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Disclaimer

Conformément au réglement (CEE, Euratom) n°® 354/83 du Conseil du 1er février 1983
concernant I'ouverture au public des archives historiques de la Communauté économique
européenne et de la Communauté européenne de I'énergie atomique (JO L 43 du 15.2.1983,
p. 1), tel que modifié par le réglement (CE, Euratom) n° 1700/2003 du 22 septembre 2003
(JO L 243 du 27.9.2003, p. 1), ce dossier est ouvert au public. Le cas échéant, les documents
classifies présents dans ce dossier ont été déclassifies conformément a I'article 5 dudit
reglement.

In accordance with Council Regulation (EEC, Euratom) No 354/83 of 1 February 1983
concerning the opening to the public of the historical archives of the European Economic
Community and the European Atomic Energy Community (OJ L 43, 15.2.1983, p. 1), as
amended by Regulation (EC, Euratom) No 1700/2003 of 22 September 2003 (OJ L 243,
27.9.2003, p. 1), this file is open to the public. Where necessary, classified documents in this
file have been declassified in conformity with Article 5 of the aforementioned regulation.

In Ubereinstimmung mit der Verordnung (EWG, Euratom) Nr. 354/83 des Rates vom 1.
Februar 1983 uber die Freigabe der historischen Archive der Europdaischen
Wirtschaftsgemeinschaft und der Europaischen Atomgemeinschaft (ABI. L 43 vom 15.2.1983,
S. 1), geandert durch die Verordnung (EG, Euratom) Nr. 1700/2003 vom 22. September 2003
(ABI. L 243 vom 27.9.2003, S. 1), ist diese Datei der Offentlichkeit zugénglich. Soweit
erforderlich, wurden die Verschlusssachen in dieser Datei in Ubereinstimmung mit Artikel 5
der genannten Verordnung freigegeben.
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EXPLANATORY IMEMORANDUI]

1. General considerations

1, Medicinal products for veterinary use, like those for human therapy, are

governed by differont legal provisions from onc Member State to another.

The need for Community rules is obvious from the economic point of view,
Although the number of preparations is distinctly émaller than in human
medicine ~ the proportion may be assessed at 1 to 10 -~ the consumption of and,
therefore, the trade in these preparations are considerable, Stock-raising

is becoming more and more industrialized, Tho concentration and intensification
of stock-raising which results from this and the sclection of highly productivae
breeds increase the risks of discases and their economic consequences, With

the achievement of the common agricultural market, the objecctives of production,
»profitability, freedom of movement and undistorted competition have become
vital in this ficld.

The nced for rules is even more evident from the standpoint of public health,
With the growing consumption of animal products, it is esscential that the
consumer of the trcated animal should suffer no harm. At this tims, when
problems of quality are again claiming attention, it is hardly necessary to
stress the benofit to health which rulcs in this field would confer,

2. This proposal for a directive is based on the principle that tho requirements

laid down for vctorinary medicinal products should not be less stringent than
those specified for pharmaceutical products for human use, This is in the
interests of consumers of products of animal origin, who must suffer no harm,

and also in the interests of effective therapy.



3.

That is why, whercver possible,‘the provisions concerning proprietary medicinal
products for human use (1) have been taken across to this ficld, Nevertheless,
in order to make allowance for problems peculiar to the veterinary field, it

was necessary to add certain special provisions,

The scope of the dircctives rclating to human use and that of this Directive
do not coincidc. The structures of the two markets are differents On the markets
of certain countries, veterinary medicinal products are commercialized in the
form of ready-made medicinal products and not proprietary medicinal products,
in order to kecep down the cost of packaging. For the same rcasons international

trade is carried on mainly in rcady-madz medicinal products,

In order to include most of the products entering into international trade it
is therefore necessary to widen the scope of the Dirsctive., This is also
necessary for reasons of competition, since the strict rcgulation of one
category of products would cause production to swing towards other less super-

vised catcgorics, and this would ultimately be harmful to public hecalth.

Another peculiafity of veterinary medicinal products is the danger of rosiducs
in animal products. It must be borne in mind that people may be harmed by
ingesting products derived from animals to which medicinal products have been
administcred. This raiscs the questions of the persistence of the medicinal
product, the route and duration of eliminéiion, and the necessary waiting
period between usc of the medicinal product and consumption of the animal
product, Thiswprpblom of residuss only arises in the case of products
administered to animals which are likely to provide Man with food. Less
stringent demands might.therefore have becn expected in the case of medicinal
products administercd to certain animal specics, pets; for instance, It ncver-
theless seemed hazardous to crcate two scparate categories of medicinal '
products in view of the corrupt and fraudulont practices which might have
ensucd and the problems of supewvision which would then have arisen. It
appearcd wiser to allow certain waivers within the framcwork of the standards

and protocols applicable to tests on votorinary medicinal products.

(1) Council Directive No 65/65/EEC, OJ 22 of 0.2,1965
Council Dircctive No 75/318/EEC, OJ L 147 of 9.6.1975 o/
Council Diractive No 75/319/EEC, O L 147 of 9.6.1975



4, The aim of this work on the approximation of laws is to introduce free move-
ment of vetorinary medicinal products while providing cvery safeguard for
public hcalth.

Having taken steps to safeguard public health at the product testing, manu-
facturing and marketing stage, the next problem which arose was that of the

frec movement of theso products,

1

The introdﬁctibn; at this stage, of freodom of movement might scem feasible
since the position with regamd to veterinary medicinal products is not
identical with that of medicinal products for human use. The public health
hazards may scom less serious, since the animal is used as an intormédiary
and thercfore acts as a screen between the medicinal product and Han,
Community rules adopted for agriculture have mado it possible to onsurc
freedom of movement for agricultural products while securing the protection
. of public health. '

These arguments were not devoid of weight but they clashed with other arguments
concerning the nced to progross by stagoes in a field which is closcly rclated

t0 health and is of prime importance for the economy of certain countrics.

Instcad of weighing up conflicting argumcnts which contributc nothing towards
health and postpone free movement indefinitely, it appearcd prefcerable to put
forward more moderate proposals for introducing, in the casc of~véterinany
medicinal products, the'systum of movement alrecady adopted with regard to
medicinal products for human use, This should enablc thoe perlods for the
adoption and implementation of the texts to be shortened and hence make it
possible to introduco freu movemunt for veterlnary medlclnal products more

rapzle than over—ambitious proposals would allow,
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II. Commentary on certain articles

' Article 1

It goes without saying that the word '"animal" refers to the whole of the
animal kingdom and not merely to farm animals. New definitions to supplement
those in Council Directive 65/65/EEC are necessary as the scope of the present
Directive has been widened to make allowance for the special circumstances
which prevail in this sector. Between the domain of the medicinal product
defined by the Directive of 1965 and that of additives in feeding-stuffs,
defined by Council Directive No 70/524 of 23 November 1970 (0J No L 270 of

14 December 1970), there is a whole range of products that must be covered

by the regulations if manufacturers are to be prevented from evading the

requirements by marketing under uncontrolled forms,

The ready-made veterinary medicinal product differs from the proprietary
medicinal product by the absence of a special name (trivial name). It haé
only a chemical name or an international non-proprietary name., Furthermore,
it is not necessarily offered for sale in a special pack but may be supplied
in bulk, It is specified that the ready-made product is marketed in a
pharmaceutical form which may be used without further processing and it is

therefore at this stage that authorization must be obtained for it.

The pre-mix for medicated feeds is defined fundamentally by its purpose: it is
intended for ulterior use in a medicated feed, This is how it is distinguished
from the ready-made product which may be used without further processing and
is not intended for this ulterior use., On the other hand, a pre-mix is not
necessarily a mixture: it is a medicinal preparation at the stage preceding

- . N *
mlixXinge



In contrast, the medicated feed is a mixture of one or more medicinal

preparations with one or more feeding-stuffs, made before marketing., It:can
be used Without further processing and this distinguishes it from the pre-mix.
Tts therapeutic purpose differentiates it from the compound feeding-stuff,

Article 2

1. Apart from the economic goals to be reached, the chief concern was to ensure
"that substances harmful to Man are not administered to him via his food,
A medicinal preparation is a product likely to be hazardous and must thére-
fore be liade subject to authorization irrespective of the way in which it
will be employed subsequently., Aside from the economic considerations '
already mentioncd, this is the reason which has led to the widening of the
scope of this Directive as oompared with the proposed directive on proprietary

medicinal substances for human use,

2. On the other hand, the provisions of this Directive do not adequately cover
certain specific cases (sera and vaccines, medicinal products based on
radioactive isotopes) and it is advisable not to apply them to these products

at present,

Similarly, it was not considered ad?isable to make these provisions mandatory
in the case of products which can have no effect on intra~Community trade,
namely, veterinary medicinal products not prepared in advance; %his refers

to medicinal produbts which correspond tovdrugs prepared according to
prescription in human medicine, i.e, medicinal products prepared by a

veterinarian for one particular animal, following diagnosis, -
! .

Finally, in order to make the present rules effective, it has been necessary
to regulate one aspect of the manufacture of medicated feeding-stuffs
[Article 2 (3)] pending rules applicable to medicated feeding-stuffs;



Article 3

Paragraph 1 of this Article is wholly comparable to the provisions governing

proprietary medicinal products for human use.

Paragraph 2 has been made necessary by the special situation which could arise
in this sector;for a "parallel" market, subject to no supervision whatsoever, |
might emerge if the rule simple stated that any medicinal product placed on
the market must be subject to prior authorization. It would be possible to get
round the rules, The first step woﬁld be to procure, as a raw material, such
and such a'substance for which no prophylactic or curative properties are
claimed; no authorization would be necessary since it would be a faw material
and not a medicinal substance. Thereafter, the purchaser would employ this
substahce as medication for his own livestock; no authorization would be
necessary since this medicinal product would not have been placed on the
market as such, N '

Such a possibility would be unacceptable from the point of view of both public
health and the economy. '

It has therefore been necessary to go beyond the idea of marketing and to

lmy down an unqualified prohibition of administration to an animal of a
medicinal product, in any form whatsoever, which has not been authorized
pﬁrsuant to the provisions of this Directive.. This provision assumes its full
meaning if reference is made to the concept of a medicinal product as laid
down in Article 1(2) of Council Directive No 65/65 of 26 January 1965.

It is very certain that such a'provision gives rise to difficult problems of
supervision. At the same,time, however, public authorities must be able to
counter the corrupt practices which could stom from the purchase of substances
not subject to the Directive's provisions and yet employed for a therapeutic
purpose, If such practices are discovered they must be penalized; this justifies

such a provision even if it is difficult to implement it.

An exception must be made in order to allow tests to be carried out on medicinal

products for which authorization has not yet been granted.

A
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The therapeutic indications must be taken in a broad sense: the "therapeutic
effect" concept must be understood to be the effect promised by the manu-
facturer, Mutatis mutandis, the therapeutic indications cover the indications
qﬁoted for medicinal products alleged to possess curative or prophylactic

- properties and also those quoted for medicinal products inténded for making
a medical diagnosis or restoring, correcting or modifying physiological

functions in animals.
Paragraph 6

‘The phrage "dosage for tHe various animal species for which the medicinal
product is intended must be interpreted with common sense: if a different
dose has to be administered to calves, cows, heifers etc., the dosage must

of course be given for these sub-categories,

The person responsible for placing the prbduct on the market must provide
all necessary information concerning the precautions to be taken duting use

of the product in order to ensure the safety of the person administering it.

Article 10

' It may be forbidden by law to use certain substénoes for particular purposes;

| an example is the use of oestrogens to fatten cattle, But if these substances
exert a fherapeutic effect, they must be allowed to qualify for authorization
as medicinal products, In order to reconcile theso requirements, authorization
may be refused if the medicinal product is offered for sale, for a use
prohibited under other Community provisions (Paragraph 3)e On the other hand,
this refusal would'be rascinded if this possible use were no longer
advertised. '

/o



Article 11

2.

