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QUALITY ASSURANCE STATEM:ENT

This reporthas been reviewed by the Quality Assurance Unit of Coming Hazleton Inc.,in

accordancewith theFood and Drug Administration(FDA) Good LaboratoryPractice

Standards,21 CFR 58. The followinginspectionswere conducted and findingsreported

tothe Study Directorand management. Writtenstatusreportsof inspectionsand findings

are issuedto Coming Hazleton management accordingto standardoperatingprocedures.

Date Date
InspectionDates Reported to Reported to

From To Phase Studv Directo Manacement

09/30/96 09/30/96 ProtocolReview 10/01/96 10/01/96
12/02/96 12/02/96 Sample Handling 12/02/96 12/02/96
01/03/97 0 1/0'1/97 ProtocolAmendment 01/0'>/97 01/0')/97
01/1')/97 01/14/97 Data/Report Review 01/14/97 01/14/97

Representative,QualityAssurance Unit Date
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SUNINLKRY

Thisstudywas done to assessthesystemicabsorption/toxicityand relativeskinirritancy

ofT-6564 when appliedtotheskinof rabbitsfor5 consecutivedays.

The studywas conductedusingthreemale andthreefemaleacclimatedrabbitsof the

Hm:(NZW)SPF strainforeachtreatmentgroup-

Control/ Dose Level NurhberofAnimals
Group TestMaterial (mg/kglday) Males Females

I(Control) Distilledwater 0.0
2 T-6564 10.0

a Administeredatadosevolumeof0.5nilag ofbody weight.

The backof eachrabbitwas clippedfreeofhairand a singledose oftherespective

controlor testmaterialwas administeredtotheskinoftherabbitsfor5 consecutivedays.

The treatmentsitesremainedintact.The areaof applicationwas coveredwitha gauze

patchsecuredwithpapertapearoundalledgeiand overwrappedwithSaranWrap'sand

Elastoplastl&tapetoprovidean occlusivedressingforeachapproximate2'j-hourexposure

period.

Clinicalobservationswere conductedpredoseon Day I and atapproximately1,2.5,and

4 hoursaftereachcontrolortestmaterialadministrationon Days I through5. Mortality

checkswere conductedtwicedailyon Days 2 through29 (a.m.mortalitycheck onlyon

Dav 29).Additionalclinicalobservationswere conducteddailyon Days 6 throuah29.

Bodv weightswere determinedon Day -5 forrandomizationpurposes,beforethefirst

controlortestmaterialadministration(Day 1),and atthescheduledsacrificeinterval

(Day 29).The initialdermalirritationreadingwas made beforethefirstcontrolortest

materialadministration(recordedastheDay I reading).Subsequentreadingsofdermal

irritationwere made aftereachpatchremovalon Days 2 through6 and on Day I-'I.A

bloodsample(approximately4 mL) was collectedfrom eachanimalon Days -3,8,15,

and 22. Inaddition,atthetimeofnecropsy(Day 29),approximately2040 mL ofblood

was obtainedfrom each controlanimalandapproximately20 mL ofbloodwas obtained
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from eachGroup 2 animal.Allsampleswere centifugedand separatesamplesof serum

and cellularfractionswere obtainedandsentfrozenon dryicetotheSponsor.On

Day 29,theanimalswere anesthetizedwithsodium pentobarbital,bledviatheposterior

venacava,exsanguinatedand necropsied.T'hewhole liver,bile,an approximateI-cm x

1-cm sectionof thedermalapplicationsite,andbothkidneys(collectedasone sample)

were collectedfrom allariimals,weighed(volumeonlydeterminedforbile),and sent

frozentothe Sponsor.

Applicationof T-6564 didnotresultinanytestmaterial-relatedchangesinbody weight

gainormacroscopicfindingsatnccropsy.Allanimalsappearednormal throughoutthe

study.Inthedistilledwatercontrolanimals,no dermalirritationwas observedinone

animaland slightto severedermalirritationwas observedintheotherfiveanimals.In

theanimalstreatedwithT-6564,slightdermalirritationwas seeninthreeanimals,and

moderatetoseveredermalirritationwas seenintheotherthreeanimals.The reasonfor

theunexpecteddermal irritationinthedistilledwatercontrolgroup was notdetermined.
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OBJECTIVE

The objectiveofthisstudywas toassessthesystemicabsorption/toxicityandrelative

skinirritancyof a testmaterialwhen appliedtotheskinofrabbitsfor5 consecutivedays.

REGULATORY COMPLIANCE

Thisstudywas conductedinaccordancewiththeUaitedStatesFood and Drug

AdministrationGood LaboratoryPracticeRegulationsforNonclinicalLaboratory

Studies,21 CFR 58,withtheexceptionthatanalysisofthetestmaterialmixturesfor

concentration,homogeneity/solubility,and stabilitywas notconducted.Allprocedures

usedinthisstudywere incompliancewiththeAnimal WelfareAct Regulations.Inthe

opinionoftheSponsorand studydirector,thestudydidnotunnecessarilyduplicateany

previouswork. Allproceduraltimespresentedinthisreportfallwithintheacceptable

rangesasspecifiedintheWisconsinfacilityofComing HazletonInc.(CHW) Standard
OperatingProcedure(SOP).

