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The radioactive dose to be administered to the hens was omitted from Lhe study
protoenl in error. The radiosctive dose will be 1 MBq/day,

1t has been discovered that the test substance is nol stable in acetonitrile, Acelonitrile
will not he avoided, if possible, in any HPLC method or cxtraclion procedure
developed.

The stahility of the test subsiance in the capsules will be measured at 0, 4, 7 and
14 days after preparation and not 0, 3, 7 and 14 days as stated in the study protocel.

The responsible person for quality assurance is D Firkland, Viee Presudent of
Consultancy and Regulatory Services and not K de-Salis, Head of Quality Assurance,
as statcd in (he siedy protocol.
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Environment
Animals will be housed in the livestock unit which is designed fo proevide a
temperature of between 10 and 25°C and to maintain humidity between 40 and 50%
(temperature and humidity are recorded daily). Fluerescent lighting will be cycled
16 h Tlight (07:00 - 23:00) and & h dark. The unit is designed so that there are 10 air
changes per h.

Diet and drinkiong waler

Hens will be offered a total of 150 g of 3 mixture ol a commercizlly available ground
concentrate and grit per day. The ratio of concentrate to grit will be determined dunng
acclimatisation and maintained throughout the study. Actual food consumplion will
be recorded daily. The dict suppliers will he recorded in the raw data. Periodic
analysis of water is undertaken for bacteria, heavy metals and chlonnated
hydrocarhans. Tt is the responsibility of the sponsor to notily Covance Laboralones
Ltd if 2ny contaminanls expected to be present in food or water will affcel the

inteerity of (he study,

Body weight
Body weights will be determined during the initial acelimatisation period, on the day
of the first dose occasion and at necropsy.

Pre-experimental procedures and acelimalisation

The hens will be acclimatised for 2 minimum of 10 days and de-warmed if required.
During thids pedod, the hens will be placed into individual metabolism cages suilzhle
for the separate collection of excrcta and cews and acclimalised for at least 7 days
prior 1o the first dosing occasion, Whilst being acclimatised food consumption will be
measured in order to delermine the daily feed ration for the study. The sppearance and
behaviour of the snimals will be ebserved daily (am and pm).
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Identification of the test system

On armival, the hens will be arbitrarily allocated a stock number, or supplicrs number.
Diuring (he initial acclimatisalion period, individual subject code will be allncated.
Tiens will he unigucly identiNed by numbered log 1aps.

In addition (o the above, metabolism cages will be coded by coloured cards giving
infommation including study number, subjcct code and animal number. The study
raom of pen will be identified by a card on the outside door giving information
including room number and study number.

EXPERIMENTAL PROCEDURES

Dose level and frequency of administration

Capsules will be orally-administered following the moming egg collection fur
14 conscoutive days. Tor a dose level equivalent to 10 ppm diet each hen will TECEIVE
1500 ug ol desmedipham per day. This iz based on an assumed consumplion of 150 g

ol ground concentrate and gritfday.

sample collectivn, storage and processing

The order of sampling and dosing is shown in Appendix 2. Exercls will be eollected
at 24 h intervals and up to neeropsy. Fags will be collected immedialely belore dosing
and in the afternoon, belwesn 5 and 3 h after dosing. Egg yolk and white will be
separated and pooled by animal for cach 24 h collection peniod. Cage debris will be
removed at cach excrata enllection snd pooled over the duration of lhe study. At
approximalely 23 b, but less than 24 h, after the last dose occasion, the animals will bo
removed from the melsbolism cages and illed by cervical dislocation. A lerminal
blood sample will be taken and collegied into lithium heparin tubes. A partion will be
cenirifuged to produce plasma Metabolism cages will be rinsed with methanol amd
then water to provide a final cage wash. The following lissues will be laken or

sampled:

e Muscle (maximum amounts of breast and thigh)

o Fal {maximum amounis of peritoneal and perirenal)
o Liver (whole organ)

o Skin (to include subcutancous fat)





