JLIVIV AN s

V.P.C. (88)139

L FNAQO

COMMERCIAL IN CONFIDENCE
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Review of Veterinary Medicines Containing Hormones

——

1. The review of veterinary medicines containing hormones is shortly to be
announced. At the July meetings members were asked to provide written
comments to the Medicines Unit on VPC(88)108, which contained a list of
products that would be included in the revievw and draft proposed guidance
notes to be sent to applicants.

Z. Officials have now cnecked for correctness tie list of nroducts
included in this review. Revised guidance notes to be sent to applicants
are attached. -
3. It is the intention of the Licensing Authority to issue review call-up
letters and guidance notes to licence holders in October 1988.

4. Members are asked to agree the attached guidance notes which wiil be sent
to applicants for this review.
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APPENDIX

GUIDANRCE ROTES FOR THE REVIEW OF VETERIRARY PRODUCTS CORTAINING HORMOKRES

1.1 Data should be presented {n accordance with EC Directives 81/851 and
81/852 on Veterinary Medicinal Products: paragraph 11 and Parts I1I to
“VIII of the HAFF guidance document "Notes on Applications for Product
Licences far Veter{nary Medicinal Products" (MAL 10) which {s available
on request from the licensing authority at Tolworth Tower. The general
guidance notes on the data requirements for residues which have been
provided for every review so far are also attached. The following notes
should also be taken {nto account.

R R
.

1.2 Acceptable maximum residue 1limits for hormones have not yet been
established, and applicants must proposge withdrawal periods which should
be deter ~ined from appropriate toxicology data:-

a) Data will be required to show that there {s a lack of carcinogenic
hazard both to consumers of produce from treated animals and tn users
of the product. A comprehensive range of appropriate mutagenicity
tasts must be carried out and life span carcinogenicity studies may
be required. Some natural steroid hormones are not genotoxic but may
have tumourigenic effects and potential hazards must be addressed.
Relevant litarature may be wutilised. In the absence of data,
Justification must be provided on why such data are not presented.

b) Metabolism data will be required and data on residues of metabolites
as appropriate. It should not be assumed that bound residues are
metabolically inactive unless this has been proven.

c¢) Information will be required on bloavailability and pharmacokinetics
in the target species.

d} A range of appropriate toxicology studies should be carried out to
determine no effect levels including no hormonal effect levels 1In
sultably sensitive species. Histology will need to be carried out on
hormone sensitive target organs.

e) Validated assay methods of sufficient specificity and sensitivity
must bes used and the animal’s endogenous hormone levels taken {nto
account in terms of cross reactivity.

f) Residue depletion data will be required from use of the product as
recommended in each target species and residue assays performed on a
full range of <tissues {ncluding milk where appropriate. A
sufficiently large number of animals should be used in residue
studies so that the withholding period can be reliably calculated.

g) Although residues in meat and milk may be very low following use of
the product, the significance of these residues must be assessed. An
adequate safety margin must be applied between the residues without
hormonal effect {in suftably sensitive species and the levels of




exposure of human belngs Co residues from treated animals. The
potential for absorbtion of the active {ngredient or metabolites from
the human digestive tract could be addressed.

h) The calculat{fon of withholding periods should be ba:ed on tha
achievement of a residue tolerance taking Into account the ADI
(Acceptable Daily Intake) calculated from appropriate studies and
using appropriate safety factors. The safety factor to be used would
depend on the informat{on available on metabolism and toxicology.
x100 might be appropriate for compounds with no significant toxlc
potential. x1000 or greater nmight he appropriate for compounds with
greater toxic potent{al or where full information on metabolism is
not available. When calculating a tissue residue tolerance
applicants should in their calculations take account of average human
bodyweight, as vell as daily dietary {ntake of meat, offal and fat,
and when calculating a milk residue tolerance, take account of daily
dietary intake of miik. .

It i{s known that the duration of action of hormones and the onset of
action can vary considerably depending on structure and route of
adninistration. Data on metaholism and biological half 1life must be

provided.

Information should be provided on the effects of the product on the
animal’s endogenous hormone production.

Justification of the formulation, the proposed dose and route of
adniniscration must be provided.

Efficacy data from published sources on the active ingredient will
generally be acceptable but an adequate review of it must be provided and
ft wmust ba capable of providing clear evidence for supporting the
proposed dose of the product in the targe: specles. TThe relevance of
literature or studies provided must be justified where these refer to a
salt other than that included in the product. The salt form could affect
the physical properties of the active ingredient (e.g. particle siz.
solubility etc) and thus the activity.

For applications for products used 1in non-food producing animals
extensive controlled efficacy trials as described in paragraph 1.7 may
not be necessary {f other data are adequate.

The range of indications proposed must be fully supported by the evidence
provided. Efficacy data should be provided from use of the proposed
product as recommended in each target species and statistical analyses
carried out. Such efficacy data should be provided from a range of UK
animal husbandry conditions and the nutritional status of animals
recorded as thls may also affect the results.
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In relatfon to {mplant products:-

a) In-vivo release data will be required {n an adequate number of
animals.

