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Thers wers no decedents and no signs of reaction to treatment during the smudy.
There were no cffects on food intake, heart rates and hacmatology paramerers that
were attributed o treatment and there were no ophrhalmic abnormalitics,

Low weight gains andfor slight weight loss were scen in one or two anmals fromn all
treated groups during the meatment period. Following cessation of troatment, weight
gains in most ammals previously treated ar 480 moghke/day were higher than control
valies,

Increased total plasma choalsstem] concentrations were sesn in two animals réceiving
240 megke/day and five amimals receiving 480 megka/day. Increased plasma
triglyceride concentrations were scen in one or two males or fomales in all treated
groups, After 4 weeks of recovery, a slightly high mgzlyeende concentration was scen

in one male that had been affected in Week £ of treatment.

Low (hymus weighls were seen in some animals inall treated sroups, although there
was no clear dese-relationship.  Slightly low adrenal weights were seen in Lhree
animals receiving 480 megfe'day. In animals killed after 4 weeks of the treament-

free period, thymuos and adrenal weighls were broadly comparable to cantrol weights.

Ar the terminal Kkill, there were no macroscopic findings due to offects of the test
article, Microscopically, there was no evidence of local imtation in the nasal cavily,
bt the lymphoid agaregates normally associated with the respiratory mucosa tended
to be smaller in the intermediate and high dose group compared with controls, There
was also atrophy in the thymus of some intermediate and high dose animals and
atrophy of the adrenal cortex ol one high dose male due to systemic effects of the est
artecle.

At the meatment-free kill, there were ne teatmeni-relatcd macroscopic findings.
Microscopic assessment of reversibility was mited by the small number of animals
available, but the data were sugosstive ol incomplete reversal of the local Dymphoid
atrophy in the nasal cavity. The adrenal and thymus of high dosc treatment-freo
animals were comparable with controls indicating roversal of systemic effocts,

Intranazal administration of Ciclesonide to dogs at dosames of (20, 240 or
430 megkefday was well-tulerated with no clear evidence of systemic or local
toxicity. A number of reversible changes in the thymus, adrenal and nasal mucosa
and effects on weight gain were armibuted to the glucoserticostenod pharmacology of
the test aticle and are of no toxicological sigmificance.  As pharmacological effects
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INTRODUCTION

The objective of the smdy was to determine te local tolerance, weether with an
evaluation of the systemic loxicity and the toxicokinetic prifile of the test amicle,
Ciclesonide Nasal Spray (Glueose-free), following nasal administration for 24 davs o
the dog. The reversibilicy of any effects observed were then asseszsed aver o 28-day
treatment-fres period.

The nasa] route of administration was chosen bocause it is the human therapeurc
raute,

The dog was selected because it is 8 non-rodant spocies recommended by various
regulatory authorities. Backaround dats are availzhle.

Sludy dates

Fretocol signed by Study Directar: 259 May 2001
Amimals on site & experimental start date: 18 April 2001
First treatment: l4 Jusne 204}
Study termningtion: % August 2001
Palhelogy completed & expenmenta] completion date: 28 January 2002

The study completion date is the date the fipal report is signed by the Smdy Director.
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EXPERIMENTAL DESIGN

Regulatory test guidelines

This report 1s designed to mest the known requitements of EC Directive 75/318/EEC
and all subsequent amendments together with any relevant International Comfersnce
en Harmomisation (ICH) guidelines. These requirements and guidelines were current
at lhe time the report was izsued.

Test article administration

The test article was admmistered daily, for at least 28 days excluding the day of
necropsy, by nasal administration. Fach Jdog received three instillations per nosmil per
session and wers treated for four sessions, each separated by at least 30 minutes,

The start and finish times of each desing session were recorded. Although the star of
each dosing sessiom was separzted by at least 30 minures, on several occasions dosing
was completed within 30 minutes of the previous session. The shortest fime
separating the completion of dosing sessions was 18 minates.

Admunistration was on at least altemate breaths to alternate nostmls, just as the aninal
was about to inhale, starting with the [2fi nostal. The head was held slightly upwarls w
prevent forwand dranage of the test amticle. To avoid lesing the prime from the spray
device, alfter each actuation the spray deviee was rotumed to the vertical pror to the
release of the actuator, thus allowing the purnp o recharge without the introduction of

1T,

The dosing device was ghaken pently before use and pnmed prior to the star of each
day’s dosing. To prime sach dosing device, it was acmated cight fimes or until a fine
spray was emiticd. The device was not prmel hetween sessions, unless thers was a
mishap in dosing resulting in less of the existing prime.

The dosing devices for Groups 2 and 3 were not pnmed prior o the start of the day’s
dosing an Day 173, in ermor.

The dosing device nozzle wis cleaned hefore the start of each session and between dogs
using suitable antiseptic or aleoholic wipes.
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Formulations analysis

The ensed dosing devices were returned to the Sponsor on completion of the study.
The dosing devices wene analysed after the ond of the treatment period of the study by
The Principal Investizator (Thr Yasuhile Uejima, Tenjin Limmited, 4-3-2 Asahigaoka,
Hing, Tokyo 191-8312, Japan). The results of these analyses were communicated g
Covance Laberatories for inclusion in the final report.