TEST AND CONTROL MATERIALS

Identification

The testmaterialwas identifiedasT-6564 and was describedas.a clear,colorlessliquid.

The controlmaterialwas distilledwater(NeenahSprings;ExpirationMay 20,1997)and
was describedasa clear,colorlessliquid.

Purityand Stability

The Sponsorassumesresponsibilityfortestmaterialpurityand stabilitydeterminations

(includingundertestconditions).Analysisofthetestmaterialmixturesfor

concentration,homogeneity/solubility,and stabilitywas notconducted.The purityand

stabilityofthecontrolmaterialwere consideredtobe adequateforthepurposesof this
study.
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Storageand Retention

The controland testmaterialswere storedatroom temperature.A reservesampleofthe

controland testmaterialswas takenand storedina freezersettomaintaina temperature

of-20*C :t10*. The controlmaterialreservesamplewillbe retainedatCHW forone

yearinaccordancewithCHW SOP. The testmaterialreservesample was senttothe

Sponsor.Any unused testmaterialwas returnedtotheSponsoraccordingtoCHW SOP.

Any remainingcontrolmaterialmay be used forothertestingand willnotbe discarded
afterissuanceofthefinalTeporL

SafetyPrecautions

The controland testmaterialhandlingprocedureswere accordingtoCHW SOPs and

policies.

TEST SYSTEM

TestAnimal

AdultalbinorabbitsoftheHra:(NZW)SPF strainwere receivedfrom HR.P,Inc.,

Kalamazoo,Michiganon October16,1996.

Housina,

Afterreceipt,theanimalswere acclimatedfora periodofatleast7 days. Durinc,

acclimationand throughoutthestudy,theanimalswere individuallyhoused in suspended

stainlesssteelcages.Envirorunentalcontrolsfortheanimalroom were settomaintaina

temperatureof 19'to2')*C, a relativehumidityof50% ±20%, and a 12-hour

light/12-hourdarklightingcycle.Incaseswhere variationsfrom therequired

temperatureand humidityconditionsexisted,theywere documented and consideredto

have had no adverseeffecton thestudyoutcome.
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Animal.Diet

The animalswere providedaccesstowaterad libitumanda measuredamount of

LaboratoryRabbitDietHF #5326,PNU Feeds,Inc.The feedisroutinelyanalyzedby the

manufacturerfornutritionalcomponentsand environmentalcontaminants.Samples of

thewaterareperiodicallyanalyzed.Therewere no known contaminantsinthefeedor

wateratlevelsthatwould be expectedto interf@rewithor affecttheresultsofthe study.

SelectionofTestAnimals

The animalswere identifiedby animalnumber and correspondingeartagand were placed

intostudygroupsusinga stratifiedbody weightrandomizationprogram. The

randomizationbody weightswere determinedon Day -5.

Study Design

Animals weighingfrom 2,0-'18to2,270g and approximately14 to 18 weeks ofage at

initiationoftreatmentwere placedintothefollowingstudygroups:

Control/ DoseLevel DoseVolume Number ofAnimals
Group TestMaterial (mg/kg/day)(mL/kg/day) Males Females

1 (Control)Distilledwater 0.0 0.5
2 T-6564 10.0 0.5

JustificationforSpeciesSelection

Historically,theNew ZealandWhite albinorabbithasbeen theanimalofchoicebecause

ofthelargeamount ofbackgroundinformationon thisspecies.

PROCEDURES

PreparationofExposure Area

On theday beforethefirstcontro!ortestmaterialapplication,theback and,ifnecessary

(toobtainunblemishedskin),theflanksofeachrabbitwas clippedfreeofhairwithan
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electric.clipper.The clippedareamade up approximately20% ofthetotalbody surface

area.The testsites(intactskin)were inspectedforinterferinglesions,irritation,or

defectsthatwould precludetheuseofany oftheanimals.The animalswere clippedas

neededthroughoutthestudy(Days 4,13 and 29).

Dose Administration

Allanimalsreceivedfiveconsecutivedaysof administrationoftherespectivecontrolor

testmaterial.The firstday oftreatmentwas designatedasDay 1-.

Group 1. An individualdosewas calculatedandmeasured basedon eachanimal's

body weighton thefirstday oftreatment.The controlmaterial(distilledwater)was

appliedtothetestsiteata dose volume of0.5mL/kg ina thinand uniformlayer.
2The rateof applicationwas approximately0.04mL/cM .

Group 2. An individualdoseofthetestmaterialmixture(T-6564and distilled

water)ata concentrationof20 mg/mL was calculatedand measured basedon each

animal'sbody weighton thefirstdayof treatment.The testmaterialmixturewas

appliedtothetestsiteata dosevolume of

'

0 .5 mL/k-g of body ,veight in a thin and
2uniformlayer.The rateofapplicationwas approximately0.04mL/cm .

