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APPENDIX B
: S VP (99) 108

GUIDANCE NOTES FOR THE REVIEW OF VETERINARY PRODUCTS CONTAINING HORMONES
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Data should be presented In accordance with EC Directives 81/831 and
81/852 on Veterinary Medicinal Products: paragraph 11 and Parts II to
VIII of the MAFF pguidance document "Notes on Applications for Product
Licences for Veterinary Medicinal Products" (MAL 10) which is available
on request from the licensing authority at Tolworth Tower. Guidance
notes on the data requirements for residues are also attached. The
following notes should alsc be taken into account,

Acceptable maximum residue limits for hormones have not been established,
applicants must propose withdrawal perieds which should be determined
from appropriate toxicology data:-

a) A range or toxicology studies should be carried out to determine no
effect levels including no hormonal effect levels 1in suitably
sensitive species. Histology may need to be carried out on hormone
sensitive target organs. (Will 90 day studies be required?}.

b) Residue depletion data will be pequired from use of the product as
recommended in each target species and residue assays perfcrmed on a

full range of tissues including milk where appropriate.

¢) Metabolism data will be required and data on residues of mecabolites

if appropriate. It should not be assumed that bound residues are
metabolically inactive wunless this has been proven bv¥ studies
submitted.

d) Validated assay methods of sufficient sensitivity must be used and
the animal’s endogenous hormones taken into account in terms of cross
reaccivity.

e} Information will be required on whether the active ingredisac or its
metabolites are absorbed from the gut where apprepriate.

f) Data will be required to show that there is a lack of carcinogenic
hazard both to consumers of produce from treated animals and to
operators. A range of appropriate mutagenicity tests must bs carried
out and life span studies may be required. Natural steroicd hormones
are not genotoxic but do have tumourigenic effects and sotential
hazards to consumers must be addressed. Relevant literature may be
utilised. In the absence of data, comment must be providzd on why
such data are not required.

g) It might be useful to present data showing that the concentzztions of
active ingredient and metabolites at the proposed withdrawz. perioeds
are no greater than endogenous concentrations, followinz correct
usage of the product.

h) Although residues in meat and milk may be very low followizz use of
the product, the significance of these residues should be :=ssessed.
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An adequate safety margin must be applied between the residues
without hormonal effect in suitably sensitive specles and the levels
of exposure of human beings to residues from treated animals.

i) Application of standard withholding periods (28 days tissues; 7 days
milk) may be considered by the Veterinary Products Committee if data
to support Che proposed withholding periods are incomplete or absenc
UNILESS the Committee has reasou: to think that these may not be
appropriate. Applicants should argue their case as to why such
periods could be applicable. (Do the Committee agree this and can
they provide advice for guidance td-applicants as to which type of
product this will be of particular relevance].

Efficacy data from published sources--on the active ingredient will
generally be acceptable but an adequate review of it must be provided and
ir must be capable of providing clear evidence for suppgrting the

proposed dose of the product. The relevance of literature or studies
provided must be justified where these refer to a salt ocher than that
included in the product. The salt form could affect the physical

properties of the steroid (e.g. particle size, solubility etc) and thus
the activicy.

For applications for products used in non-food producing animals
extensive contrelled efficacy trials as described in paragravn 1.3 may
not be necessary 1f other data are adequate.

Justification of the formulation and the proposed dose must be provided.

The- range of indications proposed must be strictly supported by the
evidence provided. Efficacy data should be provided from use of the
proposed product as recommended and statistical analyses carried ourt.
Such efficacy data should be provided from a range of UK anima® husbandry
conditions and the nutritional status of animals recorded as this may
alsc affect the results.

It is known that the duration of action of hormones and tha onset of
action can vary considerably depending on structure and route of
administration. Data on metabolism and biological half 1life must be
provided,

In relation to implant products:-

a1}

a) In-vivo release data will be required in an adequate numper O
animals.

b) Residue data will be required covering the full length of he claimed
efficacy and to support the proposed withdrawal periocds.

¢) Withdrawal periods must be scacted from the removal of the laplenc.
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d) Data will be required from trial work on the recovery of implants
from treated animals,

TargeC species tolerance data from the use of the product at the maximum
recommended dose in each indicated species must be provided and must
address the full duration of treatment proposed.

-

Applicants should provide with each application a brief sectiog
containing the following information in the format of a suspect adverse
reaction Type A report which is:- -

-
~

a} Product name

b) Product licence number

¢) Period of report-(preferably the last 5 years of marketing)

From: To:
d) HNumber of doses sold in period specified at (c)

e} Number of suspected adverse reactions recorded ar (¢) for each
animal species

f) Number of deaths at (e) for each‘animal species
g} Brief general description of reactions recorded.

Where efficacy trials using the proposed product are provided applicants
must comment on the occurrence of any adverse reactions, sspecially
injection site reactions.

For those active constituents which are derived from naturzl sources
full information will be required on the manufacture, purification,
isolation and control of the substance. In particular, the country of
origin of the material from which the substance is derived must be
stated and a full account given of the measures followed to ensure that
the substance i{s free from pathogenic contaminatiom.