. b) Regidue data will be required covering the full length of the claimed

efficacy and to support the proposed withdrawal periods.

¢) Where appropriate, withdrawal periods must be stated from the removal
of the {mplant.

d) Data wlll be required from trial work on the efficlency of recovery
of implants from treated aulmals.

Target species tolerance data from the use of the product at the maximum
recommended dose In each {ndicated species must be provided and must

address the full duration of treatment proposed.

Applicants should address operator safety and Iinclude safety warnings in
product literature where appropriate e.g. use of impervious gloves and
coveralls.

Applicants should provide with cach application a brief section
containing the following information Iin the format of a suspect adverse
reaction Type A report which {s:-

a) Product name
b) Product licence number

c) Period of report (preferably the last 5 years of marketing)

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

e) Number of suspected adverse reactions recorded at (c) 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 prov.ded applicants
must comment on the occurrence of any adverse reactions, including

{njection site reactions.

For those constituents which are derived from natural 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 frcia which the substance 1{s derived must be stated and a
full account glven of the measures followed to ensure that the substance
1s free from pathogenic contamination. It should also be noted that
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substances derived from glandular extracts or saerum {inteanded for
treatment of ruminents or plgs require authorisation under the Serum and
Glandular Products Order, and account should be taken of any risk of

contaminat{ion with B.S.E.

Product licences {ssued after the implementation of EC Directivay
81/851/EEC and 81/852/EEC will not need to be reviewed fully. It wili
be necessary to ecnsure that the data supplied i{n support of the product
meets current requirements. In particular it wlll be necessary to
ensure that the data are suffic{ent to give assurances cthat tha
withdrawal periods are acccptable and the product 1literature i3

acceptable.

As there are no established maxioum residue limits for hormones,
companies holding such product licences will be requested under section
44(2) of the Medicines Act to provide the following {nformation to the

Medicine Un{t:-

1) A summary of the data on which current withdrawal periods< are based,
with adequate reference to the full data at which the full results
can be seen. In addition comment or argument {s required to assure
.the Licensing Authority that the proposed withdrawal periods would
‘be satisfactory, even though this Information may have been
previously provided at the time the original product 1licence
application was considered.

2) Current product literature for the product.

<

3) A type A report as described at paragraph 1.1l above.

Following receipt of the above informatfon, corsideration will be given
as to whether further data will be required.




CUTDANCX O DATA REQULRDMINTS FOR RESIDORS

a)

3)

5)

<)

3. a)

b)

The data required and thei{r assecsaenc vill ba the sane for produce:
subjecc €O formal reviev as for applicacions €2t product l.cences ar
variaciona o extscing producc licences.

“oapaniss should sudbait all che percinent vesi{dua daca avatladle to
<rez. zogecher «ich a formai scateaant thac this has desn done.

Appropriate zesidue daza 3ust ba aveilable, unless it can be clearly
escablished that chers ls no syscedlc abserpcion.

Residue data should ba providad for ezch food producing species feor
which recormandations for use ara mada.

Spectfic rasidue data will ba cagquirad for each spacies of poultry or
Sign far whizh claius are made

1§ pharmacokinatic  data  acdaquactely demoustractes equivalence wvich
anothar species f3r which zhera are fuil residue daca, chen dezailaed
information =may not bYe regquired for the seccend species. for exaaple,
Azca from a ruminan:t is oore ilkely to be appropriate for another
rusinant species. than a non-rTuminanc.

Ja=3 on each edible zissus of {zportance should be submitted unless,
with a Jjuscification. the ‘worst case’ =::sidue rargac cissua (s.g.
livez) only {s submitted i. iz zhen asscezed chat all edible tigsues
carry thae saze resicue Piofile.

The imporzan:t edible ti{ssums are. skalecal zuscle, fat, liver, kidney
and also afik and eggs. As a general principie, beacausa of conswmptiocn
habits, pouitry {(and possibly pigs) 3should provide skin plus fac
instead of fat alone. Subcutaneous or carcase fat {s prsefaerreu for
recidus decerminscion, rather thar abdcairal fac. Data froa poulcry
kidney cissua are oot required.

23ta on residuss found at ths injaction site are required, particularly
when the product s a dapot-type adminiscraczion. Information on the
lack of residues at any injfection sice at the end of the withholding
period woulid be particularly useful. Justificatien should be provided
to aensure chat the sample assayced {3 reptssencacive of cths amount of

zissue likely o Yc consumeu.

A sufficiantly large nuaber of aznimals should be used so that ths wvich-
holding period can be reliably calculated. This dapends on chae
varfiacion »f res{dues {n individual zert animals and on the extent chac
the CesC animals ara represencative of animals {n che field.

For zattle, sheep. pigs - pharmacokinetic data (plasaa profiles) should
ba provided from at least 6 animais. Additionally, ind{vidual resul:s
on residues frea at least 4 aature anizals ({.e. ruminating calves orx
lambz, or weanad pigs) per observacion should be available.