Each areaofapplicationinGroups Iand 2 was coveredwitha 4-ply5-cm x 5-cm gauze

patch.Each gauzepatchwas securedwithpapertapearoundalledgesand ovenvrapped

withSaranWrapO and Elastoplast'stapetoprovidean occlusivedressing.Collarswere

usedtorestraintheanimalsdurinizeachadt)roximate2')-hourexposureperiod.

Approximately2-')hoursaftereach controlortestmaterialapplication,therestraining

collarsand patcheswere removed and theapplicationsiteswere rinsedwithtapwaterand
driedwithdisposablepapertowels.

Reason forRoute ofAdministration

T'hedermalrouteisa potentialrouteofexposureinhumans.
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Observations of Animals

Clinicalobservations were conducted predose on Day I and atapproximately 1,2.5, and

4 hours aftereach controlortestmaterialadministrationon Days I through 5. Mortality

checks were conducted twicedailyon Days 2 through 29 (am. mortalitycheck only on

Day 29). Additionalclinicalobservationswere conducted dailyon Days 6 through 29.

Body weights were determined on Day -5forrandomization purposes,beforethe first

controlortestmaterialadministration(Day 1),and atthescheduledsacrificeinterval

(Day 29).

The initialdermal irritationreadingwas made beforethe firstcontrolor testmaterial

applicationaccordingtotheDraize technique(recordedas theDay I reading).

4:@er eachSubsequent readingsofdermal irritationwere made within '0 to 37 minutes

patchremoval (Days 2 through 6)and on Day 13.

Blood S2mple Collections/Shipment

A blood sample (approximately4 mL) was collectedfrom a marginal earvein of each

animal on Days -'3,8, 15,and 22. Inaddition,atthetime of necropsy (Day 29),

approximately 20 to40 mL ofblood was obtainedfrom each controlanimal and

approximately 20 mL of blood was obtainedfrom each Group 2 animal viathe posterior

vena cava. All samples were storedatroom temperatureuntilcentfi@ffiged.After

centrifugation,separatesamples of senim and cellularfractionswere obtained and stored

-20'C ±IO*C until-shipped to theSponsor.in a freezersetto maintaina temperatureof

The serum and cellularfractionsamples obtainedon Days -'3,8,and 15 were shipped

frozen(on dry ice)totheSponsor (James D. Johnson,3M E.T.& S,Bldg.2-')E-09,935

Bush Avenue, St.Paul,MN, 55106) on Day 17. The serum and cellularfractionsamples

obtainedon Days 22 and 29 were shipped tothe Sponsor one week afterthe experimental

(in-life)dateofterminationinthesame manner asthesamples obtainedpriorto Day 22.

The Sponsor isresponsiblefortheretentionand dispositionof the samples. CHW does

not acceptany responsibilityforthe analysisofthe samples collectedinthisstudy nor are

theseresultspresentedin thisreport.
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Pathology

At terminationofthein-lifeexperimentalphase (Day 29),animals were anesthetizedwith

sodium pentobarbital,bled viathe posteriorvena cava,exsanguinated,and necropsied in

random order.The sitesof controlortestmaterialapplicationwere washed with warm

tap waterbefore the necropsy procedure. Allanimals were subjectedto an abbreviated

grossnecropsy examination and any abnormalitieswere recorded. The whole liver,bile,

an approximate I-cm x I-cm sectionofthe dermal applicationsite,and both kidneys

(collectedas one sample) were collectedfrom allanimals,weighed (volume only

determined forbile),and immediately placedina freezersettomaintain a temperatureof

-20'C 10. Afternecropsy,the animalswere discarded.

Shipment ofBileand Tissues

One week afterthedate ofin-lifeexperimentaltermination,the tissues(whole livers,

dermal applicationsites,and kidneys)and bilewere sentfrozen(on dry ice)tothe

Sponsor (James D. Johnson, 3M E.T. & S,Bldg.2-')E-09,9')5Bush Avenue, St.Paul,

NfN, 55106),along with documentation oftheircorrespondincyweights orvolumes. The

Sponsor isresponsibleforthe retentionand dispositionofthe samples. CHW does not

accept any responsibilityforthe analysisof the samples collectedin thisstudy nor are

theseresultspresented inthisreport.

StatisticalAnalyses

No statisticalanalyseswere requiredby the protocol.

Location of Raw Data, Records, and FinalReport

The raw data,records,and an originalsigned copy of the finalreportwillbe retainedin

the archivesofCHW inaccordance with CHW SOP.

14



CHW 6329-185

RESULTS

Body Weights

Individualand mean body weightsareinTable1.Allanimals,withtheexceptionof

'biteda weightlossfrom randomizationtoAnimal No. F60987 (Group2 male),exlu

initiation(in-life).Thisweightlosscanbe attributedtotheacclimationoftheanimalsto

restrainingcollarsconductedfor3 days(approximately23 hours/day)beforetheinitial

controland testmaterialadministration.Allanimalsgainedweightfrom initiation

(Day 1)totermination(Day29).

