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EXPLANATORY MEMORANDUM

1. General considerations

1., Madicinal products for veterinary use, like those for human therapy, are

governced by different legal provisions from onc Member State to another.

The need for Community rules is obv1ous from tho eoonomio point of view,.
Although thﬁ number of prcparatlons is ulstznctly smaller than in humen
medicine - the proportlon may . be assvssed at 1 to 10 - the consumption of and,
therefora, the trade in these preparations arc considerable. Stock—-ralslng

is Dbocoming moru and more industrialized. The concentration and intensification
of stock~raising which results from this and the selection of highly productive

breeds increasc the risks of discases and their economic consequences, With

the achievement of the common agricultural market, the objcctives of production,
profitability, freedom of movement and undistorted competition have become

vital in this ficlds

The need for rules is even more cvident from the standpoint of public health,
' With the growing consumption of animal products, it is essential that thev

consumer of the treated animal should suffer no harm. At this tima, when

problems of quality are again claiming attention, it is hardly nccossary to

stress the benefit to health which rules in this field would confer,

2, This proposal for a directive is based on the principle that the roquirements
1aid down for vutorinary medicinal products should not be less siringent than
those specified for pharmeceutical products for human usc, This is in the
interests of consumers of products of animal origin, who must suffer no harm,

and also in the intercsts of effective therapy.
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That is why, whorever possible, the provisions concerning proprietary medicinal
products for humen use (1) have been taken acrose to this field, Nevertheless,
in order to make allowance for probléms peculiar to the veterinary field,'it

was nccessary to add certain special provisions,

The scopes of the dircotives rolating to human usc and that of this Directive
do not coincide., The structures of the two markets are different, On the markets
of certain countries, voterinary medicinal products are commercialized in the
form of ready-made medicinal products and not proprietary medicinal products,
in order to keep down %the cost of packaging. For the same rcasons international

trade is carried on mainly in rcady-made medicinal productc.

In ordor to include most of the products entoring into international trade it

is therefore nccossary to widon the scope of the Dirazctive. This is also

necessary for reasons of compotition, since the strict rcgulation of one

category of products would cause production to swing towards other less super-

vised catogorics, and this would ultimately be harmful to public health.

Aﬁother.peculiarity of vefcrinary medicinal products is the déngor of residues
in animal products. It must be borne in mind that people may‘be harmed by
ingesting products derivéd from animals to which medicinal prodﬁcts have becen
administored. This raiscs the questions of the parsistence of the medicinal
product, the routc and duration of elimination, and the nccessary waiting
period between usc of the medicinal product and consumption of tho animal
product, This'problom of residues only arises in the casce of products
administored to animals which are likely to provide Man with food, Less
stringent demands might thorefore have becn expected in the case of medicinal
products administercd to cortain animal specics, petsy for instance. It never-
thaless scemed hazardous to create two separate categorics of medicinal
products in view of the corrupt and fraudulent practices which might have
onsued and the probloms of supervision which would then have arisen. It
appearcd wiser to allow certain waivers within the framework of the standards

and protocols applicable to tests on vetorinary medicinal products.

(1) Council Directiva No 65/65/EEC, OF 22 of 0.2,1965
Council Directive No 75/318/EEC, OJ L 147 of 9.6,1975 ofs
Council Dirzctive No 75/319/EEC, 0J L 147 of 9.6.1975



4.'Thu aim of\this work on thc approx1mation of laws is to 1ntroduce free move-—
mpnt of. vetorlnary mcdlclnal products wnlle prov1ding evbry safegugrd for
public hcalth,.

Having taken steps to safeguard public health at the product tcstlng, manu-
factuzmng and marLetlng stago, thu next problom whlca arose was that of the

" froc movoment of theso products.

.The introduction, at this stage, of freaddm of movement might seem feasible
since the position with regard to vbtvrlnary medicinal products is not.
jdentical with that of modicinal products for human usc. The public h»alth
hazards may scem less serious, since the animal is used as an lntermediary
and thercfore acts as a screen between the medicinal product and Man.
Community rules adoptcd for agriculturc have made it possible to onsurc.
frocdom of movement for agricultural products while sccuring the protection
of public health, ‘ ‘ ' '

Those arguments werc not devoid of weight but they clashed with other argumcnts
concerning the nced to progress by singes in 2 ficld which is closcly related

~ to hoalth and is of primc importance for the cconomy of certain countries. -

Instoad of weighing up conflicting arguments-which contribute nothing towards
health and postpone frec movement indefinitely, -it appearcd preferable to put
forward more modoratc proposals for introducing, in the casc of vetorinary
medicinal products, the system of movement alrcady adopted with regard to ..
madicinal products for human use. This should enable the periods for the
_-adoption and implemontation of the texts.{o be shortened and hence meke it
possible to introducc free movement for vetorinary medicinal products merc

rapidly than over—ambitious proposals would allowe



II. Commentary on certain articles

Article 1 -

It goes without saying thet the word "animal' refefs 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 cirCumétanées
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 (0 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‘ﬁarketing under uncontrolled forms,

The ready-made veterinary medicinal product differs from the proprietaiy

medicinal product by the absence of a special name (trivial name). It has
only a chemical name or an international non-proprietary name. Furthermorey
it is not necessarily offered for sale in a special pack but may be sypplied
in bulk, It is specified tﬁat the ready-made product is markested 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 ig 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 pré-mix is not
necessarily a mixture: it is a medicinal preparation at the stage preceding

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

arararetions with one or more feeding-stuffs, made before marketing. It-.can

be used Without further processing and this distinguishes it from fhé*ﬁré—ﬁix.

Tts therapeutic purpose differentiates it From the compound feeding-stiff.

" 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:foed.
A medicinal prevaration is a product likely to befhazardous and‘must.thére—
' fore be tiade subject to authorization irrespective of the way in which. it
will be employed subsequently. Asids from the economicléonsideraxions i
already mentioned, this is the reason which has led to the wi&eningJof,jhe
scope of this Directive as compared w1tn the proposed directive on proprletary

S . . TR
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»medlclnal substances for human use,. .

2. On the other hand, thejprovisiops’of th;s 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 presents - . - . . o v

Similérly, it wés not considered advisabie té make these proﬁisioné“méﬁdatory
in the case of products which can have no effect.on intraPCOmmunltJ trade,
namely, veterinary medicinal products not prepared in advance' thls refers

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

. veterinarian for one particular animal, following diagnosis,

Finally, in order to make the present rules effective; it has beeﬁ:ﬁéégésany
to regulate one aspect of the manufacture of medicated feeding-stuffs
Zﬂrticle 2 (32; pending rules applicable to medicated feeding-stuffs;.

.



Article 3

Paragraph 1 of this Article is wholly comparable to the provisions gdﬁerning'
proprietary medicinal products for humen 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 would be to procure, as a raw material, such
and such a substance for which no prophylacticvor curative properties are
claimed; no authorization would be necessary since it would be a raw material
and not a medicinal substance. Thereafter, the purchaser would employ this
substance 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. | .

Such a possibility would be unacceptable from the point of view of both public
health and the economye

It has therefore been necessary to go beyond the idea of marketing and to
lzy down an unqualified prohibition of administration to an animal of a
medicinal product, in any form whatsoever, which has not been authorized
pursuant 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 Jamuary 1965.

It is very cértain that such a provision gives rise tovdifficultlirobiéms of
superﬁisiona At the seme,time, however, public authorities must be able to
counter the corrupt practices which could stem 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 5@ penalized; this justifies

such a provision even if it is difficult to implement ite

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.

o/



Article‘g
Paragraph

The therapéutic indications must be taken in a broad sense: the "thérapeuxié
effect" concept must be understood to be the effect promised by the manu-

" facturer, Mutatis mutandis, the therapeutic indications cover the indications
quoted for medicinal products alleged to possess curative or prophylactic

~ properties and also those quoted for medicinal producte intended for making
a medical diagnosis or restoring, correcting or modifying physiological

functions in animals,
Paragraph 6

The phrase “dogage for the various animal species for which the medicinal
?roduct 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,
Paragraph 1

The person responsible for placing the product on the market must -provide
all necessary information concerning the precautions to be taken dﬁring 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 substances for particular purposes;
an example is the use of oestrogens to fatten cattle., But if these substances
exert a therapcutic effect, they must be allowed to qualify for amthbfization
as medicinal prpducts; In order to reconcile these»requirements, authorizaxion
may be refused if the medicinal product is offered for sale, for a use
prohibited under other Community provisions,(Paragraph 3). On the other hand,
this refusal would be rescinded if this possible use were no longer
advertised, | |

o/
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Article 11

1. In order to allow the marketing of medicinal products which are useful but
which also present definite hazards, the authorization may entail the
obligation to print the necessary warmings on the label and the package
‘insert.'The reference to clinical and pharmacological trials is designed
%o coﬁfer 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 need to make warnings obligatory.

2. At present the question of tracer substances does 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 Member States not to specify different tracer substances,

If joint consultation proved unsatisfactory and if this problem were to
hamper freedom of movement, 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.

Article 13

This Article makes it incumbent on the person responsible for placing the
product on the market to modify his testing methods &f an improvement in
testing may result therefrom.

It also makes it incumbent on him to notify the compatent authorities of any
new factors which appear after the grant of marketing authorizaiion:

- new factors over which the person responsible for marketing has no
control, such as side-effects, interactions, contra~-indications, etc.

(second paragraph);

/e



- any new factors which result from its use: modifications in the

composition, dosage, indications etc. (third paragraph). Naturally, in‘apcordance .

with the provisions of the Directive, he will have to give the reasons for

these Proposed changes. o

It 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 which’they will be ied to take will depend on the new factors
communicated by the person responsible and; in accordancc with the national
regulations; they will be led either to grantlfresh authorization or to agree

to the modification simply by a letter to the person responsible, A

Article 16

In rogard to the Commitico for Veterinary Medicinal Products it is proposed to
apply provisions bascd on those specified for the Committee for Proprietary
Medicinal Products in Chapter EII of Directive 75/319/IEC, for the reasons

put forward in the General Considerations, '

Article 23

It is proposed to apply all the provisions concerning manufacture and import
from third countries, contained in Directive 75/319/EEC, to vetcrinary
medicinal products., Moreover, it should be noted that veterinary ‘medicine
appears among the scientific disciplino listed in Articie 23 of Directive
75/319/EECt an article which lays down the minimum qualifications requiréd
of persons who assumec responsibility for the manufacture and testing controls
of proprietany medicinal products for human use,

. :r;g.
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Article 33 _ - . e
Poragraph 8

The expiration date has been made mandatory in all cases in order to ensure the
corroct use of medicinal products and to avoid wastage which may be caused by

the abgence of this item of information. In order not to give the user an

unjustified feeling of security 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

necossary.

Article 35

In particular, {his concerns capsules on which it would be difficult to print

even the namece.

