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ANNEX III

SPECIFIC REQUIREMENTS TO BE SATISFIED BY THE DOSSIER
PROVIDED FOR IN ARTICLE 3 WITH RESPECT TO CERTAIN CATEGORIES
OF ADDITIVES OR CERTAIN PART ICULAR SITUATIONS, AS
PROVIDED FOR IN ARTICLE 7(5) OF REGULATION (EC) No 1831/2003

3. NUTRITIONAL ADDITIVES

3.3. Section III: studies concerning the safety of the additives

3.3.1.  Studies concerning the safety of use of the additive for the target species
3.3.1.1. Tolerance of the target species

1. No studies are required for urea, and amino acids, their salts and analogues authorised
by Directive 82/471/EEC and compounds of trace elements and vitamins, pro-
vitamins and chemically well-defined substances having similar effect which do not
have a potential to accumulate already authorised as feed additives under Directive
70/524/EEC.

2. For those additives that fall within the functional group ‘vitamins, pro-vitamins and
chemically well-defined substances having similar effect’ and having a potential to
accumulate, tolerance will only be required to be demonstrated for compounds for
which potency is expected or has been demonstrated to be different from that of the
well established vitamin(s). In certain cases elements of the tolerance test (design or
criteria) could be combined with one of the efficacy trials.

3. Tolerance will be demonstrated for urea derivatives amino acid analogues and
compounds of trace elements not previously authorised. The fermentation products
will be requested by tolerance demonstration, unless the active substance is separated
from the crude fermentation product and highly purified, or the production organism
has a history of apparent safe use and well known about its biology to exclude a
potential for the production of toxic metabolites.

4. Where the application is for all animal species/categories, one tolerance study on the
most sensitive species (or even an appropriate laboratory animal) under the most recent
knowledge is sufficient.

3.3.1.2. Microbial studies

The whole of subsection 3.1.2 of Annex II applies.

3.3.2.  Studies concerning the safety of use of the additive for consumers
3.3.2.1. Metabolic and residue studies

Metabolic studies normally are not required. For urea derivatives, ruminal metabolism shall be
studied in the efficacy trials.

Residue or deposition studies are only required for those additives that fall within the functional
group ‘vitamins, pro-vitamins and chemically well-defined substances, having similar effect’
that have a potential for accumulation in the body and for the functional group of compounds of
trace elements where bioavailability has been enhanced. In that case, the procedure described
in subsection 3.2.1 of Annex II does not apply. The requirement is limited to the comparison of
the levels in the tissues or products between the group supplemented with the highest dose of
the substance claimed and a positive control (reference compound).
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3.3.2.2. Toxicological studies

These are required for fermentation products and additives not already authorised. For
fermentation products, genotoxicity and subchronic toxicity studies must be provided unless:

1. the active substance is separated from the crude fermentation product and is highly
purified; or

2. the production organism has a history of apparent safe use and there is sufficient
knowledge of its biology to exclude a potential for the production of toxic metabolites.

Where the production organism belongs to a group in which some strains are known to produce
toxins, their presence shall be specifically excluded.

3.3.2.3. Assessment of consumer safety

The whole of subsection 3.2.3 of Annex II applies.

3.3.3.  Studies concerning the safety of use of the additive for users/workers
The whole of subsection 3.3 of Annex II applies

3.3.4.  Studies concerning the safety of use of the additive for the environment

The whole of subsection 3.4 of Annex II applies for new active substances belong to the
compound of trace elements.
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