, where action Is urgently necessary to protect
public health, a Member State may suspend fhe use on Its territory of a
medicinal product which has been authorized In accordance with this
Regulation. It shall inform the Commission no later than the following
working day of the reasons for its action. The Commission shall
immediately consider the reasons given by the Member State In
accordance with paragraph 2 and shall initiate the‘procedure provided
for in paragraph 3.

A Member State which has adopted the suspensive measures referred to In
paragraph 4 may maintaln them In force untll such time as a definltive
Decision has been reached In accordance with the procedure lald down In
paragraph 3.
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CHAPTER 3

-~
’

Pharmacovigl lance

Article 19

For the purpose of this Chapter, the definitions given In Article 29b of
Directive 75/319/EEC shall apply.

Article 20

The Agency, acting in close cooperation with the hatlonal pharmacovigli lance
centres estabilished In accordance with Article 29a of Directive 75/319/EEC,
shall be responsible for the colflection and evaluation of information about
adverse reactions to mediclnal products which have been authorized by the

Community In accordance with this Regulation.

The competent authoritlies of the Member States and the person responsibie
for marketing shall ensure that all relevant information about adverse
reactions to medicinal products authorized |In accordance with this
Regulation are brought to the attention of the Agency In accordance with the
provisions of this Regulation.
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Article 21

The person responsible for marketing a medicinal product authorized by the

Community in accordance with the provisions of thls Regulation shall have

permanently and continuously at hls disposal a person responsible for

pharmacovigilance. This person shall be responsible for:

a)

b)

c)

the establishment and maintence of a system which ensures that
information about all adverse reactions which are reported to the
personnel of the company, Including Its sales personnel and medical
representatives, Is coliected and collated so that it may be accessed
at a single point within the Community;

the preparation and submission of the reports referred to In Article 22
to the competent authorities of the Member States and the Agency in

accordance with the requirements of thls Regulation;

ensuring that any request for the provision of additional Informailon
necessary for the evaluation of the beneflits and risks of a mediclinal
product Is answered fully and promptly, including the provision of
Information about the volume of sales or prescriptions for the
medicinal product concerned where relevant.
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Article 22

1. The person responsibie for marketing shall ensure that ail suspected
serious adverse reactions to a medicinal product authorized In
accordance with the provisions of this Regulation which are brought to
hls attention by a qualified health care professional, whether arising
within the Community or a third country, are recorded and reported to
the Agency within 15 days.

2. In addition, the person responsiblie for marketing shall be required to
maintain detaliled records of all other adverse reactions arising within
the Community which are reported to him by a qualified health care
professional. Unless other requirements have been laid down as a
condition of the granting of authorization by the Community, these
records shall be submitted to the Agency immedlately upon request or at
least every six months during the first two years following
authorization and once a Yyear for the following three Yyears.
Thereafter, the records shall be submitted at five yearly Iintervals
together with the application for renewal of the authorization, or

Immediately upon request.

Article 23

Each Member State shall report any suspected serious adverse reaction
arising within Its territory to a medicinal product authorized In accordance
with this Regulation to the Agency and the person responsible for marketing

within 15 days of receipt of a report from a qualified health care
professional.
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Article 24

The Agency shall, In consultation with Member States, the Commisslon and
Interested parties, draw up detallied guldance on the collection,

verification and presentation of adverse reactlon reports.

Article 25

1. The Agency shall publish an annual report on the operation of the
procedures laid down In this Chapter.

2. Within six years of the entry Iinto force of this Regulation, the
Commission shall publish a detalled review of the operatlion of the
procedures lalid down in this Chapter and shall propose any amendments

which may be necessary to improve the operation of these procedures.

The Counclil| shall declde on the Commisslion proposal within one year.
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CHAPTER 1

Submission and examination of applications -
authorization - renewal of authorlzation

Article 26

The Committee for Veterinary Mediclnal Products established by Article 16 of
Directive 81/851/EEC, In this title referred to as "the Committee", shall be
responsible for formulating the opinlon of the Agency on any aquestion
relating to the grant, amendment, suspension or withdrawal of an
authorization to place a veterinary medicinal product on the market arlsing

in accordance with the provisions of this Regulation.

Article 27

1. An application for authorziation for a veterinary medicinal product
shall be accompanied by the particulars and documents referred to In
Articles 5, 5a and 7 of Directlve 81/851/EEC.

2. The application shall aiso be accompanied by the fee payable to the
Agency for the examination of the application.

3. The Agency shall ensure that the opinion of the Committee is glven

within 210 days of the receipt of a valid application.

4. The Agency shall, In consultation with Member States, the Commission
and Interested partles, draw up detalled guidance on the form In which

applications for authorizatlion are to be presented.
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Article 28

In order to prepare its opinion, the Committee:

a)

b)

c)

d)

shall verify that the particulars and documents submitted In accordance
with Article 27 comply with the requirements of Dlrecflves 81/851/EEC
and 81/852/EEC, and examlne ‘whefher the condlitlons for |Issuing an
author Ization to place the veterinary medicinal product on the market

specified In this Regulation are satisfied;

may request a laboratory deslignated for this purpose to test the
veterinary medicinal product, Its starting materials, and if need be,
its Intermediate products. or other constituent materials in order to
ensure that the control methods employed by the manufacturer and
described in the applicatlion documents are satlsfactdry;

may request a laboratory deslgnated for thls purpose to verify, using
samples provided by the applicant, that‘the analytical detection method
proposed by the appllcant In accordance with point 8 of the second
paragraph of Article 5 of Directive 81/851/EEC is sultable for use in
routine checks to reveal the presence of residue levels above the
max imum residue level accepted by the Community Iin accordance with the
provisions of Councll Regulatlon (EEC) No 2377/90 of 26 June 1990
laying down a Communlty procedure for the establlshment 6f max imum
residue levels for veterinary medicinal products(15);

may, ~where appropriate, request the applicant to supplement the
particulars accompanying the application. Where the Committes avalls
itself of this option, the time IImlt laid down In Article 28 shall be
suspended until such tlmg as ‘the supplementary'Informatlon requested
has been provided. Likewlse, this time Ilimit shall be suspended for

the time allowed to the applicant to prepare - oral or written
explanations. '

(15) OJ No L 224, 18.8.1990, p. 1.
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Article 29

Upon receipt of a written request from the Committee, a Member State
shall forward the Information necessary to verify that the manufacturer
of a veterinary mediclinal product or the Iimporter from a third country
is able to manufacture the veterinary medicinal product concerned
and/or carry out the necessary control tests In accordance with the
partléulars and documents suppllied In accordance with Article 27.

Where 1t considers it necessary In order to complete Its examination of
an application, the Committee may request the applicant to submit to an
inspection of the manufacturing site of the veterinary medicinal
product concerned. The Inspection, which shall be completed within the
time limit referred to In Article 27, shall be undertaken by qualified
pharmaceutical inspectors from .the Member States, who may, If
appropriate be accompanied by an Inspector from the Agency.

Article 30

Where the opinion of the Committee is that:

- the application does not satisfy the criteria for authorization set
out Iin this Regulation, or )

- the summary of product characteristics proposed by the applicant iIn
accordance with Article 27 should be amended, or

- the labelling or package insert of the product is not In compliance
with Directive 81/851/EEC, or

- the authorization should granted subject to the conditlons provided
for In Article -34(2),

the Agency shall forthwith inform the applicant,
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Within 15 days of the receipt of the opinion, the applicant may provlide
written notice to the Agency that he wishes to appeal. WIlthin 60 days
. of the recelipt of the grounds for appeal, the Committee shall consider
whether its oplnion should be revised, and the reasons ' for the
conclusions reached on the appeal shall be annexed to the assessment
report referred to in paragraph 2. .

Within 30 days of Its adoptlion, the Agency shall forward the opinion of
the Committee to the Commission, the Member States and the app!lcant
together with a report describing the assessment of the veterinary

medicinal product by the Commlittee and stating the reasons for its
conclusions. ‘

in the event of an oplinion In favour of granting authorization to
market the veterinary medicinal product concerned, the followling

QOcuments shal! be annexed to the opinion:

a) a draft summary of the product characteristics, as referred to In
Article 5a of Directive 81/851/EEC;

b) in tée case of a veterlnary medicinal product Intended for
administration for food producing animals, a statement of the
maximum residue level which may be accepted by the Community in
accordance with Regulation (EEC) .../90;

c) details of any conditions or restrictions which should be imposed on
the supply or use of the veterinary mediclnal product concerned,
including the condltions under which the medicinal product may be

made avalilable to users;

d) the draft text of the labelllng and package leaflet, proposed by the

applicant, presented in accordancé wlith Chapter VIl of Directive
81/851/EEC.
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Article 31

Within 30 days of the receipt of the oplnion, the Commission shall
prepare a draft of the Decision to be taken In respect of the
application taking Into account the objectives of Community policles
and considering all relevant Iinformation. In the event of a draft
Decislon which envisages the granting of a marketing authorization, the
documents referred to In points (a), (b), and (c¢) of paragraph 3 of
Article 30 shall be annexed. The Commission shall transmit the draft
Decision to the Member States and to the applicant.

The Commisslion shall explain in detall the reasons for any differences
between the draft Decislion and the opinion of the Committee.

The Commission shall adopt the Decision to be taken In respect of the
application unless, within 30 days, It has received a reasoned request
from a Member State to reconsider the matter. The Member State
concerned shall also transmit a copy of Its request to the other Membe
States and the applicant within the same time Iimit.

Within the time Ilimit referred to in paragraph 2, the applicant may
submit written observations on the draft Decision for consideration by
the Commission.
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4, The Commisslon shall examine any reasoned request received In
accordance with paragraph 2, in consultation with the Agency, and after

consideration of any further observatlons submltted by the appllicant.

If the Commission considers that the request raises questions of a
scientific or technical nature requiring further examlnatlpn, It may
remlt'the matter to the Agency. |In this case the Committee shall glve
a second 6plnlon within a time limit of 60 days. Within 30 days of the
'recelpt of the oplinion, the Commission shall adopt the Declsion to be

taken in respect of the appllication.

Otherwise the Decislion shall be taken in accordance with the procedure
laid down In Article 2b and 2c of Directive 81/852/EEC.

Article 32

Without prejudice to . other. provisions .of Community -law, the - authorization
provided for in Article 3 shall be refused If, after verification of the
information and particulars submitted In accordance with Article 27, It

appears that:

1. the veterinary medicinal product Is harmful under the condltlions of use
sfated at the time of the application for authorizatlion, Is not
efficacious or the applicant has not provided sufficlent proof of
efficacy as regards the species of animal whlchAIs to be treated, or

Its qualitative and quantitative composition is not as stated;
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2. the withdrawal period recommended by the applicant is not long enough
to ensure that foodstuffs obtained from treated animals do not contain
residues which might constitute a health hazard for the consumer or |Is

insufficlently substantiated;

3. the veterinary medicinal product Iis offered for sale for a use

prohlblted under other Community provisions.

Authorization shall Ilkewise be refused If the particulars and documents
provided by the applicant In accordance with Article 27 of this Regulation
are Incorrect or If the labelling and package leaflets proposed by the
applicant are not in accordance with Chapter VII of Directive 81/851/EEC.

Articie 33

1. Without prejudice to Article 4 of Council Directive ../.../EEC
[extending the scope of Directive 81/851/EEC on the approximation of
the laws of the Member States relating to veterinary medicinal
broducts], and laying down addlitional provisions for Immunological
veterinary mediclinal products, a marketing authorization which has been
granted in accordance with the procedure laid down in thls regulation
shall apply throughout the Community. [t shall confer the same rights
and oblligations in each of the Member States as a marksting
authorization granted by that Member State In accordance with Article 4
of Directive 81/851/EEC.

2. The refusal of a Community marketing authorization shail constitute a
prohibition on the marketing and administration to animals of the

veterinary medicinal product concerned throughout the Community.

3. An announcement that authorization has been granted shall be published
for information purposes in the Official Journal of the European

Communities.
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4, Upon request from any interested person, the Agency shall make
avallable a detalled summary of the evaluation of the veterlinary
mediclinal product by the Commlttee and the reasons for its oplnion In
favour of granting authorlzation, after deletlion of any Information of
a commercially confidential nature.

Article 34

1. Authorization shall be valld for flve years and shall be renewable for

five year periods, on application by the holder at least three months
before the expiry date.

2. In exceptional circumstances, and following consultation with the
applicant, an authorlzation may be granted subject to such conditlons
as appear necessary to ensure the protection of human or animal health,
including specific ob!lgatlons to conduct further studies following the
granting of authorization and speclific obligations In respect of the

reporting of adverse reactlons to the veterinary medicinal product.

3. Veterinary medicinal products which bhave been authorized by the
Community in accordance wlth the provislons of this Reguldtion shall
benefit from the ten year period of protection referred to Iin point 10

of the second paragraph of Article 5 of Directive 81/851/EEC.

Article 35

The granting of authorization shall not diminish the general, civil and
criminal liability in the Member States of the manufacturer and, where
applicable, of the person responsible for placing the veterinary mediclnal
product on the market.