Article 39

The package insert must, without excéption, be included in the package of the
veterinary medicinal product for the purpose of information and the correct use
of the product. For cxample, the farmer must be informed conccrning 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 pursuant to Article 4 and verified
by the competont authorities in accordance with Article 10,

On ths other hand, the packsge imsert must not contain any advertising matter;
it must concern solely the medicinal product which it accompanicsi In the
interests 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 medicinal 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 administra%ion are necessary when the medicinal
sroducts are completely effective only in certain functional statés of_t_h_g_
organism (2.g. when fasting) or in certain stages of the disease (cegs
ti'eatment of parasitoses) or in combination with certain concomitant mcasurcs

(cege stimulation of circulation).

-



- 12 -

THE COUNCIL OF THE EUROPEAN COMMUNITIES,

Having regard to the Treaty establishing the Buropean Economic Community,
and in particular Artick 100 thereof '

Having regard to the proposal from the Commission
Having regard to the Opinion of the Europecan Parliament ,
Having regard 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 whe polsgnarding of public
health; ‘ |

Whercas, however, this objective must be achipved by means which will not
hinder the development of industry axil trade in medicinal products within the

Communitys

Whereas, insofar as tho lember States alrcady have certain provisions laid down
by 1aw, regulation or ddministrative action governing veterinery medicinal
products, such provisions differ in eagentinl prinsiniby and vheoroas this
resuits.in-the bindering of trade in nedieinalds prodicis wWaibia the

Community and thercby directly affecﬁathe éétablighment and functioning of

the common marketb;

Whereas such hindrances must accordingly be removed; and whereas this entails

approximation of the relovant provisions;

Whereas the provisions of this Dircctive which concern veterinary medicinai
products are not adequate, although appropriate, for veterinary medicinal
products used to confer active immunity, to diagnose the staie of immunity

and to confer passive immunity and for medicinal products based on radioactive
isotopes; whercas it\is therefore advisable not 6 prescribe their application

40 such products for the present;

/e
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Whereas medicated feeding-stuffs do not come within the ~mbit of this Directive,
but whereas it is necessary, &8 much for pithlic health.as eaononis reasons) to .
prohibit the use of unauthorized medicinal products in the manufacture of

medicated fseding-stuffs; ‘ . M

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

promised by the manufacturers;

Whereas it is advisable, in order gradually to achieve freedom of movement “oF
veterinary medicinal products, to facilitate the granting of nmarketing-mithorisa~
tions in several Member States for one and the same medicinal product;

Whereas, for this purposs, a Committee for Veterinary Medicinal Products should
be set up, conposod Of representatives of the Yember States and of the -
Commission, responsible for giving an opinion as to whether a particular
veterinary medicinal product complies with the requirements set out in this

Directivs;

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 will prove necessary, in the light of exporiovde goined -~ '-s
especially within the said Committse, for thc romoval of the

remaining barriers to freedom of movement

Whereas, in order to facilitate the movement of veterinary mediocinal products
ar}d to prevent the checks carried out in one Member State from being repeated
in another, minimum requirenents for manufa.chme and imports from third
countries and the grant of authorization relating thereto, should be appliedl
to veterinary medicinal produsts, as specified in Council Directive
75/316/T50 on the aprroximation of provisions laid down by law, regulation or
adminisirative action relating to proprietary medicinal products,

HAS ADOPTED THIS DIRECTIVE @

(1) OF No L 147, 94641975, pe 13




Chapter I — Definitions and scope of amlic ii e
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1, The definitions laid down in Article 1 of Council Directive No 65/65
an tho opprofivation of provisions Yol dew. by dauy .. .G 30
regulation or administrative action rolating to proprietary medicinal

products(l) shall apply to this Directive.

2, Furthermore, for the purposcs of this Directive, the follewing Jefinitions shall

apply : -
- votorinary nodicinal produst shall diwedfi any nodicinadeproduet intended for

animals,

- Ready-madc veterinary medicinal product slwii neanranyr¥nteyinery nodioinal

product prepared in advance and mariketed in a pharmaceutical form which

may be used without further processing;

- pre-mix for medicated feeding-stuffs shall noanvany ieterinedy undlcinal

product prepared in advance with a view %o the subsequent manufacture

of madicated feeding-stuffs,

- medicatod feeding-stuffs ghallPncan.any odsbuecyof oL voterinary nadicinnl

product or products and fecd or feeds wuich is ready prepare’ for
nertzoting and Latuuded to be fud to aninals without further procasoing,
Yocouso of 35 ouentive orﬁprgvoniivevpropprﬁjsszbr otheropropordics

of the medicinal substance covered by Article 1 (2) of the mznid e

Council Directivoy

3. Thoe additives incorporated in animal foeding-stuffs and the supplementary
animal feeding-stuffs covered by Council Directive Ne 70/524 LD
concerning additives in feeding-stuffs 2 shall, for the purposes of

the present Dircotive, not be considered as medicinal products.,

Article 2

1. The provisions of this Directive shall»appLy to veterinary medicinal products

. P Gew L em
MRA! .o ‘e

(l) 0F No 22 of 9.2.19653 na 20

(2) o5 No L 270 of 14.12.1970 i /e
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Lwhnther offcerad for sale in the form of proprietary modicinal pro&ucts,

ready-mede veterinary medicinal products or pre-mixes.

The provisions of this Dircctive shall not apply to:

(a) medicated fecding-stuffs,

(B) veterinary mcdicinal products used with a view to producing active
immunity, diagnosing the stato of 1mmun1ty and producing passive
immunity,

(¢) veterinary medicinal products based on radioactive isotopes,

(a) vetebihary“ﬁédicinal products not prepared in advance and intended

for one particular animal,

However, pending &eparate provisions for medicated feeding-stuffs, a
pre-mix shall not be used for themamfasturc of nodicated foeding-stuffs
if it has not received the guthorization referred to in Article 3.

Chapter IT — Application for marketing authorization

for veterinary medicinel onroducts

Article 3

,1y

24

% veterinary medlclnal product shall not bo narkebed in a Feibor Stot. if
autnorlzatlon has not beon pruv1ously issued by the compvt=nt autnority
of that Iembecr State. ‘

& voterinary medicinal product shall not be aduimistercd to onfnnls if the
authorization provided for in the preceding paragraph has not beenlissued,
ﬁxcept where teste of medicinal products refurred to in Article 4 {10)

ara concerncd.

Article 4

For thc purposa of obtaining the marketing awthorization providéd for in
Article 3, the person rosponsible for placing the product on the market
shall lodge an application with the competent authority of the Member State,

2
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24

3.

The following particulars and documents shallybe appended to thin application:

neme or corporate name and domicilc or permaneat.address of the posson respon:ilile fos

blacing the modicinal product on the market énd, where applicablé,of the

manufucturer alsoc

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

a trade mark or name of the menufacturer; scientific name or foraula,

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

gualitative and quantitative particulars'of all the componcnts of the

medicinal produc” éﬁgreased in the usual “terns, "hut exoluding'empiridalfchemical

- formulae, with mention of the international non-proprictary name re—

4.

5e

Te

8.

brief description of the method_df preparations

therapcutic indications, contra~indications and side~cffeocts;

commendod by the World Health Organization , if such nameqexistsﬁ .

gosnge for the varlous specics of aninal for which tho.medicinal product is

intended, its phagnacoutiéal form, mothod and neans “of adninistration and

oxpected shelf lifej -

reasons for the precautionary and safety measurcs to b2 taken whon using

the medicinal product, if applicable;

indication of th> nccossary delay between the ‘adninisiration .of o

-

the medicinal product to animals under normal conditions of usc and tho

production of food stuffs fron. such aninmalsy in order to ensurs “that such food

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

consumers;

4./‘,



Dﬁ”hrfption of the testing methods omployed by the manufacturer (qualitative
and quantltativc wnalys1a of the componbnts and the finished product, special
‘tbsts,_ .g. Sturlllty ‘tests, tests for the presence of pyrogenic substances,
for the‘prpsence of hecavy mctals, blologlcal and toxlclty to sﬁs, tests on v

intermecdia*e products);

10, Results of

- phy31coohemical, blologlcal or mlcrobiologlcal tests-
- toxicological and pharmaoologlcal tests;

- clinical trials.«'

'”hu regults of the toxicological and pharmacological tcsts shall ralate more
partlcularly to the mutabollsm of the ﬂotlve componants in the animal and in poartie
oular 4o the mode and duration of thoir olimination, if such data afe'

important for the purposc-of cheoking the'indicated dolays -

Notwithstanding thé- foregoing,

a) a list of published rcferences rcleting to the toxicological and :
‘pharmacological tests thé clinical %rlals,and ' the data concerning
the delay shall bo subetitutod for the relevant tost resulis

in the casg of:

i) a medicinal product with an established use, which has been
adequately tosted on animals so that its offects; including
éideadffects, arc already Xnown and arc included in tho published
roferances; ‘

ii) a now medicinal product, in which 4he active
components: drc {dentical to thescof a kﬁownimedicinal product
with an established use; o '

iii) a néw medicinal product contalning only known components {hai
have already been used <together - °+ in comparable proportions

in adequatcly tested medicinal products with an established usoe;

/o
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b) in the case of a new medicinal product containing known compononts
not hitherto used - $ogethor for therapeutic purposas,
roferencas to publishad date shall be substitutcd for the bosts

of such ccmponénts;

11. onc or more specimecns or mock-ups of the sales presentetion of tho

medicinal product together with a packege insert;

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

to producc medicinal products;

13, any authorization %o place tho rolevant nedicindll? prodiet on the wmarkot,
vhich may have been obtainedl in another Ilonber S¥#to or in a third countrys

Article 5

Member States shall meke all necessary arrangements to ensurc. that: the!dooumetts

and particulars listed in polnts 8,9 and 10, of %ho second paragroph of Article 4,

drafted by experts with the requisite technical br'professiqnal
Qualifioations before being submitted to the competent authoritics.

These documents and particulars shall be signed by the experts.

Article §

B

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

1. to carry out such work as falls within their particular discipline
(analysis, pharmzcology and similar experimental scionces, clinical
’ triéls) and to describe objectively the quantitative and qualitativs

gesults obtained;

are
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2. %50 des ﬁr*be thelr flndlngs in accordance w1th coun011 Dlrectivc Of eeuens
on the approxlmation of the laws of Lember Statns rclailng o analytical,
pharmaco»toxlcological and clinical standards and protocols in respect of

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

a) in the casec of analysts, whether the product conforns with the
stated composltlaq providing any reasons for the testing mcthods
which the manufacturer nay use;

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

- tho Soxicity of the product and the pharmacologioal
© ‘properties observed,

- whether, aftor 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 o hoalth hazard to the consuner;

¢} in the case of clinicians, whether they have fbund offocts in animals treated
with the prodﬁct corresponding to the information furnished by
the menufacturer pursuant to Article 4, whether the product is well
toleraied, What dosag= thay recommund and what zre the contra-~indications

and Slde—uffOCto, if anJ

3. to give roasons for the use of the references to publishea data referred
to in provisos a) and b) of iten 10 in tho mcoond paragraph of Article 4,according
to the conditions laid down by Council Dircctive of suesssss on the
approximation of the laws of Member States relating to analjtical,
pharmaco~toxicological and clinical standards and protocols in respect

of the testing of veterinary medicinal products.
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The experts! detailed reports shall form patt of the dossier which the
applicant chall lodge with the competent authoritics.

