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StudyOblective

Theresearch objectiveofthisstudywastoprovidepreliminarydatatocharacterizethetoxicityofperfluorooctanesulfonylfluoride(POSE) followingasingleoralexposureinrats.

MethodSummary

‘Thisstudywasperformedinthe 3MStrategicToxicologyLaboratoryunder adefinedprotocal(1) and classified as a“ClassB Study” asexplainedinTOX SOP0950,Srategic ToxicologyLab GLPProgram Procedure (2).
POSFwasadministeredtomaleratsatdoselevelsof 100, 300and600mg/kgbodyweight (Ne=1perdoselevel)using adosagevolumeof $ml suspension kgbodyweight. A uniformsuspensionwaspreparedin2% Tween 80immediatelyprior to dosing.Re-suspensionof solidswasperformed with § strokes ofthetissuegrinderpestlebeforethesamplewasdrawn-upinthesyringefordosing. Avehiclecontrolanimalreceived 2%Tween80ata dosevohme of§milk.Thisanimal,however,washumanely sacrificed ondayonepost-doseinorder to obtaimlivertissuesforhistologicalcomparisoninanotherstudy. Asecondgroupofage-matched‘controlanimals(N=3)weretreatedwithpropylene glycolat adosevohumeofSmUkgbodyweightandwereusedfor weightgaincomparisonpurposes.Thissecondgroupofcontrolanimals wassharedbetween thisstudyand T-7585.1, T-7576.1, T-7574.1, T-7575.1, T-7576.1,and T-7577.1.Historical toxicitydataonthesetwo vehiclecontrol substancesindicatethatsubstitution ofpropyleneglycolfor2% Tween80wouldnotsignificantlyeffecttheresultsofthe.endpoints monitoredin hisstudy. Allanimalsweremonitoredformorbidity,mortality,andbodyweightchanges for twoweeks followingdosing,andwerethenhumanelyeuthanized.
ResultsandDiscussion

AllPOSF dosedanimalssurvivedtotheendof thetwo-weekstudyperiodandgainedanavexagsOF53 +0.18gramsofbodyweight.Fromday2-postdosethroughtheendofthe 14-daystudy‘period,therate ofweightgainwascomparabletothe propyleneglycol vehiclecontrolanimale.Transientweightloss was observedintheanimalsdosedwith 300mg/kgPOSF on day-onepostdose.Treatmentgroupresultsareshownin Table 1. Allpropyleneglycoltreatedvehicleconerol‘enimalssurvived totheendofthetwo-weekstudyperiod,and gainedanaverage ofS04 0.16.‘grams,or16percentoftheiraverageinitalbodyweight. TheresultsofthecontrolgroupsreshowninTable2.

Thedoselevels ofPOSFwerechoseninordertocomparetherelative oraltoxicityofPOSFtheknownoralLDS0ofperfluorooctanesulfonate(PFOS),whichis251mg/kginmalerats(3).Thehypothesisbasbeenputforth thattoxiity resulting fomPOSFexposurecanbeattributed tothePFOSexposure resulting fromabsorption and hydrolysisofPOSFtoPFOSfollowingoraldosing.Inapreviousstudyonthetoxickokinetics of POSFin rats (T-7098.1), ats weredosesbyoralgavage with 5 mg/kg ofPOSF. Onday onepost-dose, spproximately5%of thePOSEdosedwaspresentintheliver, andonday 4 post-dose,approximately 11% ofthedosewas medas PFOSinthe liver.VerylitlePFOSwasfoundintheserum,only about0.1% of thePOSE
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dosedondays 1or 4respectively. Assumingthatonlyten percentofthedose ofPOSFis
‘availabletothe liverasPFOS, that 25%ofthedoseis availablefollowing asimilaroraldoseof
PFOS,andthattoxicityresulting fromPOSFexposurecanbeattributedtotheresultingPFOS
exposire, thepredictedoralLDSO0ofPOSFwouldbeapproximately2.5timeshigherthanthat of
PROS,Basedontheseassumptions,the600mg/kgdose ofPOSFusedinthisstudywas not high
enough todetermine whetherthe toxisityresulting from POSFexposurecanbeattributedtothe
resultingPFOSexposure.Inordertoinvestigatethishypothesis, adoseofa least628mg/kg
'POSFwouldbe peoded.

Conclusions

TheresultsofthisstudyindicatethatthePOSFisnotacutelytoxictomalerats atoraldosesless
thanorequalto600mg/kgbodyweight(N=1/dose group),undertheconditionsusedinthis
study.
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