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I have completed my microscopicreview oftheliversectionsofthe 14-week sacrificeratson
thePFOS chronicstudy.My findingsarelisted,by group,on attachedpages.My overall
conclusionsare:

1)Centrolobularhepatocytehypertrophyispresentingroup 5 males and females.In the
males,butnot inthefemales,thehepatocytehypertrophyisaccompanied by increased
number ofcellswithlipidtypecytoplasmicvacuoles.
2) Centrolobularhepatocytehypertrophyispresentin group4 males butthereisno increase
incellswith lipidtypecytoplasmicvacuoles.

3) Centralobularhepatocvtehypertrophyisnot presentingroup 4 females.
4)Group 2 and 3 animals(maleand female)were notdifferentfrom controls.
5)The centrolobularhepatocytehypertrophyisa compound-relatedchange butisan adaptive
chan!zeand not necessarilyan adversechange. When increasednumber of cellswith lipid
ty e cytoplasmicvacuolesoccurr,Iwould considerthatan adversechange. Thus, forliver.P . 0
histolooicchan2es,m-...;N'OAELisgroup 4,male & female;and my compound-relatedNOEL
is2roup 3 males and --roup4 females.

i&in T. Case,DVNI. PhD



FindingsonNEcroscopicReviewofLiverSections
From 14-weekSacrificeofPFOS Rats
(reviewdonebyMarvinCase,March2000)

Group1Males

HistolozicFinding AnimalNumber

C92509 C92511 C92521 C92528 C92532

Fociofmononuclearcells

Hepatocyteswithcytoplasmvacuoles,
appearanceofhydrophilicdroplets 1

Hepatocteswithcytoplasmvacuoles,
appearanceoflipiddroplets 1

Grade key - 1= minimal(< 10% involvement)
2 = mild(<30% involvement)
3 = moderate(<60% involvement
4 = marked (> 60% involvement)
-= findincynotobserved



FindingsonNflcroseopicReviewofLiverSections
From 14-weekSacrificeofPFOS Rats

(reviewdonebyMarvinCase,March2000)

Group2Males

Histolo2icFindins! AnimalNumber

C92593 C92600 C92616 C92621 C92627

Fociof mononuclear cells 1 - 1 1

Hepatocytes with cytoplasm vacuoles,
appearanceof hydrophilicdroplets 1 1 1

Hepatocteswith cy-toplasmvacuoles,
appearanceof lipiddroplets - - 1

Grade key - I minimal (< 10% involvement)
2 mild(<30% involvement)

moderate (<60% involvement
4 marked (>60% involvement)

findinc,not obser-ved



FindingsonMicroscopicReviewofLiverSections
From 14-weekSacriflceofPFOS Rats

(reviewdonebyMarvinCase,March2000)

Group3Males

HistologicFinding AnimalNumber

C92640 C92645 C92662 C92676 C92684

Foci of mononuclear cells

Hepatocytes with cytoplasm vacuoles,
appearance of hydrophilicdroplets 2

Hepatocteswith cytoplasm vacuoles,
appearance of lipiddroplets

No histolo2icfindin!zs x

Grade ke,,.- I minimal (< 10% involvement)
2 niild(<30% involvement)

3 moderate(< 60% involvement
4 marked (>60% involvement)

findincynot observed



FindingsonMicroscopicReviewofLiverSections
From 14-weekSacrificeofPFOS Rats
(reviewdonebyMarvinCase,March2000)

Group4 Males

HistolotzicFindin AnimalNumber

C92713 C92714 C92719 C92722 C92728

Fociofmononuclearcells 1 1 1 1 1

Hepatocyteswithcytoplasmvacuoles,
appearanceofhydrophilicdroplets - - 2 - -

Hepatocteswithcytoplasmvacuoles,
appearanceoflipiddroplets 2 2 2 1 2

Hypertrophichepatocytes,
generallycentrolobular 3 3 2 1) 3

Grade key - 1 minimal(< 10% involvement)
'-) niild(<30% involvement)
3 moderate(< 60% involvement
4 marked (>60% involvement)

findingnotobserved



FindingsonNhcroscopicReviewofLiverSections
From 14-weekSacrificeofPFOS Rats

(reviewdonebyMarvinCase,March2000)