Chapter ITI - ,Inggruﬁﬁigng'fggﬁapplication for authorization

Authorization - Renewal of suthorisation

Article 1
Member States shall teke all appropriate measures to ensurc that the procedure
for granting authorization to place a veterinary mc@icinal pgoduct on the

market is completed within 120 days fron the date of submissionfof $he applicatione

_In exoaptlonal cascs this time~1imit shall bo extended for a fumther dayS.
The applicant shall be nOtlflud of such extension before the expiry of the

initial time-limit,

Article 8

Tn order to examinc the application submitted pursuant to Article 4, the

competent'authorities of the Member States  shall :

1. check that the perticulars submitted in support of the application
comply with the said Article 4 and, on the basigz of the reports drawn up
by the cxperts pursuant to Article 6, ascertain whother tho ccndivions for

the issue of the marketing authorization have been fulfilledy

2. submit the medicinal product for testing by a State lavoratory or a
laboratory designated for this purpose, in order to cnsure that the testing
methods of control cmployed by the manufacturcr and descv;bed lﬂ tae

dossier, in accordance Wltﬂ iton 9 of the °ooopd paragiaph of Arm1c;o 4,are

satlsfactory,

3. where appropriate, require - the applicant %o . supplement the
dossicr ds rogards  the items listed in Article 4. Wherce the corpetent
authoritizs avail themselves of this coursc of action, the tine-~linite

gpecified

./



in irticls 7 shall bo doferred until the supplenentary dzta Tequired have
wioon provided. Similarly, thess t1m0~11mits shall be deferred for thu
period allowed to the applicant, wherc appropriate, to explain hlmself

orally or in writing.

Article 2

Member States shall take all appropriate méasures in order that:

1o the competent authoritics may ascertain that the manufacturers and importers
of veterinary medicinal products from third countries are ablevto carry.
out manufacture in compliance with tha details supplied pursuant to iten 4 of .
the sccond paragraph of Article 4 and/or to carry out the tests in accordance
w1th thc‘mothods doscribed in the dossicr under 1toq 9 of the scoond paragraph
of ‘Article 4

2, tho competont authorities may authorize manufacturers and importers of
veterinary medicinal products from third countries, in cexceptional and
justificd ocases, to have certain stages of manufacture and/or certain of
the tests referrcd to in paragraph 1 carricd out by thlrd partles- in '
such cases the investigations by the competent authoritics shall also

Le carried out in those ostablishmontsse

Article 10
The amthorization provided for in Article 3 shall be withheld if, aftor

examination of the documents and particulars listed in Article 4, it appears:

1. +that the medicinal product is harmful 48 regards tho conditions of use ®ated at
the tinc of apﬁiication for awthorization, or that there is no thorepeutic offach
; insafficient proof thercof by the applicant as regérds the{spéoiosiof”énimal
which is to be troatod, or that the qualitative or guantitativée conposition
of the nedicinal product is not as declarcd -

/o



- 22 - SR

2. that the waiting period recommended by the applicant is not long cnough
to ensure that foodstuffs obtainad from the treated animal do not contain
residucs. which might jeopardizc the health of the consumer, or is
bjﬁinsufficiently substantiated; | :

3+ that the mnedicinal product is offercd for sale for = use prohibited under

other Community provisions,

Authorization shall also be withheld if the dossier submitted to the competcnt

authorities does not comply with Articles 4, 5 and 6,

Article 11

The grant of authuriiation provided for in Article 3 shall

L require +  ‘the person responsible for placing the veterinary
medicinal product on the market b indicate on the container and/or the
outside wprapping and the package insert other particulars essential for‘safety
or health protection , including any special precautions relating to

use and any other warnings resulting fronsthe clihical*andﬂpharmnooiogicalni
trials specificd in 4tem 736 of Article-4,:or#from:expcrinnce#gained;&uringfthe

use of the medicinal product once it has bsen marketed,

Authorization shall also require'%he\inclusion*of.a\traqer . oL

substance in the medicinal oroduct,

Article 12 ‘ ‘

The granting of suthorization shall net diminish the legal*iabiiity of the
manufacturer and, where appropriate, of tho person responsible for placing
the veterinary medicinal product on the market,

Article 13

The person responsible for marketing shall acoopt the test method provided
for in iten 9 of artiole 4in accordance with the advancement of technology
and the progress of science if such adaptation- ensurcs morc reliable

testing of the medicinalvproduct.

LA . . P .
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The pprson responsible for pla.cing tho veter:.nary med.:.o:.na.l product on the
market shall forthwith j,nfom © ' _the competvnt suthorities of W new

' jnformation which entails amendmant of the pa,rt:.cula,rs and documents referred
to0 in Artxcle 4 or additlona.l examination, and more sspec:.ally any prohibition

or restriction prescribed by the compatent suthorities of the Statzs in which

the medicinal product is marketed. .

The person rcspons:.ble for placing the vnterinax-y medicinal pro&ﬁct on the
markat shall 1.mmedia:tely inform the oompeten‘h authoritics of .any a],toraﬁ.ion he
proposes to make in the pa,r‘b:.culars and documants referred.to in Articlo 4.

Article 14
Author:.zat:.on snall be valid for five years and shall be Yonewable ' fo:n fiveu

year periods, on a,pplica‘b:.on by the holder within the threec months precédmg
4he dnke of expiry, in accordance. with the previsions of Article 13e '

Chapter IV - Committee for Votorinary Medicinal Products

SE

- Ar‘bicle 12

1, In order to fa.cz.li’aate the adoption of a common positlon by the lMember
States withc ,rega.‘rd. %o nammﬁuthamat&ons, & comi.ttea for Ve-herj.na.ry
Medicinal Products, herezna.f’oer called the "Committee“ is hereby set up;
it shall be composed of representatives of the Member States and of the

Commissiona

2¢ The Committee ghall, when s0 requested by a Membnr State, examine questions
rela,ting to the implementation of Articles 10y 20 and 33, in accordance
w:.th Articles 16=21, ' :

3, The Committee shallldraw up its own rules of procedures e

Article 16

1, The Member State which ha,s issued a ma.rketing a.uthoriza:tion for a
veterinary medicinal product shall trasnit to- the Committee a dossier con—-
taining a copy of thia authorigzation togetherwith the-parhiculore. and
ddoutionts specified in the second paragraph of Article 4, if the person
Fospongible for narkoting has roquested their trensnission to st least five
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otLerHembor- Statos, 1

Tre Committec shall forthwith isunsm1t~tha‘dbssiervtditheveompbtént
authoritics of the specified Menber Statos, -

Such transnissicnushaIl‘be desnmed to be'equivaient*tb!the*suhmissiqn bf an- -
application:for narketingauthorization to- tha.sald authbritics within the
noening of Articlc 4,

Article 17

1.

2,

1.

2,

3e

If, within a period of 120 days after the date of tranBmission yeferrod -

to in Article 16 (2), no objcotion has ‘deen' notified to~the Tormittee by the
competent authorities of the Member States spacified, the Committec shall
formally rccord the fact and forthwith inform the Member Statoes concerned,

Where a Member Sfate considers that it is unable to authorize the marketing
of the veterinary medicinal product, it shall forward its Pegsoned objection,
founded in Ar%icIO“ﬂ9UW1thin'thc“Saidlpériod of 120 days,

Article 18

In the cascs referred to in Article 17 (2), the Committee shall consider the
matter and shall deliverfits‘reasonea‘opﬁnaon within .60 deys from fthe
expiry of the time 1limit laid down in Article 17,

The opinion of the Commiftée shall deal with the compliance of the veterinary
medicinal product with the conditions sot out in Article 10,

The Committee shall forthwith inform the Hember States concerned of its
opinion or, in the ovent of dissension, of the opinions of its members,

The Member States concerned shall reach a decision on the application for
marketing authorization not laterthan 30 days after the date on which the
information provided for in Article 17 (1) or baragraph 2 ‘Heveoof

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

o/
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Article 19
L. If soveral spplications have becn Bubnitted in ‘nooordaiipe With Article 4
for marketing authorization for the seme voterinary medicinal

product, and onc Or more Member Statos has granted sush authorizaetion while
one or morc of the other Member States have refused it, one of the Hember

States concerned may bring the ma.tt»r before the Committee.

The same shall apply whero one. or more Membor States have suspended or
withdrawer - marketing authoriyza'bion while one or of-tho other Menber States

have not donc s0.

2. The Committec shall consider the natter and shall delivor its reasoned opinion
wittdn 120 Jdags a’O"hhe latests

3, The opinion of the Comm:.ttee shall only deal with the grounds on which
autho:r:-z.atn.on was refuscd, suspended or wi-ﬁhmm

The Committee ghall forthwith inform. the Member States concerned of 1+.s

opinion vz, in the ovent of . dimsension.y of the opinions of its mem'bers.

4. Tho Member States concerned shall give notice,within 30 days,of’ the action

they intcnd $o take follomng ‘cne lem:l.t'b“e's opinion;

Article 20 ‘

The Committee shall sed atind Jioif. for a-fpesh exanination ion the basis of
particulars relating to the corditions leid down in Articles 10, 26 or 40
obtained in tihc neantime by Mumioy Livhes and in particular 'by those which

have au’bhomznd the vetorinary mediciaal produ.ut.
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Article 21

The competent authorities of Member States shally: in’ speciTiv cases- where! the
interssts of the Comrmunity are involved, refer the matter to the Committee

before reaching a decision on an application for marketing authorization,

its suspension or *withdrawal,

Article 22

.1. The Commission shall report to the Council annually on the operation of the

2.

procedure laid down in this Chapter and its effects on the development of
intra~Community trade. It shall nake it@first teport two years aftor - -
tne entry into force of this Directive.

In the light of experience the Commission shall, not later than four years
after the entry into force of this Dircctive, submit to the Council a
proposal containing appropriate measures leading -to-. +the abolition of
any remaining barricrs to the froe movement of veterinary medicinal products,
still in existohbe, : 3 BT

The Council shall take n dovoision on the Comnission proposal not later

than one year after its subnissione
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Chapter V - Manfacture and imports from third countries

Article 23

1, Member Spates shall take all appropriate measures to ensure that the

manufacture and - -ioports~ from third countries of veterinary medicinal
produets: are subject to the holding of an authorization.

