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ASUMMARY

This study was conducted to estimale he approximate minimum lethal dosc level of
MIEIT following single oral adminisication o the rat.

[ the preliminary ‘?-'Llll‘ the 1251 article was adminisiersd orallv on Dav | at dose levels of
71, 212 or 333 ma/ke to groups consisting of one male and one female fasted ral 2nd at
dose levels of 141,158, 194, 220232 or 318 meky (o groups of two male and two [emale
fasted raws. The surviving animals were killed on Day 8 and subject to a full necropsy.
Deaths occurrad in all proups dosed ar levels higher than 141 mg'ka There were no
apparent effects on bodyweight gain arising [rom administration of any of the preliminan
dose levels, Minor macroscopic changes noted during necropsy showed no tronds
indicative ol o treatment related effect on any particular organ and were considered of
limited toxicological significance.

The majornty of clinical signs developed within the first hour Tollowing dosing for all of
the preliminary groups and generally jneluded the newromuscular and breathing type
changes.  These wopically included 1onic convulsions, proneness, spasticity, twitching.
ataxia, clonic convulsions. lethargy, tremors. paddling, abasia. arched or henched posture
and loss of movemeant due 1o imb rigidity and a sterentvpic behavioura] response which
resulted in the animal biting Ihe cage bars. The disruption lo the animals breathing.
probably resulting from canvalsive epizodes. was indicated by observation of tachvonaca
dyspnocs andfor hyperpnoca, Some of these sipns were present. in varving degrees and at

various group incidence. for animals dosed from 71 through to 353 me'ke.

In addition, there were o number of other clinical signs thar developed Iater in il
observation period or were observed mare sporadically or were considensd 1o be ol less
chinical significance. Buch signs included pilo-crection. salivation, slaining of the snout o
anogenile] region. palpebral closure and exophthalmuos, Later in the study, from Day 2
omwards some of the animals showed signs of increassd aclivily, agercssion and
reztahility, Clinieal signs were relatively short-lived - animals dosed at 71 or 141 mafke
bad recovered by Day 2 and animals in the remaining groups had generaily recovered by
Dy 5t Day 5,
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Tn the main study, fasted groups of five male and five female rats were piven the test
arlicle as a single dose on Day 1 by oral gavage at dose levels ol 263 or 141 mafkg. The
lest arlicle was dispersed in purified water and administered ata doss volume of 5 mL/ky.
All animals surviving treatrent were killed on Day 13 and subsequently underwent a full
NECTOPSY.

‘Twa males and four females died lollowing a single oral dose ol M3S8307 at 2653 me'ke,
Peaths geeurred within half an hour of dosing. Ante-mortem clinical signs meluded
dyspnoea, proneness, spasticity and tonie convulsions Mecropsy revealed dark ar inflated

lunys.

Ome female rat died following eral administration of MIEINT at a dose fevel of 14] mp/ke.
Dieatl accurred within half an hour of dosing. Ante-mortem clinical ohservations included
dyspnoea, proneness and spasticity. salivation and opisthotonus, Na macroscopie changes

wire jlentified during necropsy ol the decedent.

Principal clinical siuns of reaction 1o teanment at 265 ar 141 me/kg inglided cyspnoa.
proneness, tonic convulsions, spasticity. atux, pile-crection and tremeors. Less commanly
ohserved were signs of mehypnoea letharey, hunched posture, paddling motions of Lhe
naws, salivation. siaming of the snout or anopanital soiling. Irritability and increased
activily were apparent for some animals. generally noied after the first series of climcal
sians, In addition. ene of the males was noted 1o he gnaw ing the cupe bars during the latter
part of Day 1 and one female dosed at 141 mzfke was biting the caging on Day 1.
Recovery of surviving rals. as judged by external appearance and behaviour. was complele
by Dav 3 (141 mg/ka) or Day 6 (263 mg/hg).