- 88 -

CHAPTER 2
Supervision and sanctions
Article 36

After an authorization has been Issued, the person responsible for
placing the veterinary medicinal product on the market must, In respect
of the methods of productlion and control provided for in points 4 and 9
of the second paragraph of Article 5§ of Directive 81/851/EEC, take
account of technical and scientific progress and Introduce any changes
that may be required to enable the veterinary medicinal product to be
manufactured and checked by means of generally accepted sclentific

methods. These changes must be accepted by the Community.

Upon request from the Commission, the person responsible for placing
the veterinary ‘medicinal product on the market shall also review the
analytical detection methods provided for in point 8 of the second
paragraph of Article 5'of Directive 81/851/EEC and propose any changes
which may be necessary to take account of technical and scientific

progress.

The person responsible for marketing shall forthwith inform the Agency
of any new Information which might entail the amendment of the
particulars and documents referred to in Articlte 27 or In the approved
summary of the product characteristics. In particular the person
responsible for marketing shall forthwith Inform the Agency of any
prohibition or restriction Imposed by the competent authorities of any
country {n which the veterlinary medicinal product is marketed and of
any other new information which might influence the evaluation of the

benefits and risks of the medicinal product concerned.
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3. If the person responsible for marketing proposes to make any alteration
to the informatlion and particulars referred to in Article 27, he shall
submit an application to the Agency.

4, The Agency shall, In consultation with the Commission, adopt
appropriate arrangements for the examlnation of amendments and
variations to the terms of a marketing authorlzatlon.

Article 37
\
When a marketing authorization 1is granted In accordance with this
regulation, one or more of the Member States shall act as the competent
supervisory authoritles to exercise the responsibliities referred to In
Article 38.

In the case of veterinary medicinal products manufactured wlthin the
Communlity, the supervisory authorities shall normally be the competent
authorities of the Member State .or. Member States which have granted.the
manufacturing. authorlization provided for in Article 24 of Directive

81/851/EEC In respect of the manufacture of the veterinay medicinal! product

concerned.

In the case of veterinary medicinal products Impdrted from third countries,
the supervisory authorlities shall be the competent authorities of the Member
States In which the controls referred to in Article 30 (1) (b) of Directive
81/851/EEC are carried out unless appropriate arrangements have peen made
between. the Community and the exporting country to ensure  that those
controls are carried out in the exporting country and that the manufacturer
'applles standards of good manufacturing practice at Ieast equivalent to
those lald down by the Community.
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Article 38

The supervisory authorities shall have responsibility for verifying on
behalf of the Community that the manufacturer or the Importer from
third countries satisfles the requirements laid down In Chapter V of
Directive 81/851/EEC, and for exercising supervision over persons
respohslble for marketing medicinal products 1In accordance wlith
Chapter VI of Directive 81/851/EEC.

Upon receipt of a reasoned request of any Member State, or on its own
initiative, the Commission may request the manufacturer or importer to
submit to an Iinspection of the manufacturing site of the veterinary
medicinal product concerned, giving its reasons. The inspection shall
be undertaken by qualiflied pharmaceutical inspectors from the Member
States who may, if appropriate, be accompanied by an inspector from the
Agency. The report of the inspectors shall be made avalilable to the
Commission, the Committee and the applicant. In the case of an
inspection conducted within the Community, the host Member State shal“
provide all the practical support necessary to enable the Inspectors to
discharge their responsibilltlies.

Article 39

Where the supervisory authorities or the competent authorities of any
other Member State are of the opinion that the manufacturer or lﬁporter
from third countries Is no Ionger‘fulfllllng the obligations lald down
in Chapter V of Directive 81/851/EEC they shall forthwith inform the
Committee and the Commission, stating their reasons In detal! and

indicating the course of action proposed.



- 91 -

The same shaill appl!y where a Member State considers that one of the
measures envisaged In Chapter VI of Dlrective 81/851/EEC should be
applied in respect of the veterinary medicinal product concerned.

The Commisslion shall In consultation with the Agency forthwith examine
the reasons advanced by the Member State concerned. [t may request the
opinion of the Committee within a time |Imit to be determined by the
Commisslon having regard to the urgency of the matter. Whenever
practicable, the person responsible for marketing shall be Invited to
provide oral or written explanations.

The Commission shall prepare a draft of the DecI;Ion.td be taken which

shall be adopted in accordance with the procedure laid down in
Article 31. '

However, where a Member State has invoked the provisions of
paragraph 4, the time IlImit brovlded for in Article 2 c, paragraph 3 of
Dlrectlve.ai/852/EEC shall be reduced to 15 calendar days.

In exceptional cases, where action Is urgently necessary to protect
human or animal health, a Member State may suspend the use on Its
territory of a veterinary medicinal product which has been authorlzed
in accordance with this Regulation. it shall Inform the Commission no
tater than the following working day of the reasons for Its actlon.
The Commission shali{ Immediately consider the reasons glven by the
Member State in accordance with paragraph 2 and shall Initiate the
procedure provided for in paragraph 3.

A Member State which has adopted the suspensive measures referred to In
paragraph 4 may malntaln them in force until such time as a deflnitive
Decision has been reached In accordance with the procedure lald down In
paragraph 3.



- 92 -

CHAPTER 3
Pharmacovigl lance
Article 40

For the purpose of this Chapter, the definitions given In Artlicle 42b of
Directive 81/851/EEC shall apply.

Article 41

The Agency, acting In close cooperation with the national pharmacovigllance
centres establlished in accordance with Article 42a of Directive 81/851/EEC,
shall be responsibie for the collection and evaluation of information about
adverse reactions to veterinary medicinal products which have been
authorized by the Community in accordance with this Regulation.

The competent authorities of the Member States and the person responsible
for marketing shall ensure that all relevant Information about adverse
reactlions to veterinary medicinal products authorized In accordance wlth
this Regulation are brought to the attention of the Agency In accordance
with the provisions of thils Regulation.

Article 42

The person responsible for marketing a veterinary medicinal product
authorized by the Community in accordance with the provisions of this
Regulation shall have permanently and continuousliy at his disposal a person

responsible for pharmacovigilance. This person shall be responsible for:



a)

b)

c)
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the establishment and malntenance of a system which ensures that
Information about all adverse reactions which are reported to the
personnel of the company, including Its sales personnel, Is collected
and collated so that It may be accessed at a single point within the
Communlity;

the p}eparatlon and submission of the reports referred to in Article 44
to the competent authorities of the Member States and the Agency in

accordance with the requirements of this Regulation;

ensuring that any request for the provision of additional iInformatlion
necessary for the evaluation of the benefits and risks of a veterinary

medicinal product |Iis answered fully and promptly, Including the

provision of Information about the volume of sales or prescriptions for

the veterinary medicinal product concerned, where relevant.

Article 43

The person responsibte for marketing shall ensure that all suspected
ser lous adverse reactions to a veterinary medicinal product authorized
in accordance with the provisions of this Regulatlion which are brought
to his attention by a veterinarian, whether arising within the
Community or a third country, are recorded and reported to the Agency
within 15 days.
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2. In addition, the person responsible for marketing shall be required to
maintaln detalled records of all other adverse reactions arising within
the Community .which are reported to him by a veterinarian. Unless
other requirements have been laild down as a condition of the granting
of authorization by the Community, these records shal! bs submitted to
the Agency immediately upon request or at least svery six months during
the first two years following authorlization and once a year for the
following three years. Thereafter, the records shall be submitted at
five yearly intervals together with the application for renewal of the

authorization, or Immediately upon request.

Article 44

Each Member State shall report any suspected serious adverse reactlion
arising within its territory to a veterinary medicinal product authorized In
accordance with this Regulation to the Agency ‘and the person responsibie for
marketing within 15 days of recelipt of a report from a qualifled health care
professional.

Article 45

The Agency shall, in consultation with Member States, the Commission and
interested parties, draw up detailed guidance on the collection,

verification and presentation of adverse reaction reports to veterinary
medicinal products.
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Article 46
The Agency shall publish an annual report on the operation of the
procedures laid down In this Chapter.

Within six years of the entry Into force of this Regulation, the
Commission shall publish a detailed review of the operation of the
procedures lald down In this Chapter and shall propose any amendments

which may be necessary to Improve the operation of these procedures.

The Counclil shall decide on the Commission proposal no later than one
year after |ts submisslion.
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TITLE 4
IHE EUROPEAN AGENCY FOR THE EVALUATION OF MEDICINAL PRODUCTS
CHAPTER 1
Tasks of the Agency

Article 47

A European Agency for the Evaluation of Medicinal Products, hereinafter

referred to as "the Agency"”, is hereby established.
Article 48

In order to promote the protection of public health throughout the Community
and the adoption of uniform regulatory decislions based on scilientific
criteria concerning the marketing and use of medicinal products,the
objective of the Agency shall be to provide the Member States and the
Institutions of the Community with the best possible sclentific advice on
any duestlon relating to the evaiuation of the quaiity, the safety or the
efficacy of mediclinal products for human or veterinary use which is referred
to It in accordance with the provisions of Community legislation relating to

medicinal products.
In particular, the Agency shall undertake the following tasks:

a) the coordination of the scientific evaluation of the quallity, safety
and efficacy of medicinal products which are subject to Community

marketing authorization procedures;

b) the presentation of assessment reports, summaries of product
characteristics, labels and package Inserts for these medicinal

products;



c)

d)

e)

f)

g)

h)
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the contlnulng supervision, under practical conditions of use, of
medlicinal products which have been authorlized within the Community and
the provision of advice on the measures necessary to ensure the safe
and effectlve gse of these products, In particular following the

evaluation of reports of adverse reactlons (pharmacovigiiance);

coordlnatlng the discharge of the various supervisory responsibilities
which have been conferred on the Community and the Member States In
particular in respect of the verification of complliance with the
principles of good manufacturing practice, good laboratory practice and
good clinical practice; ) '

to provide technical asslistance for the maintenance of a data base on

medicinal products which Is avallable for public use;

to promote technical cooperation between the Community, its Member
States, Idternathnal organizations and third countries on scientific

and technical issues relating to the evaluation of mediclnal products;

to assist the Community and the Member States in the provision of
information about mediclinal products to the public;

where necessary, to advise and to allow for direct dialogue between the
applicant and the Agency on the conduct of the varlous tests and trials

necessary to demonstrate the quality, safety and efflcacy of medicinal
products.

advising on the maximum levels for resldues of veterlnary medicinal
products which may be accepfed in foodstuffs of animal origin in
accordance with Regulation (EEC) 2377/90.
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CHAPTER 2
Structure of the Agency
Article 49

The oplnlon of the Agency on any question relating to the quallty,
safety or efficacy of medicinal products for human use shall be given
by the Committee for Proprietary Medlicinal Products.

The opinion of the Agency on any question relating to the quality,
safety or efficacy of veterlinary medicinal products shall be given by
the Committee for Veterinary Medicinal Products.

In addition to a permanent technical and administrative Secretariat,
each Committee may arrange to be assisted by working partlies and expert

groups.

The Secretariat shall ensure appropriate coordination between the work
of the two Committees.

The Committee for Proprietary Medicinal Products and the Committee for
Veterinary Medicina! Products may, If they consider It appropriate,
seek guldance from the Scientific Council referred to In Article 65 on

important questions of a general scientific or ethical nature.
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Article 50

The Committee for Proprietary Mediclnal Products and the Committee for
Veter Inary Medicinal Products shall each consist of scientiflc advisors
nominated by Member States for a term of three years which shall be
renewable. They shall be chosen by reason of thelr sclentific
expertise and their role and experience In the evaluation of medicinal
products for human and veterlinary wuse as approprlate. Before
nominating members to the Committee, the Member States shall consult to
ensure that the composition of each Committee reflects the varlbus
scientific disclplines pnecessary for the evaluation of medicinal
products.

The Executive Director or his representative and representatives of the
Commission shall be entitled to attend all meetings of the Committees,

their working partlies and expert groups.
Members of each Commlittee may arrange to be accompanlied by experts.

In addition to thelr task of providing an objective sclentific advice
to the Community and Member States on the questions which are referred
to them, the members of each Committee shall ensure that there Is
appropriate coordination between the ﬁork of the Agency and the work of

scientific advisory bodles established in Member States.

The Member States shall refraln from giving any instruction to Members
of the Committtees which Is incompatible with the tasks referred to In
paragraph 2.
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Article 51

The Member States shall transmit to the Executive Director a 1ist of
rapporteurs and experts with proven experience in the evaluation of the
quallity, safety and efflicacy of medicinal products, together with an
indication of their qualifications and specific aréas of expertise.

This list shall be updated as necessary.

On a proposal from the Committee for Proprietary Medicinal Products or
the Committee for Veterlinary Medicinal Products, the Executive Dlrector
may entfust speciflc tasks to rapporteurs or experts. The Provision of
services by rapporteurs or experts shall be governed by a written
contract between the Agency and the person concerned, or where
appropriate between the Agency and his employer. The person concerned,
or his empioyer, shall be remunerated Iin accordance with a fixed scale
of fees to be established by the financial regulation adopted by the
Management Board. /

The Executive Director may also have recourse to the services of
experts for the discharge of other specific responsibilities of the
Agency, in particutar the inspections referred to in Articles 8, 17, 29
and 38.
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Article 52

fhe Membership of the Committee for Proprlietary Medlclinal Products and
the Committee for Veterinary Medicinal Products shall be made publlic.
When each appointment s published, the professional qualliflcations of
each member shall be specified.