ClinicalObser-vations

IndividualclinicalsignsareinTable2. Allanimalsappearednormal throuchoutthe
study.

Dermal Irritation

Individualdermal irritationscoresareinTables3 and 4. The controlmaterial(distilled

water)didnotproducedermalirritationinone animal.Four othercontrolanimals

exhibitedslighttomoderateervthema,slightedema and/orslightdesquamationreactions.

Slighttosevereerythemaand edema reactionsand slightdesquamationwere observedin

theothercontrolanimal.No explanationfortheunexpecteddermalirritationinthe

distilledwatercontrolgroupwas found.The testmaterial,T-6564,producedslightto

moderate erythemaand edema reactionsinfiveanimals.One oftheseanimalsalsohad

slightdesquainationon theapplicationsite.Slighttosevereerythemaand edema

reactions(withsubcutaneoushemorrhaging),slightdesquamationand coriaceousness,

-vedintheotheranimaltreatedwithT-6564.and moderate fissuringwere obser

Patho]oU

Individualanimalpathologydata(tissueweights,bilevolumes,and grosspathology

observations)arepresentedinAppendix A. Observedatnecropsyon theliverofone

Group 2 femalewas a single,firm,green,pedunculatedmass (0.7x 0.3x 0.-'lcm)

attachedtotheventralsurfaceoftherightmedian lobenearthegallbladder.The findines
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inthisanimalswas notconsideredto be testmaterialrelated.No visiblelesionswere

seeninany oftheotheranimalsatnecropsy.

DISCUSSION

The acutesystemicabsorption/toxicityand relativeskinirritancyofT-6564 was

evaluatedinmale and femalealbinorabbitswhen administereddermallyfor

5 consecutivedays. Applicationofthismaterialdidnotresultinany testmaterial-related

changesinbody weightgainor macroscopicfindingsatnecropsy.Allanimalsappeared

normalthroughoutthestudy.Slighttoseveredermalirritationwas observedinthe

distilledwatercontrolanimalsandintheanimalstreatedwithT-6564.

SIGNATURE

F.Bud W. McDonald Date
StudyDirector

Acute Studies

REFERENCE

1. Draize,J.H.,"AcuteDermalToxicity(SingleExposure),"In:AppraisaloftheSafety

ofChemicalsinFoods,Drugs and Cosmetics-Dermal Toxicity,AssociationofFood

and Druc,OfficialsoftheU.S.,pp.54-56(1959).
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Table I

Individualand Mean Body Weights (g)

Males Females

Animal Random Day Animal Random Day

Number -ization 1 29 Number -ization 1 29

Group 1 (Control)-DistilledWater (0.0mg/Wday)

F60982 2,213 2,11--12,764 F60988 2,297 2,142 2,714
F60983 2,20-3 2,097 2,67-3 F60989 2,246 2,101 2,677
F60984 2,258 2,102 2,646 F60990 2,298 2,114 2,783

Mean 2,225 2,104 2,694 Mean 2,280 2,119 2,725

Group 2 -T-6564 (10.0mg/kg/dav)

F60985 2,196 2,0-)8 2,58-) F60991 2,210 2,068 2,676
F60986 2,199 2,086 2,597 F60992 2,181 2,047 2509
F60987 2,26-) 2,270 2,82-) F6099'j 2,269 2,207 2,8-35

Mean 2,219 2,131 2,668 Mean 2,220 2,107 2,673
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Table 2

IndividualClinicalSigns

Day 11 Day 2 Day 3 Day 4 Day 5

Animal Hour Hour Hour Hour Hour Day(s)

Number Sex Observation 1 2.5 4 1 2.5 4 1 2.5 4 1 2.5 4 1 2.5 4 6 7 8-11 12 13-1516-29

Group I (Control)-DistilledWater (0.0mgnwday)

F60982 M Appeared normal V ol

F60993 M Appeared normal ol or .01 f

F60994 M Appeared normal z e e e V e

F60988 F Appeared normal

F60989 F Appeared normal e

F60990 F Appeared normal e

Group 3 -T-6564 (10.0mg/kglday)

F60985 M Appc=d normal V

F60986 M Appeared normal e of e of e

F60997 M Appeared normal V

F60991 F Appeared normal e .1 ol .1 e .1 .1 e

F60992 F Appeared normal .1 / V .1

F60993 F Appeared normal oo' V V

Each animal appearednormal priortocontrolortestmaterialadministration.
Conditionexists.
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Table 3

IndividualDermal IrritationScores-
Group I (Control)- DistilledWater (0.0mg/kc,,,/day)