1. In order to allow the marketing of medicinal products which ars useful but

which also present definite hazards, the authorization may entail the
obligation to print the necessary warnings on the label and the package
insert. The reference to clinical and pharmacological trials is designed
to confer an objective character on this provision. The second paragraph
of Article 13 enables the authorities to take account of items of
information which emerge after the medicinal product is marketed and to

reconsider the nced to make warnings obligatory.

At present the question of tracer substances doé; not appear important
enough to require a study at Community level of all tracer substances and
of all medicinal products which must be tagged. Nevertheless it‘would be
desirable for lember States not to specify different tracer substances,

If joint consultation proved unéatisfactory and if this problem were to
hamper freedom of movément, approximation mcasures would then be necessary.
In any event, the manufacturer should be informed about the obligation to
employ a tracer substance before and not after he determines the formula

of his medicinal product.

ArticQ 13

This Arycle makes it incumbent on the person responsible for placing the

product o the market to modify his testing methods Ef an improvement in

testing ma) pesult therefrom.

It also makeajt incumbent on him to notify the compatent authorities of any

new factors whch appear after the grant of marketing authorization:

- new factys over which the person responsible for marketing has no

control, such as sds-cffocts, interactidns, contra-indications, etc,
(second paragraph);

\



- any new factors which result from its use: modifications in the
composition, dosage, indications etc, (third paragraph). Naturally, in accordance
with the provisions of the Direcctive, he will have to give the reasons for

these proposed changes,

vIt did not appear to be necessary to specify the obligations of the competent
authorities; they follow from the provisions of the Directive., The investigation
measures vhich they will be led to take will depend on the new factors
communicated by the person responsible and, in accordance with the national
regulations, they will be led either to granf fresh authorization or to agree .
to tha modification simply by a letter to the person responsible.

Article 16

In regard.to the Committee for Veterinary Medicinal Products it is proposed to
apply provisions bascd on those specified for the Committee for Proprietary
Medicinal Prbducts in Chapter TII of Directive 75/319/EEC, for the reasons

put forward in thae General Conéideraxions.

TN

Article 23

It is prdposed to apply all the provisions concerning manufacture and import
from thifd countries, contained in Directive 75/319/EEC, to veterinary
medicinal products, Mofeover, it should be noted that veterinary medicine
'appears among the scientific discipline listed in Article 23 of Dirgctive
75/319/EEC: an article which lays down the minimum_quaiifications_required

. of persons who assumc responsibility for the manufacture and fésting controls
of proprietary medicinal products for human use,



Article 33

The expiration date has bcen mades mandatory in all cases in order to ensure the
corrcct use of medicinal products and to avoid wéstage which may be caused by
the absence of this item of information. In order not to give the user an
unjustified fecling of éecurity when the medicinal product, although not out-
dated, may have decomposed owing to bad storage,conditions, the next paragraph
makes it obligatory to mention any particular storage precautions that are

necessarye.

Article 35

.In particular, this concerns capsules on which it would be difficult to print

even the namec,

Article 39

The package insert must, without exccption, be included in the package of the
veterinary medicinal product for the purpose of information and the correct use
of the product, For example, the farmer must be informed concerning the
significance of the waiting period. A certain number of items are needed so
that the package insert may fulfil this object and these items must correspond
to the information and documents supplied pursuént to Article 4 and verified

by the competent authorities in accordance with Article 10,

On the other hand, the packgge insert must not contain any advertising matter;
it must concern solely the medicinal product which it accompanies, In the
intercsts of economy, this does not preclude mentioning the various forms of

this medicinal product on one and the same package insert.

Similarly, the name of another mcdicinal product may be included on it if the
marketing authorization prescribes such a reference pursuant to the first

paragraph of Article 1l. This would apply, for instance, to the antidote,

ofs



Instructions for correct administration are necessary when the medicinal
products are completely effective only in certain funptional states of the
organism (e.g. when fasting) or in certain stages of the disease_(e;g.
treatment of parasitoses) or in combination with certain concomitant measures

(g;g. stimulation of dirculation).



THEZ COUNCIL OF THE EUROPEAN COIRIUNITIES,

Having regard to the Treaty establishing the Europcan Economic Community,
and in particular Artick 100 therecof,

Having regard to the proposal from the Commission -
Having regard to the Opinion of the European Parliament,
Having rcgard to the Opinion of the Economic and Social Committee,

Whereas the primary purpose of any rules for the: production and
distribution of veterinary medicinal products must be the safcguording of public
health; '

Yhercas, however, this_gbjectivé-must be achieved by means which will not
hinder the development of industnyamﬂ‘trade'in medicinal products within the

Community;

‘Whereas, insofar as thoe llomber States already have certain provisions laid down
by law, regulation or édministratiye'aotion governiﬂglveterinary medicinal
products, such provisions differ in essontial principlés:and whereas this
rosults.in the hindering of trade in.medieinali products within the -

Community and therceby directly afféctithé estabiishment and functioning of

. }he common market;

" Whercas such hindrances must accordingly be romoved; and whercas this entails

approximation of the relovant provisions; -

Whereas ‘the provisions of this Directive which concern veterinary medicinal
products are not adcquate; although appropriate, for veterinary médicinai
products .used to confer active immunity, to diagnose the state of immunity

and to confcf passive immunity and for medicinal products bascd on radioactive
isotopes; whercas it is therefore advisable not to prescribe their‘app}icaxion

to such products for thc present;.

e
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Whereas medicated feeding-stuffs do not come within the =~mbit of this Directive,
but whereas it is necessary, oo nuch for public health.as eaononis reasons) to
prohibit the use of unauthorized medicinal products in the manufacture of

medicated feeding-stuffs;

Whereas marketing authorization shall be refused where a medicinal product
lacks therapeutic effect’ or where there is insufficient proof of such effect

promised by the manufacturers;

Whereas it is advisable, in order gradually to achieve freedom of movement ‘ow

veterinary medicinal products, to facilitate the granting of nmarketing-enfthorisa-
tions in several Member States for one and the same medicinal product;

- Whereas, for this purposs, a Commitiee for Veterinary Hedicinal Products should
be set up, oconposod °f representatives of the Member States and of thef
Commission, responsible for giving an opinion as to whether a particular -
veterinary médicinal prodﬁct'éomplies with the requirements set out in this

‘Directivzg

Whereas thisDirective is only one stage in the achievement of the aim of

freedom of movement of* veterinary medicinal products; whereas, for this purpose,
new measures Wwill prove necessary}in the light of oxperierde goined =:-is
esp901a11y within the said Committee, for the rovoval of the

remalnlng barrlers to freedom of movement'

Whereas, in order to facilitate the movenent of veterinary medicinal products
and to prevent the checks carried aﬁt in one Member State from being repeated
in another, minimun requirements for mamufacture and imports from third
countries and the grant of authorization relating thereto, should be abplied!
to veterinary medicinal products, as specified in Council Directive
75/319/EEG on the approximation of provisions laid down by law, regulation or
administrative action relating to proprietary medicinal products,

HAS ADOPTED THIS DIRECTIVE 3

(1) 0T No L 147, 94641975, pe 13.



Chapter I — Definitions and scgge of amnlicntion,

Article 1

1. The definitions laid down in Article 1 of Council Directive No 65/65
3n dho approfdnation of iprovisions 1042 doom by laury .. . T 3o,
regulation or administrative action relating to proprietary medicinal

products(l) shall apply to this Directive,

2. Furthermore, for the purposes of this Directive, the followring Cefinitions shall
apnly
v~tor1nnry modicinal product chall qedn eny:insdioinalcproduct intended for

animals,

- Ready-made veterinary medicinal product shall nepon anyrimtorincry-nodicinal
product preparcd in advance and marketed in a pharmaceutlcal form which

may “be used without further processing;

- pre-mix for medicated feceding-stuffs shall rpgnvahy vetoriacry - -undiicinal
~ product prepared in advance with a view to the subsequent manufacture
of medicated fecding-stuffs,

. _ .
- medicated fecding-stuffs’ shallencan-any uixturcyof .n.vcterinary’ nedicinel

product or products and fceed or feeds which is ready prepare’ for
!ur\util? and fatonded to be fud to sninels without further procossxnb,
bccausu of .{t% ourntive orcprovontive. proportian or othcruproportzco

of the medicinal substance covered by Article 1 (2) of the said - A

’

Council Directive, : Ve S

3. The additives incorporated'in animal fceding-stuffs and the supplementaiy
animal fecding-stuffs covered by Council Directive No 70/524 . °

(2)

concerning additives in feeding—stuffs shall, for the purposes of

the present Dircctive, not be considered as medicinal products.

Article 2

1. The provisions of this Directive shall apply to veterlnary medicinal products

. PR S o -
cey <. R .o

(1) 67 No 22 of 9.2.1965, ve 20

@) o5 w1 270 of 14.12,1970 -, | /s



-15 -

whether offered for sale in the form of proprletary mcdlclnal products,

ready-made veterinary medicinal products or pre-mixes,

2. The provisions of this Directive shall not apply to:

(a) medicated fecding-stuffs, _
- (b) veterinary medicinal products used with a view to producing active
immunity, diagnosing the state of immunity and producing passive
" immunity, ,
(¢) veterinary medicinal products based on radioactive isotopes,
(d) veterinary medicinal products not prepared in advance and intended

for onc particular animal,

3, However, pending éeparaie'provisions for medicated feeding~stuffs, a
pre-mix shall not bo usoed for themanufacturo .of nodicated foeding-stuffs
if it has not rcceived the authorization referrcd to in Article 3.

Chapter II - Apglidation for marketing authorization

for veterinary medicinal products
Article 3
1. -% veterinary med101na1 product shall not be sarketed i o eber Stot. il

authorlzatlon has not been prQV1ousLy issued by the competent authority
'of that Member State.

2., A veterinary medicinal product ohzll not be aduimistercd to aninals if tho
" guthorization provided for in the preceding paragraph has not beeniissued,
except where tests of medlclnal products referred to in Article 4 {10)

/
are concerned.

Article 4

For the pwrpose of obtaining the marketing authorization provided for in
Article 3, the person responsible for-placing the product on the market
-shall lodgoe an application with the compefent authority of the Member State,

2



1,

2.

3.

4.

Se

Te
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The following particulars and docﬁmonts shall be appended to this application:

name or corporate name and domicile or pernanont.address of ~the porson rcsponsibi

placing the medicinal product on the market and, where applicable,of the

manufacturer. also

name of the medicinal product (trivial name, common name, with or without

a trade mark or name of the manufacturer; scientific name or formula,

with or without a trade mark or name of the manufacturer);

qualitative and quantitative particulars of all the componcnts of the
modicinal produc’ égprossed in -ithe’usual -terms, btut excluding enpiridal'chemical
formulae, with mention of the international non-proprictary name ro-

commended by the World Health Organization " if

brief description of the method of preparation;

such name exists;

fherapeutic indications, contra-indications and side-cffccts;

dosage for the various specics of animal for which tho.medicinal product is
intended, its pharnaceutical form, nmethod and ncans of adninistration and

expected shelf life;

reasons for the precautionary and safety measurcs to be taken when using

the medicinal product, if applicable;

Lt

~

indication of the neccessary delay ‘botwoen the -adninistration of

- *

the medicinal product to animals under normal conditions of usec and the

production of food stuffs from. such aninalsy in ordor to ensurc ‘that such food

does not contain any residues which might jcopardize the health of the

consumer;

L
A
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9, Description of the testing methods cemployed bty the manufacturcr (qualitative
and quantltatlve analy51s of the components and the finished product, special
tests, .g. sterlllty tcsts, tests for the presence of pyrogenic substances,
for the prescnce of heavy metals, biological and toxicity tests, tests on

intermediate products);

10. Results of:

- physicochemical, biological or microbioiogical tests;
- toxicological and pharmacological tests; '

- clinical trials,

The results of the toxicological and pharmaoologioal tests shall relate more
particularly to the metabolism of the active components in the animol and in partie
cular’ 4o the mode and duration of their elimination, if such data are

important for the purpose of chocking the'indicated dolays »

Notwithstanding the foregoing,

'a) a list of published references relating to the toxicological and s

" pharmacological tests thé clinical trials,and  the data concerning |
the delay shall bo substituted for the rclevant tost results
in the case of:

i) a medicinal product with an established use, which has been

adequatcly tested on animals so that its effects, including
sido—effecfs, are already Xnown and are included in the published

_ ferenoos- | v' '

;ii) a now medlclnal product, in which +the active -

| components arc identical to thescof a known medlcinal product
with an established uses

iii) a new medicinal product containing only known components that
have alrcady been used <4ogether ° -+ in comparable proportions
in a@equately tested medicinal products with an established usc;

/e
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b) in th2 case of a new mediocinal product containing known componcnts
not hitherto used : together | for thcrapeutic purposes,
rcferences to published data shall be substitutcd for the tosts
of such componénts; .