. Committee members, rapporteurs of experts may not hold flnancial or
. other interests In the pharmaceutical industry which could affecf thelr
impartiallty. All IiIndlrect Interests which could relate to this
industry shall be entered In a register held by the Executive Director

which the public may consulit.

Article 53

The Executive Dlrector shal! be appointed by the management board, on a
proposal from the Commission, for a period of five years, which shall

be renewable.

”

‘ . - - - PR A LA
The ﬁpeqqtlyq,p}nector»shajl be the_legai'representatlve of the Agency.
He shall be responsible:

for the day to day administration of the Agency;

for the provision of appropriate scientific and -technical support
for the Committee for Proprietary Medicinal Products and the
Committee for Veterinary Medicinal Products, and thelr working

parties and expert groups;

for ensuring that the time IImits faid down in Communlity legislation
.;for the adoption of Opinions by the Agency are respected;

—; for ensuring appropriate coordination between the Committee for
Proprietary Medicinal Products and the Committee for Veterinary

Medicinal Products;

for the preparation of the statement of revenue and expendl|ture and
the execution of the budget of the Agency;
- for all staff matters.
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Each year, the Executive Director shall submit to the Management Board

for approval:

a draft report covering the activities of the Agency In the previous
year, including Information about the number of appllications
evaluated within the Agency, and the time taken for the completion
of the evaluation;

- a draft programme of work for the coming year;

- the draft annuatl accounts for the previous year;

~ the draft budget for the coming year.

The Executive Dlrector shall approve all financial expendltufe of the

Agency.

Article 54

The Management Board shall consist of two representatives from each
Member State and two representatives of the Commission. One
representative shall have specific responsibilities relating to
medicinal products for human use and one relating to veterinary

medicinal products.

The term of offlce of the representatives shall be three years. It

shall be renewable.

The Management Board shall elect its Chairman for a term of three years

and shal! adopt Its rules of procedure.

Decisions of the management board shall be adopted by a two-thirds
majority.

The Executlive Dlirector shall provide the Secretariat of the Management
Board and shall be entitled to attend the meetings of the Board unless
It decides otherwise. In this case, a representative of the Commission
shall prepare the record of the meeting.
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Before 31 January each year, the Management Board shall adopt the
general report on the activities of the Agency for the previous year
and Its programme of work for the coming year and forward them to the
Member States, the Commission, the Counclil, the European Parliament and
the Sclentific Council.

CHAPTER 3
Financlal Provisions
Article 55

The revenues of the Agency shall consist of a contribution from the
Community, and the fees pald by undertakings for obtaining a Community

market ing authorization and for other services provided by the Agency.

The expendltqre of the Agency.shall'lnclude the staff, administrative,
infrastructure and operatlonal expenses and expenses resulting from
contracts entered Into with third parties.

Before 31 January each year the Management Board shall draw up an
estimate of revenue and expenditure which shall be In balance for each
financlial year which shall be the same as a calendar year. This

estimate shall be forwarded to the Commisslion and the Member States.

The Commission shall! Include an appropriate contribution to the Agency
In the preliminary draft budget of the European Communities. The budget
of the European Communities shall each year under a specific heading In

the operational part include a contribution to the Agency.
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5. The Management Board, after obtalining the opinion of the Commission,
shall adopt the statement of revenue and expenditure at the beginning
of the financlal year adjusting It to the contribution granted to the

Agency and to its other resources.

6. The Management Board shall adopt the financial regulations of the
Agency, In agreement with the Commission.

7. Before 31 March each year, the Management Board shall transmit to the
Commission and to the Court of Auditors the accounts ‘for all revenues
and expenditure by the Agency during the preceding year. The Court of
Auditors shal! examine the accounts In accordance with the provisions
of Article 206a of the EEC Treaty.

8. Before 31 October each year, the Commission shall submit the accounts
and the report of the Court of Auditors to the Councli! together with
its own observations. The Management Board shall be discharged in
respect of the Implementation of the budget in accordance with the
procedure laid down In Article 206b of the EEC Treaty.

Article 56

The fees referred to in Article 55, paragraph 1, shal!l be established by the
Council on a proposal from the Commission, following consultation of
organizations representing the Interests of the pharmaceutical Industry at

the Community level.



- 1056 -

CHAPTER 4

General Provislons governing the Agency

Articie 57
The Agency shall have legal personality. In ail Member States it shall
benefit from the widest powers granted by law to legal persons. In

particular it may acquire and dispose of real property and chattels and

institute legal proceedings.

Article 58

The contractual llabllity of the Agency shall be governed by the law
applicable to the contract in question. The Court of Justice of the
European Communities shall have jurisdiction to give judgement pursuant
to any arbitration clause contained In a contract concluded by the
Agency.

In the case of non-contractual itiability, the Agency shali, in
accordance with the general principles common to the laws of the Member
States, make good any damage caused by itself or by Its servants in the

performahce of their dutles.

The Court of Justice shall have jurisdiction in any dispute relating to

compensation for such damages.

The personal llablility of its servants towards the Agency shall be
governed by the relevant conditions applying to the staff of the
Agency.
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Article 59

Member States, members of the Management Board and third parties directly
Invoived may refer to the Commission any act of the Agency, whether express

or implied, for the Commission to examine the legallity of that Act.

Referral to the Commission shall be made within 15 days of the day on which

the party concerned flrst became aware of the act in question.

The Commission shall take a Decision within one month. |If no Declislon has
been taken within this period, the case shall be deemed to have been
dismissed.

Article 60

The Protocol on the Privileges and Immunities of the European Communitles
shall apply to the Agency.

Article 61

1. Apart from officlals and other staff seconded by an Institution of the
European Communitles, the Agency shall have its own personnel to whom
will be applied a special regime, to be decided by a Council
Regulation, adopted by a qualified majority on a proposal from the
Commission.

2. In respect of Its personnel, the Agency shall exercise the powers which
have been devolved to the Authority invested with the power of
nomination.

3. The Management Board, in agreement with the Commission, shall adopt the

necessary implementing provisions.
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Article 62

Members of the Management Board, the Executlve Director, the s}aff of the

Agency, the members of Committees attached to the Agency and thelir working

partles,

Agency,

experts and any other persons particlpating in the work of the
including observers, shall be oblliged, even after thelr duties have

ceased, not to disclose information of the kind covered by the obligation of

professional secrecy.

Article 63

The Management Board may, In agreement with the Commission, invite

representatives of {international organizations wlith interest In the

scientific and technical evaluation of mediclnal products such as:

the European Pharmacopoeia,
the European Free Trade Association,
the Nordic Council on Medliclines,

the World Health Organization,

to participate as observers in the work of the Agency.

Article 64

The Management Board shall, in agreement wlth the Commisslon, develop

appropriate contacts between the Agency and the representatives of the

industry, consumers and patients and the professions.
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Article 65
1. A Scientific Counci| shal!l be established and attached to the Agency.
2. The Sclentlific Council shall consist of not less than 5§ and not more

than 9 persons of outstanding and internationally recognised abllity
with particular knowledge of sclentific and ethical Issues relating to

medicinal products for human or veterinary use.

3. The Members of the Scientific Counci! shall be nominated by the Council
on a proposal from the Commission for a term of 4 years. Thelr
appointments shall be renewable.

4. The Scientific Council shall advise for the Committee for Proprietary
Medicinal Products or the Committee for Veterinary Medicinal Products
on any questlion which Is submitted to it in accordance with Article 49.
In addition, the Scientific Council shall be able to comment on the

annual report on the operation of the Agency prepared In accordance
with Article 55.

Article 66

The Agency shall take up its responsibillities on 1 January 1993.
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IITLE S
GENERAL AND FINAL PROVISIONS
Article 67
All Decisions to grant, refuse, amend, suspend, withdraw or revoke a

marketing authorization which are taken in accordance wlith thls Regulation
shall state In detai! the reasons on whlich they are based. Such Decisions
shall be notified to the party concerned, who shall be able to exercise the

remedies conferred upon him under the EEC Treaty.

Article 68

1. An authorization to market a medicinal product coming within the scope
of this Regulation shall not be refused, amended, suspended, withdrawn

or revoked except on the grounds set out in this Regulation.

2. An authorization to market a medicinal product coming within the scope
of this Regulation shall not be granted, refused, amended, suspended,
withdrawn or revoked except In accordance with the procedures set out

in this Regulation.

Article 69

In respect of medicinal products coming within the scope of @hls Regulation,
and in order to exerclise the responsibilities Imposed -upon them by this
Regﬁlatlon, the competent authorlitlies of the Communlity shall be able to
exercise ali the powers conferred on the competent authorities of the Member
States by Directives 65/65/EEC, 75/319/EEC, and 81/851/EEC. |
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Article 70

Without prejudice to Article 68, and without prejudice to the Protocol on
the Privileges and immunities of the European Communities, each Member State
shall determine the penalties to be applied for the infringement of the
provisions of this Regulation. The penalties shall be sufficient to promote
compllance with those measures.

Member States shall forthwith Inform the Commission of the Instltution of

any infringement proceedings.

Article 71

Within three years of the entry Into force of this Regulation the commiss lon
shall produce a report on whether the level of harmonization achieved by the
present Regulation and by Council Directive 90/167/CEE of 26 March 1990
laying down the conditions governing the preparation, placing on the market
and use of medicated feedingstuffs(16) |s equivalent to that provided for
in Counci| Dlrective 70/524/EEC of 23 November 1970 concerning additives in
animal feedingstuffs(17), accompanied If necessary by the proposals to
modify the status of the cocclidiostats and other medicinal substances
covered by that Directive.

The Council shall decide on the Commission proposals no later than one year
after thelr submission.

(16) 0J No L 92, 7.4.90, p. 42.
(17) 0J No L 270, 14.12.70, p. 1.
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Article 72

wWithin six years of the entry into force of this Regulation, the Commission
shall publish a general report on the experience acquired as a result of the
operation of the procedures lald down in this Regulation, Iin Chapter (1i of
Directive 75}319/EEC and Iin Chapter |V of Directive 81/851/EEC fogether with
any appropriate proposals for amendments to Article 3 and the Annex In order
to extend the scope of the procedures lald down in this Regulation to other

categories of medicinal products, on an obllgatory or a voluntary basis.
The Council shall decide on the Commission proposals no later than one year
after their submission.

Article 73

This Regulation shall enter into force on the third day following its

publication in the Officlal Journal of the European Communities.
Titles 1,2, 3 and 5 shall apply from 1 January 1993.

This Regulatlion shall be binding In lts'entlrety and directly applicable iIn
all Member States.

Done at Brussels For the Council
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PART A

Medicinal products developed by means of one of the following

biotechnological processes:

- recombinant DNA technology,
- controlled expression of genes coding for bliologically active proteins iIn
prokaryotes and eukaryotes Including transformed mammalian cells,

- hybridoma and monoclonal antibody methods.
Veter Inary medicinal products, Inciuding those not der ived from
biotechnology, intended primarily for use as performance enhancers In order

to promote the growth of treated animalis or to increase ylelds from treated

animals.

PART B

Medicinal products developed by other biotechnological processes which, iIn

the opinion of the Agency, constitute a significant innovation;

Medicinal products administered by means of new delivery systems which, in

the opinion of the Agency, constitute a significant innovation;

Medicinal products presented for an entirely new indication which, In the

opinion of the Agency, Is of significant therapeutic interest;

Medicinal products based on radio-Isotopes which, in the opinion of the

Agency, are of significant therapeutic Interest;

New medicinal products derived from human blood or human plasma;
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Medicinal products the manufacture of which employs processes which, In the
opinion of the Agency, demonstrate a significant technlical advance such as
two-dimensional electrophoresis under micro-gravity;

Mediclnal products Intended for administration to human beings containing a
new active substance which, on the date of entry Into force of this
regulation, was not authorized by any Member State for use In a medicinal
product Intended for use In human beings;

Veterinary medicinal products Intended for use In food-producing animals
containing a new active substance which, on the date of entry Into force of

. this Regulation, was not authorized by any Member State for use In food-
producing animals.
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Proposal for a

COUNCIL DIRECTIVE (EEC)

amending Directives 65/65/EEC, 75/318/EEC and 75/319/EEC

In respect of medicinal products

THE COUNCIL OF THE EUROPEAN COMMUNITIES,

Having regard to the Treaty establishing the European Economic Community,

and in particular Article 100a thereof;

Having regard to the proposal from the Commisslon{(1),

In cooperation with the European Parllament{(2),

Having regard to the opinion of the Economic and Social Committee(3),
Whereas It Is important to adopt measures with the alm of progressively
establléhlng the internal market over a period expiring on 31 December 1992;
whereas the Iinternal market shall comprise an area without internal

-frontiers in which the free movement of goods, persons, services and capital

is ensured;

(1)
(2)
(3)
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Whereas Article 15(2) of Second Council Directive 75/319/EEC of 20 May 1975
on the approximation of provisions t{ald down by Iawf regulation or
administrative action relating to proprietary medlicinal products(4) as last
amended by Dlirective 89/381/EEC(5), provides that the Commission shall
submit to the Council a proposal containing appropriate measures leading
towards the abolition of any remaining barriers to the free movement of

proprietary medicinal products;

Whereas in the Interests of public health it is necessary that decision on
the authorization to place medicinal products on the market be exclusively
based on the criteria of quality, safety and efficacy; whereas these
criteria have been extensively harmonized by Directive 65/65/EEC of
26 January 1965 on the approximation of provislions laid down by law,
regulation or administrative actlon relating to medicinai products(®), as
last amended by Directive 89/381/EEC, and by Directive 75/319/EEC, and by
Councli| Directive 75/318/EEC of 20 May 1975 on the approximation of the laws
of the Member States relating to analytical, pharmaco-toxicological and
clinical standards and protocols In respect of the testing of medicinal
products(7) as last amended by Dlrective 89/341/EEC(8); whereas, however
~Member States should exceptionally be able to prohibit the use on their
territory of medicinal products which Infringe objectively defined concepts

of public order or publiic morality;

(4) OJ No L 147, 9.6.1975, p. 13.
(6) OJ No L 181, 28.6.1989, p. 44.
(6) OJ No 22, 9.2.65, p. 369/65.
(7) OJ No L 147, 9.6.75, p. 1.

