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1Introduction

This oral rapgefinder study’ vas conducted to determine the upper dose levelae sooacoc for a subsequent ora) teratology seedy in sabiir: tor studyUne chnecred py Mn Commercial Chemical Division, St. Paul, Minnespey conSo penguchsd by the Safety Bvaluation Laboratory, Miker Laberemerirs, Inc. ,Bvalaul: Minnesota. The study was conducted in accordance wien roe safetyroraeon Laboratoryia Standard Operating Procedures for sueh stemsert Themeoradt location for the raw dats and a copy of the final vepmrs semaintained in the Safety Evaluation Laboratory's record aremperr.

Methods

ene oaxeally mature New Zealand Wnite/Minikin derived female rabbits fromnjenyand Laboratories, Inc., were used in the study. Each femims orSTdagted with 1 mg of pituitary luteinizing hormone via the ce iesbeforeiecing. The does ware then artificially inseminated vith ors mr orpooleddiluted semen. The day of insemination was designated say 0 of pregnancy.oi Troupe of ¢ animals were domed with T-2995Cec suspended daily fn comopona 0a 20, 25 15, 12,9 or 6 mg/kg/day. There were tas tert Coa aainistration groups. Concurrent control animale doses eetT3/49(3ar 72995Coc in corn oil were present with both soups. mil inematetring aaa uring days © through 18 of gestation by oral intubation wir.ibis end, Fibber catheter using a constant dose volume of 1 mike. oe Aon overs housed individually in hanging stainless stees cages Sith hirehow eaaoze in a temperature and humidity controlled room: patina mpprsSiowesnd water vere available ad libitum. The lights were on sony o>Sadht/dark cycle. NL animals were observed daily from ey 3 a gestationon fayeyrination for abnormal clinical signs. Body weights were serorachcori ntyS 2,131 15, 18 and 29 of sustation and the sabbive were oroedStor anor M1 surviving animals were euthanatized on either sane so eei i205, Sezsation and each uterus, including its contenta, vas esantisdmediately to determine if the animal wes pregnant:

Results and Discussion
Tirst Group of Animals
Teeural fdainistration of T-2999CoC at doses of 100, 75, 50 or 25 Ba/kg/daySouat ns" gCompound And dose related deaths and signs of aboreinn. orl300.0 the females died at the two higher dose levers sey compound relatedeithe leo ooourred at the two lower dose levels. ALL dam ne meerCompound dots level aborted or were in the process of resorning theirartact(rama pi® 2): Meo all T-2995CoC groups had a negative Beds weightSTISt {Table 1). Because of the high death rate and commend serocid signsSraaportion the animals vers terminated at gestation day 53 oe Loopaayereliiomd of the dose levels were too high to be tolerated muming o fabbitGore ogy study. Therefore, a second growp of animals were sess st Liltdose levels.

2 Riker Experiment wo. 0680KBOOISB rn-3024
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2| Second Group of Animals
Is oral administration of 1-2995 CoC at doses of 15, 12, 9 or 6 mg/kg/day
dia not result in compound related deaths. sme three deaths in the 9DI/x3/day Group were due to noncompound related eeemes of intubation error,
broken back or pneumonia. One surviving fassie or each of the 15, 12, 9 angOpng/xs/day Groups aborted or was undergoing resorption (Table 2). However,
Foose Abortions and resorptions were not coveisecrl to be compound related.
Jbortions or resporptions did not occur in thes »9/kg/day group. All dose
eine” guncluding the control group had reduced body weight gain at someThe2-39 ons, eELation (Table 1), but generally it was core Pronounced inthe T-2999CoC animals.
Conclusion

| Treacbjective of determining an upper dose level for an oral rabbit
| saratology study was met with the second group af animals. The results
i Dn323t hat the 15 mg/kg/day dose level would be an appropriate high dosein 8,TAPbLt teratology study as there was the tomin effect of reduced bodyYoight gain and absence of compound related destns. |p majority of theevery uses Mere maintained throughout pregnancy at the a mg/kg/day doselevel.|
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I Table 1 ¢
Oral Rangefinder Study of T-2995coci in Pregnant Rabbitssn 3c seine cain x sons cc BEST COPY AVAILABLPregnant Rabbits With Standard Deviations (g)
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Table 2
Oral Rangefinder Study of T-2999coC in Pregnant RabbitsDeath and Reproduction Results

Nunbex of Dams AbortedDose Number Nurber oF with Total ResorbedGrow Pregnant. Died Conceptuses
0 m3/xg/aay 6 3 °100 mg/kg/day 6 6 675 ma/kg/day 6 ‘ 650 mg/kg/day 6 2 625 mg/kg/day 6 1 .
0 ma/xa/aay . 1 - 115 mg/kg/day. 6 ° 112 mg/kg/day 5 ° 1 '9 ma/xg/aay 6 3 5© ma/kg/day s 0 °

£ To of the three dans died before the end of the study.
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Aependix 1 sOral Rangefinder Study of 1-2995coc
in Pregnant Rabbits

Individual Body weishes (g) anaHoan Body Weights Wet sonar. peviation for premanc navics BEST COPY AVAILABL
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Appendix I (Continued) .Oral Rangefinder Study of 1-2099cac
in Pregnant Rabbits

Individual Body Weights (g) andMean Body Weights With StangerDeviation for Pregnant Ranmies
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Appendix I (Continued)
’Oral Rangefinder Study of T-2999coc

in Pregnant Rabbits
Individual Body Weishes (g) andHean Body Weights With StandardDeviation for Pregnant Rabbise
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Appendix I (Continued)

:Oral Rangefinder Study of 1-2995c0c
in Pregnant Rabbits

Individual Body Weights (g) anaMean Body Weights With StandardDeviation for Pregnant Rabbits
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Appendix I (Concluded sOral Rangefinder Seuay of p-s9ascocin Pregnant RabbisIndividual soy Weights (g) anaKean Body Mesohes wien sthat?} Deviation for Pregnans poanel
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