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Covarse Study No 63633
Lrefinirive Promnosol

Achieved concentration

Analysis of the lormulations for achieved concentration will be performed on the
formulation provided [or Day 7. The analysis will be performed by Covance. A sample
(10ml) from each formulation will be stored frozen (-20°C) for possible firture analysis,

TEST SYSTEM

Species, strain and supplicr

Suflicicnt purpose-bred cynomolgus monkeys (Macaca fascicularis) will be obtained
from Si iB) in order e 4 hes Ty 3 SEN. :

rem Shamrock (GB) in arder o provide 4 healthy animals of each sex sk i

., |
Aatea [ g

Specificatinn
The animals will be in the weight range 1.5 to 3 ke on arival.

Enviranment

The animals will be housed in oan exclusive room, air-conditioned to provide a
minimum of 10 air changeshour.  Routinely, the temperature and relative homidity
ranges will be 18 10 23°C and 40 to 80% respectively.  Fluorescent lighting will be
conlrolled automaticelly to give a evele of 12 bours Fght (0700 to 1900} and 12 howrs
dark.

The animals will be housed singly during the day n cages of 1.1 m high with a floar
area of 0.8 m”. Where possible, animals of the same group and sex will be group

howsed overnight.

——R R shp—————e

Dict and water

Each animal will be affered 100 g of SOC Mawun Pimate Dict (Specizl Diats Services
Lid, Witham) & 252 Bonio biscuit {Spillers) and a picce of fresh froit each day after
dosing. Any residual food will be removed and estimated in the afterneon. Each hatch
of diet is analysed for specific constituents and contaminants and contaminants. Typical

values are presented in Appendix 1.

i e ————
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Mains water will be provided ad [ibitan via an automaric wWatering system or bottles.
The water is periodically analysed for specific contaminants.  Typical values are

presented in Appendix 2,

3 i e :
Ne contaminants are expected to be present in diet or water at levels, which might
mnterfere with achieving the objective of the study,

ANIMAL HEALTH AND WELFARE

All procedures to be carried out on live animals as part ol this study will be subject to
the provisions of United Kingdom National Law, in particular the Animals (Scientific
Procedures) Act, 1986.

In order Lo moniter the welfare of an individual or sroup of animals, additional
observations to those lready detailed may be instizgated at the discretion of the Study
Director.  In certain instances this may include treatment as advised by a Covance

animal wellare veterinary suroeon.

PRE-EXPERIMENTAL PROCEDURES

Acchmatisation amd health procedures
All anirmals will be held at the suppliers' premises for a conditioning pered.  During
this time they will be tested for (uberculosis and any prophylactic treatments received

will be documented in the study records.

On arrival, all animals will be given a clinical inspection Tor ill health and tested for

tuberculosis if necessary. They will be acclimatised for o period of at least 4 weasks,
A veterinary inspection will be performed before the start of dosing to ensure thei

suitabality for study,

Allpcation to (reatment group
Mot relevant.

T
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The: plasma will be retained and stored deep frozen (-20°C) pnor to despatch to the
aponsors subcontractor, Cephac Bioanalytical Rescarch Center, France {Appendic 7).

=3

TERMINAL PROCEDURES
MNecropsy and tissue preservation (Appendix 3)
All ammals mcluding decedents wall be sulyect to necropsy.

Afier an overnight period without food and following sedation wilh ketamine, an
intravenous sodiom pentobarhitone overdase wall be given prior to exsanguination. A

full macroscopic examination will be performed under the general supervision of a
patholoeist and all lesions will be recordead,

Al bssiees denoted by () ffom all ammals wall e preserved in the appropriate

fixativels

Histopathology (Appendix 3) f
Mo histopathological assessment of tzsues will be undertaken i the lirst instance,

DATA EVALUATION !

Data from treated animals wall be comparad with gtorical control data