2., The provisions concérning manufabture and imports from third countrics
referred to in Chapter IV of the second Directive 75/319/EEC shall applys

Chégtér-VI -~ Supervision and sanctions

Article 2&

The competent authority of the lMember State concerned shall ensure by mcans
of inspectiony that the legal requirements relating to veterinary medicinal’

products are complied withe =

Such inspections shall be carried out by officials repre§eﬂ€ing @he qombetpnt
anthority who ghall be empowerdd to ¢ R ‘

.

1. Ingpect amanufacturing or commercial cstablishments and any laboratories
entrusted by the holder of the authorization reforred to in Article 23 (1)
with the task of carrying out checks pursuant to Article 9 (2);

2, Take gsamplosj

3, - - Bxandne any documents relatihg to the object of the inspection, subject
to qurrent pravigions - in the Member States at the time of ﬁotifination'
of this Directive which place restrictions on these powers with regard to
the description of the method of preparation.

0/6



Artiole 25

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

of the tests carried out on the finished product and/%r on the components

and intermediate products of the manufaoturing'prooess, in accerdance with
the methods laid down for the purposes of - @arketing authorization.

Artivde 26

| The competent authorities of the Menber Statesidhail vmpendvorm&m%mﬁ:eting
authorization when it is clear that:

Te the medicinal product may be harmful under the conditions of use stated at
. the time of application for author1zat10n or subsequently, or that the negdi..
cinal product lacks therapeutic effect or that its qualitative and
quantitative composition is not as declared;

- 2. the recommended  .Qelay- ‘{m_.;g,inadequate'to ensure that foodstuffs
obbained from the treated animel do not contain residues which might
endanger the health of the consumer;

3. the medicinal product is offered for sale for a use which ié prbhiﬁited

by other Community proviéions;

4. the information 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 obllgations referred to in the second paragraph of Article 11 have
not béen fulfilled, ‘ '

The therapeutic effect is missing when it is established that the medicinal
product carmot produce thereapeutic results in the species of aninai fnr which
the treatment is intended.

Aathortzation nay also be suspendsd or withdrawn whete i

coefens



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

Article 133

- any new informatlon referred to in the second paragraph of Artiole 13

has not been cqmmunlcated to the competent authorities. .

Article 27
P ]

4, Notwithstanding the provisions of Artiole 26, = Member States shall take

-, .all necessary measures to ensure that supply of the veterinary medicinal
product is prohibited and that such medioinal product is withdrawn from
the market where.

Qe

b,

Ce

d.

jt is c¢lear that the medicinal product is harmful under the conditions
of use stated at the time of the application for authorization'or
subsequently, pursuant to the third paragraph of Article 13;

the medicinal product 1aoksitherapaut&006ffect1on1theﬁapecieaﬁef1animal for
which the treatment. was intended; : . ‘

the qualitative and quantitative composition of the medicinal product

is not as declared;

the recommended - delay .- isbinadequate.to ensure that foodstuffs

obtained from the treated animal do not contain residues which might

endanger the health of the oconsumer;

the tests referred to in Article 25 have not been carried out or where

‘another requirement or obllgation relating to the grant of the '

authorization referred to in Article 23(1) has not been complied
Withc

2. The competent authority may confine its order prohibitiﬂg supply and

the withdrawal from the narket solely to manufacturing batohes _

over: which there is a dispute.

XX VA XX ]
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fzticle 23
1. The competent authority of a Member Stote shall suspend or withdraw the
aathorlzutlon referrcd to in Article 23 for a category of préparations or
for all prendrﬂtlons when one of the requlrements 1aid down foA the

obtalnlng of thls authO'lzatlcn is no longer ‘met.

2. The competent authority of = Member State may, in addition to the
measures set out in Article 27, cither suspond menufacture or
inports of veterinary medicinal products from third countries or
suspend or withdcew the arkorization wefwired to in-Article 23 Tor a
.category of preparaticas or for all preparations in the event of nonw
' observance of the provisions regarding monufacture or imports = from

third countries. -
Azticle 29

Member States shall take all appropriate mensures to ensure that the competent
authorities concerned comrmmicate to each other such information as is approprlate\
40 scoure compliance with the requirements for the authorization referred to

in Article 23 (1) or formarketing authorization,
Lrticle 30

M1 decisions taken pursuant to Articles 10, 26 and 27, all negative decisions
taken pursuent to Articles Y(12) andiiB(3) ufl this Diroutive and sll deeisions fo
withhold: authorization to nanufasture or to inport frvn third courtries: or to
suspend or withdraw -sanufacturing authorization shall state in detail.. the
reasons on whioch they are based. Such deocisions shall be notified to the

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

available to hin under purrent legi¥lation and the tine-linit within which

such  Tevedies migt.be soughts

Authorizations to place veterinary medicinal productson the market and
decisions to revoke such authorizations shall be. published by dach Hember: State
in its official gazette.

vosfene
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Lrticle 39

\Ibcisions‘tq granf authorization to market, withhold,ésuspehd or withdvaw
authorizatich, to prohibit supply, to withdraw a product from the market
or to suspendvmanuféotﬁre 6r impbfﬁsr ] fronm third countries of veterinary
medicinal products shall. only be. taken on the grounds set out in this
Directive, :

Article 32
Each Member.State shall take all  appropriate measures to ensure that

decisions authorizing marketing, refusing or withdrawing & narketing authorization,
cancelling a decision refusing or withdrawing marketdng authordzation, prohibiting
v supply or withdrawing a product from the market, together with the reasons

on which such decisions are based, are brought to the attention of the

Conmittee forthwith, o

_Anca/do' .
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Chapter WII = Iabelling and package inserts

in the packaging of veterinary

nedicinal prodatts

Article 33

The following particulars shall appear in legible charecters on containers
and outer packages of medicinal productss

e Name of the medicinal product, which may be a trivial name or & commoh name
with or without a trade mark or name of the manufaciurer or a scientific

name or formula with or without a trade meric or name of the manufacturer,

2. Next tovthe name of the medicinal product,its qualitative and quentitative
oompbsition expressed in active components per dose~unit or as a percentage,
according to the phérmiceutical-form and, in addition in thé ocases.poforred
to in the sacond parngraph of Artiole 11 the tracer substatioess

‘The intcrnstional non-proprietary names recommended by the World Health

Organization shall be used wherever they exist,

3+ Reference number for production identification (manufacturerts batoh

nunber ) »G

4.  Number of the authorization for placing the voterinary ticdicinal product on

the nmaricet,

| .
5« Name or corporate name and permanent address or headgnartdrs of ~the porson

résponsible for . placing the veterinary nedicinal product on the ‘nmarket-and,.

“

whore' applicable, of the manufacturer also,

6. The specics of aninal for which the nedicinal product is intended: j the methos
and peans of administration.

7.  Delay, if anys

ooc/mon
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8. Dateofempim s

Se Special storage precautions, .if a,ny.

10. The particulars hic dovn in the flrst paragreph of Article 11, if
neocessary.

11.. The words "For véterinary use",

The pharmaceutioal form and the contents bykweight;  volume or
nunmber of dose=units need only be shown on the outer package o

fhe provisions of fhe
Annewc, Part 1, A to Council Directive Ofeeeeeeecreseson the approximation of
the laws of Member States relat:.ng to analytioal, pharmaco-vtox:.coLogioal and
cllnioal sta.nda.rds and protoocols in respect of the testing of veterinary

&y

med:.clnal products in so Tar as they concern the actiwve conponent of veterinary _

ned:.o:.nal products desori'bed mzalltatively and quan‘bita,tively shall apply to the

particulars given 1n point 24 Article 34

As regards ampoules, the particulars listed in the first paragraph of
Article 33 shall be given on the outer package + On the actual containers,
however, only the following pa.rt:.cula:bs shall be necessarys "

= name of the medn.cz.na,l produot

- quantity of active sub@t-mces,

~neans of admmmtration

=~ reference number for production identification
(manufactuer‘s batch num’ber)

- date of axpiry

~ the words "For veteriné;ry usc;".

cc-/:oc



A:tiqle 35

As regards small éihgie;dosé containers, other than ampdules, on-which it
is impossible to give the particulars mentioned in Article 34, the require-

ments of Article 33 shall apply .only to the outer peckoges

Article 36

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

consisting of a double red line.

Article 31

Where there isﬂnd outer pnokage, all the particulars which should feature
on such . package pursuont to the preceding Articles shall be shown on the

container,
Article 38

The particulars mentioned in items 6y74849, 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 produofs in the
language 5 or lenguages of the country in which they are being

placed on the market.
Article 39

Member States shall take 21l appropriate measures to ensure that the package
insert vhich muist be included in the package dhveterinary nedicinal

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

" shall confort with the fnformntion.and documents provided ﬁursuant to °

. -Article’4 and:which have' been aPproVedfbyAthe'COmpe%ehf authorities:

.oo/;ol
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a) I'ane ér corporate name and perilanent address or headquarters of the person
. rosponsible for placing the veterinary‘ncdioinal product on bhe market and,where

-

wppllcmble, of the nanufgoturer also L

b) Name of the medioinal product and a statement of its adtive oonpononts
expressed qualitatively and quantitatiVeLy.

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

¢) The main therapeutio indioationm;, controm~indicotions and side-~cffects
in so far as thero particulars arec nccoasury for the use of the mediecinal
products 3

d4) The spen&es of aninal f&r“which the medicinsl product is ‘intended, the dosage
suitable for: this SpeOiGS, tho method and neans of administration and- &dVva
on correot administration, if necessary;

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

g) The pmrtlculars required by the first puragroph of Article 11, if

necesgssg

Lrticle 49

Where the provisions of this Chapter are not observed and a formal motice
addressed to the person concerned has bhesn inéffactiva, tho'obmﬁotent
authorities of the Member States may suspend or withdraw the auﬁhorizatiqn to
place the veterinary medicinal product on the market,:

All decisions tzken by virtue of the preceding paragraph’ shall state in detail
the reasons oﬁ‘which'they are based, "4 decision shzll be notified to the party
concerned, glong with the remedics available to hin undor ourvent legislation
and the: time allowed for secking fuch renedics)

o.-/'cd
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Article 41

The requiremonts of Menbor States-comcorning conditiochs of supply to the publioc,
the marking of prices on medicinal products for veterinary use end
industrial property rights shall not be affeoted by the provisions of this
Chapter,

Chapter VIIlk~ I@pléménting,provisians and transitional

neagures

Art icle 42

Member States shall bring into foroe the laws, regulations and administrative
provisions - ncocssary to comply with this Directive within eighteen

months of its notification and shall forthwith inform the Commission thereof.

Member States shall ensure that the main provisions of national law which
they =dopt in the field governed by this Directive nre communicated to

the Comnission.

Article 43

1, As regards the authorizations referred to in Article 23 which are issued
before the expiry of the time-limit laid down in Article 42, ilember
States shall grant an additional period of one ycar to the underfalcings

concerned to enoble them to corply with the provisions of Chapter Ve

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

provisions.