Product licences 1issued after the implementation of EC Birectives
81/851/EEC and 81/852/EEC will not need to be reviewed fully. It will
be necessary to ensure that the data supplied in suppert of the safety
of the product meets current requirements. In particular iz will be
necessary to ensure that the data are sufficient to give assurznces that
the withdrawal periods are acceptable and the product literaturs is
acceptable.

As there are no established wmaximum residue limits for hormones,
companies holding such product licences will be requested under seccion
44(2) of the Medicines Act to provide the following informatian to che
Medicine Unict: -
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1) A summary of the data on which current withdrawal periods are basead,
with adequate reference to the full data at which the full results
can be seen.

2) Current product literature for the product.

3) A type A report as described at paragraph 1.6 above.
Following receipt of the above information, consideration wiil be given
as to whether full data will be required.
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GUIDANCE ON DATA BEEQUIREMENRTS PO RESTIDUES

a}

b)

a)

b)

d)

e)

a)

5)

The daca required and ctheir assessment will be the same for produccs
subject co formal review as for applicacions for product licences or
variations te existing product licences.

Companies should submit all che gertinent residue data available to
them, together with a formal statementc that this has been done.

-

“
Appropriate residue data must be available, unless it can be clearly
established that there is no systemic absocrption,.

Residue data should be provided for” each food producing species for
which recommendations for use are made.

i
Specific residue dara will be required for each species of poultry or
fish for which claims are wmade.

[f pharmacokinetic data adequately demonscrates equivalence with
anocther species for which cthere are full residue data, then decailed
information may not be required for che second species. TFor example,
data frem a ctuminant {s more likely teo be appropriate Zor another
ruminanc species, than a non-rumihanc.

Data on each edible tissue of imporctance should be submiczed unless,
with a juscification, the ‘worst case’ =::=sidue target tissue (e.g.
liver) only is submicted. It is then assumed thac all edible tissues
carry the same residue preofile.

The important edible tissues are, skeletal muscle, far, iver, kidney
and also milk and eggs. As a general principle, because of consumpcion
habics, peoulcry (and possibly pigs) should provide skia plus fac
instead of fac alone. Subcutaneous or carcase fac {s preferred for
residue determination, rather than abdominal fac. Data £-om poulcry
kidney tissue are not required.

Data on residues found at the injecticn site are required, carcicularly
when the product is a deport-type administracien. Informazion on the
lack of residues ac any injection site at the end of zhe wichholding
period would be particularly useful, Justification should e provided
to ensure that the sample assayed is representacive of the amount of
Cissue likely co be consumed.

A sufficiencly large number of animals should be used so ctha:t the wich-
holding period can be reliably calculated. This depends on che
variation of residues in individual cesc animals and on che 2xtent that
the test animals are represencative of animals in the field.

For cattle, sheep, pigs - pharmacokinetic data (plasma profiles) should
be providad from act least 6 animals. Addicionally, individual resul:ss
on residues from at least & macure animals (i.e. ruminacing calves or
lLambs, or weaned pigs) per observacion should be available.
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c)

d)

a)

b)

c)

a)

b)

For the horse - individual results from a minimum of 3 animals wil] be
adequate, provided there ({s sufficient supportive pharmacokinecic
argument. Such data will not be required if the product is concra-
indicated for use in equines intended for human consumption.

For each poultry or fish species - the above minimum criceria apply,
buc applicants would be expected to provide resulcs from a larger group
of animals.

-

Experimental data, which should include both the parent compound and
metabolites of biological significance should be presenced from each
individual, with calculaced means. Observations shcould be made with
adequate frequency for example, before, during, and afcer treacmenc.
These should be gaincained uncil well afzer an acceptable residue
concentration is atcained, so as to show that chere is no resurgence of
accivicy.

i
Separate residue data must be obrained following each recommended route

of adminisctration and formulacion. The dose used must be the maximum
recommended and given for cthe full period of administration shown in
the proposed data sheet. If ic can be adequately demonstrated that a

residue placeau is raached wichin a shorter peariod of adminiscracion,
then residue data from chac cime poinc may be provided.

Residue data on any czoxicologically significant ‘Cther Ingrediencs'
should be provied in addition to darta from ‘Active Ingrediencs'.

Residue assay methods should be wvalidaced for <zhe parcticular ctissue
invelved and the quantitactive limits of sensitivicy for rhe parent
compound and its metabolites provided.

It is an advantage cthat tissue samples are taken for resicue purposes,
before, at and after the proposed withhelding period. Such samples
should be retained under suictable storage conditicns so that assays can
be repeated some time after the initial examinaction, if necessary.

The calculation of withholding periods should be based an the achieve-
ment of a residue tolerance taking inco accounc the ADI caiculated from
the ‘no effect level' (nel) and using appropriace safety factors.
Residue tolerances laid down by the Codex Alimentarius {JECFA), che
CVMP and the VPC ecc stould be taken into account.

For antimicrebial products, che minimum inhibitory concentrations in a
range of apprepriate mwmicro-organisms, should be considered when
establishing a residue tolerance which is wichout risk to consumers.

For nonon-antimicrobials and anci-microbials which mizht exhibic
toxicological accivity, the results from a sub-chronic oral study in
the most sensitive species, is used to establish a nel. Frequently
racs are used in 90 or perhaps 28 day studies, However, other casts
(e.g. teratology study), routes (e.g. where appropriace inhalacion) or
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