(8) OJ No L 142, 25.5.1989, p. 11.
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Whereas, with the exception of those medicinal products which are subject to
the centralized Community authorization procedure established by Council
Reguiation (EEC) ..../.., of ../.../.. laying down Communlty procedures for
the authorlization and supervision of mediclinal products for human and
veterinary use and establishing a European Agency for the Evaluation of
Medicinal Products(9), -an authorization to place a medicinal product on the
market in one Member State ought In principle to be recognized by the
competent authorities of the other Member States unless there are serious
grounds for supposing that the authorization of the medicinal product
concerned may present a risk to public health; whereas, In the event of a
disagreement between Member States about the quality, the safety or. the
efficacy of a medicinal product, a scientiflc evaluation of the matter
should be undertaken by the Committee for Proprietary Medicinal Products
attached to the European Agency for the Evaluation of Medicinal Products,
lsading to a single declsion on the area of disagreement, binding on the
Member States concerhed; whereas this Decislon should be adopted by a rapid
procedure ensuring close cooperation between the Commission and the Member
States, in partlicular thrgugh the Standing Committee on Medicinal Products
for Huﬁﬁn Use created by Article 2b of Dlrective 75/318/EEC;

Whereas In order better to protect pubiic health and avolid any unnecessary
duplication of éffort during the examinatlon of application for
authorlzation to pilace medicinal products on the market, Member States
should systematically prepare assessment reports In respect of each
- medicinal product which is authorized by them, and exchange the reports upon
request; whereas, furthermore, a Member State should be able to suspend the
examination of an application for authorlizatlion to place a mediclnal product
on the' market which Is currently under active conslderation |n another
Member State with a view to recognizing the Decision reached by the latter

Member_State;

(9)



- 120 -

Whereas following the establishment of the Internal market, specific
controls to guarantee the quallty'of medicinal products imported from third
countries can only be waived If appropriate arrangements have been made by
the Community to ensure that the necessary controls are carried out in the

exporting country;

Whereas it is desirable to codify and improve the cooperation and exchange
of Information between Member States relating to the supervision of
medicinal products and in particular the monitoring of adverse reactions
under practical conditions of use through the national pharmacovigilance

centres,

HAS ADOPTED THIS DIRECTIVE:
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. Artlcle 1
Directive 65/65/EEC |s hereby amended as follows:
1. Article 3 is replaced by the following:
"Article 3

No medicinal product may be placed on the market of a Member State
unless an authorizatlon has been Issued by the competent authorlty of
that Member State or by the Community.

2. In the second paragraph of Article 4, points 6 and 11 are are replaced
by the following

6. Posology, pharmaceutical form, method and route of administration

and expected shelf life.

If appllicable, reasons for any precautlonary and safety measures
to be.taken for the storage of the product, its adminlistration to
patlents -and for the disposal of waste pfoducts, together with an
Indlcation of any potential risks presented by the product for

the environment."
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"11. Copy of any authorization obtained In another Member State or in
a third country to place the relevant medicinal product on the
market, together with a list of those Member States in which an
applicatlion for auihorlzatlon submitted In accordance with this
Directive Is under examination and coplies of the summary of
product characteristics proposed by the applicant In accordance
with Article 4a or approved by the comptetent authorlities in
‘accordance with Article 4b, as approprliate, In respect of each
Member State concerned. Detalls of any Decision to refuse
authorization, whether in the Community or a third country and

the reasons for that Decision.

This Information shall be updated at regular intervals."

Article 4b is replaced by the following:
"Article 4b

When the marketing authorization referred to In Article 3 is Iissued,
the person responsible for placing that product on the market shall be
informed, by the competent authorities of the Member State concerned,
of the summary of the product characteristics as approved by them. The
competent authorities shall take all necessary measures to énsure that
the information given In the summary Is In conformity with that
accepted when the marketing authorization Is issued or subsequently.
The competent aurthorities shall forthwith forward a copy of the
summary to the European Agency for the Evaluation of Medicinal Products
established by Counci| Regulation (EEC) ..../..(*)
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Furthermore, the competent authorities shall draw up an assessment
report and comments on the dossier as regards the results of the
analytical, pharmaco-toxicologlical tests and the clinical trials of the
medicinal product concerned. The assessment report shall be updated
whenever new Information becomes available which is of Importance for
the evaluation of the quallty, safety or efficacy of the medicinal

product concerned.

(*) 0J No L "

4.

Articlie 6 Is replaced by the following:
"Article 6

This Directive shall not affect the application of national legislation
prohiblting or restricting the use of medicinal products as
contraceptives or abortifacients. The Member States shall communicate

the national _leglslation concerned to the Commission."
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Article 7 Is replaced by the following:

“Article 7

1. Member States shall take all appropriate measures to ensure that the

procedure for granting an authorization to place a medicinal product
on the market Is completed within 210 days of the date of submitting
the application.

. Where a Member State notes that an application for authorization

submitted after 1 January 1993 is already under active examination
in another Member State, the former Member State may declde to
suspend the detalled examination of the application in order to
awalt the assessment report prepared by the first Member State in

accordance with Article 4b."

The Member State concerned shall inform the first Member State and
the applicant of Its Decision to suspend detalled examination of the
application In question. As soon as it has completed the
examination of the application and reached a Decision, the first
Member State shall forward a copy of Its assessment report to the
Member State concerned.

Within 90 days of the receipt of the assessment report, the Member
State concerned shall recognise the Decision of the first Member
State. However, if the Member State concerned considers that there
are serious grounds for supposing that the authorization of the
medicinal product may present a risk to public health, it shall
Inform the first Member State, the Committee for Proprietary
Medicinal Products and the applicant within the time Iimit referred
to above, stating Its reasons In detail, and apply the procedures
laid down in Chapter 11| of Directive 75/319/EEC."
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The following Article 7a Is inserted:

"Article 7a

. With effect from 1 January 1996, where a Member State Is Informed in

accordance with point 11 of the second paragraph of Article 4 that
another Member State has authorized a mediclnal product which is the
suﬁject of an application for authorization Iin the Member State
concerned, that Member State shall forthwith request the authorities
of the Member State which has granted the authorizatlion of the
Member State whlch has granted the authorization to forward to [t
the assessment report referred to in the second paragraph of
Article 4b. Within 90 days of the receipt of the assessment report,
the competent authorities of the Member State concerned shall

recognise the authorlization granted by the other Member State.

Notwithstanding paragraph 1, If the Member State concerned considers
that there are serious grounds for supposing that the authorlzation
of the medlicinal product may present a risk to public health, It
shall inform the Member State which granted the initial
authorization, any other Member States concerned by the application,
and the Committee for Proprietary Medicinal Products and the
applicant within the time limit referred to in paragraph 1, statlng
Its reasons in detail, and apply the procedures laid down' in
Chapter |11 of Directive 75/319/EEC." '
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Article 9a Is replaced by the following:

B

"Article 9a

After an authorization has been Issued, 'the pérson responsible for
placlng the product on the market must, in respect of the methods of
production and control provided for In points 4 and 7 of the second
parag?aph of Article 4, take account of technical and sclientific
progress and introduce any changes that may be required to enable the
medicinal product to be manufactured and checked by means of generally
accepted scilentific methods. These changes must be accepted by the

comptetent authorlties of the Member State concerned.
Article 10 Is replaced by the following:
"Articlte 10

1. Authorization shall be valid for five years and shall be renewable
' for five year periods, on appiication by the holder at least three
months before the expiry date.

2. In exceptional circumstances, and following consultation with the
' applicant, an authorization may be granted subject to such
conditions as appear necessary to ensure the protection of public
health, Including specific obligations to conduct further studies
following the granting of authorization and specific oblligations In
respect of the reporting of adverse reactions to the medicinal

product."
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Articie 2

in Directive 75/318/EEC, the Commlttee referred to In Article 2b is hereby
renamed "the Standing Committee on Medicinal Products for Human Use".
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Directive 75/319/EEC Iis hereby amended as follows :

1.

Chapter 111 is replaced by the following:

"CHAPTER |11
Committes for Proprietary Medicinal Products
Article 8

In order to facllitate the adoption of common Decisions by Member
States on the authorization of medicinal products for human use on the
basls of the sclentific criteria of quallty, safety and efficacy, and
to achleve thereby the free movement of medicinal products, within the
Community, a Committee for Proprietary Medicinal Products, hereinafter
referred to as "the Committee”, is hereby set up. The Committee shall
be attached to the European Agency for the Evaluation of Medicinal
Products established by Council Regulation (EEC) ..../..,(*)
herelinafter referred to as the Agency.

In additlon to the other responsibilities conferred upon It by
Community law, the Committee shall examine any question relating to the
grant, amendment, suspension or withdrawal of authorization for a
medicinal product which is submitted to It in accordance with the

provisions of this Directive.

The Committee shall adopt iIts own rulies of procedure.
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Article 9

In order to obtain the recognition Iin one or more of the Member States
of an authorization Iissued by a Member State In accordance wlth
Article 3 of Directive 65/65/EEC, the holder of the authorlzation shall
submit an appllication to the competent authorities of the Member State
or Member States concerned, together with the Infoermation and
partléulars referred to in Articles 4, d4a and 4b of Directive
65/65/EEC. He shall testify to the identlty of the dossier with that
accepted by the first Member State, or shall ldentify any additions or
modiflications it may contain. In the latter case, he shall certify that
the summary of product characteristlics proposed_by him In accordance
with Article 4a of Directive 65/65/EEC is Identical to that accepted by
the first Member State Iin accordance with Article 4b of Directlve
65/65/EEC. Moreover, he shall certify that all the dossiers filed as
part of this procedure are identical.

The holder of the marketing authorization shall notify the Committee of
this applicatlion, inform It of the Member States concerned and of the
dates of submission of the application and send It a copy of the
authorization granted by the first Member State. He shall also send the
Commlttee coples of any marketing authorization which may have been
granted by the other Member States In respect of the prdduct concerned,
and shall Indlcate whether any application for authorization |Is

currently under conslideration In any Member State.
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The holder of the authorization shall also inform the Member State
which granted the initial authorization that an appllication Is being
made In accordance with this Directive and shall notify it of any
additions to the original dossier; that Member State may require the
applicant to provide It with all the particulars and documents
necessary to enable it to check the identity of the dossiers filed with
the dossler on which it took Iits Decision. In addition that Member
State'shall forward to the Member State or Member States concerned by
the application a copy of the assessment report established In
accordance with the second paragraph of Article 4b of Directive
65/65/EEC.

Each Member State concerned shall recognise the marketing authorization
granted by the first Member State within 90 days of receipt of the
application. It shall inform the Member State which granted the initial
authorization, the other Member States concerned by the application,
the Committee, and the person responsibie for marketing thereof.

Article 10

Notwlthstanding Article 9(4), where a Member State considers that there
are serious grounds for supposing that the authorization of the
medicinal product concerned may present a risk to public health, it
shall forthwith inform the applicant, the Member State which granted
the Initial authorization, any other Member States concerned by the
application and the Committee. The Member State shall state its reasons
in detall and shall indicate what action may be necessary to correct

any defect in the appllication.
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2. All the Member States concerned shall use their best endeavours to
reach agreement on the action to be taken In. respect of the
application. They shall provide the applicant with the possibility to
make his point of view known orally or in writing. However, if within
60 days of the expiry of the time limit referred to in Article 9 (4),
the Member States have not been able to reach agreement they shall
forthwith refer the matter to the Committee for the application of the
procedure lald down In Article 13.

3. Within the time limlt referred to In paragraph 2, the Member States
concerned shall provide the Commlttee with a detailed siatement of the
matters on which they have been unable to reach agreement and the
reasons for theilr disagreement. A copy of this Information shall be

provided to the applicant.

4, As soon as he is Informed that the matter has been referred to the
Committee, the applicant shall forthwith forward to the Committee a

copy of the information and particulars referred to In Article 9 (1).

