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DISCUSSION

The adminisiration of A35% 1 beagle dogs at dosc levels of 25 mgikaiday for 3 days
followed hy =0 mg/kgiday for 3 days resulted in decreased food consumption and
slight hodyweight loss. Following administration of 100 mgkgiday for 7 days, both
animals showed evidence of bodyweight loss and one or more of liquic faeees,
splayed hindlimbs, salivation or head shaking. Both animals were killed for humage
Teasons on Day 7,

In the escalating dnse phass, lower food consumption and bodyweight loss werm
reporied i both enimals duking the treatment reriad, and slthough a slight recovery
was observed over the three days following dosing, the snimals were necropsied to
assess whether there was sy evidence of damage to the gastrointestingl tract. The
neerapsy and subsequent histopathology nvestigations revealed evidence of minar
cffects on the gastrointestingl trsct but not of systemic toxicity. Tt was therefors
considered probable that maost of the in-lif observalions were secandary o the low
food consumption seen and of non-gpecific siress,

During the fixed duse phase at 100 mg/kgiday food consumption in the male animal,
enhanced by a combinstion of pair housing with the famale and the offering of food
snpplements, was similar to pre-dose valuss, Food consumption in the famale
declined daily up to Dayv 5 however 4 slight recovery was ohsorved on Days 6 and 7
when food supplements were offerpd, Fodyweight losses were evident in both
animals, Clinical pathology investipations on Day 7 revealed a few slight chanpes in
the cellular, clotting snd chemical composiion of the blood however only izolaeed
barameters were aflected und in the absepes of any histopathological examination the
significance of these findings is uncloar At necropsy, findings comprised reddening
of the mucosal surface of the gastroiniestinal tract. On histopathological examination,
these comesponded with areas of mueasal congestion with mineralisation and in the
female, slight microthrombus formation in the Jejunum. There was no evidence of
mucosil crosion or ulceration.

Plasma levels of A358 in Lath dogs dosed with 1040 mg'kgiday in the fixed doze nhasc
were high and sustained. Levels of A358 were stll m2ising 24 hours atter the first dose
and by Day 7, ane hour after dosing, levels were approximarel ¥ 18 to 20 fold preater
i_hTm those on Day 1.
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CONCLUSION

The administrstion of A358 o beagle dogs at dose lovels of 25 mgfkg/day for 3 days
followed by S0 mgkegfday for 5 days rosulled in decreased food consumption and
slight bodyweighl loss, Following administration of 100 mghkgfday for 7 days, baoth
animals showed cvidence of hodyweight losz and one of more of liquid fasces,
splayed hindlimbs, salivation or heed shaking. Both animals were killed for e
reasons on Day 7.

Plasma levels of A358 were high and increased with Lime bt there was no evidence
in the limited number of organs examined of targst organ toxicity. It is concluded
therefore thal the deterioration in the clinical condilion of the animals was probably
the consequences of inanition and stress.
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