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Review bv Dr WilliamH Butler

At therecuestof 3M CorporateToxicoloev.I have reviewedthe above studvwith specific

regardtothe evidenceof carcinogenicityof FM-3924. I have reviewedthe studyreport

includingthe individualhistot)athololicaldiagnosesof Dr R Geil.studvDatholop-ist.I have

not reviewedtheindividualpathologicalslidesof the studv,

Concern has been expressedoverthe findingsof het)atocellu]atadenomas and carcinomas in

femaleratsreceiving100 ;);)mFM-3924.

R 0az.111tiz..

There aresignificantdose dependentreductionsof bodv weightsof 20.8% high dose.]5.3%

mid-dose and 3.5% low dose group female rats.There isno effectut)onmortalitv.At I vear

thereisa significantincreaseof liverweightsinthe high dose grout).

Of the maior non-neot)lasticfindinlysreDortecLhet)atocvtemelalocvtosis hvl)ertrovhvwas

reportedin 88% of high dose ratsand 0% in the controls.T4vr)emlasticnodules were observed

in I controland 9 hilyhdose femalerats.In males. meealocvtosiswas recordedinthe

treated.groupsand hv;)emlasficnodulesinboth the high dose.grout)(10%) and mid dose

grout)(2%).

Of theneot)lasticfindings.het)atocellularcarcinomaswere recordedinallmale groups with

no evidenceof an increaseassociatedwith treatment.No adenomas were seen in anv male

group.In females het)atocellularadenomas and carcinomas were onlvobserved in the high

dose LITOUD.
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The excessivereductionofbodvwellyhtLyainseeninbothmaleandfemalehllyhldoserats1.1;

an indicationthattheNM had been exceeded inboth sexes.The melyalocytosisor

hypertrot)hvof hepatocytesisevidenceof metabolicinduction.Henatocyteby ertrot)hv.p

follovanainduction,iswell recogniseda.-;a proliferativestimulusforhenatocytes.A longI - A I

term seauelaofthishvl)ertronhyisreco2nisedashenatcvtedelenerationret)ortedinthisstudv

a--.evstoiddeleneration.Furtherevidenceof ber)atocvtedamale isthe r)resenceofI - A I

hypemla-,ticnodules.Hyperpla.-;ticnodules area reparativeproliferativeresponseto chronic

liverinjury.From thisstudyitcan be seenthatatdosesinexcessofthe NM. thereis

chronichenatocyteinjuryleadingto a proliferativeresponse.

in additiontothe evidenceof chronicliverikiurydiscussedabove.inthe femalehilh dose

group both hepaticadenoma.-,and carcinoma.-;were observed.When consideredindividually

neitherachievesienificance.Itis,however, necessaryto considerthe combined incidenceof

adenoma.-.and carcinoma.-,&-,ithas been suLy2estedthatthe two lesionsmay representa

continuum- a suLLye.%fionwhich in mv oninionisnotjustified.Tn the absenseof L'enotoxicitv.
I A

itisnow clearlyrecoenisedthata chronichepatocyteprofilerafivesfimulus,as evidencedby

continuedhepatocyteinjury,may be a.-.sociatedwith the development of a neopl&-,ticresponse.

In the absenseof chronichepaticinjuryno neoplasficresponseisseen;theobservationof this

study.

In my opinionthe marginalincreaseof the combined incidencehepaticadenomas and

carcinomasobservedin thisstudyissecondaryto the chronichepaticeffectsof FM-3924 at

doses in excessof theMTD.

Dr WilliamH Butler MB. BS.,F.R.C.Patb.,ATS 12 November. 1998.
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