Article 11

If several applications submltted in accordance with Articles 4 and 4a of
Directive 65/65/EEC have been made for marketing authorization for a
particular medicinal product, and Member States have adopted' divergent

Decislons concerning the authorization of the medicinal product, or Its‘
suspension or withdrawal from the market, any Member State, or the
Commission, or the person responsible for marketing may refer the matter to
the Committee for appllcatlon of the procedure laid down In Article 13.
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The Member State concerned, the person responsible for marketing or the
Commisslion shall clearly lIdentify the question which Is referred to the
Commlttee for conslderation and, If necessary, shall Inform the person
responsiblie for marketing.

The Member States and the person responsible for marketing shall forward to

the Committee all available Information relating to the matter In question.

Article 12

The Member States or the Commission may, In specific cases where the
interests of the Community are Involved, refer the matter to the Committee
for the application of the procedure laid down In Article 13 before reaching
a Decision on a request for a marketing authorlzation or on the suspension
or revocation of an authorization, or on any other amendment to the terms of
a marketing authorlization which appears necessary, In particular to take
account of the information collected in accordance with Chapter va of this
Directive.

The Member State concerned or the Commission shall clearly ldentify the
question which is referred to the Committee for consideration and shall

inform the person responslible for marketing.

The Member States and the person responsible for marketing shall forward to

the Committee all avallable information relating to the matter in questlion.
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Article 13

When reference Is made to the procedure described Iin this Article, the
Committee shall consider the matter concerned and issue a Reascned
Oplnlon within 90 days of the date on which the matter was referred to
It. ’

In caée of urgency, on a proposal from its Chalirman, the Committee may

agree to Impose a shorter deadline.

In ofder to consider the matter, the Commlttee may appolnt one of its
Members to act as rapporteur. The Commlttee.may also appoint individual
experts to ‘advise it on specific questions. When appointing experts,
the Committee shal! define their taéks and specify the time |imit for

the complietion of these tasks.

In the cases referred to in Article 10 and 11, before issuind its
opinion, the Committee shall provide the person responsible for

marketing with an opportunity to present written or oral explanations.

In the case referred to In Article 12, the person responsfble ~for
5
placing the medicinal product on the market may be asked to explain

himself oralily or in writing.

If it considers it appropriate, the Committee may invite any other

person to provide information relating to the matter before It.

The Commlttee may suspend the time limit referred to Iin paragraph 1 in
order to allow the person responsible for marketing to prepare

explanations.
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Where the opinion of the Commlttee Is that

- the appllication does not satisfy the criteria for authorization set
out In this Directive, or

- the summary of product characteristics proposed by the applicant in
accordance with Article 4a of Directive 65/65/EEC should be amended,
or

- the labeliing or package leaflet of the product is not in compliance
with Direcive ../.../EEC, or

- the authorizatlon should granted subject to conditlions, or

- an existing marketing authorization should be suspended amended or
withdrawn;

the Agency shall forthwlith inform the person responsible for marketing.
within 15 days of the receipt of the opinion, the person responsible
for marketing may provide written notice to the Agency that he wishes
to appeal. Within 60 days of the receipt of the grounds for appeal,
the Committee shall consider whether its opinion should be revised, and
the reasons for the conclusions reached on the appeal shall be annexed

to the assessment report referred to Iin paragfaph 5.

. Within 30 days of Its adoption, the Agency shall forward the final

opinion of the Committee to-the Commission, the Member States and the
person responsible for marketing together with a report, describing the
assessment of the medicinal product and the reasons for its

conclusions.

in the event of an opinion in favour of granting or maintaining an
authorization to market the medicinal product concerned, the following
documents shall be annexed to the opinion

a) a draft summary of the product characteristics, as referred to in
Article 4a of Directive 65/65/EEC;
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b) details of any conditions or restrictions which should be Imposed on
the supply or use of the medicinal product concerned, Included the
conditions under which the medicinal product may be made available
to patlents, having regard to the criteria laid down In Directive
../.../EEC concerning the legal status for the supply of medicinal
products for human use;

c) the draft text of the labellIng and package leaflet, proposed by the
applicant presented In accordance with Dlrective ../.../.. on the
labelling of medicinal products for human use and on package
leaflets.

Article 14

Within 30 days of the receipt of the opinlon of the Committee, the
Commisslion shall prepare a draft of the Declsion to be taken In respect
of the application taking into account the objectives of Community
policies and consldering all relevant Information. 1In the event of a
draft Declision which envisages the granting of a marketing
authorization, the documents referred to in points (a), (b) and (c) of
Article 13(5) shall be annexed. The Commission shall transmit the draft
Decision to the Member States and to the applicant.

The Commission shall explain in detall the reasons for any differences
between the draft Declsion and the opinlon of the Committee.

The Commlssion shall adopt the Decislion to be taken In respect of the
application unless, wlthin 30 days, it has recelved a reasoned request
from a Member State to reconsider the matter. The Member State
concerned shall also transmit a copy of its requeét to the other Member

States and the appllcant within the same time limit.
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Within the time I|imit referred to In paragraph 2, the appticant may
submit written observations on the draft Decision for consideration by

the Commission.

The Commission shall examine any reasoned request received In
accordance with paragraph 2, In consultation with the Agency, and after

conslideration of any further observatlions submitted by the applicant.

If the Commission considers that the request raises questions of a
scientific or technical nature requiring further examination, it may
remit the matter to the Agency. In this case the Commlttee shail give
a second opinion within a time 1imit of 60 days. Within 30 days of the
recelpt of the‘opinion, the Commission shall adopt the Declision to be

taken In respect of the application.

Otherwise the Declision shall be taken in accordance with the procedure
lald down In Article 2b and 2¢ of Directlive 75/318/EEC.

A Decision adopted In accordance with this Article shall be addressed
to the Member States concerned by the matter and to the person
responsible for marketing. The Member States shall elther grant or
withdraw marketing authorization, or make any adjustment to the terms
of a marketing authorization which may be necessary to comply with the
Declsion within 30 days of its notification. They shall inform the

Commission and the Committee thereof.
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Article 15

Any application by the person responsible for marketing to amend_fhe‘terms
of a marketing authorizatlion which has granted in accordance with the
provisions of this Chapter shall be submitted to all the Member States which

have previously authorized the medicinal product concerned.

The Agenc) shall, in consultation with the Commisslon, adopt approprlate
arrangements for the examination by the Committee of amendments or
varlations to a marketing authorlzatlon which has been granted In accordance

with the provisions of this Chapter.

The procedures laid down in Articles 13 and 14 shall apply by analogy to

variations and amendments of marketing authorlizations.

~

Article 15a

1. Where a Member State considers that the amendment of the terms of a
marketing authorization which has been granted in accordance with the
provisions of thils Chapter or i{ts suspension or withdrawal |is
necessary, the Member State concerned shall forthwith refer the matter
to the Committee for the application of the procedures laid down in
Articles 13 and 14. |

2. In exceptional cases, where action |is urgently necessary to protect
public health, untlil a deflnitive decislon Is édopted, a Member State
may suspend the use éf the medicinal product concerned on its
territory. [t shall Inform the Commission no later than the following
working day of the“reasons for Its action.
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Article 15b

Articles 15 and 15a shall apply by analogy to medicina! products authorized
by Member States following an opinion of the Committee given In accordance
with Article 4 of Directive 87/22/EEC before 1 January 1993.

Article 15¢

1. The Agency shall publish an annual report on the operation of the

procedures lalid down In this Chapter.

2. Within six years of the date referred to in the first sub-paragraph of
Article 4 (1), the Commission shall publish a detailed review of the
operation of the procedures laid down in this chapter and shall propose
any amendments which may be necessary to improve the operation of these

procedures.

The Counclil shall decide on the Commission proposal within one year of

its submission.

(*) oJ No L "
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The third sub-paragraph of paragraph 1 of Article 22 is replaced by the

following:

“In the case of medicinal products Imported from a third country, ‘where
approprlate arrangements bhave been made by the Community with the
exporting country to ensure that the manufacturer of the medicinal
product applies standards of good manufacturing practice at least
equlvélent to those laid down by the Community and to ensure that the
controls referred to under (b) have been carried out In the exporting
country, the qualifled person may be relleved of responslibility for

those controls."

The following Chapter Va is inserted after Aftlcle 29:

“"CHAPTER Va
Pharmacovigilance.
Article 29a

In order to ensure the adoption of appropriate regulatory decisions
concerning the continued authorlization of medicinal products within the
Community, having regard to information obtalned about adverse
reactions to medlclnél products under practical conditions of use, the
Member States shali establish a pharmacoviglilance system for collecting
information about adverse reactions to medicinal products In human

beings and for the sclentific evaluation of such Information.
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Article 29b

r the purpose of this Directive, the following definitlions shal!l apply:

"adverse reaction" shall mean a reaction which |Is noxlious and unintended
and which occurs at doses normally used In man for the prophylaxis,
diagnoslis or therapy of dlisease or for the modification of physiological

function.
"ser lous adverse reaction" shall mean an adverse reaction which is fatal,

life-threatening, disabling, Iincapacltating, or which results In

hospitalisation or prolonged hospltalisation.

Article 29¢

The person responsible for marketing shall have permanentiy and continuously

at

his disposal a person responsible for pharmacovigilance. This person

shall be responsible for

a)

b)

the establishment and maintenance of a system which ensures that
information about all adverse reactions which are reported to the
personnel of the company, including its sales personnel and medical

representatives, is collected and collated at a singie point;

the preparation and submission to the competent authorities of the
reports referred to in Article 29d, in such form as may be laid down by
those authorities.
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ensuring that any request from the competent authority for the
provision of additional Information necessary for the evaluation of the
beneflits and risks of a mediclnal ‘product Is answered fully and

promptly, including the provlslon'of Information about the volume of

‘'sales or prescriptions for the medicinal product concerned, where

relevant.
Article 29d

The person responsible for marketing shall be required to record and to
report all suspected serious adverse reactlons which are brought to his
attention by a qualified health care professional to the competent
authorities within 15 days of thelr receipt.

In addltion, the person responsible for marketing shall be required to
maintain detailed records of all other adverse reactions which are
reported to him by a qualified health care professional. Unless other
requirements have been laid down as a condition of the granting of
authorization, these records shall be submitted to the competént
authorIties immediately upon request or at least every slix months
during the first two years following authorization, and once a year for
the following three years. Thereafter, the records shall be submitted
at five yearly Intervals together with the appllication for renewal of

the authorization, or immediately upon request.
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Article 29e

The Member States shall take all appropriate measures to encourage doctors
and other health care professionals to report adverse reactions to the

competent authority.

The Member States may impose speciflic requirements on medical practitioners,
In partlcu\ar In respect of the reporting of serious or unexpected adverse
reactions, or where such reporting Is a condition of the marketing

authorization.
Article 29f

The Member States shall ensure that reports of serious adverse reactions are
brought to the attention of the Agency and the person responsibie for
marketing within 15 days of their receipt.

Article 29g

in order to faclliitate the exchange of Information about pharmacovigllance
within the Community, the Agency shall, In consultation with Member States,
the Commission and Interested parties, draw up detalled guidance on the

collectlion, verification and presentation of adverse reaction reports.
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Article 29h

Where as a result of the evaluation of adverse reaction reports, a Member
State is consldering amending the terms of a marketing authorlzation or Its

suspensions or withdrawal, it shall forthwith inform the Agency.

In case of urgency, the Member State concerned may suspend the marketing of
a medicinal product, provided the Agency Is informed at the latest on the
followlng workling day."

Article 4
Member States shall take alil appropriate measures to comply with the

provisions of this Directive, with the exception of Article 1 (6), before
1 January 1993. They sha!l forthwith Inform the Commission thereof.

Member States shall take all appropriate measures to comply with
Article 1 (6) of this Directive before 1 January 1996. They shall forfhwith
inform the Commission thereof.

When Member States adopt these provisions, these shall contain a reference
to this Directive or shall be accompanied by such reference at the time of

theilr official publication. The procedure for such reference shall be
adopted by Member States.

Article S

This Directive Is addresseq to the Member States.