11, one or more specimons or mock-ups of the sales presentation of the

medicinal product together with a package insert;

12, a document showing that the manufacturer is authorized in his own country

to produce medicinal products;

13, any authorization to place the rolevant medicindl? prodiet on the narket,
which may havo been obtained:in another IMonber S¥Bto or in a third countrye

Article 5

Member States shall make all ﬁecessary arrangements to ensurc.that: thed documehts

and particulars listed in points 8,9 and 10, of the'second paragraph of Article 4,are
drafted by experts with the requisite technical or professional

qualifications before being submitted to the competent authorities.

These documenis and particulars shall be signed by the experts.

A}

Article 6

According to their particular qualifications, the rdle of the experts shall be:

1. to carry out such work as falls within their particular discipline
(analysis,_pharmacology and similar oxperimental sciences, clinical
trials) and to describe objoctively the quantitative and qualitative

gesults oﬁtained;
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2. to describe their findings in accordance with Council Difective Of eavees
on the approximation of the laws of Hember States rolating to analytical,
pharmaco*toxicological and clinical standards and protocols in respect of

the testing of veterinary medicinal products, and in particular to state:

a) in the case of analysts, whether the product oconforms with the
stated composition, providing any reasons for the testing methods

which the manufacturer nay use;

b) in the case of pharmacdlogists or similarly qualified specialists,

- the toxio;ty ©of the product and the phannacological
properiies observed,

- whether, after administration of the medicinal product under normal
conditions of use and observance of the prescribed delay, food

stuffs obtained from the treated animals contain. . residues which might
constitute @ hoalth hazard to the consunerg | o

c).in the case of clinicians, whether theyphave found éffects in aninals treated-‘
with the product -~ . corresponding to the information furhished by
the manufacturer pursuant to Article 4, whether the product is well
tolerated, what dosage they recommend and what are the contra~indiéations

and side-effects, if any;

3. to give'rgasons for the use of the references to published data referred i
to in provisos a) and b) of iton 10 in the sccond paragraph of Article 4,accords
to the conditions laid down by Council Dircctive of seeeesss On the
approximation of the laws of Momber States relating to analytical,
pharmaco~toxicological and clinical standards and protocols in respect

of the testing of veterinary medicinal products,
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The experts' detailcd reports shall form patt of the dossier which the
applicant shall lodge with the competent authoritics.

Chagter IIT - Instructions for agglica’cion for authorization

Authorization - Renecwal of authorization

 Article 7

Ilember States shall take all appropriate measures to ensure that the procedure
for granting -~ authorization to place a veterinary medicinal product on the

market is completed within 120 days from the date of subnission of the applications

In exceptional cases this time-limit shall bo extended for a further 90 dayse
The applicant shall be notified of such extension before the expiry of the

i

initial time-limit,

Article 8

In order to examine the application submittced pursuant to Article 4, the

competent authorities of the lMember States shall

1, check that the particulars submitted in support of the application
comply with the said Article 4 and, on the basis of the reports drawn up
by the experts pursuant to Article 6, ascertain whether the conditions for

the issue of the marketing authorization have been fulfilled;

24 submit the medicinal product for testing by a State laboratory or a
laboratory designated for this purposc, in order to ensure that the testing
methods of control employed by the manufacturer and described in the

dossiery in accordance With itan 9 of the socond paragraph of Article 4,are
saxlsfactory,

3 where appropriate, require the applicant ° 4o supplement the
dossier ds rogards the items listed in Article 4, Where the competent
authoritics avail theﬁseives of this course of action, the tino-linite
gpecified

o/
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in Article 7 shall be deferred until tho supplonentary-data roquired have
been provided. Similarly, these time-limits shall be dcferred for the
period allowed to ¥he applicant, where appropriate, to explain himself
orally or in writing,

Article 9

Member States shall take all appropriate measures in order that:

le¢ the competent authoritiss may ascertain that the manufactureré and importers
.of veterinary medicinal products from third countries ars able to carry
out manufacture in compliance with the details supplied pursuant to iten 4 of &
the second paragraph of Article 4 and/or to carry out the tests in accordance
with the methods describod in the dossior under iten 9 of the scoond paragraph
of Article 4

2. the compotent authorities may authorize manufacturers and importers of
veterinary medicinal products from taird countries, in exceptional and
Justified cases, to have certain stages of magufacture and/or certain of
the tests referrcd to in parégraph 1 carried out by third parties; in
such cases the investigations by the compestent authoritiocs shall also

e carried out in those cstablishments,

Article 10

The authorization provided for in Article 3 shall be withheld if, after 4
examination of the documents and particulars listed in Article 4, it appcars:

| 1. that the medicinal product is harmful a8 regards tho conditions of use stated at
the tine of application for authorization, or that thore is no therapeutic effec
" inswfficient proof thercof by the applicant as regarcs the' epecios of &ninal

which 1is t0 be treated, or that the qua11ta¢ive or quantitative conposition

-

of the nedicinal product is not as declared ;

/e
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2. that tho waitihg period rccommended by the applicant is not long cnough
1o cnsure that foodstuffs obtained from the treated animal do not contain
residucs which might jeopardize the health of the consumcr, or is

insufficiently substantiated;

3. that the medicinal product is offered for sale for a use prohibited under

other Community provisions;

Authorization shalllalso be withheld if the dossier submitted to the competent
authorities does not comply with Articles 4, 5 and Ge

Article 11

The grant 'of authurization provided for in Article 3 shall

require " <  the person responsible for placing the veterinary
medicinal product on the market .. tb' indicate on the container and/or the
outside wrapping and the package inscrt other particulars essential for safety
or health protectioh , including any special precautions relating to
use and any other warnings resulting from-the ¢lihical-and-pharrmeolokical-L
trials specified in item %9 of Article 4, of-from exporznncefgaaned during the

use of the medicinal product once it has been marketed.

Authorization'shall also require the inclusion-of a traser T e

substance in tho medicinal product,

Article 12
The granting of authorization shall not dininish the legal:1lability of the

manufacturer and, where appropriate, of the person respon81ble for placing

the veterinary medlclnal product on the mar&bt.

Article 13

The person responsible for marketing shall accoopt the test method provided
for in iten 9 of attiole 4in accordance with the advancement of technology
and the progress of science if such adaptation~  ensures more reliable

© testing of thc medicinal product,

’

/s
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The porson responsible for placing the vetorinary medicinal product on the
market shall forthwith  inform the competont authorities of any new
information which entails amendment of the particulars and documents referred
to in Article 4 or additional cxamination, and more ospecially any prohibition

or restriction prescribed by the competent authoritics of thé States in which

‘the medicinal product is marketed.

The person rcsponsible for placing the veterinary medicinal product on the

merket shall immediateky'inform the competent authoritics of any alteration he
proposes to make in the particulars and documents referrcd to in Article 4.

 Article 14

Authorization shall be valid for five years and shall be renewable for five~
year,periods, on application by the holder within the threec months precéding
the:.dnte of expiry, in accordance with the previsions of Article 13,

Chapter IV ~ Committee for Vetcrinary Medicinal Products

Article 15

1. In order to facilitate the adoption of a common position 5y the Member
States with regerd 4o ndrketing svthorizations, a Cormittes for Veterinary
Medicinal Products, hereinaftcr called the "Committee", is hereby set up;
it shall be composed of rapresentatives of the Momber States and of the
Commission. |

2¢ The Committec shall, when so requested b& a Member State, exéﬁiné questions
relating to the implcmehtation of Articles'lo, 20 and 33, in accordance
with Articles 16-21, o |

3. The Commitfee shallldraw up its own rules of procedure,

Article 16

1, The Member State which has issued a marketing authorization for a

veterinary medicinal product shall {ransmit to the Committee a dossier con-
taining a copy of thim authorizastion together-with the-partioularse and
décuhionts specificd in the second paragraph of Article 4, if the person

" responsible for nmarkoting has requested their transmission to at least five
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- otherMember Stotesg 1 7 oo

2. Tke Committee shall forthwith imnnsnit,the'dbssierutd,theieqmpbtént

anthoritics of the specificd Menber Siatbsy--

3« Such trensnission.shall be deemed to be eguivalent toitho subnission bf an- -

application: for narketing authorization to the.sald nuthbrities within  the
neaning of Artiole 4e '

Article lz

1.

2.

1.

3.

Ify within a period of 120 days after the date of tranBnission:referred -
to in Article 16 (2), no objoction has beeninotified to"the Comnittee by the
competent authorities of the Member States specified, the Committee shall

formally rccord the fact and forthwith inform the Momber States concerned,

Where a Member State considers that it is unablc to authorize the marketing

of the veterinary medicinal product, it shall forward its Pegabnad objection,
founded in Article=19 within the said-period of 120 dayey

Article 18

In the cases reforred to in Article 17 (2), the Committee shall consider the

matter and shall deliver its reasoned opinion within 60 days fron the: "
expiry of the time limit laid down in Article 17.

. The opinion of the Committee shall deal with the compliance of the veterinary

medicinal product with the conditions sct out in Article 10,

The Committce shall forthwith inform the Member States concerned of its

opinion or, in the event of dissension; of the opinions of its members,

The Member States concerned shall rcach a decision on the application for
marketing authorization not latertthan 30 days after the date on which the

information providad for in Article 17 (1) or paragraph 2 ‘Reveef ' * ="

is given, They shall forthwith inform the Committee of their decision.

o/
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Article 19
1, If several applications have beon Bubnitted in.aceordanee With Article 4
b for marketing authorization for ¢he same. = veterinary medicinal

producty and onc or more Member States has granted such authorizatién‘while
one or more of the other Membor States have refuscd it, one of the Member

- States concerned may bring the matter before the Committee;

,The same shall apply where one or more Member States have suspended or
withdrawn © marketing authorization while one or of -tho. other'Momber States

have not donec so.

2. The Committce shall consider the matter and shall deliver its reasonedzopinion
withdn 120 days at tho latest,

3. The opinion of tho Committee shall only deal with the grounds on which
authorization was refuscd, suspended or withdream,

The Committee shall forthwith inform the Member States concerned of its

opinion or, in the event of'_dissensionw, of the opinions of its members,

4; The Member States concerned shall give notice Within 30 days of the action
. they intend to tako follow:mb the Committee s opinion.

Article 20

The Committce shall sch & tiné limif for 4-frosh exaninabion ion the basis’ of
particulars relaxing to the conditions laid down in Articles 10, 26 or 40
obtained in the meantime by Maenber States and in particular by those which

_ have authorized the veterinary medicinal product.
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Article 21

Ths competent authorities of Ilember States shally!in Bpscifiv oades-where:the
interests of the Comnmunity are involved, refer the matter to the Committee
before reaching a decision on an application for marketing authorization,

its suspension or rwithdrawal, ..

Article 22

1. The Commission shall report to the Council annually on the operation of the
procedura laid down in this Chapter and its effects on the development of
intra-Community trade. It shall nake it® first Seporh two years aftex -
the entry into force of this Directive.