Males Females
StudyDay Study Day

Dermal Reaction -1 2 4 5 6 13 1 2 3 4 5 6 13

Animal No. F60982 Animal No. F60988

Erythema 0 1 1 1 2 2 1 0 1 1 1 2 2 1
Edema 0 1 1 1 1 1 1 0 0 1 1 1 1 0
Atonia 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Desquarnation 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Coriaceousness 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fissurin 0 0 0 0 0 0 0 0 0 0 0 0 0 09

Animal No. F60983 Animal No. F60989

Erythema 0 0 0 0 0 0 0 0 1 1 1 1 2 1
Edema 0 0 0 0 0 0 0 0 0 1 1 1 1 0
Atonia 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Desquamation 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Coriaceousness 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fissurin 0 0 0 0 0 0 0 0 0 0 0 0 0 09

Animal No. F60984 Animal No. F60990

Erythema 0 0 0 1 2 2 1 0 1 1 1 2 3 1
Edema 0 0 0 0 1 1 0 0 0 1 1 3
Atonia 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Desquamation 0 0 0 0 0 0 1 0 0 0 0 0 0 1
Coriaceousness 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fissuring 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 4

IndividualDermal IrritationScores-
Group 2 -T-6564 (10.0mg/kc,,/day)

Males Females
StudyDay StudyDay

4Dermal Reaction 1 2 3 4 5 6 13 1 2 5 6 13

Animal No. F60985 Animal No. F60991

Erythema 0 0 1 1 1 1 0 0 0 1 1 1 1 0
Edema 0 0 0 0 1 1 0 0 0 0 0 0 1 0
Atonia 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Desquamation 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Coriaceousness 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fissuring 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Animal No. F60986 Animal No. F60992

Erythema 0 0 0 1 2 2 1 0 1 2 2 3 "3a 2
Edema 0 0 0 0 2 2 1 0 1 1 2 3 3 1
Atonia 0 0 0 0 0 0- 0 0 0 0 0 0 0 0
Desquamation 0 0 0 0 0 0 1 0 0 0 0 0 0 1
Coriaceousness 0 0 0 0 0 0 0 0 0 0 0 1 1 0
Fissurincy 0 0 0 0 0 0 0 0 0 0 0 0 0 2

Animal No. F60987 Animal No. F60993

Erythema 0 0 1 1 1 1 0 0 1 2 2 2 2 1
Edema 0 0 0 1 1 1 0 0 1 1 1 1 1 0
Atonia 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Desquamation 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Coriaceousness 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fissurina 0 0 0 0 0 0 0 0 0 0 0 0 0 0

a Subcutaneoushemorrhaizing.
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APPENDIX A

IndividualAnimal PathologyData
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APPENDIX A

Individual Animal Pathology Data

Corning Hazleton Inc.
Madison, Wisconsin USA

-------------------------------------------------------------------------------------------------------------------

ANIMAL NUMBER: F60902 SEX: MALE DOSE GROUP; I SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFI
DATE OF DEATH: 11/2S/96 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: S TERMINAL BODY WEIGHT: NOT E
DATE AND TIME OF NECROPSY: 11/2S/96 14:22 PROSECTOR: DAVID SCHUETTE RECORDER: STEVE VAN ADES
POST-FIX WEIGHER: NOT AVAILABLE PATIIOLOGIST: DR. TOM PALMER WEIGHER: STEVE VAN ADEST
-------------------------------------------------------------------------------------------------------------------

ABSOLUTE ORGAN WEIGHT ORGAN WEIGHT RELATIVE ORGAJ4 TO BRAIN 0 R 0
ORGAN NAME (GRAMS) TO BODY WEIGHT (t) WEIGHT PATIO S T A
---------------------- -------- -------- -------- ------

DERM APPL. SITE JIS) 0.9747 -------- -------- WEIGHT
KIDNEY (KD) IS.2166 -------- -------- WEIGHT
LIVER (LI) 86.3171 -------- -------- WEIGHT
BILE (ML) (BI) 1.6 -------- -------- WEIGill

-------------------------------------------------------------------------------------------------------------------

G R 0 S S P A T It0 L 0 0 Y 0 8 S 8 R V A T 1 0 N S . . .

ORGAN NAME SEVERITY, KEYWORD(S) OR PHRASE FREE-TEXT COMMENTS AND NOTES
---------------------- --------------------------------------- -----------------------------------------------

GENERAL COMMENT (GC) . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .
-ABBR NEC PERFORM
-NO MACROSCOPIC LESIONS

-------------------------------------------------------------------------------------------------------------------
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Individual Animal Pathology Data

Corning Hazleton Inc.
Madison, Wisconsin USA

-------------------------------------------------------------------------------------------------------------------

ANIMAL NUMBER: P60903 SEX: MALE DOSE GROUP: I SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIPI
DATE or DEATHI 11/2S/96 STUDY DAY OF DEATHI 29 STUDY WEEK OF DEATH: S TERMINAL BODY WEIGHTs NOT E
DATE AND TIME OF NECROPSYT 11/25/96 14:23 PROSECTOR: DEBBIE PIRKEU RECORDER- STEVE VAN ADES
POST-FIX WEIGHER: NOT AVAILABLE PATHOLOGIST: DR. TOM PALMER WEIGHER.- STEVE VAN ADEST
-------------------------------------------------------------------------------------------------------------------

