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‘Scptember 7, 2004

TSCA Confidential Business Information Ceater (7407M)
EPA East - Room 1428

USS. Environmental Protection Agency
1201 Constitution Averue, N.W.
‘Washington, DC 20004-3302

Ladies and Gentlemen:

‘We representMICSpecialtyChemicals, Inc. Pursuantto Section 8(¢) ofthe

Toxic Substances Control Act (TSCA), we submit on bebalfofour client acopyofa report dated

August 23, 2004 to Miteni S.p.A by Dr. Giovanni Costaofthe University of Verona describing 2

Faesiing with 3Manddu Pontto discussblologicalmonitoringofMiten workers exposcd to

eruorooctanoic cid (PFOA). ADeparumest Managerofour client received a copyofthe

FemorandimonAugust23, 2004 duringan overseastip.

Miteai is an Italiancompanywhich manufactures PFOA in Italy. Our elient

imports PFOA purchased from Miteni into the United States.

Ingeneral,the informationdescebedintheenclosed reportappearstobe
favorable and our client does not know that any information in the report indicates a substantial

risk. However, our client is not in aposition to make that determination and, therefore, decided

tomakethe submissionon aprecautionarybasis.Ourclientadvisesthattheenclosed
formation is the only information which t has sbout the biological monitoring described in the

report.
16you have any questions, please call me at 212-237-1140.

vrtruly yours,

Edward E. Shea
EES:mg
cc Hitoshi Insda, Esq.

Takehiro Fujimure, Esq.
Ms. Marian Roach
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Report onthemeeting heldopFriday20*andSaturday 21"2004atthe Innat

Montchanin Village (Wilmington, USA)with 3MandDuPont delegations.

1. Panicipants:

- John Buteakioff 3M, taxicalogist
-GewyOlsen 3M,clinicalepidemiologist
-LamyZobel 3M,occupationalbealthphysicisn
-Peter Gillies DuPoat,expert inlipidmetabolism
-JohnGreen DuPont, statistician
-GeraldKenedy Dupont,taxicologist
~RobinLeonard DuPont, epidemiologist
~RobertRickard DuPont, axicologist
-Giovanni Costa Miteni, occupationalhealthphysician

2 Background

On August I have been invited by G. Olsen (3M) to participate in this meeting,

organised jointly withP.Gillies(DuPont),aimedatdiscussingtheresultsoftheanalysisof
thedatacollectadbymeatMiteni plantinTrissiw, concerning theworkersofthePF.
department.
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As itwasbenagreedlastyea in theambitofthe APME-APFOadhoetoxicological

working group, avesaredaseeatifecollaboration withthemsimedat evaluatiogthedats

related to the periodical, biological monitoringofMiteai workers exposed to PFOA.

Despitethesmallnumberofworkersinvolved (comparedto 3MandDuPaptworkers),

suchdaawereconsidered very helpful in understandingany possible interactionof £FOA

withbumanphysiology, 0 such cabor:ofworker hasbeen checkedregulsysince 1979 by

onualmedicalexaminations,integratedby several blood aud urineanalysis. Inthecaseof

3M workers, some workers (on voluntary basis)havebeen checked. occasionaly (1953, 1956,

2000), whereasDuPontdidnotcarry out regularchecksof suchkindinthe past,butt isnow

camyingon  geceral examination ofmar than400verkers,theresultsofwhich aedueby

theendof hisyear.
Therefore,thestatisticalcnalysisofMiteni datawas consideredveryusefulfrchecking

whetherornotany pre-clinicaladverseeffectcoulddedetested,inordertobetter addressthe

checksoflargergroupsat 3M andDuPontpass, and forfuthermore detailedinvestigations

onsome specific biological parameters.
So,inDecember2003 (afrdiscussion snd agreement withMiteni generalmanagement

themeetingheldinFrankfurtanNovember 217) I eatG,Olsenthe firstdambase of the

biclogicelmonitoringofMiteniworkers (in anonymons format) and,inFebruary2004, on

occasionofthe SOTConfezerice heldin Baltimore, Ihad a firstmesting withthemandother

3M andDuPontexperts (scemyreport dated 29.03.04 and abstract below) for a preliminary

analysisofthedata.
neat, wedecided ofotegntethedatasetwithsome morespecificanalysis

concerning the lipids metabolism, thst collected during the periodical, annual blood check

carriedoutin Springthisyear.
Consequenty,twomonths ago I seat. OlsenandP.Gillestwo updated detasets (sll

