4 Day Oral (Gavage Administration) Toxicily Study in the Female R
using Five Test Articles; M546152, M529556, M328099, M544201 and
M550822. Covanece Study Number $8/350.

Sponsor Reference Number TDER/3104,

AstraZeneca ITK Limited
e b P B e e i — i
Macolesficld
Cheshire
SKE1041G

Study Dircetor B P Juncs MIBiol CBial
Test [aciliby Covance, Otley Road, Harrogate, North Yorkshire, HG3 1PY, ENGLAND

Siudy dates

Protocol approved @ 20 November 2000
First dose : 0 December 2000
Last necropsy : 20 December 2000
Feport 1ssue dale  © April 2002



15 : Covance Study number 8350

5 CONCLUSION

Oral administration of M546152, M520556, M528099, M524201 and M550822 for 14 days to
the female ral at 100 mg/kg/day was generally well tolerated, the only abserved cffect being
roduction in badyweight gain in animalzs receiving M320556, M3280Y9 and M550822.

similarly, adminisiration of M325099, M544201 and M350822 at 500 mke/day (reduced from
Diay 7 to 400}, 250 & 250 mg/kg/day respectively) was reasonably well tolerated, resulling only
m reduced bodyweight gain and a slight increasze in liver weighi,

However, three animals were Tound dead following administration of 500 mgke/day M529356
and hath M346152 and M529556 at doze levels of 500 mg'kz/day resulted in a reduction in food
consumption, accompanicd by hodyweight loss, subslantial cnough to warrant the sarly
lcrmination of these groups and a significant increase in liver weighl,