ABSOLUTE ORGAN WEIGHT ORGAN WEIGHT RELATIVE ORGAN TO BRAIN 0 R GORGAN NAME (GRAMS) TO BODY WEIGHT (t) WEIGHT RATIO S T A---------------------- -------- -------- -------- ------
DER14APPL. SITE (IS) 1.27S] ........ ........ WRIGHT
KIDNEY (KD) 14.0416 -------- -------- WEIGHTLIVER (LI) 83,7942 -------- -------- WEIGHTBILE IML) (BI) 0.6 -------- -------- WEIOIIT

--------------------------------------------------------------------------------------------------------------------

G R P A T H 0 L 0 G Y 0 B S E R V A T 1 0 N S
ORGAN NAME SEVERI;Y: KEYWORO(:ISOR PHRASED FREE-TEXT COMMENTS AND NOTES
---------------------- --------------------------------------- ------------------------------------------------

t-i GENERAL COMMENT (GC) . . . . . . . . . . . . . . . ..... . . . . . . . . . . . . . . . . . . . . . . . . . . .
-ABBR NEC PERFORM
-NO 14ACROSCOPIC LESIONS

--------------------------------------------------------------------------------------------------------------------



APPENDIX A

individual Animal Pathology Data

Corning Hazleton Inc.
Madison, Wisconsin USA

-------------------------------------------------------------------------------------------------------------------

ANIMAL NUMBER: F60984 SEXT MALE DOSE GROUPI I SACRIFICE STATUS: SCHEDULED, TERMINAL BACRIPT
DATE OF DEATH: 11/2S/96 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHTI NOT E
DATE AND TIME OF NECROPSYs 11/25/96 14:34 PROSECTOR: DAVID SCHUETTE RECORDER: STEVE VAN ADES
POST

_
FIX WEIGHERT NOT AVAILABLE PATHOLOGIST: DR. TOM PALMER WRIC;HERT STEVE VAN ADEST

-------------------------------------------------------------------------------------------------------------------

ABSOLUTE ORGAN WEIGHT ORGAN WEIGHT RELATIVE ORGAN TO BRAIN 0 R 0
ORGAN_NAME (GRAMS) TO BODY WRIGHT 11) WEIGHT RATIO S T A
----- ---------------- -------- -------- -------- ------

DERM APPL. SITE (IS) 0.8S39 -------- -------- WEIGHT
KIDNEY JKD) IS.5098 -------- -------- WRIGHT
LIVER (LI) 06.3868 -------- -------- WEIGHT
BILE (ML) (BI) o.6 ........ -------- WRIGHT

-------------------------------------------------------------------------------------------------------------------

0 R 0 s S P A T It0 L 0 G Y 0 8 S E R V A T 1 0 N S
ORGAN NAME SEVERITY, KEYWORD(S) OR PHRASE FREE-TEXT COMMENTS AND NOTES
---------------------- --------------------------------------- -----------------------------------------------

GENERAL COMMENT (OC) . . . . . . . . . . I . . . ... . . . . . I . . . . . . . . .
-ABOR NEC PERFORM
-NO MACROSCOPIC LESIONS

-------------------------------------------------------------------------------------------------------------------



APPENDIX A

Individual Animal Pattiology Data

Corning Hazleton Inc.
Madison, Wisconsin USA

-------------------------------------------------------------------------------------------------------------------

ANIMAL NUMBER: F6098S SEX: MALE DOSE GROUPI 2 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRTFI
DATE OF DEATH: 11/2S/96 STUDY DAY OF DEATI(I 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHTI HOT E
DATE AND TIME OF NECROPSY: 11/25/96 14:S9 PROSECTOR: DAVID SCHUETTE RECORDERT STEVE VAN ADES
POST-FIX WEIGHER: NOT AVAILABLE PAT[IOLOGIST: DR. TOM PALMER WEIGHER: STEVE VAN ADEST
-------------------------------------------------------------------------------------------------------------------

ABSOLUTE ORGAN WEIGHT ORGAN WEIGHT RELATIVE ORGAN TO BRAIN 0 R 0
ORGAN NAME (GRAMS) TO BODY WEIGHT (t) WEIGHT RATIO S T A---------------------- -------- -------- -------- ------
DERN APPL. SITE (IS) 0.8180 -------- -------- WEIGHT
KID EY -------- --------N (KD) 13.2012 WEIGHT
IVER

(L
1) 62.45ss -------- -------- WRIGHT

BILE (ML) (BI) 0.0 -------- -------- WRIGHT
-------------------------------------------------------------------------------------------------------------------

G R 0 S S P A T If0 b 0 a Y 0 B S E R V A T 1 0 N S
ORGAN NAME SEIE;I;Y: KEYWORD(S) OR PHRASE FREE-TEXT COMMENTS AND NOTES
---------------------- --------------------------------------- -----------------------------------------------
GENERAL COMMENT (GC)