Done at Brussels For the Council
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Proposal for a
COUNCIL _DIRECTIVE

amending Directives 81/851/EEC and 81/852/EEC

In respect of veterlinary mediclinal products
THE COUNCIL OF THE EUROPEAN COMMUNITIES,

" Having regard to thé Treaty establishing the European Economic Community, and
in particular Article 100a thereof;

Having regard to the proposal from the Commission(1),
In cooperation with the European Par|iament(2),
Having regard to the opinion of the Economic and Social Committee(3),

Whereas It Is Important to adopt measures with the alm of progressively
establishing the internal market over a period expiring on 31 December 1992;
whereas the Internal market shall comprise an area without Internal frontiers

in which the free movement of goods, persons, services and capital is ensured;

Whereas desplite the progress achieved Dby Directive 81/851/EEC of
28 September 1981 on the approximation of the faws of the Member States
relating to veterinary medicinal products{4), as last amended by Directive
../.../JEEC of ......... (8), further measures are necessary to abolish the
remalning barrlers to the free movement of veterinary medicinal products

within the Community;

(1)
(2)
(3)
(4) OJ No L 317, 6.11.1981, p. 1.
(5
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Whereas, with the exception of those veterinary medicinal products which are
subject to the centralized Community authorization procedure establilished by
Council Regulation (EEC) ..../.., of ../.../.. laylng down Community
procedures for the authorization and supervision of medicinal products for
human and veterinary use and establishing a European Agency for the Evaluation
of Medicinal Products(6), an authorization to place a veterinary medicinal
product on the market In one Member State ought In principle to be recognized
by the competent authorities of the other Member States unless there are
serious grounds for supposing that the authorization of the veterinary
medicinal product concerned may present a risk to human or animal health, or
to the environment; whereas, in the event of a disagreement between Member
States about the quality, the safety or the efficacy of a veterinary medicinal
product, a sclentiflic evaluation of the matter should be undertaken by the
Committee for Veterinary Medicinal Products attached to the European Agency'
for the Evaluation of Medicinal Products, leading to a single decision on the
area of disagreement, binding on the Member States concerned; whereas this
Decislion should be adopted by a rapid procedure ensurling close cooperation
between the Commission and the Member States, In particular through the
Standing Committee on Veterinary Medicinal Products created by Article 2b of
Councll Directive 81/852/EEC of 28 September 1981 on the approximation of the
“laws of Member States relating to analytical, pharmacotoxicological and
clinical standards and protocols in respect of the testing of veterinary
medlcinal products(7), as last amended by Directive 87/20/EEC(8);

(6)
(7) 0J No L 317, 6.11.81, p. 16.
(8) OJ No L 15, 17.1.87, p. 34.
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Whereas in order better to protect human an animal health and avold any
unnecessary duplication of effort during the examlnation of appllications for
authorization to place veterinary medicinal. products on the market, Member
States should systematically prepare assessment reports in respect of each
veterinary medicinal product which |Is authorized by them, and exchange the
reports upon request; whereas, furthermore, a Member State should be able to
suspend the examination of an application for authorization to place a
veterinary medicinal product on the market which is currently under active
conslderatlion In another Member State with a view to recognizing the Declsion
reached by the latter Member State;

Whereas following the establishment of the internal market, specific controls
to guarantee the quality of veterihary medicinal products Imported from third
countrles can only be walved If appropriate arrangements have been made by the
Community to ensure that the necessary controls are carrted out Iin the

exporting country;

Whereas it is desirable to codify and improve the cooperation and exchange of
information between Member States relating to the supervision of veterinary
mediclnal products and in particular the monitoring of adverse reactions under

practical conditions of use through the national pharmacovigilance centres;
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Whereas In order to improve the protection of public health It is necessary to
specify that foodstuffs for human consumption may not be taken from animals
which have been used In clinical triais of veterinary medicinal products
unless a provisional maximum residue level has been laid down for residues of
the veterinary medicinal product concerned In accordance with the provisions
of Counclil Regulation (EEC) 2377/90 laying down a Community procedure for the
establishment of maximum residue levels for residues of veterinary medicinal

products(9),

HAS ADOPTED THIS DIRECTIVE : ~

(9) OJ No L 224, 18.8.1990, p. 1.
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Directive 81/851/EEC Is hereby amended as follows :

1. In Article 4, the first sub-paragraph of paragraph 1 |s replaced by the
followlng

"No veterinary medicinal product may be placed on the market of a Member
State unless an authorization has been issued by the competent authority

of that Member State or by the Community."

2. In Article 4, the following sub-paragraph Is Inserted at the end of

paragraph 2.

"The Member States shall not permit foodstuffs for human consumption to
be taken from test animals unless a provisional maximum residue level has
been established by the Community in accordance with the provisions of
Regulation (EEC) 2377790 (*) and an approprlate withdrawal period has
been established to ensure }hat this leve! will not be exceeded in the

foodstuffs.

(*) 0J No L 224, 18.8.1990, p. 1."
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- 152 -

In the second paragraph of Articie 5, point 13 Is replaced by the

following

Copy of any authorization obtalned In another Member State or In a
third country to place the relevant veterinary mediclinal product on
the market, together with a list of those Member States in which an
application for authorization submitted in accordance with this
Directive is under examination and copies of the summary of product
characteristics proposed by the applicant in accordance with
Article 5a or approved by the competent authorities in accordance with
Article &b, as appropriate, in respect of each Member State concerned.
Detalls of any Decislon to refuse authorization, whether In the

Community or a third country and the reasons for that Decislon.

This information shall be updated at regular intervals."
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Articlie 5b is replaced by the following

“"Article 5b

When the marketIng authorization referred to Iin Articte 4 (1) Iis Issued, the
person responsible for placing that product on the market shafl be informed,
by the competent authorities of the Member state concerned, of the summary
of the product characteristics as approved by them. The competent
authorities shallvtake all necessary measures to ensure that the information
given in the summary is in conformity with that accepted when the marketing
authorlization is Issued or subsequentiy. The competent authorities shall
forthwith forward a copy of the summary to the European Agency for the
Evaluation of Mediclnal Products established by Council Regulation
(EEC)..../....(")

Furthermore, the competent authorities shall draw up an assessment report
and comments on the dossler as regards the results of the analytical,
pharmaco-toxicological tests and the clinical trials of the Veterlnary
medicinal product concerned. The assessment report shall be updated
whenever new information becomes avaiiable which is of importance for the
evaluation of the quality, safety or efficacy of the msadicinal product

concerned.

(*) "
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Article 8 Is replaced by the following

“Article 8

. Member States shall take all appropriate measures to ensure that the

procedure for granting an authorization to place a medicinal product on
the market is completed within 210 days of the date of submitting the
application.

. Where a Member State notes that an application for authorization

submitted after 1 January 1993 is already under active examination in
another Member State, the former Member State may decide to suspend the
detalled examination of the application In order to await the assessment

report prepared by the first Member State In accordance with Article §b."

The Member State concerned shali inform the first Member State and the
applicant of its Decision to suspend detailed examination of the
application in question.

As soon as It has completed the examination of the application and
reached a decision, the first Member State shall forward a copy of its
assessment report to the Member State concerned.

Within the 90 days of the receipt of the assessment report, the Member
State concerned shall recognise the decision of the first Member State.
However, If the Member State concerned conslders that there are serious
grounds for supposing that the authorization of the veterinary medicinal
product may present a risk to human or animal health or the environment,
it shaltl inform the first Member State, the Committee for Veterinary
Medicinal Products and the applicant within the time limit referred to
above, stating its reasons in detail, and apply the procedures lald down
in Chapter IV."
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The following Article 8a is inserted :

"Article Ba

. With effect from 1 January 1996, where a Member State Is informed In

accordance with peint 13 of the second paragraph qf Aricle & that another
Member State has authorized a veterinary medicina! product which Is the
subject of an application for authorization in the Member State
cohcerned, that Member State shall forthwith regquest the authorities of
the Member State whlich has granted the authorization to forward to It the
assessment report referred to In the second paragraph of Article 5b.
Within 90 days of the recelpt of the assessment report, the competent
authorities of the Member State concérned shall recognise the
authorization granted by the other Member State.

. NotwithstandIing paragraph 1, If the Member State concerned considers that

there are serious grounds for supposing that the authorization of the
veterinary medlicinal broduct may present a risk to human or animatl hea]th
or the environment, it shall inform the Member State which granted the
inltlal authorization, any other Member States concerned by the
appllcation and the Committee for Veterinary Medicinal Products and the
applicant within the time Ilimit referred to In paragraph 1, stating its
reasons In detall, and apply the procedures l(aid down in Chapter IV of
this Directive."
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In paragraph 1 of Article 14, the first sub-parapraph is replaced by the

following

"After an authorization has been issued, the person responsible for placing
the product on the market must, in respect of the methods of production and
contro! provided for in points 4 and 9 of the second paragraph of

Article 5, take.account of technical and sclentific progress and Introduce
any changes that may‘be required to enable the veterinary medicinal product
to be manufacturéd and checked by means of generally accepted scientific
methods. These changes must be accepted by the competent authorities of the

Member States concerned.

8. Article 15 is replaced by the following

“Article 15

1. Authorization shall be valid for five years and shall be renewable for
flve year perlods, on application by the holder at least three months

before the expiry date.

2. In exceptional circumstances, and folilowing consultation with the
applicant, an authorization may be granted subject to such conditions as
appear necessary to ensure the protection of human and animal health or
the environment, Iincluding specific oblligations to conduct further
studies following the granting of authorization and specific obligations

in respect of the reporting of adverse reactions to the medicinal

product."



- 1587 -

9. Chapter |V is replaced by the following

"CHAPTER 1V
Committee for Veterinary Medicinal Products

Article 16

1. In order .to faclilitate the adoption of common Decisions by Member States
on the authorization of veterlinary medicinal products on the basis of the
sclentific critieria of quality, safety and efflcacy, and to achieve
thereby the free movement of veterinary medicinal products within the
Community, a Committee for Veterinary Medicinal Products, hereinafter
referred to as "“the Committee", Is hereby set up. The Committee shall
consist of representatives of the Member States and of the Commission.
The Committee shall be attached to the European Agency for the Evaluation
of Medicinal Products established by Councll Regulation ../.../EEC,
hereafter referred to as the Agency.

2. In addition to the other responsibllities conferred upcn it by Community
law, the Committee shall examine any questlion relating to the grant,
amendment, suspension or wlithdrawal of authorization for a veterinary
medicinal product which is submitted to it In accordance with the

provisions of thils Directive.

3. The Committee shall adopt its own rules of procedure.
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Article 17

In order to obtain the recognition In one or more of the Member States of
an authorization issued by a Member State in accordance with Article 4,
the hoider of the authorization shall submit an application to the
competent authoritles of the Member State or Member States concerned,
together with the Information and particutlars referred to in Articles 5,
S5a and Sb. He shall testify to the identity of the dossier with that
accepted by the flrst Member State, or shall lIdentify any additions or
modifications it may contain. |In the latter case, he shall certify that
the summary of product characteristics proposed by him In accordance with
Articlie Sa is ldentical to that accepted by the first Member State in
accordance with Article 5b.

Moreover, he shall certify that all the dossiers filed as part of this

procedure are identical.

. The hoider of the marketing authorization shall notify the Committee of

this application, inform it of the Member States concerned and of the
dates of submission of the application and send it a copy of the
authorization granted by the first Member State. He shall also send the
Committee coplies of any marketing authorizations which may have been
granted by the other Member States in respect of the product concerned,
and shall indicate whether any appllication for authorlization Is currently

under consideration in any Member State.
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. The holder of the authorlization shall also Inform the Member State which
granted the initlal authorization that an application Is belng made in
accordance with this Directive and shall notify It of any additions to
the origlnal dossier; that Member State may require the applicant to
provide It with all the particulars and documents necessary to enable it
to 6heck the Identlty of the dossiers flled with the dossier on which it
took Its decislon. In addition that Member State shali forward to ths
Member State or Member States concerned by the application a copy of the
assessment report estabilished iIn accordance with the second paragraph of
Article 5b.

.

Each Member State concerned shall recognise the marketing authorization
granted by the first Member State within 90 days of receipt of the
application. It shall inform the Member State which granted the initial
authorization, the other Member States concerned by the apptication, the

Committee, and the person responsible for marketlng thereof.

Article 18

Notwithstanding Article 17 (4), where a Member State considers that there
are serlous grounds for supposing that the authorization of the
veter inary medicinal - product concerned may present a risk to human or.
animal health or the environment, it shall forthwith Inform the
applicant, the Member State which granted the initlial authorization, any
other Member States concerned by the appllication and the Committee. The
Member State shaill state its reasons In detail and shall Indicate what

action may be necessary to correct any defect In the appiication.
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2. All the Member States concerned shall use their best endeavours to reach
agreement on the action to be taken In respect of the application. They
shall provide the appticant with the possibllity to make his point of
view known orally or In writing. However, If within 60 days of the
expiry of the time Iimit referred to in Article 17(4), the Member States
have not been able to reach agreement they shall forthwith refer the
matter to the Committee for the application of the procedure laid down in

Article 21,

3. Within the time limit referred to in paragraph 2, the Member State which
granted the Initlal authorization and the other Member States concerned
by the app!ication shall provide the Committee with a detalled statement
of the matters on which they have been unable to reach agreement and the
reasons for their disagreement. A copy of this Iinformation shall be

provided to the applicant.

4, As soon as he Is Iinformed that the matter has been referred to the
Committee, the applicant shall forthwith forward to the Committee a copy

of the information and particulars referred to In Article 17 (1).

Article 19

If several applicatlions submitted in accordance with Articles 5 and 5a have
been made for marketing authorization for a particular veterinary medicinal
product, and Member States have adopted divergent decisions concerning the
authorization of the veterinary medicinai product, or Iits suspension or
withdrawal from the market, any Member State or the Commission, or the
person responsible for marketing may refer the matter to the Committee for

-the application of the procedure laid down in Article 21.
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The Member State concerned, the person responsible for marketing or the
Commission shall clearly identify the question which Is referred to the
Committee for consideration and, if necessary, shall Inform the person

responsible for marketing.

The Member States and the person responsible for marketing shall forward to

the Committee all available Information relatlng to the matter In question.

Article 20

The Member States or the Commission may, -in specific cases where the
interests of the Community are involved, refer the matter to the Committee
for the application of the procedure laid down in Article 21 before reaching
a declision on a request for a marketing authorization or'on the suspension
or revocation of an authorization, or on any other amendment to the terms of
a marketing authorization which appears necessary, In partlcular to take
account of the information collected in accordance wlth Chapter Via of this
Directlive.

