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FC-143:Two YearOralToxkety-OucogenicityStudytnRatsPeerReviewofOvaries

ondefom the vesfom P1453 Tv YeeOnlToxicityOneogicySayaweropeer reviewedbytwoveterinarypathologists:Peter C.Maun, DVM,Diplomate, AmericanCollegoofVeterinaryPathologists ndSiovenR.Frame, D.V.M.,Ph.D,Diplomate, AmericanCollegeofVeterinaryPathologists. The slideswereoriginally examinedandreportedbyDr.RobertGell (studypathologist for RikerLaboratories, nc, 3M (ProjectNumber:0281CRO12). Thepeerreviewfocusedon‘proliferativelesionsoftheovary.The peeereviewpathologistsdiscussedissucsrelatedtodiagnosticnomenclatoreandcriteriaandreached agreementon lesiondiagnosesandgrading as wella interpretation of thepeereview findings. This agreementisreflectedinthefolowingreport.
Materialsand Methods
Al slideslistod ns svailableby thestudypathologistweromadeavailable for the poerreview.Theovaries from afew animals were otprescta the timoof theinitial‘valuation,endthesesamoovarioswero notavailablefor poerreview.Theoriginaldiagnosesandthopeerreviewcisgnosesfo the ovarisfor cach imalaregiveninAppendixA.In thosecaseswherothepoe reviewpathologist greedwiththestudypathologist thepeerroview diagnosisis listedas “Agree”.Frthepurposesof anayss,thedataareseparatedintothoseanimalsthatdiedonorbefore 53 weeksonstudy,endhove animals that died afer 3weeson stody.Thesmimalsthatdiedonorbeforo 53‘weeks on stodyincluded thosesacrificed stthe interimsacrificeandearlydeath.Sinco‘noneofthoesanimalshadanyproliferativelionsintheovaries ineither theinitalor
possroviewevaluations,theywerenotincloded inthereportingoranalysisofdata
below.

Criteriafor DiagaoesofProliferstive ChangesfntheOvary
Inthenormalaging ovaryofat,senesceatcorpora teadevelopinto interstitial glands.‘Thisgonadalsromalcheng presents ssmallglands, linedby cuboidal olla In some‘cases,thesocells maybecomemorecolumnarendhave asetolformappearence.Inaddition, ute oesmaysppe inthe ovarianstroma. These (luteal cellsmayalso‘appeartoformglands,but they have a charactecistic ioe granular,omy appearancewhichisnotpresen inintertital lands,althoughtholattecellsmayhave a
‘macrovesicularvacuolarcytoplasm.Thesbove changes aronorma for aging et, andshouldootbediagnosedasproliferativechanges.
Proliferativelesions(hyperplasiaorneoplasia intrinsictothe ovary aregenerallyclassifod a citherepithelial, gonadal stromal (sxcord-stromal) or germ cel inorigin
(Dixon etl, 1999;PelusoandGordon, 1992;Alison fal, 1990).Proliferativelesions‘Observedi heovarisfrom thecurren study were allgoaadalstromalin origin.This‘categoryincludeslesionscomposedofgranuloss, thecal tea or sertoli-Hkooclsor
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‘mixedpopulationsof thesecelltypes(Dixonetal, 1999;Peluso end Gordon, 1992).Ithasboen recommended thatfor the purposesof analysisandevaluation ofcarcinogenicik,anosderivedfomgonadal roucellsbe combined(Peluso nd Gordon, 1992).pee review, hyperplasia and neoplasiawerediagnosedasgonadalstromal‘yperplasi andgonadalstromaladeciome,respectively(Petuso andGordon, 1992). .
‘Gonadalstromalhyperplasiaisproseatwheatheinterstitialand/orsertoliformcell (but20 the norma fteal cele) for discrete ordiffuseareascontaining enlarged clustersor
Hyperplasia: irl ve eriesanowas on sizeofthe proliferation(increasinggrade withincreasing size).

Typically,therear noclearcytologicalfeatures thtdistinguishgonadalstromalhyperplasiafrom gonadalstromaladenoma. Therefore, toallowforsomeconsistencyindiagnosis, thocriteriaestablishedforgonadalstromaladenomaisbasedprimarilyon thesomewhatarbitraryfeatur oftwo-dimensionalsize. Gonadalstromaladenomas areposeif hedeme of Lesions grouDizon 1559).ko‘correspondsto shout asingle field using the 10x microscopeobjective. 1fan animalboth adenomaand bypeplsa presen, oly tesoo vas record. Stace ae neprimacyciterion differentiatinghyperplasiafrom urmor,th assessmentofincidencedatafo theselesions includedanevaluation besedonfetots incidenceofproliferative
‘gonadalstromallesions (combinedhyperplasiasnd adenoma).
Many ofthe ovarisdiagnosedwithgonadalstromalhyperplasia duringthe peer reviewofthisstudycontainedverysmall reasofproliferation whichwouldprobably notbediagnosed during routine evaluation(Dixon eal, 1999;PelusoandGordon,1992).However,to ensurethatnosubtledoso-<lectwasoverlooked,allpossibleproliferativechangeswerodiagnosedduringthereview.
incidencesofproliferativelesions(gonadalstromalhyperplasia,adenome,or
‘hyperplasis/adenomacombined)wereevaluatedbytheCochran-Armitag trendtestand
theFisher'scxacttest.StatisticalsignificancewasjudgedstP <0.05.