FORMABBR Hic,piR. . .
-NO MACROSCOPIC LESIONS

-------------------------------------------------------------------------------------------------------------------



APPENDIX A

individual Animal Pathology Data

Corning Nazleton Inc.
Madison, Wisconsin USA

--------------------------------------------------------------------------------------------------------------------

ANIMAL NUMBER: P60986 SEX: MALE DOSE GROUP! 2 SACRIFICE STATUS: SCNEDULED, TERMINAL S)KCRIFIC
DATE OF DEATH: 11/2S/96 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: S TERMINAL BODY WEIGHTI NOT B
DATE AND TIME OF NECROPSY: 11/25/96 IS:00 PROSECTOR: DEBBIE PIRKEL RECORDER: STEVE VAN ADEST
POST-FIX WEIGHER: NOT AVAILABLE PATIfOLOGISTi DR. TOM PALMER WEIGHER: STEVE VAN ADESTI
--------------------------------------------------------------------------------------------------------------------

ABSOLUTE ORGAN WEIGHT ORGAN WEIGHT RELATIVE ORGAN TO BRAIN 0 R a
ORGAN NAME (GRAMS) TO BODY WEIGHT (t) WEIGHT RATIO S T A T---------------------- -------- -------- -------- -------
DERM APPL. SITE (IS) 1.8205 -------- -------- WEIGHT
KIDNEY (KD) 13.4319 -------- -------- HEIGHT
LIVER (LI) S7.22S6 -------- -------- WEIGHT
BILE (ML) (81) O.S -------- ........ WRIGHT

--------------------------------------------------------------------------------------------------------------------

0 R 0 S S P A T H 0 L 0 0 Y 0 B S E R V A T 1 0 N 3 . . .
ORGAN NAME SEVERITY. KEYWORD(S) OR PHRASE FRER-TEXT COMMENTS AND NOTES
---------------------- ------------------------------7--------- ------------------------------------------------

ti
GENERAL COMMENT JOC) . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

C7% -ABOR NEC PERFORM
-NO MACROSCOPIC LESIONS

--------------------------------------------------------------------------------------------------------------------



APPENDIX A

Individual Animal Pathology Data

Corning Hazleton Inc.
Madison, Wisconsin USA

-------------------------------------------------------------------------------------------------------------------

ANIMAL NUMBER: P60997 SEX: KALE DOSE GROUP: 2 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIPI
DATE OF DEATHR 11/2S/96 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATNT S TERMINAL BODY WRIGHTI NOT B
DATE AND TIME OF NECROPSY: 11/25/96 15:09 PROSECTOR: DEBBIE PIRKEL RECORDER: STEVE VAN )TDBS
POST-FIX WEIGHER: NOT AVAILABLE PATHOLOGIST: DR. TOM PALMER WEIGHERI STEVE VAN ADEST
--------------------------------------------------------------------------------------------------------------------

ABSOLUTE ORGAN WEIGHT ORGAN WEIGHT RELATIVE ORGAN TO BRAIN 0 R 0
ORGAN NAME (GRAMS) TO BODY WEIGHT (t) WET014T RATIO S T A---------------------- -------- -------- -------- ------
DERM APPL. SITE (IS) 0.7972 -------- -------- WEIGHT
KIDNEY (KD) IS.8230 -------- -------- WEIGHT
LIVER (61) 90.8606 -------- -------- WEIGHTBILE (ML) (81) 0.2 -------- -------- WEIGHT

-------------------------------------------------------------------------------------------------------------------

. * . r.R 0 S S P A T It0 L 0 (1Y 0 B S C R V A T 1 0 N S
ORGAN NAME SEVERITY, KEYWORD(S) OR PHRASE FRER-TEXT COMMENTS AND NOTES
---------------------- --------------------------------i------- -----------------------------------------------
GENERAL COMMENT (GC) . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

-AADR NEC PERFORM
-NO MACROSCOPIC LESIONS

--------------------------------------------------------------------------------------------------------------------



APPENDIX A

Individual Animal Pathology Data

Corning Ha2leton rnc.
Madison, Wisconsin USA

-------------------------------------------------------------------------------------------------------------------

ANIMAL NUMBERI P60988 SEX: FEMALE DOSE GROUP: 1 SACRIFICE STATUSI SCHEDULED, TERMINAL SACRrpx
DATE OF DEATHT 11/2S/96 STUDY DAY OF DEATHI 29 STUDY WEEK OF DEATH: S TERMINAL BODY WEIGHTT NOT E
DATE AND TIME OF HECROPSY: 11/25/96 14:3S PROSECTOR: DEBBIE PIRKEL RECORDERI STEVE VAN ADES
POST-FIX WEIGHER: NOT AVAILABLE PATHOLOGIST: DR. TOM PALMER WETC;HER: STEVE VAN ADEST
-------------------------------------------------------------------------------------------------------------------

