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On 19July1999 duringmy visitatCovance,Madison,Idida slidereviewofselected
tissuesectionson thePFOS six-monthmonkey toxicitystudy(Study6329-223).

Lung sectionsfrom thehighdosemaleswhich diedlateinthestudywere examined
microscopically.

Animal 105506 (moribundsacrifice)lungsectionswertnormal andthus,therewas no
histologicevidenceofanintubationer-ror.

Animal 105509 (diedpostdosing)lungsectionsshowed a largeareaofacute
inflammation(pneumonia)withconsiderablenecrosisinpartofone lungsection.In
otherareasofthelung,includingdirectlyadjacenttotheacutereaction,a chronic
inflammationwithfibrosiswas present.At necropsymultipleadhesionswere noted
involvingalllobesoftherightlung.A reviewoftheclinicalobservationsrevealedthat7
daysbeforedeaththeanimalwas recordedasbeingnormal. Three daysbeforedeathfew
feceswere notedand no feceswas recordedtwo daysbeforedeath- animalofffeed.
Laboredrespirationwas notedtheday ofdeath.Overall,thepicturewas one ofan acute
flareofan oldchronicpneumonia. Althougha possibleintubationerrorcouldnotbe
absolutelyruledout,thepicturefitsmuch betterthatascompound toxicityweakened the
animalthechronicpneumonia,which had been presentforsome time,had an acuteflare.

My conclusionisthatbothhighdosemale monkey deathsshouldbe consideredas
compound related.

Ialsoreviewedthelivertissueslidesfrom.alltheanimals(maleand female)inalldose
groups.Microscopicexaminationrevealedno compound relatedchangesinthelow and
mid doseanimals.The highdose animalshowed hepatocytehypertrophywithvarious
degreesofvacuolation.On Thursday,15July,beforemy Covance visitIhad received
from PAI thefinalelectronnucroscopicreporton thesemonkey livers.Electron
microscopicexaminationrevealedthesame results.Namely, no compound related-
changesinlow and mid doseanimalsbut athighdosetherewas hepatocellularfat
vacuolationand hypertrophy.Semi-quantitationofperoxisomesdidnotindicateany
differencesbetween controlliversand highdoselivers.



The electronmicroscopicreportwas reviewedwithCovance'sreadingpathologist,Bob
Leedle.He and Ialsolookedatvariousliverslidestogetheron themulti-headed
microscom Dr.Leedleagreedthatcompound relatedliverchangeswere presentonlyin
thehighdosemonkeys. lEspathologyreportwillreflectthisconclusion.

From a morphologicalperspective,theNOEL forliverchangesistheraiddose- 0.15

mgtkglday.

Finalnotesregardingtheelectronmicroscopicreport:

The copy receivedfrom PAI withoriginalprintsoftheelectronmicrographswas putin
thestudyfilebehindMelinda desk.When rmal reportdocuments on thisstudyare
put intoCorporate ToxicologyrecordMes, thisreportshould be included.Also
Covance willnot includethisreportaspartoftheirrmal reporl Therefore,3M
needs toprepam a overallstudy summary which includestheeinfindings.

A copy oftheelectronmicroscopicreportwas leftwithBob leedleashe askedforone

forinformationalpurposes.

Andrew Seacatand Marv Case alsohave a copy oftheelectronmicroscopic,report.