-ot/olo
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3+ Menmber Stotes shall notify the CoﬁﬁiéﬁiOn, within three years following
the notification of thie Directive, of the number of veterinary mediecinal
producfs eovered 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,



PROPOSAL FOR A COUNCIL DIRECTIVE
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Bx lanato 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 basic Directive in order to allow veterinary
medicinal products freedom of movenments By defining the data to be supplied
conoerning 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 Directive will, at one and the
'éame time, assist manufacturers, competent national authorities and.the
Committee on veterinary medicinal products envigsaged in the Council
Directive seceovseees Of cvessves On the a.pproxixhation of the laws of
Member States relating to veterinary medicinal products,

This proposal was drawn up on the basis of the stud;es made in th«e field of
proprletary medmlnal produots for use in human beings. However, 'khe

‘ special problems raised by veterinary medicinal products have led to a cerw
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 phamaco«-toxicological studies have been
planned in order to determine the possible presence of realdues in food-
stuffs obtained from treated animals and the effects of such residues, ‘
These tests must make it possible %o 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 haze rds. It is also important, however, to consider the protection
of the treated animal, since, 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 intersed species of animal, In the case
of medicinal products for human use the mnawver is obvious = avery 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 toxicity 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 intoxioation. 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
tests in the intended species of aninal enable the maximum 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 against medicinal products for human use.

In the case of voterinary 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 oonsumer of animal products
(residme tests). One must therefore prevent the cost burden imposed on veter—
inary research from handicapping the sales prospects of such medicinal ’
;broducts too heavily and thus fostering iilegal dealings in this market,
which would run ,coﬁntef to the aims pursued.

A compromise solution is therefore proposeds: it is desirable that all the
tests for toxicity be c&rried»dut; neverbheless, & oul, ~un ovoul o,
conBidering in particular the directions for the use of {the medicinal product,';
the investigator may submit reasons for not carrying out the repeated dose
toxicity tests; these reapons will of course be appraised by the competent
authorities who can always insist that these tests“be carried out,



THE COUNCIL OF THE EUROPEAI! COMMUITITIES,

Having regard to the Treaty establishing the European Leononic Community,
and in particular irticle 100 thereof,

Having regard to the proposal from the Commission,

Yhereas the appro'u.mation begun by Cou .¢il Da.rect:we ececossses OFf seserees

on the approxinubion of the laws of the ilember States relating to veterinary
medicinal products should be cont: inied and the implementation of the principles
laid down in that Directive éhould be ensured;

Whereas among existing digparities those relating to the control of veterinary
medic:.na.l products are of fundamental importance and point 10 of the second para-
graph of Article 4 of the said Directive requires that applications for
authorization to place a veberinary medicinal product on the market should

be accompanied by particulars and doouments relating to the results of

tests and trials carried out on the product concerned; )

Whereas standards and protocols for the performzmoé 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 MOVEw
ment of these products by laying dowm wniform rules appllcc..ble to tests

and trials and the compilation of dossiers;

Whereas the adoption of the same standards and protocols by all the lMember
States will enable the compefent,a.uthorities’ to arrive at their decisions
on the basis of unifoim tests and by reference to uniform criteria and will
therefore help to obviate differences in e¥aluation;
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Whereas the physico-chemical, bioiogical or microbiological tests provided
for in poipt 10 of the second paragroph of Article 4, the said Directive
are closcly rclated to points 3, 4, 6 and 9 of the Said

paragraph and it is'therefore necessary to specify the data to be provided
under these poinis

Vhereas the waiting period referred to in point' 8 of the sesond paragraph of the
said Ariicle 4 nmust be deternined in

accordance with the results of the tests and trials provided for in point 10
thereofy -

Whereas the concepts of harmfulness and therapeutic efficacy referred to in
Article 10 of the said Divechive. can, only be o

exanined in relation to each other snd have only a relative sighificance
depending on the progress of soientif:?c knowledge and the use for which the
medicinal product is int‘ezided;_ whevezs *the particulars and documents which
must accompany an application for avihorization to place a veberinsry medi-
cinal pruduct on the market must demcnstrave that potential hazards are
outwolohed bj the therapeutic efff.cac'r o7 the product; whereas Jailing such

demons” tlon, the application must be rcjccted;

Whereas it is the quality of the tests and trials which is pre~eminent; where-
as the itests and trials carried out pursuant to these provisions must there-
fore be tuken into consideration irrespeciive of the nationality of the

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

Whereas technical progress requirés rapid edjustnent of the provisions of the
Anngx to this Directive; wherea.s to viake. it easiern to adapt to the ncasures
required for this purpose, v « P should be .  a procedure to ensure
‘close cooperation between the Member States and the Commission within the

Standing Committee:on Medicinal Products,

HAS ADOPTED THIS DIRECTIVE:
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Article 1 | . : | /

Member States shallltake all appropriate measures to enéura that
the parficulars and documents which must acéompany applications for authorigz-
ation to place a veterinary medicinal product on the market pursuant to .
points 3, 44 6, 8, 9 and 10 of the sacond paragraph -of -Article 4 of the Qouncil
Directive seeeseses Of.cseseeeee ON the approximation of the laws of.
Hember States relating to vétefinary 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 second paragraph of Article 4
of the said Directive, referenoos $o published data.are '

submitted, the prov181ons of thls Directive shall apply in like manner.
Article 2

_ The amendments necessary for adapting the requirements of the Ammex

to this Directive to Yechnical progress shall be adopted in accordance with

the procedure laid down in Article 3(5) and (6) (as anended) of the Oouncil Directive
of seacsovesse relating to analytical, pharmaco-toxicological and clinical

standards and protocols in respeot of the testing of propr1etary medicinal

products,

The Committee referred to in Article 3 (asianended) of the said
Directive may examine any question.rélating to the application of this
Dircctive which is brought up by its CGhairman, either on his own initiative
or at the request of the representative of a Member State.

Article 3

Member States shall Put into force the mrs, regulations and adnministretive
provisions needed in order to eomp]y-wﬂth this Directive within 18 nonths of its
nohificaiion and shell forthwith inform the Cormission ¥hareof,

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 Cormission,

Article 4

Thie Directive is adresised to the Member States, /
. L¥A )
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A. Qualitative and quantitative particulars of the components

The particulars and documents which must accompany epplications for
marketing authorizationgpursuant to Article 4, point 3, second pa,ra.graph, of
Council DirectiVe sesecesceessscsvress OF seeveessscessee On the approximation
of the laws of Member 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 midicinal
product means the deslgnatlon or description of H

- the active substance(s)

~ the componant(z) of the excipients, whatever their nature or the
gquarntity used; inocluding celonring agents, premowmibivigy stabilizers,
thickerers, emulsifiers, anii-sgyiutinating sgenits, flavouring and
aromstic substandasy. ges prepollanis, etCesee

- conpoientas of the phormecsuiical form (e.g. capeule, cachet) intended

to be ingeasted or otiaerwise sdministered to animals,.

These particulars shall be supplemsnted by any. relevant data concerning
the container and, where appropriate, tho way of closing it. ‘

2. The "usual terminology", to be used in descrihing the components of
medicinel products, mears,without prejudice to the spplicalion of the
other provisious of Arvicle 4, point 3; of the said Directive 3

- compulsorily, in respect of substances which appear in the European
Pharmsoopneia ory failing this, in the national pharmacopoeia of one
of the lember States, the principal designajion used in the relevant
monograph, with reference to the pharmacopoeis concerned;
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- in respect of other substances, the international non-proprietary
name recormended by WHC, which'may be accompanied by ansther none
proprietary name, or, failing these, the ex@ctfscientifiCtdesigna$ion;
substances not having an internztional non-nroprictary none or an
exact scientific designation shall be described by a statement of
how and from what they were prepared, supplemented, where appropriate,

any other relevant details;

~ in respect of colouring agents, designation by the T code assigned
to tlen in a future Council Directive on the approximation of the
rules of the Hember States 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 weight or the
number of international units, either per. fosage~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 wei*hﬁ of each active
substance in the unlt contalner, taklng into account the usable volume

" of the procduct

~ in respeot of medicinal products to be administer sed in drops, by
the weight of each active substance contained in the number of drops
corresponding to an average dose; |

-~ in respect of syrups, emu131ons, graniles and other pharmaceutical
forms %o be administered in measured quantltles, bv the weight of

" each active substance per measured quantlty.

Active substances present in the form of compounds or derivafives shall
be described cuantitatively by their total weight, and if necessary or prelevant,
by the weight of the acfive moiety or moieties of the molecule (in the case
of chloramphenicol palmitate, for exmmple, the weight of the ester and that

of the corresponding chloramphenicol shall be given).

o/
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The biological units of activity of prodvcts which have not been
defined chemically, and on which there is insufficient bibliographical in-
:f‘oma.tion, shell be expressed in such a way as to provide unambiguous inforw
masior on-the activity of the substance, c.ge by stating the shysiological

effect on which the method of detormining the dose is based.

' B. Deggription of method of Fogpamation ’

The "brief description of the method of preparation’ acoompanying the

application for marketing authorization pursuant to Article 4, second paragraph,

T point 4;01‘\00’011011 Directive cesvseasnasensse O‘f sacsssrneny sha.lilbe drafted

in such a way as to give an a,dequate. idea of the nature of the oiaerations

employed.
- For this purpose it shall include at least:

~ mention of the various stages of manufacture, so that an assessment can
be madé of. whether the processes employed in producing the pharmaceutical

form might have brousght about an adverse chahge in the compdn‘en*.:s;

- in the casc of a continuous process, full details concerning precautions

_ taken to ensure the homogeneity of the final product; '

- flﬁe :éctual maxufacturing :f_‘ornm.‘la‘, with the quantitative narticulars of
all the substances used, the quantities of excipients, however, being
given in approximate terms in so far as the pharmaceutical form males

, this ,ﬁ.e}_c,éssary; mention shall be made of any substances that nay disappear

in the course of manufacture;

-8 ptatement of ‘tl}e stages of manufacture at which sampling is carried out
for in-aprooess control tests, where gther data in the documents supporting
the application show such tests to be necessary for quality control of the

medicinal product.-
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sk af breie substancas

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,

7 The particulars and documents which must accompany the application
:fbr marketing authorization pursucnt to Article 4, second paragraph, points
9 and 10, of Council Directive seeaessess OF sssssesee shall iriclude the
results of the tests relating to quality control of all the components used.
These particulars and documents shall be submitted in accordance with the

following provisicns..

1. Basic substances listed in pharmacopoeias

The monographs of the Furopean Pharmacopoeia shall be applicable to

all substances appearing in it.

In respect of other substances, each Member State moy require observance
of its own netional pharmacopeia with regord o products manufactured in its

territory.

