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One Generation -R-eproductionStudy ofPFOS inItats
Pharmacoldnetic Analy

Study Outline

Study Objectives:Thisstudywillserveasa follow-upstudytoCombined Oral(gavagg)
EtrlW. DevelopmentalandPerinatal/Postnatal-R-QroductionToxicityStudyofPFOS i
Rats(ArgusProtocol418-008,3M studynumber T-6295.9).The objectiveofthestudy
istogainadditionalpharmacokinetc(PK) dataon PFOS inpregnantratsand theirpups.

GLP Status:A GLP studywithappropriateQA audits;a signedQUA statementtobe
includedinthefmalreport.

Aninuds: Female HarlanCD rats.

Dose Groups: Six:VehicleControl;0.1 mg/kg PFOS; 0.4mglkg PFOS; 0.8mg/kg
PFOS; and 1.6mg/kg PFOS.

Number Per Group: 36 pergroup= 150 total

TestArticle:Compound willbe furnishedby theSponsorwho isresponsiblefor
compound identityand purity.Reservesample tobe retained.

Compound Adndnistration:Females only,dailyoralintubation,dosevolume 5ml/kg.
The vehicle(0.5% Tween 80 indeionizedwater)win be preparedweekly.PFOS WM be
prepareddailyasa suspensionindeionizedwaterwith0.5 % Tween 80.Compound
administrationwillstart6 weeks priortomatingandcontinuethroughday 21 of
lactation.
Samplesofdosingpreparationswin be collectedonce duringthesixweeks priorto
mating,onceduringgestationand onceduringthepostnatalperioclA portionofeachof
thesesampleswillbe frozenand shippedtotheSponsorforpossibleanalysis.A backup
sampleofeachwillbe retainedby thetestingfacility.Recordswillbe maintainedon
how dosingpreparationswere made.

ClinicalObservations:Twice daily-approximatelyone hourafterdosingand again4-6

hourslater.

Body Weights: Weekly exceptwhen femalesarecohabitingwithmalesduringmating.

Food Consumption: Weekly exceptwhen femalesarecohabitingwithmalesduring

mating.

Mating: After6 weeks ofcompound administration,one male (Argus breedercolony)
willbe co-inhabitedwitheachfemale.A femalewillbe determinedasmated upon the
presenceofsperm positivevaginalsmear. The day ofmatingshallbeconsideredday 0
ofgestation.
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Day Zero ofGestationSacrificeand Examination: On day zeroofgestation,6
pregnantfemalesineachgroupwillbe sacrificedby CO, asphyxiation.A terminalbody
weightforeachdam willbe obtainedand recorded.Animals willbe necropsiedand any
grosslesionswillbedescribedand recorded.Serum and liversampleswillbetakenfrom
eachdain.Allspecimenswillbe frozen(-20*C)and shippedon dryicetoKrisJ.
Hansen,Ph.D.,3M EnvironmentalTechnology and SafetyServices,935 Bush Avenue,
Building2-3E-09,SL PauL MN 55133-3331.Upon receipt,serawillbe analyzedfor
PFOS and liverswillbe storedforpossiblefutureanalysis.

Day 15 ofGestationSacrificeand Examination: On day 15 ofgestation,6 pregnant
femalesineachgroupwillbe sacrificedby CO. asphyxiationand cesarean-sectionwillbe
performed.A terminalbody weightforeachdam and a pooledterminalbody weightfor
each litterwillbe obtainedandrecorded.Dams willbe necropsiedand any grosslesions
willbe describedandrecorded.Serum,liverand milk sampleswillbe takenfrom each
dam. Dam sera,liver,milkand whole pupswillbe frozen(-20*C)and shippedon dryice
toKrisJ.Hansen,Ph.D.,3M EnvironmentalTechnology and SafetyServices,935 Bush
Avenue,Building2-3E-09,SL Paul,MN 55133-3331.Upon receipt,sera,milk andwhole
pups willbe analyzedforPFOS and liverswillbe storedforpossiblefutureanalysis.