2+ In the light of experience the Commissiéﬁ éhéil,r;of later than four years
after the entry into force of this Directive, submit to the Council a
proposal containing appropriate measures leading ~to-. the abolition of
any remaining barriers to the, free movement of veterinary medicinal products.
8till in existchee, . . I T o
The Council shall take o dooision on the Comnission proposal not later
than one year after its subtnission,
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Chapter V - Manufacture and imports from third countries

Article 23

1, Member States shall take all abpropriaxe measures to ensure that the
manufacture and :-inports-~ from third countries of #eterinary medicinal
products- are subject to the holding of an authorization,

2. The provisions concerning manufacture and imports from third countrics
referred to in Chapter IV of the second Directive 75/319/EEC shall applye

Chapter VI - Supervision and sanctions

Article 24
The competent authority of the Mamber State concerned shall ensure by means
of inspectiony that the lesgal requirements relating tp veterinary medicinal’

products are complied with,

Such inspections shall be carried out by officials fepresenting the competent

authority who shall bo~empowerad to &

1. . - Inspect nanufacturing or commercial cstablishments and’ any laboratories
" entrusted by the holder of the authorization referred to in Article 23 (1)
with the task of carrying out checks pursuant to Article 9 (2);

2,  Take gamples;

3, - " Dandne any documents relating to the object of the inspection, subject
to aurrent provisions - - . in the Member States at the time of notification
of this Directive which place restrictions on these powers with regard to

the description of the method of preparation.

0/6
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Artiole 25

Member States shall take all appropriaté measures to ensuré that the person
responsible for marketing a veterinary medicinal product and, where appropriate,
the holder of the authorization referred to in Article 23(1) furnish proof

of the tests carried out on the finished product and/br on the components

and - - - intermediate products of the ménufacturing process, in accerdance with
the methods laid down for the purposes of - marketing authorization.
Artivle 26

The competent authorities of the Henber: Statesldhall “suspendrorwtthdrmy tnarketing
authorization when it is clear that:

A1. the medicinal product may be harmful under the conditions of use stated at
the time of application for authorization or subsequently, or that the peqdi.-
cinal ° product lacks therapeutic effect or that its qualitative and
quantitative compesition is not as declared;

2¢ the recommended - .@elay>-~:< is inadequate to ensure that foodstuffs
obbtained from the treated animal do not contain residues which might
endanger the health of the consumer;

3. the medicinzl product is offered for sale for a use which is prohibited

by other Community provisions;

4. the informafion given in the dossier pursuant to Articles 4 and 13 is

incorrect;
5. the tests referred to in Article 25 have not been carried out;

6. the obligations referred to in the second paragraph of Article 11 have
not been fulfilled. '

The therapeutic effect is niesing when it is established that the medicinal
product cannot produce thereapeutic results in the aspescies of aninal for.vhich

the treatment is intended.

Authorigation nmay also be suspended or withdrawn whore ¢

YA



-~ the particulars supporting the application, as provided for in Article 4,
have not been amended in accordance with the first and third paragraphs of
Article 13; ' '

- any new information referred to in the second paragreph of Article 13

has not been commnicated to the competent authorities,

Article 27

1. Notwithstanding the provisions of Article 26, - Member States shall take
all necessary measures to ensure that supply of the veterinary medicinal
product is prohibited and that such medicinal product is withdrawn from
the market where: |

a.vit is 6lear that the medicinal product is harmful ﬁnder the conditions
of use stated at the time of the application for authorization or -

subsequently, pursuant to the third paragraph of'Article 133

b, the medicinal product lack51therapaut&cﬁeffect1Qn1the}specie91e£;animgl for

which the treatment was intcnded;

c. the qualitative and quantitative composition of the medicinal product

. is not as declared;

d. the recommended - delay-r:~. is inadequate to ensure that foodstuffs
obtzined from the treated animal do not contain residues which might

endanger the health of the consumer;

e. the tests referred to in Article 25 have not been carried out or where
another requirement or obligation relating to the grant of thé
authorization referred to in Article 23(1) has not been complied
with,

2. The competent authority may confine its order prohibiting supply and
-the - withdrawal from the market solely to manmufacturing batches
over vhich there is a dispute. o
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Article 28

1. The competent authority of o Member State shall suspend or withdraw rthe
authorization referred to in Article 23 for a category of preparations or
for all preparations when one of the requirements laid down for the

obtaining of this authorization is no longer met,

2. The competent authority of a Member State may, in addition to the
measures set out in Article 27, either suspend manufacture or
inports  of veterincry mediocinal products from third countries or
suspend or withdraw the auwthorization referred to in-Artiole 23 Yor a
category of preparations or for all preparations in the event of nons
observance of the provisions regarding manufacture or imports . - from

third countries,

Article 29

Member States shall take all appropriate meacsures to ensure that the competent
authorities concerned communicate to each other such information as is appropriaté
to secure compliance with the requirements for the authorization referred to

in Article 23 (1) or formarketing authorization. |

A\

Article 30

All decisions tzken pursuant to Articles 10, 26 and 27, all negative decisions
taken pursuant to Articles 9(12) and48(3)-of bhis Directive and all: docisions to
withhrold: authorization to. nanufacture or to inport fron third countrdes: or to
suspend or withdraw -2anufacturing authorization shall state in detail.. the
reasons on whioch they are based, Such decisions shall be notified to the

party concerned who shall at the same time be informed of the remedies

available to him under current lsgiblation and the tine~linmit within whioch

such - remedies must. be soughte

Authorizations to place veterinary medicinal productson the market and

decisions to revoke such authorizations:shall- be- published by each Merber State
in its official gazette, '

eoe/eee
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¢ Article 31

N Deciéions to grant authorization td market, - withhéld, suspend or {3thdiaw
aufhorization, to prohibit‘supply, to witﬁdraw a product from the market
or to suspend manﬁfactﬁre or imports:f: from third countries of veterinary
medicinal products sha11mon1yfh¢\tak@n on the grounds set out in this
Directive. - : '

Article 32

-Each Member State shall take all * appropriate measures to ensure that

. decisions authorizing marketing, refuging or withdrawing a: narketing authorization,
cancelling a decision refueing or withdrawing marketisg authorization, prohibiting |
11 3upply or withdrawing a product from the market, together with the reasons |
on which such decisions are based, are brought to thc attention of the

Committee forthwith, o
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Chapter VII = Labelling and package inserts

in the pack~ging of veterinary

nodicinel produtts

Article 33

The following particulars shall appear in legible characters on containers

and outer packages of nedicinal products:

1« Name of the medicinal produet, which moy be a trivial name or a common name
with or without z trade mark or name of the manufacturer or a scientific

nane or formula with or without a trade mork or name of the manufactufer.

2. Next to the name of the medicinal product,its qualitative and quantitative”
composition expressed in active components per dose-unit or as a percentage,
aocording to the pharmaceutical form and, in addition in the cases.pcferred
to in the second paragraph::of Article 1} the tracer substances,

The internationzl non-proprietary names recomnended by the World Health

Organization shall be used wherever they exist.

3. Reference number for produotlon 1dent1f1catlon (manufacturer s batch

number ) .¢

4. DNumber of the authorization for placlng the veterinary medicinal product on
the market,

5. Name or corporate name and permanent addreés'or headquarters of the person
rosponsible for . placing the veterinary nedicinal product on the narket-and,.
whero' applicable, of the nanufacturer also,

6. The species of anina) for shich the nmedicinal product is intonded: ) the nethod
and peans of administration.

Te UDelay, if anys:

cosfees
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8., Date-of.cxpirys

- -

9. Special storage precautions, if any.

10. The particulars Ikid:dovm in the first paragraph of Article 11, if

necessarye. - -

11« The words "For veterinary use".

The pharmaceutical form and the contents by weight, volune or

nunber of dose=~units need only be shown on the outer package o

- o . S,
S U — . % .. , The provisions of the
Annex, Part 1, A $0 Council Directive ofseecessessssson the approximation of

the laws of Member States rélaxing to analytical, pharmaco-~toxicological and
clinical standards and protocols in respeot of the testing of veterinary
nedicinal products in so far as they concern the active conponenis of veterinary
nedicinal products described qualitatively and quéntitatively shall apply to the

.particulars given in point 2, . Article 34

As regards ampoules, the particulais listed in the first paragraph of
Article 3} shall be given on the outer package » On the actual containers,
however, only the following particulabs shall be necessarys

-~ name of the medioinal product,

- quantity of active substances,

~neans of administration

- reference number for production identifiecation
(nanufactuerts batch number)

- date of expiry

=~ the words "For veterinary usé".

coo/ooo
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Article 35

As regards small single~dose containers, other than ampoules, on which it
is impossible to give the partioculars mentioned in Article 34, the require-
" ments of Article 33 shall apply only to the outer package.

Article 36

As regards narcotics, in addition to the particulars mentioned in Article
33, both the outer package and the container shall bear a special sign

consisting of a double red line.

Article 37

Where there is no outer package, all the partioulars which should feature
on such - package pursuant to the preceding Articles shall be shown on the

container,
Article 38

The partioculars mentioned in items 6,7,8,9, 10 and 11 of the first paragraph
of Article 33 and in the 3rd and 6th indents of Article 34 shall appear

on the outer package and on the container of medicinal products in the
language - . or lunguages of the country in which they are being
placed on the market,

Article 39

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

" - insert which must be inoiuded in the package dhveterinary medicinal

product relates solely to that medicinal product,.
The package insert shall oontain only the following particulars, which

shall conforn with the Information and documents provided pursuant to
R .’ . . . ) )
Article 4 and which have been approved by the competent authoritiess

eve/oee



a) Name or corporate name and permanent address oy headquarters- of ‘$he person

responsible for placing the veterinary medioinal product on the market and,when

applicable, of the manufacturer also j

b) Name of the medicinal product and a statement of its active canpononts
expressed qualitatively and quantitatively.

The international non~proprietary names reoommended'by the World Health
Organization shall be used wherever they exist,

¢) The main therapeutio indioations;, contra~indications and side-effects
in so far as thore particulars aro nccessary for the use of the medicinal
products 3

" d) The speoies 6f anina} for which the modicinal -product is intended, the dosage

- suitable for this speocies, tho nothod and nemns of adninistration and advice
on corroot administration, if necessary;

e) If necessary, all details concerning the delay. §
f) Special storage precautions, if necessary;

g) The particulars required by the first paragraph of Artiole 11, if

Nnecessaxye

Article 40

Where the provisions of this Chapter are not observed and a formal notice
addressed to the person ooncerned has boen ineffecotive, the competent
authorities of the Member States may suspend or withdrow the authorization to
place the veterinary medieinal product on the market, ‘ '

A1l deocisions taken by virtue of the preceding paragraph shall state in detail
the reasons on which they are based, A decision shall be notified to the party
concerned, along with the ronedics available to hin under current legislation.
and the. tine allowed for socking Buch renedios) |

\

eosfoee
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Article A1

Thbsrequircments'of'Membcr“Stawes*cnnccrndng’cvnditiohs'of*supply %o the publio;
the marking of prices on médicinal products for veterinary use and
industrial property rights shall not be affected by the provisions of this
Chapter, ' -

'

Chepter VIII « Implenenting provisions and transitional

neasures

Article 42

Menber States shall bring into force the laWs, regulations and administrative
provisions . necossary to comply with this Directive within eighteen

nonths of its notification and shell forthwith inform the Commission thereof.

Member States shall ensure that the main provisions of national law which
they adopt in the field governed by this Directive are commnicated to

the Comnission.

Article 43

1o 48 regards the authorizations referred to in Article 23 which are issued
before the expiry of the time-limit laid down in Article 42, Member
States shall gront an additional period of one ycar to the undertalkings
concerned to enable them to comply with the provisions of Chapter V.

