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[F1ANNEX I

CHEMICAL, PHARMACEUTICAL AND ANALYTICAL STANDARDS,
SAFETY AND RESIDUE TESTS, PRE-CLINICAL AND CLINICAL TRIALS

IN RESPECT OF TESTING OF VETERINARY MEDICINAL PRODUCTS

Textual Amendments
F1 Substituted by Commission Directive 2009/9/EC of 10 February 2009 amending Directive 2001/82/EC

of the European Parliament and of the Council on the Community code relating to medicinal products
for veterinary use (Text with EEA relevance).

TITLE I

REQUIREMENTS FOR VETERINARY MEDICINAL PRODUCTS OTHER
THAN IMMUNOLOGICAL VETERINARY MEDICINAL PRODUCTS

PART 2:

PHARMACEUTICAL (PHYSICO-CHEMICAL, BIOLOGICAL
OR MICROBIOLOGICAL INFORMATION (QUALITY))

E. TESTS ON THE FINISHED PRODUCT

For the control of the finished product, a batch of a finished product comprises all the units
of a pharmaceutical form which are made from the same initial quantity of material and have
undergone the same series of manufacturing and/or sterilisation operations or, in the case of a
continuous production process, all the units manufactured in a given period of time.

The application for marketing authorisation shall list those tests, which are carried out routinely
on each batch of finished product. The frequency of the tests which are not carried out routinely
shall be stated. Release limits shall be indicated.

The dossier shall include particulars relating to control tests on the finished product at release.
They shall be submitted in accordance with the following requirements.

The provisions of the relevant monographs and general chapters of the European
Pharmacopoeia, or failing that, of a Member State, shall be applicable to all products defined
therein.

If test procedures and limits other than those mentioned in the relevant monographs and general
chapters of the European Pharmacopoeia, or failing this, in the pharmacopoeia of a Member
State are used, this shall be justified by providing proof that the finished product would, if tested
in accordance with those monographs, meet the quality requirements of that pharmacopoeia for
the pharmaceutical form concerned.

1. General characteristics of the finished product

Certain tests of the general characteristics of a product shall always be included among the
tests on the finished product. These tests shall, wherever applicable, relate to the control of
average masses and maximum deviations, to mechanical, physical or microbiological tests,
organoleptic characteristics, physical characteristics such as density, pH, refractive index. For
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each of these characteristics, standards and tolerance limits shall be specified by the applicant
in each particular case.

The conditions of the tests, where appropriate, the equipment/apparatus employed and the
standards shall be described in precise details whenever they are not given in the European
Pharmacopoeia or the pharmacopoeia of the Member States; the same shall apply in cases where
the methods prescribed by such pharmacopoeias are not applicable.

Furthermore, solid pharmaceutical forms having to be administered orally shall be subjected to
in vitro studies on the liberation and dissolution rate of the active substance or substances, unless
otherwise justified. Those studies shall also be carried out where administration is by another
means if the competent authorities of the Member State concerned consider this necessary.

2. Identification and assay of active substance(s)

Identification and assay of the active substance(s) shall be carried out either in a representative
sample from the production batch or in a number of dosage units analysed individually.

Unless there is appropriate justification, the maximum acceptable deviation in the active
substance content of the finished product shall not exceed ± 5 % at the time of manufacture.

On the basis of the stability tests, the manufacturer shall propose and justify maximum
acceptable deviation limits in the active substance content of the finished product up to the end
of the proposed shelf life.

In certain cases of particularly complex mixtures, where assay of active substances which are
very numerous or present in very low amounts would necessitate an intricate investigation
difficult to carry out in respect of each production batch, the assay of one or more active
substances in the finished product may be omitted, on the express condition that such assays
are made at intermediate stages in the production process. This simplified technique may not
be extended to the characterisation of the substances concerned. It shall be supplemented by a
method of quantitative evaluation, enabling the competent authority to have the conformity of
the medicinal product with its specification verified after it has been placed on the market.

An in vivo or in vitro biological assay shall be obligatory when physico-chemical methods
cannot provide adequate information on the quality of the product. Such an assay shall,
whenever possible, include reference materials and statistical analysis allowing calculation of
confidence limits. Where these tests cannot be carried out on the finished product, they may be
performed at an intermediate stage, as late as possible in the manufacturing process.

Where degradation occurs during manufacture of the finished product, the maximum acceptable
levels of individual and total degradation products immediately following manufacture shall be
indicated.

Where the particulars given in Section B show that a significant overage of an active substance
is employed in the manufacture of the medicinal product or where the stability data show that
the assay of the active substance declines on storage, the description of the control tests on the
finished product shall include, where appropriate, the chemical and, if necessary, the toxico-
pharmacological investigation of the changes that this substance has undergone, and possibly
the characterisation and/or assay of the degradation products.

3. Identification and assay of excipient components

An identification test and an upper and lower limit test shall be obligatory for each individual
antimicrobiological preservative and for any excipient that is liable to affect the bioavailability
of the active substance, unless the bioavailability is guaranteed by other appropriate tests. An
identification test and an upper limit test shall be obligatory for any antioxidant and for any
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excipient liable to adversely affect physiological functions, with a lower limit test also included
for antioxidants at time of release.

4. Safety tests

Apart from the toxico-pharmacological tests submitted with the application for marketing
authorisation, particulars of safety tests, such as sterility and bacterial endotoxins, shall be
included in the analytical particulars wherever such tests must be undertaken as a matter of
routine in order to verify the quality of the product.]


