
: AR226-1919
H18636: Slide Reviewof pancreas lesions fram DuPont APFO Study

DateofReview: 28° November 2001-11-29

Reviewing Pathologists: Dr EE McConnell and DrIR Foster

Study No: HN-18636

Study Title: Combined Chronic Toxicity/Oneogenicity Study with Linuron, C8 end
Wy14,643.

Conclusionofthe review:

“The overall conclusionofthe reviewofthetwo studies was that they were not inconsistent in
theirfindings. The review confirmed the carcinogenic effect ofAPFO in the DuPont study
and the most Hikely explanation for the Jackof n ancogenetic effectofAPFO a the 3M study
was considered 0beadecreased sensitivityfo the developmentofpancreaticacinar effects,
combined with an under-reportngofthe acinar hyperplasiathat was present. The DuPont
studyshowedthe full spectrumofAPFO-induced acinar proliferations from hyperplasia
throughto carcinoma. Itshouldbenotedtht thecommentonunderreportingisnotintended.
as a reflectionofinadequacy intheorginal interpretationoftestudybut merely reflects the
factthatknowledge, and discriminationof hese subtle pancreatic lesions, has advanced in the

. yearssincethe3M studywasreported. A final confirmationoftisconclusion awaits a more
exteasive reviewofthe pancreas slides from the 3M study to be carried out by Dr McComnell.

Summaryofthe review:
1. All ofthe neoplastic findings originally diagnosed on the DuPont stady were

confirmed.
2. Elevenofthe hyperplasies originally diagnosedin group IIontheDuPontstudywere

‘downgraded 50 8 pot to bereported as hyperplasia.
3. Twoofthe hyperplasias originally diagnosed in grou I on the DuPont stdy were
downgradedso2sno ©be reportedashyperplasia

4. An additional two acinar hyperplasia were diagnosed in group II Gig the review
‘process which were notoriginally diagnosed as suk.

5. Inspiteof thesechangesthe overallconclusionfor theDuPontstadyremained that
APFOinthisstudy hadshown acazcinogeniceffect forthemalerat pancreas.

6. Followingalimited combined review by Drs Foster ad Frame, ofthe pancreas slides
from epproximately 30 animals (selected by Dr Frame), several acinar hyperplasias
were confirmed in the 3M study and although al ofthe animals were not reviewed the
‘preliminaryconclusionofthelimited reviewwas that theedid appear to bean APFO-
inducedincreaseinaciner hyperplasia onthe 3Mstudy. Dr McConnellhasbeen
requestedtoreviewallofthepancreas”fomthe 3M study.
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Introduction:

‘The pathology reviewof the pancreas’ rom the two oncogenicty studies conducted in the rat
‘on APFO was initiatedbecausein the 3Mstudy,which wascarriedoutfirst,thecompound
as not carcinogenic 0thepancreas while ia the DuPont study,whichvies only condicted in
themale rat,showed &clearoncogeniceffectonthepancreaticscinercals. Theslidereview
wasrequestedtoconfirm orrefutethe findingsinthe pancreas’fromthe twostudies.

Site of Review:
‘The review 100k place at DuPont Haskell Laboratories, New rk, Delewareon 28% November
2001

Those Present:

DrRandyFrame — Study Pathologist, DuPont Haskell Laboratories, Delaware, USA
DrJohn Hansen ~ Head ofPathology, DuPont Haskell Laboratories, Delaware, USA
DrG Kennedy~ Head ofToxicology, DuPont Haskell Laboratories, Delaware, USA.
Dr C R Elcombe, Biochemical Taxicologist, Dundee University, UK.
Dr John Butenhoff, Toxicologis, 3M, Minnesota, USA
Dr John R Foster, Reviewing Pathologist, AstraZeneca Pharmaceuticals, Cheshire, UK
DrE E McConnell,ReviewingPathologist, Pata.abs, NorthCaroling, USA

Conductof Review:

1. TheSTP Guidelines forthediagnosisofProliferativeLesionsofthe Exocrine
Pancreas (1995)wasthebasi forthediagnosticcriteriauedin thereview process.2. TogetherwithDrFrame,on& two headed microscope, Dr Fosterreviewedthepancreas’ rom approximately 30 animals rom the 3M APFO study which includedwoanimalsfrom th controlgroup andtheremainder rom the top doseGoup.3. DrMcConnellwasnotable 0reviewthe 3Mstugyonthisoccasionbuthas been
giventeslides from al ofthe animalsonthisstudytoreview in thenearfuture.
(report pending). 44. Forthe reviewofthe DuPont APFO Stuyth reviewingpethologists (IRFand .'EEMeC)weregivensummarytables oftheoriginal diagnoses. ¥

5. Dr McConnel intially reviewed thepancreas slidesfrom onlythosegroupIlanimals‘wherethepresenceof eitheracinarhyperplass, adenomaorcarcinoma hadbeenrecorded. Inadditionhe reviewed the pancreas slides fom alofthe pair-fed controlanimalsfromgroupII. Pancreasslidesfromthegroup |contolanimalsfromthe“DuPont srady werenoreviewed.
6. Dr Fosterthen independentlyreviewedthesameanimalsasDrMcConnell from groupIbutin theinterestsof tion,onlyreviewedthose animalsfrom group IthatDrMcConnell had consideredshowedproliferative lesions and/or those deemed by the
studypathologist to have shown lesions from the original report ofthe study.7. ThediagnosisfombothDrsMcConnellandFosterwereindependentlyrecordedand -thenwere compared.

8. ‘Any disagreements betweenthereviewing pathologists were then reviewed togetheron 2two-headedmicroscope and econsensusagreedinconsiderationofboththeadditional reviewofthe slides, togetherwith reference to the origina diagnosis.
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"5. Drs McComell, Foster,Hansenaad Framethea mesto discussthe findings of the
reviewandwere joinedlaterbyDrs Elcombe, Butenhoffand Kennedyforafinal
debries.

10.1wasagreed thatDr Framewoulddeaf asinglepagereportoftheproceedingsand
circulatei totheattcodingmembers fo commentserwhichthe reviewing
pathologists, adDrsFrameandHansenwould signthefina! version as anaccarsze
represcationof heprocesdings.
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: “Table 1: SummaryofJRF’s reviewofthe DuPont pancreas slides. v
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‘Table 2: Comparison ofincidencesofproliferativelesionsintheacinarpancreasbetween

 Grwp2|Grows
[OrigimalDiaguoss| | 1
[Acmerhyperplasia | 8 | 2% |
[Acnaradenoms | 1 | 6 |
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