TEST SYSTEM

Species, strain and supplier
Thinty-gisht purpose-hred beagle dogs wers pbtained from B & B Univemal, Huoll, in
order to provide 19 healthy animals of each sex.

Specification

The animals were berween 3 and @ months old and in the weight range of 8.40 o
13,15 kg on armival. Contrary to the protocal, not all animals were less than 9 months
ald ar the sitart of dosine. They were approximately 7 to 10% monchs old and weizhed
&.94 to 14.03 kg at the start of dosing.

Environment

The animals were housed in four exclusive rooms, air-conditioned o provide a
minimum of 10 air changes'hour. Routinaly, the temperature and relative homdity
rapges were |6 ta 22°C and 40 1o 80% respectively, The temperatore and homidicy
were oecasionally outside the protoen] rangees; the acloal ranges recorded were 15 to
23°C and 2% to B2% respectively. Fluorescent lighting was controlled automatically o
mivie 8 yele of 12 hours light (0700 h to 1%00 h) and 12 hours dark. '

Exch animal was allocated o a pen with a floor arca of 2235 m”. Where possible,
animaly of the same sex and group wers routinely hoosed o groops of three by
removal of the barnier dividing the pens. Amimals remained separated each day from
before dosing and during the fecding pericd.
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Environmental enrichment
A& number of methads are wsed at Covance to encich the environment af the animals as

detailed in stamlard operating procedures.

Diet and water

Each animal was offercd 400 g of Harlan Teklad Dog Maintenance Thet {Harlan
Teklad, Bicester) each meming, affer completion of the fourth dosing session. Any
residual foad was removed and weighed in the afterneen. Each batch of dier was
analysed for specific constimuents and contaminants. All animals reccived 3 Winalot
Shapes biscult (Friskics Peteare, SufTalk) immediately after the fourth dosing session.
Cerificatss of diet analysis are presented in Appendix 13,

Mains water was provided ad Ebinen via an auntematic watening syslem. The water
was peradically analysed for specific contaminants,

Mo contaminants were preseni in diet or water at levels which might have interfered
with achicving the objective ol the study.

PRE-EXPERIMENTAL PROCEDURES

Acclimatisation and health procedores
Priar to arrival, the animals received a course af treatment for cnde-parasites and a
course of vaccinations, details of which are contained in the suppher's data,

On amival, all snimals wers given a clinical inspection for ill-heazlth. They wers
acclimatised [or a period of abour eight weeks. Detgils of any prophylactic treatments
and immunisations were maintzined in the study records.

A veterinary inspection was performed beloce the starm of dosing to ensure their
suttability for the study,

Allocation to freatment group

The animals were assigned (o treatment gronps during lhe scclimatisation period
using a randomisation procedurs based on stratified bady weight, which used the most
recent body weight data,
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Dphthalmoscopy
Investigations were performed on all amimals pre-freatment and towards the end of
Week 4, A mydratic azent was instilled into the eyes before cxaminations. !

Electrocardiography

Investigations were performed on all aninials pre-treatment and towards the end of
Week 4, Readings were taken approximately one hour after the completion of the
fourth dosing session. Recordings were Laken using the fixed limb leads T. 11 and [l
and the augmented leads aVE, aVL and aVE. Besr rale was derived from lead IL

Toxicokinetics
Blood sampling
Blood samples for toxicokinetics (3 ml. nominal fo provide at least 2.0 mlL SEMIML)
were taken from all animals on Days 1 and 27 of treatment, not Day 2% as stared
inr the protocel. Samples were collected pre-dose (before the first desing soEEion),
immediately on completion of the second and fourth dosing sesstons lor each
animal, and 0.5, 1, 2, 4, &, & and 24 hours after completion of the fowrth dosing

SES510T.

The times of the blesds as specified in the protocol were not always suictly
adhered to, but generally only deviated a fow minutes from the scheduled bme.
The greatest deviation was 10 minures late al the 0.5 howr blesd on Day 27. The
deviations are not considered o have comprmise the evalualion of the
toxicokinetic data.

Samples were taken from the jugular ven into plain wbes, The plasma was
scparated s soon as practicable, the serum transferred o uniguely labelled
polypropylens whes and the samples stored froeen (-20°C nominal) por to
analysis, On Day 27 at the & hour timepeint, the prepared secum from Group 3
(Mos 29, 30 and 317, Group 4 (Mos. 32, 53 and 343 and Group 5 (Mos. 35 and 34)
was placed into 0.5 mL tubss due to & tube labelling error. For these animals
0.5mL of serum was collected and the rest discarded.

Samples from lesated animals were analysed by the Bioenalytical Department al
Covance Laboratori=s; samples from negative conmol and placebo control antmals
(Groups 1 and 2) were not analysed.