Pre-BirthSacrificeand Examination: Justpriortodelivery(morningofday 21 of
gestation)6 pregnantfemalesineachgroupwillbe sacrificedby CO, asphyxiationand
cesarean-sectionwillbe performed.A terminalbody weightforeach dam and apooled
terminalbody weightforeachlitterwillbe obtainedandrecorded.Animals willbe
necropsiedand any grosslesionswillbe describedand recorded.Serum and liversamples
willbe takenfrom eachdam and herpups (pupsamplespooledby litter).Milk samples
willbe collectedfromeachdam. Allspecimenswillbe frozen(-20*C)and shippedon
dryicetoKrisJ.Hansen,Ph.D.,3M EnvironmentalTechnology andSafetyServices,935
Bush Avenue,Building2-3E-09,SL Paul,MN 55133-3331.Upon receipt,seraand milk
willbe analyzedforPFOS andliverswillbe storedforpossiblefutureanalysis.MAY
ADD ADDMONAL DAMS IN SOME DOSE GROUPS SO WHOLE PUP PFOS LEVELS
CAN BE EYAMINED OR MAY SAVE REMAINDER OF EACH PUP AFRER LIVER

AND SERA ARE COLLECTED.

Female Parturition:Remaining ratswillbe allowedtodelivertheirlitters.

Pup Exandnations:Pups willbe counted,sexed,weighedand observedfor
moribundity/mortalityon postnataldays0, 1,2,3 and 4,7,14 and 21.

Rats Found Dead or Moribund: Ratsthattheoraresacrificedbecauseofmoribund
conditionorabortionwillbe examined forcauseofdeathormoribund conditionon the
day theobservationismade. Abortedfetusesand/orin-uteropups willbe examined tothe
extentpossible.When possible,thefollowingspecimenswillbe colloctodand analysis

performed:
Ratswillbe necropsiedand any grosslesionswillbe describedand recorded.Serum and
liversampleswillbe taken(individuallyforeach dam and herpups - pup samplespooled
by litter).Milksampleswillbe collectedfrom eachdain.AR specimenswillbe frozen(-
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2ooC) and shippedon dryicetoKrisJ.Hansen,Ph.D.,3M EnvironmentalTechnology
and SafetyServices,935 Bush Avenue,Building2-3E-09,SL Paul,MN 55133-3331.
Upon receipt,seraandmilk willbe analyzedforPFOS andliverswillbe storedfor

possiblefutureanalysis.

LactationDay 7 Sacrificeand ExandnatiOn: Sixdams ineach dose groupand allof
theirpupswillbe sacrificedby Co, asphyxiationon lactationday 7. A terminalbody
weightforeach dam and apooledterminalbody weightforeachlitterwillbe obtained
and recorded.Animals willbe necropsiedand any grosslesionswillbe describedand
recorded.Sermn and liversampleswillbe takenfrom eachdam andherpups (pup
samplespooledby sexforeachEtter).Milk sampleswillbe collectedfrom each darn.

Allspecimenswillbe frozen (-20'C)and shippedon dryicetoKrisJ.Hansen,Ph.D.,3M
EnvironmentalTechnology and SafetyServices,935 Bush Avenue, Building2-3E-09,St.
Paul,MN 55133-3331.Upon receipt,seraandmilk willbe analyzedforPFOS andlivers
willbe storedforpossiblefutureanalysis.

LactationDay 14 Sacrificeand Exandnation: Sixdams ineachdose groupand allof
theirpups willbe sacrificedby CO,,asphyxiationon lactationday 14.A terminalbody
weightforeachdam and a pooledterminalbody weightforeach litterwillbe obtained
andrecorded.Animals willbe necropsiedand any grosslesionswillbe describedand
recorded.Senun and liversampleswillbe takenfrom eachdam and herpups (pup
samplespooledby sexforeachlitter).Milk sampleswillbe collectedfrom each dam.
Allspecimenswillbe frozen(-20'C)and shippedon dryicetoKrisJ.Hansen,Ph.D.,3M
EnvironmentalTechnologyand SafetyServices,935 Bush Avenue, Building2-3E-09,St
Paul,MN 55133-3331.Upon receipt,seraand milkwillbe analyzedforPFOS andlivers
willbe storedforpossiblefutureanalysis.

LactationDay 21 Sacrificeand Examination: Sixdams ineachdose groupand allof
theirpups willbe sacrificedby CO, asphyxiationon lactationday 21.A terminalbody
weightforeach dam and a pooledterminalbody weightforeach litterwillbe obtained
and recorded.Annnals willbe necropsiedand any grosslesionswillbe describedand
recorded.Serum andliversampleswillbe takenfrom eachdam and herpups (pup
samplespooledby sexforeachlitter).Milk sampleswillbe collectedfrom each dam.
Allspecimenswillbe frozen(-20PC)and shippedon dryicetoKrisJ.Hansen,Ph.D.,3M
EnviroranentalTechnology and SafetyServices,935 Bush Avenue,Building2-3E-09,St.
Paul,NN 55133-3331.Upon receipt,seraand milk willbe analyzedforPFOS and livers
willbe storedforpossiblefutureanalysis.
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