Na notable cllicts on bodyweight gain were recorded for any of the surviving rals doscd at
265 or 141 me'ke. No macroscapie changes, consilered to be amributable 1o freatnicmnl

with M3E307 a1 265 or 141 mue/ko, were apparent al necropsy.,

The approximate minimum lethal oral dose of M38307 to rats was found Lo be an the
repion ol 141 ma/ka.
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RIESULTS

Preliminary study  (Tables 1,2, 3 and 4)

ldeaths occurred among rats dosed in the prefliminary phase at doses of 159 mpke or
above.  There was no consistent palicrn to indicate a clear dose relationship tw the
muortality figures obtained. Two males died following dosing al 194 mefke but the mala
tdoged at 212 madkg survived, One male died in each group dosed a1 229 or 282 ma/ke but
no males died in the proups dosed at 31% or 3533 mpke. A similar patlern was noted
among the females — one dosed at 139 mofkn died but animals dosed st 199, 212, 220 or
282 mg/kg survived, All females dosed at 318 or 333 mp'kg died. The random martality
pattern seen in both males and females amd the rapidity with which death occurred
Lgenerally wilbin 30 minutes of dosing) supgested that simple dese-related toxicity was
not the primary cause of death. The cause of death appeared to be mare dependent upon
the induction and severity ol convulsive episodes but, as with morality, noe direct dose
relationship was established,

The majority of clinical signs developed within the first hour following dosing [or 21 of
the preliminary groups and penerafly included the newromuscuelar and breathing tovpe
changes.  These ypically included tonic convultions, proneness, spasticity, twitching.
ataxia. clonic convulsions, lethargy, tremors, paddling, abasia, arched or henched posmre
and loss of movement due to limb rigidity and a stereatypic behavioural response which
resufted in the animal biting the cage bars. The sdisruption 1o the animals breathing.
prabably resulling from convulsive episades, was indicaled by observation of tachypnoes.
dyvspooen and/or hyperpnoea. Some of these signs were present, in varying dearees and at

varigus group incidence, for animals dosed [rom 71 through to 333 ma/ka.

In addition, thers were a number of other clinical signs that developed later in the
observation period or were observed more sporadically or were considered 1o be ol less
clinical significance. Such signs included pilo-erection. salivation, staining of the snout or
anogenital region, palpebral closure and exophthalmuos. Later in the stedy. from Day 2
onwards some of the animals showed sions of increassd aclivity, agoression and
imitability. Clinical signs were relatively short-lived - animals dosed st 71 or 141 mafke
had recovered by Day 2 and animals in the remaining groups had generally recovered by
Dray 5 to Day 3.
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All ol the rats dosad in the preliminary phase pained weight following dosing, weight
wains were recorded at both the Day 1w Day 4 and Day £ w Day & intervals, The small
weight losses apparent between Day —1 and Day | were wholly aliribuolable to the period
of pre-dose [asling, There was no evidence 1o indicate thal administration of M38307 in
the range ol dose levels used in the preliminary phase (71 — 333 matka) had any adverse
effect un hody weight eain.

Mo macroscopic changes were apparent for the majoricy of the preliminary oroup tats mt
necropsy either ar the time of death or when killed on Dav 8. Isolated changes were
apparcnl among rats dosed at 194 or 318 mpkpe. Such changes included dark livers [or the
lwo decedent males dosed at 194 mg/kg and red lungs for one of thess animals: an
cnlarzed adrenal gland snd a small ovarian cvst were apparent lor one fomale dosed ar
194 mg'kg and this animal was also missing the left kidney and the left horn of the uterus:
the adrenals for the sccond female in this group were damaged. The stomach of one male
dased a1 312 mgkg had a yellow mucosal surface. None of the maeroscopic changes
naled showed any dase relationship nor any trend o help identify any particular taroet

l':l.'"-:'_.'!ﬂ.

Main study - Mortaliny  (Table 5)

There were deaths fellowing a single oral dose of M38307 among rats of both sexes dose
at 263 mgeke, Deaths occurred within ball’ an hour of desing. Two males and four
females died,  Since death was relanively rapid there were no notable changes in

bodyweight between the pre-dose values andd those recorded prior to necropsy.

Ante-moriem clinical signs included dyspnoes, proneness and spasticity in two ol the
males and tonie convulsions lor one of these ats. Three of the female decedents disl
rapidly before clinical signs developed. The fourth female decedent showed the same signs

as the males - dyspnasa, pronencss and spasticitye.

MNecropsy of rats that died revealed only a degree of darkening of the lunes or inlation of
the lungs both of which were probably aponal chanzses unrelated tw administration of the
lest material and nsufficiently severe to be considered cavsative for the death of these rats.

A simgle lemale rat dosed a1 141 mp/kg died following oral administration of M3%307,

Lemh preurred within halfan hour-ol dosing. The recorded weight for this animal showel
i marked difference between pre-and posi-dosing valucs.
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