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DOCUMENTATION
After continued observations of vomiting in the high dose group, accompanicd with poor food

consumption and weight gain 1l has been decided by the Spomsor that further dosing at
200 mpk oid will be suspended.

After a two-day wash-out period these animals will re-commence dosing, on 27 Seplember 2001, at
theeredueced lovel of 25 mgkebid.

A full Day 1 toxicokinetic bleed will be pt.f[:iﬁ'ﬁ:l.l aneithe animals will continme to the scheduled
necTopsy afler at least 14 days dosing. The final (Day 28) TE bleed will also be performed on these
animals.
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Study synopsis

LHORT SUMMARY
Covance study oumber G63/452; Wove Nondisk Reference Tumber MM 201254,

Ple-stisdy consisted of four groups of three mals and three female beagle degs. The contral grewp
wits dosed with the plavebo venicls alone. Doses were admimistered rwice dily with a (hree-hour
split. Luw dose animals were given NNC 002 S 0O0-2648 at 50 mafobid and the imtennediaie
group was dosed at 100 mgfka'bid. Dosing comlinued daily fur 28 days. Dosing of the high dose
group at 200 me/ke/bid was suspended after dosing nn Day 12 Juc to persistent climical findings
including, salivation, vomiting and luosefliquid fieces and wedght losses. Facial swelling was also
aoted in one female atter the second dose at 200 muke/bid on Day 1. Atter washaoul perind of
+hout 72 hours, dnsing recommenced at 25 mgke/ba, This dose level was maintzined until the end
of he study (14 days), penerally with no further observations. Salivation and vomiting were
reconded frequently in most animals weated at 100 ma'kp/hid over the first 8% daya of wealment
anid gencrally resolved thereafler. T aase or liquid facces wors also obstrved in most animals weated
at 100 mgp/kgbid sporadically throughout the smdy. Body weights and fod consumpition were
adversely affected by treatment af doscs of 100 and 200 mzke/hid in females. Alkaline
phosphatase levels were up to 1.9 tmes higher i pre-treatment values in some Tealad growps at
e end of reatment. There were no macroseapic o microscopie indings due 1 citecty of the test
aaticle, Lhis sty cemblished the dose of NNC-0025 0000-2648 of 50 maky/hid to be o Mo
Cnzerved Adverse Effect Level [MOAEL) in beagle deps after repeat daily administation for

28 days.
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INTROHIUCTION

| The test article, NNC-0023-0000-264% has potentizl in the freatment of Type 1 dinlactes. i
TRINCITLE O TEST il = o

To determne the toxicity of the rest extiche, MNC U025-00U0-2648 (Abr.:25-3id8), tullywing oral

| {gavage) adminismation to the dog twice daily for 238 days.

ANINMALS

'ﬁ'-tll'-'c male 2 (welve female purpese-bred beagle dogs, aped four to s1x months on arrival, werg
setained from Hiclnn UE.
After abont theee weeks acclimatization, st the start of treamment, nales weighed 6.08 1o 9,81 kg

| 8nd females weighed 6.04 1o £.55 ko
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