The Member State concerned or the Commission shall ctltearly identify the
question which |Is referred to the Committee for consideration and shall

inform the person responsible for marketing.

The Member States and the person responsible for marketing shail forward to

the Committee all avallabie information relating to the matter in question.
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Article 21

. When reference Is made to the procedure described In this Article, the
Committee shall consider the matter concerned and Iissue a Reasoned
Opinion within 90 days of the date on which the matter was referred to
it.

In case of urgency, on a proposal from Iits Chalrman, the Committee may

agree to Impose a shorter deadline.

In order to conslider the matter, the Committee may appoint one of Its
Members to act as rapporteur. The Committee may also appoint Individual
experts to advise It on specific questions. When appointing experts, the
Committee shall define their tasks and speclify the time l|imit for the

completion of these tasks.

In the cases referred to In Articles 18 and 19, before Issuing its
opinion, the Committee shall provide the person responslble for marketing
with an opportunity to present written or oral explanations.

In the case referred to Article 20, the person responsible for placing
the medicinal product on the market may be asked to explain himself

orally or in writing.

If It considers It appropriate, the Committee may Invite any other person

to provide Information relating to the matter before it.

The Commlttee may suspend the time {imit referred to In paragraph 1 In
order to allow the person responsible for marketing to prepare

explanations.
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. Where the opinion of the Committee Is that

- the application does not satisfy the criteria for authorization set
out in thils directive, or

- the summary of product characteristics proposed by the applicant in
accordance with Article 5a should be amended, or

- the labelling or package of the product Is not In compliance with
Chapter VII, or

- the authorlization should granted suject to conditions, or

- an existing marketing authorization should be suspended amended or
withdrawn;

the Agency shéll forthwith Inform the berson resbons!ble for marketing.

Within 15 days of the receipt of the opinlon, the person responsible for
marketing may provide written notice to the Agency that he wishes to
appeal. Within 60 days of the receipt of the grounds for appeal, the
Committee shall consider whether Its opinion shoud be revised, and the
reasons for the conclusions reached on the appeal shall be annexed to the

assessment report referred to in pafagraph 5.

. Within 30 days of Iits adoption, the Agency shall forward the final

opinion of the Committee to the Commisslion the Member States and the .
person responsible for marketing together with a report, descrlblné the
assessment of the veterinary medicinal product and the reasons for its
conclusions.

In the event of an oplnion In favour of granting or malntaining an
authorization to market the veterinary medicinal product concerned, the

following documents shall be annexed to the opinion

a) a draft summary of the product characteristics, as referred to- in
Article 5a; ‘
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b) details of any conditlions or restrictions which shouid be imposed on
the supply or use of the veterinary medicinal product concerned,
including the conditions under which the veterinary medicinal product

may be made avallable to users;

¢) the draft text of the labelling and package leaflet, proposed by the

applicant presented in accordance with Chapter VIl|.

Article 22

1. Within 30 days of the receipt of the opinion of the Committee, the
' Commission shall prepare a draft of the Declision to be taken In respect
of the application taking into account the objectives of Community
policies and considering all relevant information. In the event of a
draft Decision which envisages the granting of a marketing authorization,
the documents referred to In polhts (a), (b) and (¢) of paragraph 4 of
Article 21 shall be annexed. The Commission shall transmit the draft

Decislon to the Member States and to the applicant.

The Commission shall explain Iin detail the reasons for any differences

between the draft Decision and the opinion of the Committee.

2. The Commission shall adopt the Decislion to be taken In respect of the
application unless, within 30 days, it has received a reasoned request
from a Member State to reconsider the matter. The Member State concerned
shall also transmit a copy of I(ts request to'the other Member States and
the applicant within the same time limit.

3. Within the time lIimit referred to in paragraph 2, the applicant may
submit written observations on the draft Decision for conslderation by

the Commission.
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4. The Commission shall examine any reasoned request received In accordance
with paragraph 2, In ‘consultation with the Agency, and -after
conslideration of any further observations submitted by the appllcant.

If the Commission consliders that the request raises questlions of a
sclentific of technfcal nature requiring further examination, It may
remit the matter to the Agency. |In this case the Committee shall give a
second opinlon within a time limit of 60 days. Within 30 days of the
receipt of the opinlon, the Commission shall adopt the Decision to beé
taken In respect of the appllication.

Otherwise the Decislon shall be taken in accordance wlith the procedure
lald’down in Article 2b and 2c¢ of Directive 81/852/EEC.

5. A Declsion adopted in accordance with this procedure shall! be addressed
to the Member States concerned by the. matter and to the person
responsible for marketing. The Member States shall either gréht or
withdraw marketing authorizatlon, or make any adjustment to the terms of
a marketing authorization which may be necessary to comply with the
Decislon within 30 days of its notification. They shall Inform the
‘Commission and the Committee thereof. ‘
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Article 23

Any application by the person responsible for marketing to amend the terms of
a marketing authorization which has been granted In accordance wlith the
provisions of this Chapter shall be submitted to all the Member States which
have previously authorized the medicinal product concerned.

The Agency shall, In .consultation with the Commisslion, adopt appropriate
arrangements for the examinatlion by the Committee of amendments or varlations
to a marketing authorization which has been granted Iin accordance with the
provislions of this Chapter.

The procedures laid down In Articles 21 and 22 shall apply mutatis mutandis to
variations and amendments of marketing authorlzatlons.

Article 23a

1. Where a Member State considers that the amendment of the terms of a
marketing authorization which has been granted Iin accordance with the
provisions of this Chapter or its suspension or withdrawal is necessary,
the Member State concerned shall forthwith refer the matter to the
Committee for the appllication of the procedures laid down in Article 21 and
and 22.

2. In exceptional cases, where action is urgently necessary to protect human
or animal health or the environment, until a definitive Decision is
adopted, the Member States suspend the use of the veterinary medicinal
product concerned on Its territory. It shall Inform the Commission no
tater than the following working day of the reasons for its action.
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Article 23b

Articles 23 and 23a sha!l apply putatis mutandis to medicinal products
authorized by Member Siates following an opinion of the Committee given in
accordance with Article 4 of Directive 87/22/EEC before 1 January 1993.

-

Article 23¢

1. The Agency shall publish an annual report on the operation of the
procedures laid down in this Chapter.

2. Within six years of the date referred to In the first sub-paragraph of
Article 4 (1), the Commission shatl publish a detalfed review of the
operation of the procedures laid down in this chapter and shall propose any
amendments whlch may be necessary to Improve the operation of these
procedures.

The Councl! shall declide on the Commission proposal withln one year of its
submission."”
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The third sub-paragraph of paragraph 1 of Articlie 30 Is replaced by the
following :

“In the case of veterinary medicinal products Imported from a third
country, where approprliate arrangements have been made by the Community
with the exporting country to ensure that the manufacturer of the
veterinary medlclﬁal product applles standards of good manufacturing
practice at least equivalent to those lald down by the Community and to
ensure that the controls referred to under (b) have been -carried out In
the exporting country, the qualified person may be relieved of
responsibllity for those controls.”

The following Chapter Via is Iinserted after Article 42

“CHAPTER Vlia
Pharmacovigilance

Article 42a

In order to ensure the adoption of appropriate regulatory Decisions
concerning the continued authorization of Veterlnary medicinal products
within the Community, having regard to IiInformation obtained about
adverse reactions to veterinary medicinal products under practical
conditions of use, the Member States shall establlish a pharmacovigllance
system for collecting information about adverse reactions to veterinary
medicinal products and for the sclentific evaluation of such

information.
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Article 42b

For the purpose of this Directlve, the following definitions shall
apply : '

- “adverse -reaction” shall mean a reaction which Is noxlous and
unintended and which occurs at doses normally used In animals in
accordance with the terms of the marketing authorization' for the
prophylaxls, diaghosis or therapy of disease or for the modification
of physiological function.

- "serlous adverse reaction" shall mean an adverse reaction which
results in death, permanent or prolonged signs or leslons In treated

animals.

Article 42c

The person responsible for marketing shail have permanently and continuously
‘at his disposal a person responsible for pharmacovigilance. This berson shall
be responsible for ' o ‘

‘a) the establlishment and maintenance of a system which ensures that
Information about all adverse reactions which are reported to the personne|

of the company, Including |ts sales personnel, Is collected and collated at
a single point; '

b) the preparatlion and submisslion to the competent authorlitles of the reports

referred to Iin Article 42d, In such from as may be lald down by those
authorities;
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¢) ensuring that any request from the competent authority for the provision of
addltlbnal information necessary for the evaluation of the benefits and
risks of a veterinary medicinal product Iis answered fully and promptly,
Including the provision of information about the volume of sales for the

veterinary medicinal product concerned, where relevant;

Articie 42d

1. The person responsibie for marketing shall be required to record and to
report all suspected serlous adverse reactlons which are brought to his
attention by a qualifled veterlinarian to the competent authorities within-
15 days of their receipt.

2. In addition, the person responsible for marketing shall be required to
maintalin detailed records of all other adverse reactions which are reported
to him by a veterinarian healith care professional. Unless other
requirements have been lald down as a condition of the granting of
authorization, these records shall be submitted to the competent
authoritles Immediately upon request or at least every six months during
the first two years following authorization and once a year for the
foliowing three years. Thereafter, the records shall be submitted at five
yearly Intervals together with the application for renewal of the

authorization, or immediateiy upon request.
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Article 42e

The Member States shall take all appropriate measures to encourage
veterinarians to report adverse reactions to the competent authority.

The Member States may Impose speclfic requlirements on veterlnarians, In
particular In respect of the reporting of serious or unexpected adverse
reactions, or where such reporting Is a condition of the marketing

authorization.

Article 42f

The Member States shall ensure that reports of serlous adverse reactions are
brought to the attention of the Agency and the person responsiblie for
marketing within 15 days of their receipt. 4

Article 42g

In order to faclilitate the exchange of information about pharmacoviglilance
within the Community, the Agency shall, In consultation with Member States,
the commlsslon and Interested partles, draw up detailed guldance on the

collectlion, veriflcation and presentation of adverse reaction reports.
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Article 42h

Where as a result of the evaluation of adverse reaction reports, a Member

State Is considering amending the terms of a marketing authorization or its
suspension or withdrawal, It shall forthwith inform the Agency.

Iin case of urgency, the Member State concerned may suspend the marketing of a
medicinal product, provided the Agency Is Informed at the
following working day."

latest on the
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Article 29h

Where as a result of the evaluation of adverse reaction reports, a Member
State Is considering amending the terms of a marketing authorizatlon or its
suspenslons or withdrawal, it shall forthwith Inform the Agency.

In case of urgency, the Member State concerned may suspend the marketing of
a medicinal product, provided the Agency Is Informed at the latest on the
followlng working day."

Article 4

Member States shall take all appropriate measures to comply with the
provisions ‘of this Directlive, with the exceptlon of Article 1 (6), before
1 January 1993. They shal! forthwith Inform the Commission thereof.

Member States shéll take all appropriate measures to comply with

Article 1 (6) of thls Directive before 1 January 1996. They shall forthwith
inform the Commission thereof.

When Member States adopt these provisions, these shall contain a reference
to this Directlve or shall be accompanied by such reference at the time of
their offlclal publication. The procedure for such reference shall be

adopted by Member States.

Article o

This Directive is addressed to the Member States.

Done at Brussels For the Council
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Proposal for a
COUNCIL DIRECTIVE

repealing Directive 87/22/EEC on the approximation of
natlonal measures relating to the placing on the market
of high technology medicinal products particularly
those derived from blotechnology

THE COUNCIL OF THE EUROPEAN COMMUNITIES,

Having regard to the Treaty establishing the European Economic Community,
and in particular Article 100a thereof;

Having regard to the proposal from the Commission(1),
In cooperation with the European Par!iament(2)
Having regard to the opinion of the Economic and Soclal Commlttee(3)

Whereas the provisions of Council Directive 87/22/EEC(4) have now been
superseded by the provislons of Regulation (EEC)..../.. of ...............
laying down Community procedures for the authorization and supervision of
mediclinal products for humén and veterinary use and establishing a European
Agency for the Evaluation of Medicinal Products(5) and by Council
Directive 88/182/EEC of 22 March 1988 amending Directive 83/189/EEC Iaying
down a procedure for the provision of information in the field of technical
standards and reguliations(6);

(1)
(2)
(3)
(4) OJ No L 15, 17.1.1987, p. 38.
(5)
(6) OJ No L 81, 26.3.1988, p. 75.
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Whereas provision has been made In Councll Directive ../.../..(7) for the
continued management of marketing authorizations which have been granted by
Member States following the opinion of the Committee for Proprietary
Medicinal Products given In accordance with Directive 87/22/EEC;

Whereas, furthermore, provision has been made In Council Directive
../.../..(8) for the continued management of marketing authorlzations
which have been granted by Member States following the opinion of the
Committee for Veterinary Medicinal Products glven In accordance with
Directive 87/22/EEC;

Whereas Directive 87/22/EEC should therefore be repealed;

Whereas In the interests of legal certainty, provision should be made for
the continued examination of applications for marketing authorization which
have been referred to Committee for Proprietary Medicinal Products or the
Committee for Veterinary Medicinal Products In accordance with Directive
87/22/EEC before 1 January 1993,

HAS ADOPTED THIS DIRECTIVE :

P
(8)
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Article 1

With effect on 1 January 1993, Council Directive 87/22/EEC is repealed.