‘ Componénts fulfilling thé requirements of the Huropean Pharmacopoeia
or the pharmacopoeia of one of the liember States shall be deemed to comply
sufficiéntly with Article 4, second paragraph, point 9, of Council Directive
.......;.... of ......;....... In this case, the description of the analytical
methodsvmay be replaced by a detailed reference to the pharmacopoeia in .

" guestion,

. Reference to any of the pharmaCOpoelas of non lember countries ‘may
fbe permltted in cases where the substance is descrlbed nelther in the
European Pharmacopoeia nor in the national pharmacopoeia concerned; -in that
case the monograpia shall be sﬁbmitted, accompanied where ncecessary by a

translation for which the applicant shall be responsible,
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Colouring agents shall, in all cases, satisfy the Toquircacuts of
a future Council Directive on the approximation of the laws of the “lember
States concerning the colourlng 28 ents authorlzed for use in proprletary

~ediecinal 3roJucts.

For routine tests on each batch of basic substance, only that part
of the pharmacoooela relating to verlflcatlon tests (purlty and str*ngths)
shall be mendatory; the full range of 1dent1ty tests need not necessarllv
be performed where those that havé been performned permlt an unamblguous
characterlzatlon. In this case, the reference to the monovraph of the pharma—

copoela mentioned above shall 1nclude details relatlng to‘thls aspect.

2. Basic¢c substances not in a pharmaocgpoeia

I et
N W

Comnonents which are not glven in any pharnacopoela shall be described

in the form of a monograph under the following headlngs-

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

p01nt 2, shell ‘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 Pharmaconoela, shall be accompanied
by any necessery explanatory evidence, especially concernln the molecular
stricture where approprlate; it must, in ‘'such a case, be ccompanled by a
'br1ef 1nd10atlor of the method of synthetlc preparation, Uhere subsbances

can only be desorlbed by their method of preparatloh} tné descrlptlon w111
have to be sufficlently detailed to characterize a substance which Ls o

constant both in its composition and in its effects;

(c) " Yethods of 1dert1flcat1gg nay be d1v1ded into completc technlques as
used for the formalatlon of the medlclnal product, and tests which ought to

be car"led out as a routlne matter.
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(d) - Purity tests shall be ‘described in relation to the sum total of
predictable 1mnu11t1es, eSpeclally those whlch may have a harmful effect,

and,. if necessary, those whink, hav1hg regnrd to the medicinal association
to which the gpplication refers, might adversely affect the stability of
the medlclnal nroduct or distort analytlcal results,

(e)  The assay technique(s) must be described in sufficiently precise
detail so as to be reproducidble in chching 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 supplemented, 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 feaSibiiity and the'progress of scientific knowledge.

With régard to cbmplex substances of plant or animal origin, a
distinction must be made between the case where multiple pharmaqologioal .
effects render a chemical, physical or biologicél check of the principal
oomponents necessary, and the case of substances containing one or more
groups of pr1nc1ples exertlng similar actlon, in respect of which an overall

mehhod of determination may be aocepted.

(£) Any specjal precautions that may be necessary during storage gisthe

basic substance and, if necessary, its shorage life shall be given.

Dy Checks during manufacture

The partlculars and documents which must accompany an application for
marketlng authorlzatlon, pursuant to Article 4, second paragraph, points 9
and lO, of Councll Dlrectlve cccesesssasses Of cevsoesvesees shall more
especlally 1nclude partlculars relatlng to the product checks that may be
carrled ‘out at en int ermedlate stage of the manufacturing process, with a
view to ensuring consistenoy of the technical characteristics and the

production process.
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These tests are essentlal o verlfy the conformity of the medioinal
produst with the formmla when, exceptlonally, an appllcant proposes an '
analytical technlque for testlng the finishéd prodnct which does not inélude
the assay of all the active substances (or of all the components of the

excipient subject to the same requirements as the active substances).
" The same applles where quality controlk of the finished pro&uct depends
on in-process checks, partlcularly if the . medlclnal product 1s essentlally

" defined by its method of preparatlon.

T. Chacks on the finished product

The particulars and documents which must accompany the agplication

" for marketing authorizatiofi purSuant'to Artiéle 4, second par gaph, points
9 and 10’ of (‘ounc:Ll Directive . '00."0"‘ Of tseessrenseony S. ol include '
particulars relating to checks on the finished product. 'I‘hey skall be sub-

mitted in accordance with the following requirements.

Q&,ﬁGeneraii?&&ggcteristibs of the various pharmaceutical fo

Certain checks on the general characterlstlcs of a product which can
' be carried out in the course ‘of the nwnufacturlng process shall bP 1noluded
among the tests on the finished product. ' N )

guldellne, and - sub;ect to the requirements of the Eurbpean |
Pharmacopoela or the nat1ona1’pharmuoopoelas of llember States, the general
characteristics which are to be verified for various pharmaceutical forms
are given at point 5 below. e St

These checks shall, mherever applloable, relate to the verLflcatlon
of avera e weights ‘and maximum dev1atlons, %o mechanical, physlcal or "
mlcroblologlcal tests, organoleptlc characterlstlcs suca as clarlby, ooluur
and taste, and phy31ca1 oharacterlstlcs such as denSLty, pH, refraotlve -
1ndex, etec. For each of these characterlstlcs, standards and llmibs must .

be speclfled,by the appllcant in each particular case.
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2. Identification and assay of active substance(s)

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 reprosentative 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 abt the time and give details and explamations concerning the standard
“deviations, the reliability of the analytical nethod and the meximum accept—

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 necessitate 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
condltlon that such assays are mace at 1ntermed1 stegos in the production
process, thls relayailon may not be extended to cover the chz”acterlzatlon
of the substwnces concerned. Thls 81mD11f1ed technlque ghall then be supple-
mented by a method of quantltatlve evaluatlon, enablln the competend aunthori-
ty $o have the conformity of the medicinal product with its formila verified

after it has been placed on the market.

An assay of blologlcal «ct1v1ty sha‘l be obllg torJ when phy31co~
chemical methods cannot provide adequate information on the quality of the .

products.

Vhere the particulars given in paragraph B show that a significant
overage of an active substance was employed in the manufacture of the
medicinalvproduct, the deseription of the methods for checiiing the finished
product shall include, where appropriate, the chemical and even the toxico-
. pharmacological investigation of the changes that this substance has under-
gone; and the characterization or determination of the degradation products,

if anys

.'/:
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3. Identification and assay of components of excipients

- An Upper-limit test shall he mandatory in respeéct of excipient‘compo~
nents which ars subject to rules relating to toxic substances or which are‘
used as preservatives; furthermore, componenis liable to affect-physiological

functions shall be subjected 10 an assay.

Thée method proposed for identifying colouring agents must enable a
verification to be made that such agents appear in the list to be“aﬁpended
to -a future Council Directive on. the approximation of the laws of the Member
States concerning the colouring agents authorized for use in prOpriétary,

medicinal products,

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

A

subjected at least to characterization tests.

4. Safety tests

‘.quft from the toxico~pharmacological tests gubmitied with thé applis
cgtion for marketing authorization, particulars of(safety teéts (abnormal
toxicity) or loca tolerance in animals shall be included in the analytical
. doss1er wherever such tests must be undertaken as a matter of routlne in

order to verify the quality of the medicinal product,

5» General characteristics of medicinal products to be verifiéd systematically,

depending on the pharmaceﬁtical form of each<product ‘

The fecllowing requirements arc given for guidance and without ﬁfe—
judice to any regquirements of the Buropean Pharmacopoeia or national
pharmacopocias of Member States; for example, microbiolbgical teéting of
preparatlons to be ingested orally shall be performed in aocordance with
the requlrements of the European Pharmacopoeia,

~ Tablots and‘pllls colour, wel cht and acceptable variatlons in unlt welght'

if necessary, dlvlntegratlon time with the method used to determlne thls.

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

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

/e

in unit weight,
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~ Herd gelatine capsules and soft gelatine capsules: colour, disintegration

time with the method used to determlnetthls, appearance and weight of

."~ .

content, with acceéptable” “Variations” in it weight ."'”

- nteric~coated prep?rdtlonqxitublets ggrd and sofﬁxgglut*ne _capsules,

IR R

#): in eddition to vhe requirements of the particular pharnaseutical

forn, resistance time in an artificial gastric fluid, with the method used
to determine this; disintegration time in an artificial intestinal fluig,
with the method used to determine this.

- E;egarationgmﬂitb~spgg;§izg?otective qgaﬁing (tablets, hard and soft

gelavine copsulzg, warales): in addition %o the requirements peculiar

to each pharmaceutical form, verification of the effectlvemcns of the

coating for the desired DUrpoOsSE.

~ Preparations ensuring gradual release of the active subgtances in addition

to the requirements peculiar to each pharmaceutical form, requirements
rela:blnb to gradual release, with the method used to determine this.

- Cachets1 vackets and sachets: nature and weight of contents and acceptable
varlatlons in uhit welght. '

- Pabenteral preparations: 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 necessery, a pyrogen test with description of method.

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

permitted varlatlons in welght, sterility requlrements and tests,

~ Drinkable ampoules: colour, apﬁearénce, volume of content and acceptable

variations,

tests.

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

2

-~ Bmulsions: colour; type; stability,
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-

e.olour, wei ght and acceptable va.r:.atlons :.nyfunlt welght, mel‘cmg tempereture
or disintegration time, and description of the methods

- Aerosols- description of container and valve w:,th details? lof output;
partlcle gize-limit, where the product is 1ntend.ed to be inhaled.,

- Eze drops, ophtha almio omtments, oye loti iong: colouw; appearancej gterility
tesvs, with description of the method used, where appropriate, clarity and
gize-linit of partioculate matter in the case @.‘f suapensions; pH determination,

- Syrups, solutes, etc.: colour, appearance

« Pre-mix formulations for medicated fe feeds: im addition %o the requiz%mm*&a
peculiar to exch pharmaceutical form, all useful infommebion un the - '
characteristies of the pre-mix t@mulaftion ensbling & sufficiontly mmm
geneous medicated feed %o be pro

epared.

» Proparations for sdministration w within the udder vig, the test canals coleuv,
cone iztoncy} weight of content and, in the case of prod.uo‘cs prescnted in
gingis rlow-release dose formulations, usable we:,gh’b mﬁh awepta.ble
d.evia,non, sterility tests; ol datemma’t‘mn. o '

*

Fy t-w‘h,}i by tests

o The part iculars ahd doeuments which st aceotipaiy the app?.iaa‘b‘&on foi
"ﬁ»eting 'mt}»orizatlm pursuant ta ma ole #y nec@nﬁ peragraphy poinis 6
‘and 9, of Coumil Directive weisvesssnssss oF esessssevves Bhall be submitted
in éwoordance with the follom.ng requ:.rementa.

i aehmp-t&on shall be given of the finvestiigﬁm by which the shelf
1ife prepased by ’oha plicazrt has ‘Been Memmed..