Y 88/09.00/4.6




c)

d)

1)

o)

c)

a)

b)

For che horia {nd{vidual results from & ainifmum of 3 animals will be
adequate. provided <cthere 1is saff{cient supportive pharmacokinecic
argument. Such dacta will not be required {f che product {s contra-
indicated for use in squines i{ntended for human consuzpcion.

for each poulcry or fish specias - the above ainimua criveri{a apuvly,
buc applicancs would be expectad to pcovide resulcs from a larger gcoup

of animals

Experimental data. which should includa boch che parenc coxpound and
mecabolit~s of biological significance stould be presenced from sach
ind{vidual., wich calculacted oeans. Obsarvactions should b¢ oada uich
adequace frequency for exasmple, before., during, and afcer cUmatrent.
These should be maintained uncil vell after an 4cceptadble rasidua
concentraction is accained, so as to show that there {s no rerurgence of

aczivicy.

Separate residue dara aust be obtained following each recozmanded rouce
of administrazion and formulation. Tha dose used must be the azxioud
recommended and ziven for zhe full perfod of admin{stratlon shewn i
the proposed data sheec. [If it can be zdequately desonstrated chat a
residue placeau is veached wichin a shorter period of adminis-racion,
chen residue data ‘rom chac cime point may be provided.

Residue dacta on anv coxicologically significan~ 'Othsr Ingredfzncs’
should be provied in addicion to data from ‘Active Ingredients’.

Residue assay methods should be validated fcr rthe partlzular tlgsua
involved and the quancticative limits »of -sensitivicy £ox the parent
compound and its mecabolites provided.

it {s an advantage that tissue samples ara caken for recildue purpcces,
bafore. at and after the proposed witbhoiding ceriod. Such samples
should be recained under suitable storaga ccnaizioils sn Inat zssays can
be repeated some time after cthe infcial exzmirazion. if ntcessary.

The calcuiation of rithholding periods should ba based nn the achiave-
sment of a residue tclerance taking into asccounc chy ADI <alzulaced froam
the ‘no effect level’ (nel) and using appraupriacta safecy factors.
Residue tolerances laid dova by tha Codex Alimentatrive (JECFA), che
CVMP and the YPC etc should be takan inCo acccunt.

Tor ancimicrobial preducts, the min‘mus inhihicorsy concsnctrations in 2
range of appropriare wmicro-organisms, shouid be tongf{dared whan
establishing a1 residue tolarance waich {s without risk ro conaumers.

For non-antimicrotials and anti-microbials whicn ofzht exhiblc
toxicological activity, cthe rasulits from a sub-chreni. sral gcudy in
che most sensitive species, is used co escablish a nal. Frequaencly
rats are uazed in 90 or perhaps 28 day stucd/as. Hovevar, other Ceslis
(a.g. tatatology scudy), rouces (e.g. whare approprizte {nhalacion) orx
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(a.g. chronic life span studies) asy glva a lower
uld br usad {n calculacicn of accapzadble rasiduas, ADIs and

longaer :33:ng cayriods
aeél ana she
wichholding pariocds.

3 “hase are gencval cons{dsraliont nd for parttcular situactions, L {s

advisabla o Zisxcurar Zast procccol deszigns and cthe aevsiiuvation of
- Y - : =~ VA N
ragulcs, in consulgation with vrofessional scaff ac the “adicines Unft
~arr e : - * !
; [ *l}'br’.d?s%

T2
Co
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checklist of ttems tO include in reviewed licence applications
wnecr o

This ligz 13 79% intended to provide a completa list of all
informazion crequired in support of licence applications. It
does, nowever, identify the main sections to be included in any
dossier. Ffaliure O supply information or provide a satisfactory
acgument as to <hy such data are not included under each heading

will conszitute grounds 5 refusing to accept an application.

L. General information (eg. name of product etc).
Ir. Afsarmation on physico chemical, biological or micro-
5i0l0GiCaL -ests
Summary and expert I[epOT:
qualizative and cuan-izativa composition
Yarrod of preparatiodn
~5nzrol 2f 3n2arTing ~aceriais
Cantroal tests on intarcediate products (1f appropriate)
connrol nests cor finilshed product
Srability tests
117/ Soxicclog:ical and “harmacological ==2¢ s
“Summary and expert report
single dose zoxicity -
Toxicity with repeated administraz:1on
Targer speclcs tolerance
Foeral toxicity
Farsiiity studles )

Pharmnacodynamics

oharmacoklinatics

Serermination of residues i€ appropriate
zffects of residues

Systemic absorption of products for topical use

v, [:;-;nacal trials
Summary and expert report
Clincial reports of individual and collective trials

Side effects etc

V. Txperiances
ff

n aan .S appropriate including any Xknown
adverse e ts

N
L
eC

vI. Speclial particulars
Dosage fcrm

vii. Cetails of suspected adverse reactions reported to the
company over the srevious five years
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