2. The other provisions of this Directive shall be applied progressively,
within fifteen years of the notification referred to in Article 42, 1o
veterinary medicinal products placed on the market by virtue of previous

provisions,

vesfone.
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3, Member States shall notify the Commiésion, within three years following
\the notification of this Directive, of the number of veterinery medicinel
products covered by paragraph 2, and, in each subsequent year, of the
number of such products for which the marketing authorization referred
to in Article 3 has not yet been issued,

Article 44

This Directive is addressed to the Member States.
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PROPOSAL FOR A COUINCIL DIRECTIVE
O THE APPROXTHATION OF THE LAWS OF (IEBER STATES
RELATING TO AWALYTICAL, PHARMACO-TOXICOLOGICAL AND
‘ CLINICAL STAWDARDS ALD PROTOCOLS
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Explanatory memorandum

As with proprietary medicinal products for human beings, it is necessary,

in the case of veterinary medicinal products, to make certain additions to
the principles laid down by the hasic Directive in orderlto allow veterinary
medicinal products freedom of movements By defining the data to be supplied
concerning the characteristics of medicinal’products, by setting out a
common plan for the presentation of these data and by laying down the broad
lines for testing medicinal products, this Dirébtive will, at one and the
same time, assist manufacturers, competent national authorities and.the
Committee on vetérinary medicinal products envisaged in the Councill
Directive seceveveees Of seeoeees On the approximation of the laws of

Menber States relating to veterinary medicinal productse

This proposal was drawn up on the basis of the studies made in the field of
proprietary medicinal products for use in human beings, However, the
special problems raised by veterinary medicinal products have led to a cer-

tain number of original provisions being made.

In the first place, it is important to protect the health of‘peOple who
consume animal products. Advanced pharmaco-toxicological studies have been
planned in order to determine the possible presence of residues in food-
stuffs obtained from treated animals and the effects of such residues.
These tests must make it possible to establish the necessary waiting period
from the time when the medicinal product is administered to the animal
until foodstuffs are obtained from the animal, in order to eliminate human
health hazards. It is also important, however, to consider the protection .
of the treated animal, sinoe, after all, this is the prime object of veterinary
medicinal products; but this gives rise to a difficult question, i.e. the
| extent of the assurances which the competent authorities may require as'to
the safety of the product for the intended epecies of animal, In the case
of medicinal products for human use the answer is obvious - évery possible
assurance is required. Where veterinary medicinal products are concerned "

the answer is not so easy,
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From the scientific standpoint it is clear that all the ftoxicity tests
(single dose toxicity tests, repeated dose toxicity tests and tolerance
tests) must be carried out in every case., By means of the first type of
fest it is possible to determine whether the product is highly or fairly
- toxic and generally to describe the acute symptoms of intoxication. The
second type of test provides information concerning the mechanism of the
intoxication process and make it possible to identify the side-effects
which are masked in the acute toxicity tests. Similarly, the tolerance
tésts in the intended species of animal enable the maximun tolerated dose

and the intolerance symptoms to be established.

From the economic standpoint one must nevertheless consider whether all these
tests to safeguard the health of the treated animal will excessively penalize
veterinary medicinal products as againsf medicinal products for human use.

In the case of veterinary medicinal products, the toxicity tests are
numerous: one range of tests is intended to protect the treated animal's
health, another range is intended to protect the consumer of animal products
(residme tests). One must therefore prevent the cost burden imposed on veter-
énary research from handicapping the sales prospects of such medicinal
iroducts too heavily and thus fostering illegal dealings in this market,

which would run counter to the aims pursued.

A conpromise solution is therefore proposed: it is desirable that all the

tests for toxicity beo varried.out; nevertheless,.d oul, o .o*oel -0y
considering in particular the directions for the use of the medicinal producty;
the investigator may submit reasons for not carrying out the repeated dose
toxicity tests; these reasons will of course be appraised by the competent |

authorities who can always insist that these testssbe carried out,
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1

THE COUNICIL OT THZ EUROPEAI COLEIUITITIES,

Having regard to the Treaty establishing the European Lconomic Community,
and in particular Artiocle 100 thereofy

Having regard to the proposal from the Commission,

Vhereas the approximation begun by Cow ¢il Directive eesesscese OFf cccacces
on the approximation of the laws of the llember States relating to veterinary
nedicinal products should be continued and the implementation of the principles

laid down in that Directive should be ensured;

. Whereas among existing diéparities those relating to the control of veterinary
medicinal products are of fundamental importance and point 10 of the seocond para~-
greph of Article 4 of the said Dircctive requires that applications for
authorization to place a veberinary medicinal product on the market should'

. be accompanied by particulars and documents relating to the results of

tests and:trials carried out on the product concerhed; '

Whereas standards and protocols for the performance of tests and trials on
veterinary medicinal products are an effective means of control of these

products and hence of protecting public health and can facilitate the move-

ment of these products by laying down uniform rules applicable to tests

and trials and the compilation of dossiers;

Whereas the adoption of the same standards and protocols by all the Member
States will enable the competent authorities to arrlve at their decisions
on the basis of uniform tests and by reference to un*form criteria and will

therefore help to ohviate differences in e¥aluation;
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Whereas the physico-chemical, biological or microbiological tests provided
for in ppint. 10 of the sbecond pardgroph-of Article 4,-tho spid Directive
are closcly rcloted-to points 3, 4, 6 and 2, of the said

paragraph and it is therefore necessary to specify the @ata to be provided
under these peiats. 3

Whereas the waiting period referred to in point 8 of the scsond paragraph of the
soid Article 4 nust be: detemined in

accordance with the results of the tests and trials provided for in point 10
thereof§ - R

Whereas the concepts of harmfuiness and therapeutic efficacy referred to in
Article 10 of the .said Directive can only bec L e

examined in relation to each other and have only a relative significance
depending on the progress of scientific knowledge and the use for which the
medicinal product is intended; whereas the particulars and documents which
must accompany an application for authorization to place a vekerinary medi-
cinal product on the mérket must demonstrate that potential hazards are
thweighed by the therapeutic efficacy of the product; whereas ,failing such

demdnstrationg the application must be rejected;

Whereas it is the quality of the tests and 4$rials which is pre-eminent; where—
as the tests and trials carried out pursuant to these provisions must there- '
fore be taken into consideration irrespective of the nationality of the

experts who perform them and the country where they are carried out;

Whereas technical progress requires repid wijustooent of the provisions of the
Annex to this Directivej whemeas {0 naka, it easiexn to-edapt to the ncesures
required for this purpose, p-o::w: ... should be . - a procedure t@-ensure -
closq cooperation between the Member States and the Commission within the

, Stand_'udg' Cofnmit'te'e";“c;n Medicinal Products,

HAS ADOPTED THIS DIRECTIVE:
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Article 1

YMember States shall take all appropriate mensures to ensure that
the particulars and documents which must accompany applications for authorize
ation to place a veterinary medicinal product on the market pursuant to
points 3, 4, 6, 8, 9 and 10 of the sacond paragraph.of-Article 4 of the Council
Directive seseeeses OFf saveaesse On the aprroximation of the laws of
Hember States relating to veterinary medicinal products are submitted

by the persons concerned in accordance with the Annex to this Directive,

Where, under point 10(a) or (b) of the sacong paragraph of Article 4
of the said Direative, references to published daia.are.

subm’tted, the provisions of this Directive shall zpply in like manner,
Article 2

The amendments necessary for adapting the requirements of the Ammex
to this Directive to technical progress shall be adopted in accordance with
the procedure laid down in Article 3(5) and (6) (as anended) of the Oouncil Direct
Of sesescseeees relating to analytical, pharmaco-toxicological and clinical
stondards and protocols in respect of the testing of proprietary medicinal

products,

The Committee referred to in Article 3 (@stamended) of the said -
Directive may examine sny question relating to the application of this
Direcctive which is brought up by its Ghairmen, either on his own initiative

or at the request of the representative of a Member State.

' Article 3

Member States shall BPut into force 4he laws, regulations and administreti
provisions nceded in order to conply with this Dircotive within 18 nonths of its
notification and shell forthwith infom the Cormission thareof,

Member States shall ensure that

the text of the main provisions of national law which they adopt in the

field covered by this Directive are communicated to the Cormissione

Article 4
This Directive is adressed to the lMember States. _ ./.
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Part 1

ANALYTICAL (PHYSICO-CHEMICAL, BIOLOGICAL OR MTCROBIOLOGICAL) TESTS OF
‘ VETERINARY MEDICINAL PRODUCTS

A, Qualitative and quantitative particulars of the components

The particulars and documents which must accompany applicaticms for
marketing authorizationgpursuwant to Artiocle 4, point 3, second paragraph, of
Council Directive seessssccssssccsccse Of cvevessseescses On the approximation
of the laws of lMember States relating to veterinary medicinal products shall

be submitted in accordance with the following requirements 3

1. "Qualitative particulars" of all the components of the midicimal

product means the designation or description of

-~ the active substance(s)
~ the component(s) of the excipients, whatever their nature or the

quantlty used, including ocolouring agents, premerwaitines, ‘tab111,6r5;~vA

thickeners, emulsifiers, anti-agglutinating agents, flavouring and
aromatio substanvesy. gas propellants, etc.... '

- components of the pharmaceutical form (e.g. capsule, cachet) intended
to be ingested or otherwise administered to animals.

These particulars shall be supplemented by any relevant deta ooncerning

the container and, where appropriate, the way of closing it.

2. The "usual terminology", to be used in describing the components of '
medicinal ﬁroduots, means,without prejudice to the application of the
other provisions of Article 4, point 3, of the said Directive 2

- éompulsorily, in respect of substances which appear in the European
Pharmacopoeia or, failing this, in the national pharmacopoeia of one
of the Member States, the principal designation used in the relevant

monograph, with reference to the pharmacopoeia concerned;
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- in respect of other substances, the international non—proprietaiy
name recormended by ¥HO, which nay be acéompanied by an.ther non~
proprictary name, or, failing these, the exact scientific.designation;
substances not having an international non-proprietary name or an
exact scientifio designation shall be described by a statement of
how and from what they were prepared, supplemented, where appropriaté,

any other relevant details;

-~ in respect of colouring agents, designation by the "E" code assigned
to them in a future Council Directive on the approximation of the
rules of the lMember Statcs concerning the colouring agents authorized

for use in proprietary medicinal products.

3. In order to give "quantitative particulars of all the components of
the medicinal product'" it is necessary, depending on the pharmaceutical form
concerned, to specify in regard to the active substance(s) the weiéht or the
number of international units, either per dosage-unit or per unit of weight
or volume and in regard to the components of the excipient, the weight or
the volume of each of them, with due allowance for the details provided in

section B below.

This information shall be supplemented:

- in respect of parenteral preparations, by the weight of each active
substance in the unit container, taking into account the usable volume
of the product; | '

= in respect of medicinal products to be administered in drops, by
the weight of each active substance contained in the number of drops
corresponding to an average dose; |

- in respect of syrups, emulsions, granules and other pharmaceutical
forms to be administered in measured quantities, by the weight of

each active substanee per measured quantity,.

Active substances present in the form of compounds or derivatives shall
be described quantitatively by their total weight, and if necessary or relevant,
by the weight of the active moiety or moietieg of the moleccule (in the case
of chloramphenicol palmitate, for ex:mple, the weight of the ester and that

of the corresponding chloramphenicol shall be given).