-

fhere a finished product is lisble to give rise to toxic degradation
products the applicant must report these and indicate chara.c'beriziation or

assay methods,
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The conclusions shall contain the results of analyses, justifying
the proposed shelf life under normal, or, where appropriate, under special
storage conditions. e

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 intermal use are concerned,



TOXICOLOGICAL AiID PHARIACOLOGICAL TESTS

The particulars and documents which must accompany the application
for marketing authorization puréua.nt to Article 4, sccond paragraph,
point 10, of Council Directive ooo.ooooh-Q Of senvescconsne shall be gubmitted

in accordanoé with the requirements of Chapters I and I1 below,

Chapter I: Performance of tests

4, Introduction
The toxicological and pharmacological tests must shows

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

gravity of the pathological condition concerned;

2. its pharmacological properties, in both qualitative and quantitative

relationship to the proposed use in animals;

3, to what extent and for how long after use of this medicinal product in
animale there exist residues in food products obtained from the animals,
what are their possible harmful effects on Ian and what are their draw-

backs for the industrial processing of food.

A1l results must be reliable and of general applicability. Whenever
appropriate, mathematical and statistical procedures ghall be used in working
out the experimental methods and in eiraluating the results. Furthermore, it
is necessary for clinicians to be given information about the therapeutic

potential of the product and about the hazards oconnected with its use.



Be Toxicity study

1. Single-~dose toxicity

Single-dose toxicity test means a qualitative and quantitative study
of the toxic reactions which may result from a single administration of the
active substances 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.

The single-dose toxicity test must be carried out in at least two
mammalien species of known strain, and at least two differcat routes of
administration shall normally be used. The study with two mammalian species
can be replaced by study with one mammalian species and an animal species
of another class for whioh 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 deseribe the symptoms observed, including local
reactions. Where possible, the LD50 value with its confidence limits (95 %)
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 weelk,

In the case of active substances in association, the study must- be
carrled out in such a way as to check whether or not potentiation phenomena

or new toxic effects occur,.

2+ Repeated-dose toxicity

Repeatcd~dose toxicity tests are intended to reveal any physiological
~and/or morbid anatomical changes induced by repeated administration of the
active substance or association 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 onec test the -Guration
of which shall depend on the conditions of clinical use; its purpose shall
be to deternine by experiment the non-toxic dose range ' of the-produot .
examined during the trial. The investigator must give reasons for the extent

and duration of the trials and the dosafges chosen.

If, however, having regard in partlcular to the directions for use
of the medicinal product, the responsible mvestlgator sees fit not to
carry out this examination he must give adequate reasons for his decision.

Repeated-dose toxicity tests must be carried out on two species of
mammals one of which must be a non-rodent. Wheréver it is feasible, the
study with two mammalian species shall be replaced by a study wi1;h> one
species and another animal species for which the medicinal product is ine
tended. The choice of the route(s) of administration must d.epend on those
envisaged for therapeutic 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 effecis
to light. The lower doses will then anable the animal's tolerance of the

new product to be determined.

The evaluation of the toxie effects shall be based on obsérvation of
behav:.ouz',, growth, blood picture and phySJ.ological tests, especla.lly thosé
relating to the excretory organs, and also on autopsy reports and aocompanym,,
hlstologlca.l data. The ohome and renge of each group of tests will depend
on the species of animal used and the state of sclentiflo knowledge at the

time,




21 a S

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 thet have been shown to be safe by wide usagg. over at least
three years in clinical treatment of human beings, and by the result of
controlisd trials shall be treated in the same way as known substances which
have already been investigated in accordance with these standards and

protocols, : : .

A mwaivient #aed for the first tioe in ‘the phargaoccttiosl. field shell be
trezted like an aciive ingredient.,

3s Iolerance in the intended species of aninal

This study must be carried out wiih 211 aninal species for which the
nedicinal product is infended. Its purpose is to carry out in all the
animal spgqies for which the medicinal product is intended local and
general tqlerance assays to establish the maximum 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

repbrt on the trials must contain as many details as possible on the expected

- pharmacological effects and the adverse side~effects; the latter must be.

asgessed with due regard to the fact that the experimental animals may be

of very high valuc.

The medicinal product shall be administered via the routes likely to

produce the appearance of the pharmacological effects sought,

- Where the trials must be carried out with animals of high unit price.

the séquen‘tial method may be used.

This method consists in calculating 3 non-lethal.theoretical dose for
the animal conoerned on the basis of the pharmacologically effective
doses dotermined during the experimental trials with the medicinal
product, bearing in mind the maximum tole;'ated doses observed during
the single-dose toxicity study, in accordance with point B.l. This
dose sh=li then*ba-gdminictorad to an animal which shall be watched
very ca.refully in order to obtain as much 1nforma.t10n as pOBSlble
regarding the effects of the medicinal product. If the animal presents
no symptoms of intolerance the t$est 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
dosc the test shall be continned with a yet higher dose. The dose 4
which must not be exceeded will be found when symptoms of toxici'by'
appear. If the animal dies, the test shall be recommenced with a
lower dose a:dd 50 on. In everv cose the aim is to determine a single
dosage which enables a favouraible 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,



4. Foetal toxicity

This study oonsists 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 he carried out as part of the clinical trizls.

5. Zxamination of reproductive function

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

tests,

Ce Study of phermacological proverties

1, Pharmacodynamics

. Pharmacodynamics means the study of the variations caused by the
‘medicinal product in the fanctions of the orgahism, irrespective of whether

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

Pirst, the actions on which the recommended applicétion in practice
is based shall be adequately described. The results shall be expressed in
quantitative terms (dose-effect curves, time-effect curves etc. ) énd,
wherever possible, to comparison with a product whose zot1v1ty is well
kmown. Where a higher therapeutlc‘cocfflolent 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 paﬁticular o the possibility
of side~effects. In general, the main functions of the phys*olrglcal
systems should be investigatod; the more closely the doseg liable to produce
side effects cpproximate to those producing the therapeutic effects for which

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

/s
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The experimental techniques, unless they are standard procedures, -
must be described in such detail as to allow them to be reproduced, and
the invgstigator.must establish their heuristic value. The oxperimental‘
results shall be set oubt clearly and for certain types of tests their ‘
statistical sigunificance shall be quoted. ' o

Unless good reasons are given to the contrary, any quentitative
modification of effects resulting from repeated administration’ofﬁthe doges
shall also be investigated.

Medicinal agsociations may result either from pharmacologmcal premlsscs
or from clinical indications, In the first case, the pharmacodynanic study
shall demonstrzote those intera actions which might make the agsociation itself
recommendable in olinical use. In the second case, where scientific justi-
fication for the medicinal association is sought throughvclinicél experiment—
ation, the investigation must determine whether the effects expected from
the association can be demonstrated in animals, and at least the importanéé
of any side-effects shall be investigated. If an association includes a
‘new active substance, the latter must previcusly have been studicd in depth.

"

2. Pharmacokinetics

Pharmacokinetics means the gstudy of the fate of medicinal products
within the orgenism, and covers the study of the absorption, distribution,
biotrensformation (or metabolism) and elimination of the products.

The study of these different phases may be darriéd out by meané;of '
physical, chemical or blological methods and by observation of the actual .
pharmacodynamic activity of the mzdicine, ' '

Deta concerning distribution and elimination shall be necessary in
respect of chemotherapeutic products (antibiotics, ete.) and products whose
use depends on their non;pharmacpdynamic effects, ‘and in 21l casés where
such data are indispensable to determine the dosage for animals.
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. .In the'case of new associations of known substances which have been
1?vest1gated in accordance with the provisions of fhisvﬁiré§¥ive ‘bfarmaéﬂ
kinetic studics’shall not Ye required #f tha toxicity tezts on? :’;:ic 1 )
trizls justify tleir omissiou. “he samo'épélies to éubst?ﬁgés'fﬁathdéé
been(ghbwn to be effective and safe by very wide usage over a period of at

le L : ' ~ : . 3
ast three years in human or animal therapy and by controlled trials

Qe . .
. %3ady_a§ rcg;iue%»

For the implementztion of this Directive "residusd" shall mean all
active ingfedienﬁs or metabolites thereof which remain jin meats or other
‘food produced fron the enimal to which the medicinal product in question

has been administered in accordance with the recommended directions for use.

The purpose of studying residues is to determine whether, and if so,
wnder whet conditions and to what extent, residmes persist in food produced
fron treated snimals, and to ascertain the waiting periods to be adhered to
in order to obviate any hazard t0 humen health end/or any drawbacks for the

industrisl proceesing of food.

Assessment of the hazerd due to residues énﬁails ascertainihg the
presence . of residues, if .any, and the investigation of the effects of these

re=nidues in the $reatnent of .animals under normal conditirms of uses

L. ctero o hl2a 9F EIPLICS

. The detcrmination of reéidﬁes‘shall be carried oubt with due regard
for the results of the pharmacokinetic tegts, At varving times after the
test ;animal has received.thevfinal done of the medicinal product the quantities
of residues prosent shall be detcfmined‘by appropriate nhysical, chemical
or biological methods; +he technical procedures and the relizbility and.
gensitivity of the methods emplpyed must be specified. The results must be
checked as far as possible, eand ot tHe least, by sampling, ia the sick

animals for which the medicinal product is recommended.

AL e
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A fn"~aw»wr1 - ~tk«\ tﬂalcltv ~f ﬁrﬂllx adnlntsterﬂ' Tregidues

The study of the chronlc (SGVeral months) tox:.cltw of orally ade
ministered residues shall be performed differently according to whether it
is a2 medicinal product that is eliminated without transforratlon or one
that is metebolized. In the first case the resea rcher can work dircetly
on the medicinal product. In the second case he must work similarly on the.
principal metaboli%es which are found chiefly in food, If the mctabolites
cannot be isolated or synthes1zed, recourse shall be had to the study of
"relayed toxlolty" which consists of operating with tissues 1n which thev
greamest cuantlty of rus¢daes has been traced or w1th prouucus from treated

animals.

jThe trials must be carried out,hﬁsing the oral route, in twb mammalian
species one of whlch must be non-rodent. The usual duration of the trials
‘ shall be 3-6 months. If one works dlrectly on the medicinal product or a
metabollte, the doses must be fixed with due regard for the rcsidues actually
present and must be sclected in such a wey that the highest dose ceuses
harqul_effects,to appear as far as possible, while tbe 1ower doses then
engble the limit of tolerance in anlmals to be found., If the study of
"relayed toxicity™ is adopted, the upward grudatlon of the doses Lé limited

by the quantity of residues. actually present.

The evaluction of the toxic effeots shall be based on observation of
beknviour, growtk, blocd picture and physiological tests, especially those
relating to the excretory organs, and also on autopsy reports and accompanying
histological dats. The choice and range of each group of tests will depend
on the species of enimal used and the state of5scientifickknowledge at the

time.

b) Other effcets of orally adninisiered residuecs

The effeccts of residues on reproductive functions must be tested in

rodents,
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Tests to reveal carcinogenic. effects are indispensable:

1; in respect of substantes bmiring & close clemical antlosy with Imowm

‘cercinogenic or cocarcinogenic compounds;

2. in respect cfsubstomxs shich have siven rise to suspicious changes during

the‘repeatéd—dose toxicity study.