{n smonymous format), one concerningthbiologicaldaaavailable since 1987ofll exposed

workersto PFOA, sadthesecondoneconcerningthelastblood amalysiscarriedoutia Spring

2004.
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3. Preliminary resultsofthestatisticalanalysi
s

hespay of theftdese ismd avst a posible smal of

biological perameters, occured in the last 17 years relation to the PFOA blood levels

a thts4yeas(2000-2003) heseondonewsaed ¢comparing posed

nd pomeexposed worker to findoutany diffsencethat could be sutistically associated ©

PFOAexposure.

he sisal sulyss, cavedoutby mesnsofappropriate satel programsbY

Dupont expersain,confimedte gaverlsforalmostallthe 37 bleed

purnmetesconsidered: inpaiularoos
igificn ceswere dori 3 concerns

‘haematology,proteinsmetabolis
m,smmunology,liver,kidneyaod

prostatefunction.

nly someslightcfson lipids metabolismweredetaced, which
deserve Sure

analysisaad properinterpretations.
Infact, a lightincrease oftotal cholasterlinworksexpose to PFOAwas bierved.

whichsloappescedtoshowa0
fcressin trend ssocirad withthe highestblood PFOA

levels.
abe 1shows hecomparisnofexposedandnowesposedworkers e

ndthe light

pintince ofttlhols inexposed workers.Thsis nofreeofobec

pid, uchasSygocsdes in pul,but he raionofNoxHDL.Cholesterol”seems

thatconcerned.
Figure 1showsthe positive.correlatio

nbetweentotalcholesterol andPFOA blood levels

in the last 4 years (when PFOA was measured): a slight association between, PFOA blood

level and total cholesterol concentration seems $0 be consistentovertheyears. Figure2 shows

hesamotrendas congemns “Non-HDL Cholesterol"
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Table 1: Comparisonofthe mainlipid componeatsinexposedan
d pon-exposedworkers ©
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Figure1:Correlationsbetween TotalCholesterol (log)and PFOA (log)levelsinthe 4years
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‘Figure2:Correlations betweennon-HDLCholesterol(log) eadPFOA(log)levelsinthe 4years
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In the lightof these findings, G. Olsen (3M epidemiologist) reviewed the 3M datasets
relatedto their surveyscarried out in 1993, 1996and2000, nd apreliminaryazalysis
concerningcholesterollevelsappearstobeinagreementwith theMitenidata.

Inotherwords,itseemsthatPFOA(probablyonlyathigh blood concentrations)ean

interferewith metabolism of Cholesterol,in particularbyincreasingthefactionof “Nen-
HDLCholesterol”.

‘Suchfindingsneed 8preciseinterpretation,alsobecausethey areincontrast with the

animal experimental data(rats), where PFOA causes a decrease ofcholesterol levels.Thatcan

berelatedtointerspeciesdifferencesindrugmetabolism, whicharealsoraisedforthe

different findingsincarcinogenicity(it i careinogenin ats, butnotaprimates and humans).
Inordertoelucidatebeterthe possible mechanismsunderlyingsucheffect P. Gillies,

DuPontexpert on lipid metabolism,madeanupdatedreviewofthe curreat knowledgeon
: lipids metabolism, trying fotakesomehypothesisaboutpossiblemechanists.Accordingto

‘his analysis,sucheffectcannotbemediatedby a PPARalfamechanism(assuggestedforrats),

‘buritisprobablyduetoan interferencewith aprotein (CEPT)able to transfer ofcholesterol

inbloodandliver, Heisgoing tohave a deeperinsight ansuchmatterbothbyfurther

discussionwiththobestacaderny expertsoa lipidsandby a biomolecularstudyconceming
thenuclearreceptorsforsuchprotein.

&Commusicaclonandregulatoryaspects.

RobertRickard(DuPont)saidthti goingtohave aFYI(‘Foryourinfomation’)
‘mestingwithEPAnextWednesday,August25°.

Accordingtothe TSCA $e uleshekas to repos10 EPAstynewdata concerning.
‘possibletoxicological characteristicsof PFOA DuPoutmay know,with perticular refecence to

human bealth.
He exposedhis agenda, whichincludesanupdatingof therecenttoxicological snudies.

carried outattheHaskellLabconcemingtheexposureofratsandmicetolinear,branched

‘

So
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and mixed (linear/branched) PFOA, as well as thepresentation.ofsome ongoing studies,

dealing with the health examinstion:ofmorethe400 workersat DuPont “Washington” plant

in West Virginia, end the reviewofepidemiological datz conceming mortality in geoeral

popastionof West Vigiia. G.Olin12d L.ZobelGM) villa communica fe

epidemiological data concerning 3M workers at Decatur and Antwerp plants.