Group 5Males

HistoloizicFindin AnimalNumber

C92765 C92777 C92789 C92799 C92812

Foci of mononuclear cells 1 1 1 1 1

Hepatocyteswith cytoplasm vacuoles,
appearanceof hydrophilicdroplets 2 - - - -

Hepatocteswith cvtoplasm vacuoles,
appearanceof lipiadroplets 1 3 2 3 3

Hypertrophichepatocytes,
c,enerallycentrolobular 3 4 4 3 4

Grade key - I = minimal (< 10% involvement)
2 = n-iild(<30% involvement)
3 = moderate (<60% involvement
4 = marked (> 60% involvement)
-= findinc,notobserved



Findingson NficroscopicReview ofLiverSections
From 14-week SacrificeofPFOS Rats

(reviewdone by Marvin Case,March 2000)

Group 1 Females

HistoloeicFindin2 Animal Number

C92880 C92887 C92898 C92903 C92905

Fociof mononuclear cells

Hepatocytes with cytoplasmvacuoles,
appearanceof hydrophilicdroplets I

Hepatocteswith cytoplasm vacuoles,
appearanceof lipiddroplets

Grade key - 1= minimal (< 10% involvement)
2 = mild (<30% involvement)
= moderate(<60% involvement

4 = marked (>60% involvement)
findinc,not observed



FindingsonNEcroscopicReviewofLiverSections
From 14-weekSacrificeofPFOS Rats

(reviewdonebyMarvinCase,March2000)

Group 2 Females

HistoloL,icFindinEr AnimalNumber

C92944 C92962 C92967 C92978 C92987

Fociofmononuclear cells

Hepatocyteswithcytoplasmvacuoles,
appearanceofhydrophilicdroplets

Hepatocteswithc,,-toplasm vacuoles,
appearanceof lipi@droplets

No histologicfindings x

Grade key - 1 minimal(<10% involvement)
2 mild(<30% involvement)
3 moderate(<60% involvement
4 marked(> 60% involvement)

findinc,notobserved



FindingsonNEcroscopicReviewofLiverSections
From 14-weekSacrificeofPFOS Rats
(reviewdonebyMarvinCase,March2000)

Group3Females

Histolos!icFindin AnimalNumber

C92993 C93000 C93018 C93023 C93035

Fociofmononuclearcells 1

Hepatocyteswithcytoplasmvacuoles,
appearanceofhydrophilicdroplets 1 1

Hepatocteswithcytoplasmvacuoles,
appearanceoflipiddroplets - -

No histologicfindings x x

no slidesentforreview

Grade key - I minimal(< 10% involvement)
2 mild(<30% involvement)
0 moderate(< 60% in;volvement
4 marked (>60% involvement)

findinc,not observed



Findingson NEcroscopicReview ofLiverSections
From 14-weekSacrificeofPFOS Rats

(reviewdone by Marvin Case,March 2000)

Group 4 Females

Histolos!icFindinL3, Animal Number

C93051 C93064 C93071 C93085 C93109

Fociofmononuclear cells

Hepatocyteswithcytoplasmvacuoles,
appearanceofhydrophilicdroplets

Hepatocteswithcytoplasmvacuoles,
appearanceoflipiddroplets 1

No histolocicfindincrs x

Grade key - 1 minimal(< 10% involvement)
2 mild(<30% involvement)
3 moderate(<60% involvement
4 marked (>60% involvement)

findinc,not observed



FindingsonNEcroscopicReviewofLiverSections
From 14-weekSacrificeofPFOS Rats
(reviewdonebyMarvinCase,March2000)

Group 5 Females

HistoloLyicFindini! Animal Number

C93111 C93127 C93143 C93155 C93169

Fociofmononuclearcells - 1

Hepatocyteswithcytoplasmvacuoles,
appearanceofhydrophilicdroplets 2 2

Hepatocteswithcytoplasmvacuoles,
appearanceoflipiddroplets - - 1 1

Hypertrophichepatocytes,
generallycentrolobular 3 4 3 2 3

Grade key - I = minimal(< 10% involvement)
2 = mild(<30% involvement)
3 = moderate(<60% involvement
4 = marked (> 60% involvement)
-= findincynotobserved