Results

‘Thopresenceofllproliferativelesionsi thoovariesofindividualratsispresentedinAppendixA.Theincidenceofgonadalstromalhyperplasiaand/oradenomainthe ovaries‘ofallrat on studybeyondtheone-year (S3-woek)interim sacrifcoisshownin Text
‘Table 1.Ratssacrificed a the ono-yeainterimsacrifice,as well sratsthat iedpriorto
hointerimsacrifice,werenotconsidered “at risk”fortumordevelopment.Thisis

reflected in thefact thatthe mumber ofanimalu/group,as givenis Table1,islessthen50
(a8appearsintheoriginalreport)andvaries lightly amonggroupsbasedon thetumber
ofdeathsineach groupthatocurredbeforetheinteimsacrifice. Thonumberofanimalsexaminedpergroupalsoreflectsanimalsforwhich 00ovarywasavailableforreview.Incidencesofovarian lesionsbesedontheariginalmicroscopicevaluation canbefoundinthe original studyreport (Sibinski, 1987)
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Table1
Incidence of Gonadal StromalHyperplasia andAdenomaInRats

Dee ToTw» T30][NoBemioed 135 |—o7 45 |[Hyperplasia(Toto) | 8 | 16 | 15 |[ —eaisi 6[7 5Gaal51
CC Gua 0 51[ Gatasl 0 113(Mmems— 405

lipemair | | 6| uw |Asal cn dy yo rs5k) tin

‘Therewere 0o statisticallysignificantincreasesinhyperplasia (totalnumber),adenomas,
‘or hyperplasia/sdenomacombined intrested groups compared to controls.Some
‘evidenceofincreased lesion grade forproliferativelesions was observedi the 300ppm.
group.For example,incidences ofproliferative lesions diagnosedwith a gradeof3 or
‘more(thatis,grade3,4,oradenoma)was4/45, 6/47and 11/46inthe0,30, and300ppm
groups,respectively.Theincidencesoflesionsofgrade3 andsbovewerestatistical
significant at300ppm (P = 0.046and0.048fortheCochranArmitageandFisher'stest,
‘Tespectively).However,trestment-relatedprogressionofproliferativelesionstothesize
criteriaestablishedforadenomadidnotoccur,asincidencesofadenomawerehighestin
controls.

DiscussionandConclusions

‘Theslidesofovariesofratsfrom withFC-143eviewswih aghastobeseKsofhoe.Lio Sagoho
‘peerroviewpathologistsasgonadalstromalhyperplasiaorgonadalstromaladenoma.
‘correspondedtothediagnosesoftubularhyperplasiaortubularadenomabythestudy
‘pathologist (onegranulosacelltumor- typeofgonadalstromaltumor-wasalso
diagnosedbythestadypathologist). Thediagnostictermsusedbythepeerreview |
i ohSi aLL

ofgonadal stromal lesions| reflected ier pe gthe ormofmpeg
‘nomenclature,tubular hyperplasiaor adenomawouldsuggestanoriginfromovarianurtace epithelium reherth fomovarianstroll
‘Except fordifferencesindiagnostic nomenclature,resultsof the peer reviewwere similar10 84080oftheoriginalstodyfor tho300ppmgroup.Morodisparateresultsoccuredfor
thecontroland 30 ppmgroupswheremorehyperplasticlesions (irrespectiveofthe
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nomenclaturused)wero observedbythepoereviewpathologists.Basedon tho estsoftopor evew, hersvers a shoot flat cena 3gona romahyperplasia,adenoma,oradenomaandhyperplasia combinedintrestedgroupe relative tocontrol. Somaevidenceofincroase lesiongrade,which wouldcorrespondto snincreaseinsizeofstromallesions, was observedinthe300ppmgroup.However,adenomas occurredingreeterincidences in the controlgroup thaninetherofthe treated
Foups.
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AppendixA:
IndividualAnimalPeerReview Results
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0ppm (Group1)-continued
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30ppm(Group6)-continned
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300ppm(Group9) -continued.
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