Insuch ageods bewould tketomention slosome fiodings relatedto thedat on pid

metabolism mentioned above, related to Miteni workers, ‘keeping anomymous the sourceof

data. Inparticular,he wouldlike ©reportthepositive
findingsof alonglastingmedical

urveilsnceof workersexposedtoBFOA, showingnooffctsongeneral health adalsoon

ologicalparsers,conoerniogtheman targetargosandfutons, except for &mild

possibleinterference withlipid:meta
bolism, whichdeservesfustheranalysis.

So,beaskedme whethec he can feportsuchdat,inparticularbewould
like toshow

ane oFtwo charts slated to thelidparameters (suches figure 130d 2)fnbispresestaton,

without seutoxiag thesourceandthepameofMitei,andwithout giving EPA.soywriten

‘document.

As replied tha 1 couldnotdealwith uchrequest,buthemusta
skandge theformal

permissionfromMitesManagemen,dueto
theshor time availableheaskedme10passyou

uchrequestinonde to getyour Fespomse(Whatever ts)a8soomespossible.

‘Withkindregards

Prof.Giovanni Costa
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Abstractofmy report dated 29.03.04 concerning the meetingoftheAPME-APFO

adhoctoxicologygroupo, keldin Beltimore on. March 24.03.04.

5.2. Workers.
“The Chairmannotedthat mostofthecompiniesrepresentedintheWG had

commenced ofwere bouttoembarkon a blood levelmonitoring programmeintheir
umentemployees (AsahiGlassbas juststareditandaskedmesomeadvice conceming
heparamerees 1becollected from theworkers). Heencouragedallcompanies toshave
taeirdataintheway thatMiteniand 3Mhaddoneinthepast,end he alsoaskedmeto co-

ordinatethe outcomesfor the APMEgroup; |gavehimmywillingnessforthat.
‘AsalsoAsahiGlassis sending itssampleto theGerman lab alreadyused by

Solvay, I suggestedthatall European should joia this lab, providedthatit is quite reliable,

inordet to limit the factorsthatcanconfoundthe results.

As concemnsourdats, Iinformed the groupthatweanalysing them with reference.

10theinteraction withlipid metabolism incallaborationwithGearyOlsen(3M)aod Peter
Gillies(DuPont);seetheenclosed reportof the meeting heldstMariott hotelon

Wednesday mormiogwithG.OlsenandJ.Buthenoff(3M)andP. GillesandG.Kennedy
(DuPont).

'6. Kennedy confirmedthat DuPontisstarting itsbiomonitoringaccordingto the
protocolhecirculatedtothegroupinthelastweek.On Wednesday evening | havebeen

invitedfor adinner byLarry Jansen (Lawyer)andRobertRickard (ScienceDirector) of

DuPontforcxchsaginginformation sbouttheworkers"biomonitoring(seeattached repo).

Attachment 1.
Meeting with G. Olsen and J. Butenhofl 3M toxicologists), Peter Gillies and J.

Kennedy(DuPonttoxicologists)
"OnWednesdsy24°morning, 1 hada 3-hour meetingwithwith 3MandDuPont

toxicologisttodiscussthe preliminary findingsofthedatacollectedinMITENIworkers

andconcerningthe possible interference.ofPFOAwith lipidmetabolism.

G.Olsenhavecarried out &preliminary statistical analysis of the biochemicaldata

related to year 2002and2003, whichshowedsomepossibleslighteffectsonHDLand

LDLcholesterol.
'P. Gillies (DuPont expert on lipids)described the meaningofthe different blood

lipid componentsand theirpossible interaction with PFOA.
After along discussionand acareful] analysis of thepresentdats, it hasbeen

convenedtoaddfurtherdatato thedataset, inpardcularthoserelatedtotheongoing

‘biomonitoring whichis due toend byApril. Inthis surveyfurtheranalysisoflipidsand

proteins (LDL.Cholesterol, APO-A2, APO-B, reactive C-protein) have been addedinorder

toclarify better such interaction.

So, I agreedinsending themsuchnew dats by theeadof April andthen start 3

deeperstatistical analysis.
‘The results are expected to be sent to 2 toxicology jouraal for publicationby the

endof the year.
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