/e
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The biological units of activity of products which have not been
defined chemically, and on which there is insufficient bibliographical in-
formation, shall be expressed in such a way as to provide unambiguous infor-
mation on the activity of the substance, e.g. by stating the physiological

effect on which the method of determining the dose is based. \

B, Dgzgniption of method of gasesmelion

The "brief description of the method of preparation™ accompanying the
epplication for marketing authorization pursuant to Article 4, second paragraph,
point 4p-0f Council Directive cececesecsvessea Of ........;., shall be drafted
in such a way as to give an adequate idea of the nature of the operations

employed.
For this purpose it shall include at least:

— mention of the various stages of nanufacture, so that an assessment can
be made of whether the processes employed in producing the pharmaceutical

form might have brought about an adverse change in the components;

- in the case of a continuous prodess, full details concerning precautions

taken to ensure the homogeneity of the final product;

. & the actual manufacturing formula, with the quantitative particulars of
all the substances used, the quantities of excipients, however, being
given in approximate terms in so far as the pharmaceutical form makes
“this-necessary; mention shall be made of any substances that may disappear

in the coursc of manufacture;

- a,ntafement of the stages of manufacture at which sampling is carried out
for inwprocess control tests, where other data in the documents supporting
the appiication show such tests to be necessary for quality control of the
medicinal product.
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Ce. Checking of bosic substances

» For the purposes of this paragraph, "basic substances” shall mean all
the components of the medicinal product and, if necessary, of its container,

as referred to in paragraph A, point 1, above,

The particulars and documents which must accompany the application
for marketing authorization pursuant to Article 4, second paragraph, poihts
9 and 10, of Council Directive seeseseese Of coeeesees shall include the
~results of the tests felating to quality control of all the components used.
These particulars and documents shall be submitted in accordance with the

following provisions,

1, Basic substonces listed in pharnacopoeiad

The monographs of the Turopean Pharmacopoeia shall be applicable to

all substances appearing in it.

In respect of other substances, each llember State may require observance
of its owm national pharmacopeia with regard to products manufactured in its

territory.

Componenfs fulfilling the requirements of the Zuropean Pharmacopoeia
or the pharmacopoeia of onelof the liember States shall be deemed to comply
sufficiently with Article 4, second paragraph, point 9, of Council Directive
esecaseseses OFf secesescecenes In this case, the description of the analytical
methods may be replaced by a detéiled reference {o the pharmacopoeia in
question.

feference to any of the pharmacopoeias, of ndn Hember countries may
be permitted in cases where the substance is descrlbed nelther in the
European Pharmacopoela nor in the national pharmaOOpoela concerned; in that
case the monograph shall be submitted, accompanied where necessary by a

translation for which the applicant shall be responsible.
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Colouring agents shall, in all cases, satisfy the requirements of
a future Council Directive on the approximation of the laws of the lember
States cohoerning the colouring agents authorized for use in proprietary

medicinal products,.

For routine tests on each batch of basic subs%ance, only that part
of the pharmacopoeia relating to verification tests (purity and strengths)
shall be mandatory; the full range of identity tests need not necessarily
be performed whére those that have been performed pernit an unambiguous
characterization. In this case, the reference to the monograph of the pharma~

copoeia mentioned above shall inoclude details relating to this aspect.

2+ Basic substances not in a;pharmaggpoeié

Components which are not given in any pharmacopoeia shall be described

in the form of a monograph under the following headings:

(a) The name of the substance, meeting the requirements of paragraph A,

point 2, shall be supplemented by any trade or scientific synonyms;

(v) The description of the substance, set down in a form similar to that

used in a descriptive item in the European Pharmacopoeia, shall be accompanied
by any necessary explanatory evidence, especially concerning the moleéular
structure ﬁhere appropriate; it must, ihisuch a case, be accompanied by a
brief indication of the method of synthetic preparation. there substances

can only be described by their method of prepanation, the déscription will

" have to be sufficiently detailed to characterize a substance which is

‘constant both in its composition and in its effects;

(c) Methods of identification may be divided into complete techniques as
used for the formulation of the medicinal product, and tests which ought to

be carried out as a routine matter.

N
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(d) Purity tosts shall be described in relation to the sum total of

predictable impurities, especially those which may have a harmful effect,
and, if necessary, those #whebh, having regard to the medicinal association
to which the application refers, might adversely affect the stability of

the medicinal product or distort analytical results,

(e) - The assay technique{s) must be described in sufficiéntly precise
detail so as $0 be reproducible in checking tests carried out at the request
of the competent authority; any special apparatus and equipment which may be
used shall be described in adequate detail, possibly accompanied by a

diagram, The formulae of the laboratory reagents shall be stupplemented, if

necessary, by the method of preparation.

The stondard deviation of the method, its reliability and the accept-
ability limits of the results shall be specified and, if necessary, justified
. in the light of feasibility and the progress of scientific knowledge.

With regard to complex substances of plant or animal origin, a
distinction Tust be made between the case where multiple pharmacological
effects render a chemical, physical or biological check of the principal
components necessary, and the case of substances containing one or more
groups of principles exerting similar action, in respect of which an overall

method of determination may be accepted,

(£) .. - "=y spe~i~?_rrecantinng that may be necessary during storage gfoVna—
o 410 substance and, if necessary, its storage life shall be given.

w1y Checks during manufacfgge

The particulars and\documents which must accompany an aﬁplication for
marketing authorization, pursuant to Article 4, second paragraph, points 9
and 10y of Council Directive ssesesesscsees OF seecsssessse shall more
especially include particulars relating to the product checks that may be
carried out at an intermediate stage of the manufacturing process, with a

view to ensuring consistency of the technical characteristics and the
production process,.
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_ These tests are essential fo verify the conformity of the medicinal
product with the formula when, exceptionally, an applic:éngproposes an
analytical technique for testing the finished product which does not include
the assay of all the active substances (or of 21l the compdnents of the

excipient subject to the same requirements as the active sulstances),

The same applies where quality control of the finished{product depends
on in-process checks, partioularly if the medieinal produet 4 ;essentially

defined by its method of preparation.

E. Checks on the finished product

The partioulars and documents which must eccompany the agn)jcation
for marketing authorizetion pursuant to Article 4, second par ph, points-
9 and 10, of Council Directive eevecsssse Of ccoccccoscceey 80Q1 jnciyde -
particulars relating to checks on the finished product. They sf 1 be sub-

mitted in accordance with the following requiremenis.

-5,, General h’mxacteristics ‘of the verious _pharmaceutical fog

. Certain checks on the general characteristics of a prodsct which can
be carried out in the course of the manufacturing process shall be included
among the tests on the finished product, '

As a gu:.delme, and subject to the requirements of tde European 3
PhamacOpoela. or the national pharmacopoeias of Member States, the genex:a.l
characteristics which are to be v/erlfled for various pharmateutical forms
are given at point 5 below. | '

’ These checks shall, wherever a.pplicable, relate to the verifica.tion
of average weights and maximum dev:.atmns, to mecham.cal, physical or
microbiological tests, organoleptié characteristics such as cla.nty, colaur
and taste, and physical characteristics such as densrty, pH, refraotlve

" index, etc. For each of these characteristics, standards and hmts must

be specified by the apphcant in each particular case.
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2. Identification and assay of active sv.'bstances SZ
The description of the techniques for analysing the finished product
shall set out, in such precise detail that they can be reproduced readily,
the methods used for identification and assay of the active substance(s)
either in a representative average sample from the production batch or in a

" number of dosage-units considered individually;

In every case, the methods must correspond to the state of scientific
progress at the time and give details and expla.nations concerning the standard
deviations, the reliability of the analyticel method and the maximum accepte

able deviations.,

In certain exceptional cases of particularly complex mixtures, where
the assay of active substances which are either very numerous or present in
very small amounts would necessitafbe an intricate investigation difficult
to carry out in respect of each manufacturing batch, the assay of one or
more active substances in the finished product may be omitted, on ‘the express
condition that such assays are made at intermediate stages in the production
| process; this relaxation may not be extended to cover the characterization
of the substances concerned. This simplified technique shall then be supple~
mented by a method of quantitative evaluation, enabling the competend authori-
ty $o have the conformity of the medicinal product with its formula verified
after it has been placed on the market,

in assay of-bislogical activity shall be obligatory when physico-
chemical methods cannot provide adequate information on the quality of the =
product. ' S |

Where the particulars given in paragraph B show that a significant
overage of an active substénce was émployed in the manufacture of the
medicinal product, the deseription of the methods for checking the finished
product shall include, where appropriate, the chemical and even the tox/ioof-
pharmacological investigation of the changes that this substanece has under—
gone, and the charé,cterization or determination of the degradation producté,

-if any.

A )
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3. Identificution and assay of components of excipients

An upper~limit test shall be mandatéry in respeét of excipient compo=~
nentsAwhich are subject to fules relating.to toxic substances or which are
used as preservatives; furthermore, components 11able to affect physxologlcal
functlons shall be subjected to an assay.

The method proposed for identifying colouring agents must enable a
verification to be made thét such agents appear in the list to be appended
%o a future Council Directive on the approximation of the laws of the Member
Stétes concerning the colouring agents authorized for use in proprietary

medicinal products,

In so far as is necessary, the components of the ex01plent shall be

subJected at least to oharacterlzatlon tests.

4. Safety tests

“Apart from the toxico-pharmacological tests submitted with the appli-
cation for marketing authorization, particulars of safety tests (abnormal '
toxicity) or local tolerance in animals shall be included in the analytical
dossier wherever such tests must be undertaken as a matter of routine in
order to @rerify the quality of the medicinal product.

5 General characteristics of medicinal products to be verified systematically,

depending on the pharmaceutical form of each product

The following requirements are given for guidance and without pre-
\judice to any requirements of the Zuropean Pharmacopoeia or national
.pharmacopéeias of Member States; for example, microbiological testing of
preparations to be ingested orally shall be performed in accordance with
the requirements of the Européan Pharmacopoeia. | -

- Tablets and pills: colour, weight and acceptable variations in unit weight;
if necessary, disintegration time with the method used to determine this.

- Coated tablets: colour, disintegration time with the method used to &etermine

this; weight of finished tablet; weight of core and acceptable variations

| /e

in unit weight,
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= Hard gelatine capsules and soft gelatine capsules: colour, disintegration

time with the method used to determinetthisj; appearance and weight of

content, “with acceptable variations in unit weight.

- Enteric-coated preparations (tablets, hard and soft gelatine capsules,
granules): in addition to the requirements of the particular pharmaceutical

form, resistance time in an artificial gastric fluid, with the method used

to determine this; disintegration time in an artificial intestinal fluid,

with the method used to determine this.

~ Preparations with special protective coating (tablets, hard and soft

gelatine capsules, granules): in addition to the requirements peculiar

to each pharmaceutical form, verification of the effectivemcms of the

coating for the desired purposes.

- Preparations ensuring gradual release of the active substénce: in addition

to the requirements peculiar to each pharmaceutical form, requirements -

relating to gradual release, with the method used to determine this.

— Cachets, packets and sachets: nature and weight of contents and acceptable

variations in unit weight,

- Parenteral prcparations: colour, volume of contents and acceptable variations

in this volume; pH, clarity of solutes, size limit of particulate matter
in the case of suspensions; sterility tests, with description of test

methods and, if necessary, a pyrogen test with description-of method.

- Jmnpoules with solid content: quantity of medicinal product per ampoule and

_permitted variations in weight; sterility reqﬁirements end tests,

- Drinkable ampoules: colour, appearance, volume of content and acéeptable

variations.

- Ointments, creams, etc.: colour and consistency; weight and acceptable

margin of variation; nature of container; in certain cases, microbiological

tests,

-~ Suspensions: colour; where settlement occurs, the ease of re-suspendability.

- Emulsions: colcur; type; stability. ./ﬁ
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- ﬂppositories 4 bougies and prenarations for intra~uterine administration:

cglour, weight and acceptable variations in)lunit weight; melting temperature
or disintegration time, and description of the method,

- Aerosols: description of container and valve with detailsfof output;
particle size-limit, where the product is intended to be inhaled.