Tests to revea) teratogenic effects are indisPensahle:
le in respect ofsmhuﬁgmaﬁ% havingzquose chemlcal analogy w1th known
teratogenio produetsas

2. in respect of substangeswhich have given rise %o ﬁusplclous-ch snges duning the sin”

of effects on the reproductive functloas.

The study of teratogenic effects shall be carried out with at least
two animal species: a breed of rabbit sensitive to knowm teratcgenic substances,
and rats or mice (3pecifying the sfrain).‘The details of the test (number of
animals, anounts administered and criterié for evaluation of results) shall
depend on the statc of scientific knowledge at the time when the application
is lodgéd, and the level of étatistioallsignifidance that the results must

attain, -

Furthcrmore, the study of mutagenic effects aad cllergic phenomena

is also de31rable.

Lests on tne origlnation of resistant pathog@nlc SEIrmg are necessary
in the case of residues oP the ﬂe@lCIHdl producty used to prevent or freat

contagious disenses in dan or animals.

c) Disadvantages for the industrial procesnlng of food

In certain cases.it may be necessary to carry out tests to determine
whether regidues const1tu+e disadvantages for tech‘ologlcal procsdures in the‘

industrial proccssing of food,
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‘I‘ne study of the effects of resluaes 1n accordance with pomts a)
tc ¢) .al*all not bo required if it has been cstaallshed that thc med.lclnal
product has been rapjidly and completely eliminoted or if it is only used
ocpasionally. In such cases the waiting period shall be determ}ineéi in such

a way that measurcble residues are not included in the food. N

E. Uedicinal procucts for topical use

Where a medicinal produo‘b is intended for topical use, systemip
absorptlon must be investigeted in the intended species of animel, If it
is proved that systemic absorption is negligible, the repeatcd=dose toxicity
tests,the foetal toxicity tests and the studies of reproductive function
re:_t‘erred to at points B.2, B.4 and B.5 may be omitted.

' If.the mecllcmal product is absorbed systemlcally in a s:.gnlflcant
quantlty frem the standnomt of view of res:.d.uos or from that of pharmacc-
d,ynamlcs (concentration) or if such systemic absorptlnn hos to be expected
in the case of aceidental oral ingestion of the medicinal proluct by the
animal, fhe medi_cinal product must be inxfestigated in accordance with the

requirements of points B to D,

‘In all cases, tests of local tolerance after repe:d;cci administration
shall be corried out and shall include histological examinotions, Where a
medicinal product which is not systemically absorbed may enter a food product
ob‘tamed from the trea:ted animal (mammary 1mplants, etcs ), the assay of

residues in cocordance with point D shall be carried out each time.

Chanter II: P;‘Gsen’aa_fcipn of particulars and documents -

_ As 1n any soientific work, the dossier of toxicological and pharma~
cologica,l tests shall include the followinm .

i
*

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

human beings.



b)

a)

£)

g)
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a detailed experimental profocol giving the reasons for any omission of
cer%ain tests listed above, a description of the methols, aprarctus and
materials useﬂ, Cetails of the speecics, bread or strein of caiacle,

where they werc obtained, their number and the conditions under which
they were housed and fed, stating, igt@r alia, whether they were specific

pathogen~free (SPF) or not;

all the important results obtained, whether favourable or unfavourable,
The original data ghould be &escribed in sufficient detail to allow the
results to be critically evaluated independently of their interpretation
by the author. Bvaay of explanaiion and illustration, the results may

be accompanied by reproductions of kymograms, photomicrographs, etce;

a statistical analysis of the resultsg‘where such is called for by the

test programme, and variance within the dataj

an objective discussion of the results obtaired, 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;

infermation showing whether the components of the medicinal product are
uscd as medicinal products in human therapy; if this is so, a report
should be made nn all the effects observed (including sidec-effects) in
Man and on their cause, where appropriate in the lighi of trial results
or biblicgra hical documents; where components of the medicinal product
are themselves not used as medicinal products in humen 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 assessment of the hazards
they constitute for fan. Account should be taken of all the factors which
may be of importance, particularly with regard to custom~ry diet. and levels
of contamination by foreign nmatter 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

o/e
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i)
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‘saféty mwrgin, mst be 8o established aé'to ensﬁre thét no further

roriluc rCﬂ“lTﬁ 1n food oTy if this is 1npos31b1e, to ensurc that any

danger to on is ellmlnwted by apnlylng internationally rocognlzed

‘assessnent crlterla (dose devold of effect in anlmals, acceptable daily
‘dose . safety margin of 1 % 100 or <i/:> 1: OO accordlng to avalilable

information, etc.);

'a11 1nformat10n necessar" to acquaint the cllnlclan a8 fully as p0851ble
'w1th the utlllty of the proposed prﬁduct. The dlscus ivn shall be

supplementel by suggestlons as to p0551b1e treatment for acute toxic
reactions in animals to which the product is to be administered and

for side—effccts.

a Sﬁmmary‘together with precise bibliographical references.

P
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Part 3

CLLIICAL TRIALS

The particulars and documents which must accompany applicationsg for
marketing authorizations pursmant to Article 4, point 12, second paragraph,
of Comcil Dircctive .,Q......'..; Of Se4s090800aete Shall be Submitted in

accordance with the provisions of Chapters I and IT below.

Chapter I: Conduct of trials‘

The purposce of clinical trials is to demomstrate 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 preferably
on the one or more animal species for which the medicinal product is intended,
The investigator must acquaint himself with the conclusions of fhese

preliminary trials.

As far as possible, olinical trials must be carricd out with control
aninals {controlled clinical trials)s if it is economically justifiable, the
therapevtic effect obtained should be compared both with a placebo and with
abserce of treotment and/or with the effecet of a medicinal product of known
therzpoutic value that has already been used. All the results obtained,

whether positive or negative, must be reported,

The methods used to make the diagnosis mast be specified. The results
must be set out by making use of quantitative criteria or criteria represented

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

A Ayl

Particulars concerning clinical triasls must be sufficiently detailed

to enable an objective judgement to be made.

1. Records of clinical observations

All the particulars must be supplied by each of the investigators on
individual record-sheets of clinical observations in the case of collective

treatment,

~ . T oy .

The particulars supplied shall be classified as follows:

a) name, address, function and university qualifieations of investigator;

b) place and datc of “reatment; name and address of cwner of the riimazls;

TRANDLE . ames
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i) duration of treatment and period of subsequent observation;
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j) all details concerning medicinal products (other than that being assayed)
which have been adnlnlstered during the period of exuqxnatlon, either
prior to or concurrently with the test nroduct and, in the latter case,

detallu of the interactions observeﬂg

k) all results of the clinical trials (including unfavourable or negative
results) with a full statement of the CIinical cbservations and the
results of the objective tests of uct1v1’cy (labormtcrj mnleses, physxo-
logical tests), required to evelvate the aopllcatlo“; the tschniques
used must be specified, and the significance of any variations in the
results explained (for example, variance in methcd, variance between

individuals or the effects of the medication); demcnstration of the
pharmacodynamic effect in animals shall not alone suffice to justiﬂy

conclusions concerning any therapeutic effect;

1) all particulars of the observed side-effects, whether harmful or not,
and of any measures 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 (ege-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 case.
Omission of one or more of items a) to n) must be explained,

then, 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 reasconably be

expected to provide comprehengive evidence;

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

cannot be provided,

o/
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marketing authorization may bé granted subjoct tofthewfbllowing conditions:

-l

a) the medicinal pro&uct'iﬁrquésﬁicn shall be supplled on voterinary prescrip-
tion only and shall, in certain cases, be admlnlstered only under strict %

Veterlnzry su“erv151on,

b) the pac age 1nsert and any other lnformation shall draw the aitentlon of
the veterlnury practltloner to the fact that, in certain speclfled reSpects,
the par*lculars aVallable concern;nv the medicinal nroduct in questlon

are as Jet 1n“dequate.

v " The person respons1b1e for pltclng the veterlnarj medlolnal product
on the markCu ghall meke all necessary wrrangements {0 ensure thet the
orlblnal documents, which formed the basis of the data supplled, are keot
for at least five years as from the date of transmission of the dossier to

the competent authority.

2. Summary and conglusions

- The clinical observations referred to in paragraph 1 above.sﬁali be

summarized in a synopsis .of the trials and their results, indicatings -

a) the number of animals treated either individually or colleotively; with a

breakdown accordlng to spec1es, breed or strain, age and sex,

h) the number of animals w1thdrawn prematurely from the trials and the reasons

for such withdrawal;
¢c) in the case of control animals, whether they have:

= received no treatment;
- recervea a placéb0°,

- recelved another medlolnal prodnct of known effect,

d) the frequency of observed side-effects;
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e) details concerning %sost animals which may be at increased risk owing to
their age, their mode of rearing or feeding, or the purpose for which
they arz intendec, or animals whose physiological or patliclogical condition

requires special consideration;

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

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

Finally, the investigator shall draw general conclusions from the
experimental evidence, expressing his opinion on the Rarsleeemess cf the nedicinal
product, under normel conditions of use, its therapeutic effect and any use-
ful information relating to indications and contra~indications, dosage and
average duration of treatment and, where appropriate, any iuteractions
obgserved with other medicinal products or feed additives as well as any
special precautions to be taken during treatment and the clinical symptoms

of overdosage,

.a «Cc00C20000., .



FICOR FINLNCIZIRE

1. Le Comité des médicaments vétérinaires (ch. IV) est composé de représen—

tants des Etats membres et de la Commission.
I1 doit Zmettre un avis dans 3 cas :

~ lorsque le responsable de la mise sur le marché qui a obtenu une
‘1lérc autorisation naticnale le demande pour accéder a 5 autres marchis

au moins,

-~ lorsque des décisions nationales divergentes sont prises pour un

méme produit,

— lorsqu'un Etat membre souhaite prendre l'avis du Comité avant de

se prononcer sur une demande; une suspension ou un retrait dtautorisation.

2. Le nombre de réunions de cs Comité est purement conjectural puisqu'il
dépend & la fois de la volonté des fabricants et des Ztats membresj il
est proposé de le fixer & 12 par an., Chague 3Btat membre doit pouvoir
envoyer un maximum de 4 experts {(un administratif, un analyste, un toxi-
cclogue, un clinicien). Les experts gouvernementaui bénéficieront unique-
ment du remboursement des frais de voyage.

3. Compte tenu du nombre des experts (4 par Ttat membra), les frais & prévoir
pour la Commission s'élivercnt par réunion 3 la somme de 230.400 ¥3B, soit
annuellement & la somme de 230.400 x 12 = 2,764.800 I'B,
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