Article 2

Appllications for marketing authorization which have been referred to the
Committee for Proprietary Medicinal Products or to the Committee for
Veterinary Medicinal Products before 1 January 1993 in accordance with
Article 2 of Directive 87/22/EEC and In respect of which the Committee
" concerned has not glven an opinion by 1 January 199? shall be considered
in accordance with Regulation (EEC)..../..

Article 3

Member States shall take all appropriate measures to comply with this
Directive before 1 January 1993. They shall forthwith inform the
Commisslon thereof.

When Member States adopt these provisions, these shall contain a reference
to this Directive or shall be accompanied by such reference at the time of
thelr officlal publilcation. The procedure for such reference shall be
adopted by Member States.

Article 4

This Directlve Is addressed to the Member States.

Done at Brussels For the Council
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COMPETITIVENESS AND EMPLOYMENT IMPACT STATEMENT

relating to the proposals for the future system for the free movement of

medlicinal products In the Eurbpean Community

What Is the main reason for Introducing the measures ?

Completion of the Internal market; harmonizatlion of Individua!l
administrative decisions concerning the authorlzation and conditlons
of use of medicina! products; '

establ ishment of Community authorlization procedures for certain
categories of innovatory medlicinal products;

establ Ishment of a European Mgdiclnes Evaluation Agency to advise the
Community institutions and Member States on sclientific Issues relating
to the quallity, safety and efficacy of medicinal products; Improvement
of the protection of public health, In particular in respect of the
monitoring of adverse reactions to medicinal products

(pharmacovigilance).

Features of the busliness In question :
These measures primarily concern pharmaceutical manufacturers.

Because of the high costs of developing new medicinal products, In
excess of 100 mitlion ECU for a major Innovatory product,
pharmaceutical companies are often large multinational companies, and
there Is currently a significant Increase In concentration In this
sector as companies seek to attain the "critical mass" percelved as

necessary to finance ressarch and development.

There are also a number of smaller or medium sized companies, geared
primarily to national or regional markets, manufacturing conventional

medicinal products or coples of products whose patent has expired.
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In addition, there are a very |limited number of small, highly
Innovatory research-based companies, concentrating on basic research
into new theraples.

. What direct obligations does this measure iImpose on business ?

The majority of this package Is procedural and it imposes few new

direct obligations on business.

Although manufacturers of medicinal products derived from
biotechnology wiil be required to obtaln authorization from the
Community, rather than Member States, It should be noted that these

products are already subject to a compulsory Community coordination

procedure, based on harmonized Community requirements, and the new

requirements will not therefore result 'in any increase in the cost of
preparing applications. For other categories of innovatory mediclnal
product, the centralized procedure will be available on an optional

basis, as an alternative to national procedures.

For other categories of medicinal products, the use of the
decentralized Community procedure will become compulsory:after 1996.
However, since the requirements for the preparation of applications
for authorization are already harmonized, there shouid be no increase

in the overali costs of obtaining authorization.

Although the pharmaceutical industry will be expected to pay fees for
of authorization, the detallied fee structure will only be adopted
following consultation of the industry, and in no case will the fees

payabie to the Community exceed the sum of the fees currently payable

to the Iindividual Member States.

Finally, each company will be required to establish a system for
coliecting and evaluating reports of adverse reactions (ADRs) to its
medicinal products and for reporting ADRs rapidly to the regulatory

authorities. Although>such requirements are new at the Community
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level, they already exlst In most Member States, and even where formal

requirements are not laid down, most reponsiblie companies have
arrangements for collecting and assessing such Information.

What indirect obligations are local authoritles llkely to Impose on
bustness ?

None foreseen.

Are there any special measures In respect of SMEs ?

No.

What Is the llkely effect on :
a) the competitlveness of business ?

The proposed measures willi facilltate thé access of all medicinai

-~ productsto a:Community scale market. They are likely to be of

particular benefit to smaller scale companies who lack the
resources to establish local subsidiaries In the different Member
States to deal directly with national reguiatory authorities. In
consequence, some companies may have to make efforts to maintain
thelr competitiveness vis-a-vis companies established elsewhere in

the Communl|ty.

b) employment ?

No signiflicant effect is anticipated.
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Vil. Have both sldes of Industry been consulted on these proposals ?

Extensive consultation has preceded the preparation of these
proposals. In its March 1988 report on the activities of the
Commlittee for Proprietary Medicinal Products (COM (88) 143) the
Commission invited all interested partlies to submit comments on the
general orientation to be followed in these proposals. In addltion,
two furhter staff papers of April 1989 and December 1989 have

summar ized the state of the consultation process and Invited comments
on specific aspects of the proposals.

Those consulted include

assoclations of the pharmaceutical Industry (human and veterinary);

assocliations of consumers;

associations of veterinarlians, doctors and pharmaclists;

chemical Industry trade unions.
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FINANCIAL STATEMENT

Future system for the fres movement of medicinal products

within the European Community

Budget Headings

N A 1 and A 2 Expenses of officials and other staff

N°® A 2510 Committee (obllgétory consultation) expenses

N° B 5300 [ex B 77501 and B 5302 (*)

Actions for the internal market
(*) A new budget heading to be Inserted in Part B of the Budget

"Operational expenses of the European Agency for the Evaluation
of Medicinal products.”

Legal basls

Article 100 A of the EEC Treaty.

Description of the project

. General objective

Realisation of the iInternal market for medicinal products for use In
human beings or animals. Improvement of the protection of public

health throughout the Community.
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3.2. Speclfic objectives

a).

b)

c)

d)

the establ ishment of a new autonomous European Agency for the
Evaluation of Medlicinal Products; the new Agency wlill be made up of
the exlstlng‘Commlttee for Proprietary Medicinal Products (CPMP)
and the Committee for Veterlinary Medicinal Products (CVMP), with
substantlal additlional logistical and administrative support. The

expenses for these two committees (CPMP and CVMP) currently in the

‘budget (llne 2510) will therefore become part of the Agency budget

(cost In 1989 was 117,000 ECU). Its task will be to coordinate the
work of evaluation and supervision of medicinal produéts being
conducted in Member States to avoid duplication of effort, but at
the same time ensure that all relevant factors are taken Into
consideration during the authorlzation process;

the creation of a new centralized Community procedure, compu!sory
for biotechnology products and veterinary medicines used as

per formance enhancers, and available on an oplonal basis for other
Innovatory medicinal products, leading to a Community
authorization, valid throughout all 12 Member States, which will
subsequently be managed and supervised by the Community
Institutions;

the creation of a new decentralized procedure, based on the
principle of mutual recognition, which will allow the progressive
extension of a marketing authorlzation from one Member State to the
others, with important safeguards to ensure that there Is no
dilution of the strict standards of quality, safety and efficacy.
In the event of a disagreement between Member States about the
quality, safety or efflcacy of a medicinal product, the Agency will
provide an independant scientific evaluation of the issues
InVolved, and a binding arbltration procedure at Community level
will follow. However, the monitoring of the product wifl remain

the responsibility of the individual Member States.

the establiishment of reinforced Community procedures for the
collection and evaluation of adverse reactldn reports about
medicinal products and for the adoption of appropriate regulatory

actlon about such reports.
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e) coordination of the exerclise by Member States of the varlious
supervisory responsibilities concerning the manufacture and testing
of medicinal products, In particular

- gocd manufacturing practlices B A

- good laboratory practices

- good clinical practices

f) the malntenance of a pharmaceutical data base which Is avallable
for public use.

g) the provision of scientific advice on maximum residue levels for
vaterinary medlcines which may be accepted In foodstuffs of animal
origin without risk for the consumer.

Justiflcatlion of the project - -

Justification of the type of project proposed.

The experlence acquired during the operation of the existing Community

concertation procedure for high technology/blotechnology medicinal

-products (Directive 87/22/EEC) has clearly demonstrated the need to

poo! the resources of the Member States In order to ensure the rapid
but exhaustive evaluation of applications. The sheer comblexlty of
applications for authorization for these types of products, which cost
over 100 million ECUs to assemble and run to tens of thousands of
pages means that the duplication of effort and waste of scarce
scientific resources resulting from independant national-evaluations i
can no longer be tolerated. It Is therefore necessary to bring
together the best available scientific experts currently workling
within the Member States to evaluate applicatlons on bshalf of the
Community as a whole within the framework of a European Medicines

Evaluation Agency.
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For other categories of medicines, experience suggests that a
decentrallzed procedure, based on the principle of mutual recognition
may be feasible. However, because of the important public health
Issues Iinvolved, it Is clear that Important safeguard clauses are
required by Member States, and there can be no question of automatic
mutual recognition. The continued need for safeguard clauses implies
that the Community must be provided with the administrative, technicatl
and scientific resources to arbitrate in the event of a disagreement
between Member States, leading to binding declisions.

For practical and managerial reasons, It is considered that the task
of preparing the necessary advice ;hould be devolved to an autonomous
Agency. However, the final declisions to be taken must be reached

within the exlisting institutional mechanisms.

Interest in the project at Community level

The realisation of the internal market implies that all categories of
industrially prepared medicinal products should be allowed to
circulate freely throughout the Community. The Community must

‘therefore be provided with the means to reconcile differences between

Member States regarding the acceptance of products, while maintaining
the high standards necessary for the protection of the European
patient.

Financial implications

General remarks

a) The operational expenses of the new Agency will be covered

- in part by fees paid by pharmaceutical enterprises for the

evaluation of applications. The Commission intends to propose to
Councll a specla! financlal regulation for the Agency which will

Include a scheme of fee income for marketing authorization. It Is
intended that fee Income will ultimately provide the major source

of financing for the Agency;



b)

c)

d)
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In part by funding from the Communlty budget, through a new
budgetary line to be Inserted in the operational part of the budget
(Part B). The form of Community funding of the Agency will be
defined by the Commission proposal for the Agency's financial
regulatlion.

Approximative estimates of the flnanclal expenditure ‘involved are
given for |llustrative purposes in section 5.2. below. I[n order to
provide more precise estimates of the cost of the Agency, and the
anticlipated income from fees paid by the industry, a study will be
requested from an externa! consultant, to be completed before the
end of 1991. The estimates In section 5.2 In no way prejudge the

level of Communlty financing once the Agency is operational.

The Commission itself will aflso have new tasks resulting from the
introduction of the new procedures, and It |s therefore necessary

to provide the resources required (section 5.3. below).

.Both the leve! of Community funding of the Agency and the .resources
required from the administrative appropriations.of the Commission
wlll be determined annually in the course of the budgetary
procedure and will be entirely compatible with.financial
perspectives.
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Financial implications : The European Agency for the Evaluation of

Mediclinal Products

Year N° Amount Purpose
1991 B 5300 200.000 ECU Preliminary study
[ex B 7750]
1992 B 6306 (*) 2.000.000 ECU (**) Establ ishment of the
Agency
1993 B 5306 (*) p.m. Contribution from the

Community to the
operational expenses of
the Agency.

(*) .  New budgetary Iline
(**) This is an indicative amount which will be proposed In the

course of the 1892 budgetary procedure by the‘Commlsslon.

The operational! expenses of the Agency wilill be estimated in detall
following the preliminary study which is to be completed before the
end of 1991. Approximative costs and estimates of the resources
necessary are given below for illustrative purposes on an annual
basis.

Financlial Iimplications : services of the Commission

The new procedures requlre that the Commission, assisted by a
regulatory committee, adopt the final decislons on the grant, refusal
or amendment of auhorization, pharmacoviglilance alerts, tolerances for
residues of veterinary medicinal products, etc. Additional resources
will be required for this purpose, to be provided either through
internal redeployment or within the framework of the budgetary

procedure.
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The number of declisions to be taken each year has been evaluated as
follows :

1993 -~ 1994 1995
Community authorlzationé : human 30 45 '60
and veterinary (centralized

procedure)

Variations to Communlity 20, 60 150
authorizations

Arbltratlons (decentrallzed 100 150 120
procedure)

Pharmacovigllance alerts 50 75 100
Tolerances for resldues of 20 30. . 40

veterinary medicines
The estimated additional requlrements are
1. Personnel (N° A 1 and A 2)
1991 : + 2A + 1B + 2C : Preparat]én and establ! ishment ;f tﬁe Agency;
participation In the preliminary study

1992 : + 2A + 1B + 2C : Establlishment of the Agency

1983 : + 1A + 1B + 1C : Management of centralized and decentralized

decisions.

Total SA 3B 5C

Total cost (at 80.000 ECU per average) Is 400.000 ECU in 1991;
800.000 ECU In 1992 and .1.040.000. ECU from 1993.
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Meetings (N° A 2510)

In the event of an objectlon from one or more Member States, the draft
Commission decision will have-to be submitted to a regulatory
committee for approval. Two new regulatory committees are necessary
from 1993, one for medicinal products for human use, one for
veterinary medlicinal products, meeting at approxlmately'z monthly

Iintervals.

1993 : 120.000 ECU (10.000 ECU x 12 meetings).
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