- Eve drops, ophthalmic ointments, éxe lotions: colour; appearsnce; sterility

tests,v with description of the method used; where appropriate, clarity and

size-limit of particulate matter in the case of suspensibné; pH determination,

- S}[mp'c:,'solutes;J etc.: colour, appearance

- Pre-mix'fogulations for medicated feeds: in addition to the requirements

peculiar to each pharmaceutical form, all useful information on the
characteristics of the pre-mix formulation enabling a sufficiently homo-
geneous medicated feed to be prepared. -

~ Preparations for administration within the udder via the teat canals colour,

consisténcy; weight of content and, in the case of products presented in -
single slow-release dose formulations, usable weight with acceptable

deviation; sterility test; pH determination,

F, Stability tests

The particulars and documents which must accompany the application for
marketing authorization pursuant to Article 4, second paragraph, points 6
and 9, of Council DirectiVe seeesessecsces OF seceessssses Shall be submitted

in accordance with the following 'requirements.

A description shall be given of the investigations by which the shelf
life proposed by the applicant has been determined.

Uhere a f:Lm.shed product is liable to give rise to toxic degradatlon
products the appl:.cant must report these and indicate characterization or

assay methods,
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The conclusions shall contzin the results of analyses, justifying
the pronosed shelf life under normal, of, where appropriate, under special
storage conditions.

A study of the interaction between the medicinal product and the
container shall be submitted wherever the risk of such interaction is
regarded as possible, especially where parenteral preparations or aerosols

for internal use are concerned.



TOXICOLOGICAL AI'D PHARITACOLOGICAL TESTS

The particulars and documents which must accompany the application
for marketing authorization pursuant to Article 4, second paragraph,
pOint 10, Of Counc:i.l Directive Y s Of eesveevescone Sha.ll be Submitted

in accordance with the requirements of Chapters I and II below.

Chapter I: Performance of tesits

-

A, Introduction

The toxicological and pharmacological tests must show:

1. the potential toxicity of the medicinal product and any dangerous or
. undesirable toxic effeots that may occur under the proposed conditions
of use in animals; these effeovts should be evaluated in relation to the

gravity of the.pathologioal condition concerned;

2. its pharmacological properties, in bofh qualitative and quantitative

relationship to the proposed use in animals;

3. to whét extent aﬁd for how long after use of this medicinal product in
animals there exist residues in food products obtained from the animals,
what are their possible harmful effects on fan and what are their draw-
backs for the industrial processing of food,

All results must be reliable and of gereral applicability. Whenever
appropriate, mathematiecal and statistical procedures shall be used in working
out the experimental methods and in evaluating the results. FMurthermore, it
is necessary for clinicians to be given information about the therapeutic

potential of the product and about the hazards connected with its use.
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"B. Toxicity study

1. Single~dose toxicity -

Singlc-dose toxicity test means a qualitative and quantitative study
of the toxic rcactions which may result from a single administration of the
active substanccs contained in the medicinal product, in the proportions in

which they are present in the actual medicinal product.

Wherever practicable, the product in its actual pharmaceutical form

shall be subjected to an acute toxicity test, Co-

The singlé—dose toxicity test must be carried out in at least two
mammalian species of known strain, and at least two differcnt routes of
administration shall normally be uséd. The study with two mammalian species
can be replaced by study with one mammalian species and an animal species
of another class for which the medicinal product is intended. One of the
forms of administration must be identical with or similar to that proposed
for use in the animal for which the medicinal product is intended and'the
other must be a route ensuring systemic absorption of the product. The study

must be carried out on equal numbers of male and female animals,

This study will describe the symptoms observed, including 1oéa1

reactions. Where.possible, the LD.. value with its confidence limits (95 %)

50
will be noted. 'The period during which the test animals are observed shall

" be fixed by the investigator and shall not be less than one weels,
In the casc of active substances in association, the study must be
carried out in such a way as to check whether or not potentiation phenomena

or new toxic effects occur.

2. Repeated-dose foxicity

Repeated-dose toxicity tests are intended to reveal any physiological
and/or morbid anatomical changes induced by repeated administration of the
active substance or aséociation of active substances under examination, and

to determine how such changes are related to dosage.

o/
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Generally, it is desirable to perform at least one test the duration
of which shall depend on the conditions of clinical use; its purpose shall

be to de#ermine by experiment the non-toxic dose range of the product

. examined during the trial. The investigator must give reasons for the extent

and duration of the trials and the dosages chosen,

If, however, having regard in particular to the directions for use

of the médicinal product, the responsible investigator sees fit not to

carry out this examination he must give adequate reasons for his decision.

Repeated-~dose to#icity tests must be carried out on two species of
mamnals one of which must be a non-rodent, Wherever it is feasible, the
study with two mammalian species shall be replaced by a study with one
species and another animal species for which the medicinalAproduct is in-
tended. The choice of the route(s) of administration must depend on those
envisaged for therapeutio use and on the possibilities of systemic absorption.
The method and frequency of administration and the length of the trials
shall be clearly stated. ' - '

The maximum dose should be chosen, so as to bring harmful effects
to light. The lower doses will then enable the animal's tolerance of the

new product to be determined.

The evaluation of the toxic effects shall be based on observation of
behaviour, growth, blood picture and physiological tests, eépecialiy those
relating to the excretory organs, and also on autopsy reports and accompanying
histological data. The choice and range of each group of tests will depend

on the specics of animal used and the state of scientific knowledge at the

.
time,
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In the case of new combinations of known substances that have been
investigated in accordance with the provisions of this Directive, the
long=term tests may, except where acute’and subacute toxicity tests have
demonstrated potentiation or novel toxic effects, be suitably modified by
the investigator who shall submit his reasons for such modifications,
Substances that have been shown to be safe by wide wusage: over at least
three years in clinical treatment of human beings, and by the result of
controlled trials shall be treated in the same way as known substances which
have already been investigated in accordance with these standards and

protocols.

in exoipient teed for the first $ine in - the pharmacettical field shell be
trected like an active ingredient.

3, Tolerance in the intended species of aninal

This study must be carried out with all animal species for which the
medicinal pfoduct is intended. Its purpose is to carry out in all the
. animal species for which the medicinal product is intended local and
general tolerance assays to establish the maximun does tolerated and the

clinical symptoms of intolerance using the recommended route or routes, in so far as
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it is possible to attain this aim by increasing the therapeutic dose. The
report on the trials must contain as many details as possible on the expscted
pharmacological effects and the adverse side-effects; the latter must be
assessed with due regard to the fact that the experimental znimals may be

of very high value.

The medicinal product shall be administered via the routes likely to

produce the appcarance of the pharmacological effects sought.

Yhere the trials must be carried out with animals of high unit price

the sequential method may be used,

This method consists in calculating a non-lethal theoretical dose for
the animal concerned on the basis of the pharmacologically effective
doses determined during the experimental trials with the medicinal
product, bearing in mind the maximum tolerated doscs observed during
the single-dose toxicity study, in accordance with point B.l. This
dose sh=11-t{hen'ba edministerdd to an animal which shall be watched
very carcfully in order to obtain as much information as possible
régarding the effects of the medicinal product. If the animal presents
no symntoms of intolerance the test shall be recommenced with another
animal using a higher dose the strength of which shall be left to the
investigator's discretion. If the animal easily tolerates this new
dose the test shall be continued with a yet higher dose, The dose
which must not be exceeded will be found when symptoms of toxicity
appear. If the animal dies, the test shall be recommenced with a
lower dose and so on., In every case the aim is to determine a single
dosage which enables a favourable pharmacological effect to be obtained

without harming the animal.

Any exoipient employed for the first time in the pharmaceutical field

shall be treated as an active substance.
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4. Foetal toxicity

This study consists in examining the toxic and abortifacient effects
observed in the progeny when the medicinal product under investigation is
also intended to be administered to the female during pregnancy. The tests

in question may be carried out as part of the clinical trizls.

5. Examination of reproductive function

If the results of the clinical trials reveal anything suggesting
impairment of male or female reproductive function or harmful effects on
progeny, the reproductive function must be investigated by appropriate
tests.

1

Ce Study of pharmacological properties

1, Pharmacodynanics

Pharmacodynanics means the study of the variations caused by the
medicinal product in the fanctions of the organism, irrespective of whether .

these functions are normal or experimentally modified.
This study must follow two distinct lines of approach,

First, the actions on which the recommended application in practice
is based shall be adequately described. The results shall be expressed in
quantitative terms (dose-effect curves, time-effect curves etc.) and,
wherever possible, to comparison with a product whose activity is well
¥nown. Where a higher therapeutic cocfficient is claimed for a product,

the difference shall be demonstrated by reference to the confidence limits,

Secondly, the investigator shall give a general pharmacological
assessment of the substance, referring in particular to the possibility
of side-effects. In general, the main functions of the physiological.
systems should be investigated; the more closely the doses liable to produce
side effects approximate to those producing the therapeutic effects for which

the product is being proposed, the more thorough this investigation must be,

/e



- 24 - -

- The experimental techniques, unless they are standord procedures,
must be described in such detail as to allcw them to be reproduced, and
the investizator must establish their heuristic value. The experimental
resulta shall be set out clearly and for certain types of tests their

statistical significance shall be quoted.

Unless good reasons are given to the contrary, any quantitative
modification of effects resulting from repeated adminigtration of the doses
shall also be investigated. '

Medicinal associations may result either from pharmacological premisses
or from clinical indications., In the first case, the pharmacodynamic study
shall demonstrate_those interaotions which might meke the association itself
recommendable in clinical use. In the second case, where scientific justi
fication for the medicinal association is sought through clinical experiment-
ation, the investigation ﬁust determine whether the effects expected from
the assbciation can be demonstrated in animals, and at least the importance
of an& side~effects shall be investigated. If an association includes a

new active substance, the latter must previously have been studied in depth.

2+ Pharmacokinetics

Pharmacokinetics means the study of the fate of medicinal products
within the organism, and covers the study of the absorption, distribution,

biotransformation -(or metabolism) and elimination of the products.

The study of these different phases may be carried out by means of
physical, chemical or biological methods and by observation of the actual
pharmacodynamic activity of the pedicihe. ' :

Data concerning distribution and elimination shall be necessary in
respect of chemotherapeutic products (antibiotics, etc.) and products whose
use depends on their non~pharmacgdynamic effects, and in all cases where

such data are indispensable to determine the dosage for enimals.
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In the case of new associations of known substances which hawe been
investigated in accordance with the provisiéhs of this Dire

kinetic studies shzll not be required if the toxicity tests and clinical

The same applies to substances that'have
been shown to be effective and safe by very wide usage over a period of at

ctive, pharmaco-

trials justify their omission,

least three years in human or animal therapy and by controlled trials

D. Study »f residucs

For the implementation of this Directive "residue §'shell mean all
active ingredients or metabolites thereof which remain in meats or other
food produced from the animal to which the medicinal product in question

has been administered in accordance with the recommended direotions for use,

The purpose of studying residues is fo determine whether, and if so,
under what conditions and to what extent, residmes persist in food produced
from treated animels, ané'io ascertain the waiting periods to be adhered to
in order to obviate any hazard to human healfﬁ'and/br~any~drawbacks for -the ,

industrial processing of food.

Assessment- of the hazard due to residues entails ascertaining the
presence of residues, if any, and the investigation of the effects of‘thesg\

~.

residues in the treat—-nt .of animals under normal conditi~ra of use,’

C~

1o ¥ v in-%° .1 21 peclidues:

The determination of residues shall be carried out with due regard
for the results'of the pharmacokinetic tests. At varying times after the - ..
test animal hos recéaved the fiﬁal dose of the medicinal product the quantities
of residues prcsent shall be determined by appropriate physical, chemical
or biological methods; the technical procedures and the relisbility and
sensitivity of the methods employed must be specified. The results must be
checked as far as possible; and at the least, by sampling, in the.sick - _

animals for vhich the medicinal product is recommended. ~
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2. Investizetion of the effects of residues

a) Chasgic (several months) toxicity of orally administercd yesidues

The study of the chronic (several months) toxicity of orally ad-
ministered reéidues shall be performed differently according to whether it
is a medicinal product that is eliminated without transformation or one
that is metabolized. In the first cose the researcher can work directly
on the medicinal product. In the second case he must work similarly on the
principal metabolites which are found chiefly in food. If the mctabolites
cannot be isolated or synthesized, recourse shall be hcd to the study of
ﬁrelayed toxicity" which consists of operating with tissucs in which the
greatest quantity of residues has been traced or with broducts from treated

animals.

,The trials must be carried out, using the oral route, in two mammalian
sﬁecies'one of which must be non-rodent, The usual duration of the trials
shall be 3 - 6 gonths. If one works directly on the medicinal product or a
metébélite,‘thé doses must be fixed with due regard for the residues actually
present and must be selected in such a way that the highest dose causes
harmful effects to appear as far as possible, while the lower doses then
‘enable the limit of tolerance in animals to be found, If the study of
"relayed toxicity" is adopted, the upward gradatlon of the doses is limited
by the quantity of residues actually present,

.

The evaluation of.the toxie effects shéil te bezod on cbscrvetion of
behaviour, growth, blood picture end physiological tests, especially those
relating to the excretory organs, and also on autOpsy repofts and accompanying
histological data. The choice and range of each group of tests will-depend
on the species of znimal used and the state of scientifie knowiedge at the

time.

b)»Other effects of orally administered rosidues

The effects of residues on reproductive functions must be tesféd in

rodents,
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Tests to reveal carcinogenic effects are indispensable:

l. in respect ofsubstances dmving a close chemical analogy with known

carcinogenic or cocarcinogenic compounds;

2. in respect ofsubstanos shich have given rise to suspicious changes during

the repeated-dose toxicity studye.

Tests to reveal teratogenic effects are indispensable:

1. in respect of substanved bavingea close chemical analogy with known

teratogenic products;

2, in respect of substanceswhich have given rise to saspicious chenges during the study

of effects on the reproductive functions,

The study of teratogenic effects shall be carried out with at least
two animal species: a breed of rabbit sensitive to known teratogenic substances,
and rats or mice (specifying the strain). The details of the test (number of
» animals, amounts administered and criteria for evaluation of results) shall
depend on the state of scientific knowledge at the time when the application
is lodged, and the level of statistical significance that the results must

attaine.

Furthermore, the study of mutagenic effects and allergic phenomena

is also desirable,

Tests on the origination of resistant pathogenic germs are hecessary
in the case of residues of the medicinal products used to prevent or treat
contagious disecses in ilan or animals., B |

N

c) Disadvantages for the industrial processing of food

In certain cases it may be necessary to carry out tests to determine
whether residues constitute disadvantages for technological procedures in the

industrial processing of food.



The study of the effects of residues in accordance with points a)
to ¢) shall not be required if it has been established thaf the medicinal
product has been rapidly and completely eliminated or if it is only used
occasionally, In such cases the waiting period shall be determined in such

a way that measurasble residues are not included in the food,

B, Medici prodﬁcts for topical use

Where & mediecinal product is intended fof topical use, systemic

absorption musy be investigated in the intended 8pecies.of animal. If it
is proved that §vstemic absorption is negligible, the repeatcd—dosé'toxicity
tests,the foetalqtoxicity tests and the studies of reproductive function

referred to at pdints B.2, B.4 and B.5 may be omitted,

If-the mediginal product ié_absorbed systemically in a significant
quantity from the sPandpoint of view of residues or from that of pharmaco-
dynamics (concentrgtion) or if such systemic absofption has to be expected
in the case of aocldental oral ingestion of the medicinal product by the
animal, the medicidal product must be investigated in accoréance with the

requirements of poi ts B to D,

In all cases) tests of local tolerance éfter repeated administration
shall be carried oyt and shall inoclude histological examinations, Where a
medicinal product which is not systeﬁically absorbed may enter a food product
- obtained from the tpeated animal (mammary implants, etc.), the assay of

residues in cccordchce with point D shall be carried cut each time.

Chapter II: Presentation of particulars and documents

As in any scientific work, the dossier of toxicological and pharma~
cological tests shall include the following:

1

a) an introduction defining the subject, accompanied by any useful biblio-
graphical references, particularly where the medicine has been used on

human beings.
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a detailed experimental profocol giving the reasons for ony omission of
certzin tests listed above, a description of the methods, apparatus and
naterials uscd, details of the species, breed or strain of animals,

vhere they were cbtained, their number and the conditions uhder wﬁich
they werc housed and fed, stating, imter alia, whether they were specific

pathogen—free (SPF) or not;

all the important results obtained, whether favourable or unfavourable.
The original data should be described in sufficient detail o allow'the
results to be critically evaluated independently of their interpretation
by the éuthor. By way of explanation and illustration, the results may

be accompanied by reproductions of kymograms, photomicrographs, etc.;

a statistical analysis of the results, where such is called for by the

test programme, and variance within the dataj

an objective discussion of the results obtained, leasing to conclusions

on the toxicological and pharmacological properties of the substance,

on its safety margins in the intended animal and its possible side-effects,
on its fields of application, on its active dose levels and any possible

incompatibilities;

information showing whether the components of the medicinal product are
used as medicinal products in humcn therapy; if this is so, a report

should be made on all the effects observed (including side~effects) in
HMan and on their cause, where appronriate in the light of trial results

or biblicgra hical documents; where components of the medicinal product

- are themsclves not used as medicinal products in human therapy the

reasons should be statad;

a detailed description and a thorough discussion of the results of the
study on the presence of residues in food and an assegssment of the hazards
they constitute for ilan. Account should be taken of all the factors which
may be of importance, particularly with regard to customery diet and levels
of contamination by foreign natter nresent in the environment, In the

case of each recommended use, this description shall be followed by pro-

posals concerning the waiting periods which, allowing for an adequate

./
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‘safety marszin, must be so established as to ensure that no further

residue rcmains in food or, if this is impossible, to ensure that any
danger to lian is eliminated by applying internationally recognized
assessment criteria (dose\devoid of effect in animals, acceptable daily
dose; safety margin of.1 : 100 or /2> 1 : 100 according to available

information, etc.);

all information necessary to acquaint the clinician as fully as’poséible
with the utility of the proposed product. The discussiocn éhall be
supplemented by suggestions as to‘possible treatment for acute toxic
reactions in animals to which the product is to be administered and

for‘sidé—effects.

a summary together with‘preoise bibliographical references,
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CLLTCAL TRTALS

The particulars and documents which must accompany applications for
marketing authorizations pursmant to Article 4, point 10, second paragraph,
of Council Directive ssesesesecsee OF seovcesscanes Shall be submitted in

accordance with the provisions of Chapters I and II below.

Chaptiér 1: Conduct of trials

The purpose of clinical trials is to demonstrate or to ascertain the
therapeutic effect of the medicinal product, to specify its indications and
contra~indications according to species, its directions for use, any side=-

effects it may have and its harmlessness under normal conditions of use,

Clinical trials must be preceded by adequate pharmacological and
toxicity tests carried out in accordance with the provisions of this
Directive and, where they are practicable, by tests carried out preferébly
on the one or more animal species for which the medicinal product is intended.
The investigator must acquaint himself with the conclusions of these

preliminary trialse.

As far as possible, clinical trials must be carried out with control
animals (controlled clinical trials); if it is econoﬁioally justifiable, the
therapeutic effect obtained should be compared both with a placebo and with
absence of treatment and/or with the effect of a medicinal product of Known
therapeutic value that has already becn used. All the results obtained,

whether positive or negative, must be reported.

The methods used to make the diagnosis mast be specifieds The results
mist be set out by making use of guantitative criteria or criteria represented

by symbols (crosses, etc.).
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Chapter II: Particulars and documents

Particularslconcerning clinical trials must be sufficiently detailed

to enable an objective judgement to be made.

1,

Records of clinical observations

A1l the particulars must be supplied by each of the investigators on

individual record-sheets of cllnlcal observat1ons in the sase of collective

treatment.

- The particulars supplied shall be clagsified as follows:

nane, address, function and university qualifications of investigator;
place and date of treatment; name and address of 6wner of the mnimals;

in the case of individual treatment and collective treciment, if the '

latter.has heen given, full identification of the trial animals, names

or régistered numbers, species, breeds or strains, age, weight, sex

in the case of females, specify whether pregnant or in milk and, in
. ?

the case of birds, in lay, etc.);

method of rearing and feeding, stating the nature and quantity of any

additives contained in the feed;
case history (as full as possible)§ occurrence and course of any inter-
current diseases; ' ' '

diagﬁosis and meéns uéed to.make it}>"

) symptoms and severity of the disease, if possible giving criteria represen-

ted by symbols (crosses, etc.);

dosage of the medicinal product, method, route and frequency of administra—
tion and precautions, 1f any, taken during administration (duratlon of

1n3ect10n, etc.),

duration of treatment and period of subséquent observation;



L

-33 - . ARSI S

j) all details concerning medicinal products (other than that being assayed)
which have been administered during the period of exemination, either
prior to or concurrently with the test product and, in the latter case,

detai;s of the interactions observed;

k) all results of the clinical trials (including unfavourable or negative
fesults) with a full statement of the clinical observations and the -
results of the objective tests of activity (laboratory amalyses, physio-
logical tests), required to evaluaté the applicationj the techniques
used must be specified, and the significance of any variations in the
re;ults explained (for example, vdriance in method, variance between

-+ individuals or tﬁe effects of the medication);»demonstrgtipn,of the
pharmacodynanic effect in animals shall not alome suffice to justify

conclusions concerning any therapeutic effect;

1) all particulars of the observed side-effects, whether harmful or not,
and of any mecasures taken in consequence; relation of cause and effect must
be investigated with the same care normally accorded to identifying a

therapeutic effect;

m) effect on animals' performances {egg-laying, milk production and reproduc~

tive function);

n) an opinion concerning each individual case or, where several series of

collective treatment are concerned, an opinion on each collective oase.
Omission of one or more of items a) to n) must be explained.

VYhen, in respect of particular therapeutic indications, the applicant
can show that he is unable to provide comprehensive data on therapeutic

effect because:

a) the indications for which the medicinal product in question is intended
are encountered so rarely that the applicant cannot recascnably be

expected to provide comprehensive evidence;

b) in the present state of scientific knowledge, comprehensive information

cannot be provided,

o/
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marketing authorization may be granted subject to the folldwing conditions:

a) the medicinal product in question shall be supplied on veterinary prescrip-
tion only and shall, in certain cases, be administered only under strict

veterinary supervisionj;

b) the package insert and any other information shail draw the attention of
the veterinary practitioner to the fact that, in certain specified respects,
the particulars available concerning the medicinal product in question

are asa yet inadequate,

The person respon31ble for placing the veterinary med1c1na1 product.
on the market shell make all necessary arrangements %o ensure that the
" original documents, which formed the basis of the data supplied, are kept
for at least five years as from the date of transmlss1on of the dossier to

the competent authority.

2. Bummary and conclusinns

The clinical observations referred to in paragraph‘l above shall be

summarized in a.synopsis of the trials and their results, indicating:

a) the number of animals treated either individually or colleciively, vith a

brecakdown according to species, breed or strain, age and sex;

_ b)_the number of animals withdrawn prematurely from the trials and the reasons
for such withdrawalj;

c) in the case of control animals, whether tkey have:

- received no treatment;
- reeelved a placeboy

- received another medlclnal product of known effect;

d) the frequency of observed side-effects;
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e) details concerning test animals which maj be at increased risk owing to
their age, their mode of rearing or feeding, or the purpose for which
they are intended, or animals whose physiological or pathological condition

requires special consideration;

f) a statistical evaluation of the results, when this is entailed by the

programming of the trials and the variability of the factors involved.

PFinally, the investigator shall draw general conclusions from the
eiperimenta.l evidence, expressing his opinion on the karmlessness .cf the nedicinnl
product, under normal conditions of use, its therapeutic effect and any use-
ful information relating to indications and contra~indications, dosage and
average duration of treaiment and, where appropriate, any interactions
observed with other medicinal pi'oducts or feed additives as well as any
special precautibns to be taken during treatment and the clinical symptoms

of overdosage,

e 000000000040