ABSOLUTE ORGAN WEIGHT ORGAN WEIGHT RELATIVE ORGAN TO BRAIN 0 R 0
ORGAN NAME (GRAMS) TO BODY WEIGHT (t) WEIGHT RATIO 9 T A---------------------- -------- -------- -------- ------
DERM APPL. SITE (IS) 2.0750 -------- -------- WEIGHT
KIDNEY (KD) 16.3783 -------- -------- WRIGHT
LIVER (LI) 82.S349 -------- -------- WEIGHT

........ --------BILE (ML) (BI) 1.6 WEIGHT
-------------------------------------------------------------------------------------------------------------------

. * . 0 R 0 S S P A T H 0 L 0 0 Y 0 8 S 2 R V A T 1 0 N S
ORGAN NAME SEVERITY, KEYWORD(S) OR PHRASE FREE-TEXT COMMENTS AND NOTES
---------------------- --------------------------------------- -----------------------------------------------

GENERAL COMMENT (GC) . .
i ' i i i * * . * ' ':

. . . . . . . . . . . . . . . . . . . . . . . . . . . .t'i E E FORM00 ABBR N C P R
-NO MACROSCOPIC LESIONS

-------------------------------------------------------------------------------------------------------------------



APPENDIX A

individual Animal Pathology Data

Corning Hazleton Inc.
Madison, Wisconsin USA

-------------------------------------------------------------------------------------------------------------------

ANIMAL NUMBER! F60989 SEX: FEMALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIPIDATE OF DEATHI 11/2S/96 STUDY DAY OF DEATH; 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHTI NOT EDATE AND TIME OF NECROPSY: 11/2S/96 14:49 PROSECTOR: DEBBIE PIRKEL RECORDER: STEVE VAN ADESPOST-FIX WEIGHER: NOT AVAILABLE PATHOLOGIST: DR. TOM PALMER WEIGNERI STEVE VAN ADEST-------------------------------------------------------------------------------------------------------------------

ABSOLUTE ORGAN WEIGHT ORGAN WEIGHT RELATIVE ORGAN TO 13RAIN 0 R 0ORGAN NAME (GRAMS) TO BODY WRIGHT (t) WEIGHT RATIO S T A---- ----- ---- ---- ------ -------- ------
DERN APPL. SITE (IS) 1.1923 -------- WRIGHTKIDNEY (KDI 16.1610 WEIGHTLIVER (LI) 77.6OeS -------- WEIGHTBILE (ML) (BI) 1.8 -------- -----

WEIGHT----------------------------------------------------------------------------------------------------------------
G R 0 s S P A T li0 L 0 0 Y 0 B S C R V A T 1 0 N s

ORGAN NAME SEVERITY, KEYWORD(S) OR PHRASE FREE-TEXT COMMENTS AND NOTES---------------------- --------------------------------------- -----------------------------------------------

t-i GENERAL COMMENT (GC) . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .
%.0 -Al3BR NEC PERFORM

-NO MACROSCOPIC LESIONS
--------------------------------------------------------------------------------------------------------------------



APPENDIX A

Individual Animal Pathology Data

Corning Hazleton Inc.

Madison, Wisconsin USA

--------------------------------------------------------------------------------------------------------------------

ANIMAL NUMBER: P60990 SEX: FEMALE DOSE GROUP: I SACRIFICE STATUST SCHEDULED, TERMINAL SACRIPIC
DATE OF DEATHI 11/2S/96 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHTs NOT EN
DATE AND TIME OF NECROPSY: 11/2S/96 14:48 PROSECTOR: DAVID SCHUETTE RECORDER: STEVE VAN ADESTPOST-FIX WEIGHER: HOT AVAILABLE 'PATHOLOGIST: DR. TOM PALMER WEIGHERI STEVE VAN ADESTI
--------------------------------------------------------------------------------------------------------------------

ABSOLUTE ORGAN WEIGHT ORGAN WEIGHT RELATIVE ORGAN TO BRAIN 0 R a
ORGAN NAME (GRAMS) TO BODY WEIGHT It) WEIGHT RATIO S T A T---------------------- -------- -------- -------- -------
DERM APPL. SITE (IS) 0.7232 -------- -------- WEIGHT
KIDNEY (KD) 13.4790 -------- -------- WEIGHTLIVER

I
LI) 93 1001 -------- -------- WEIGHTBILE (ML) (BI) i:i -------- -------- WEIGHT--------------------------------------------------------------------------------------------------------------------

G R 0 S S P A T R 0 L 0 0 Y 0 8 S E R V A T 1 0 N 9
ORGAN NAME SEVERITY, KEYWORD(S) OR PHRASE FREE-TEXT COMMENTS AND NOTES---------------------- --------------------------------------- ------------------------------------------------
GENERAL COMMENT (GC) . . . . . . . . . . . . . . . ... . . . . . . . . . . . . . . . . . . . . . . . . . . . .

-ABBR NEC PERFORM
-NO MACROSCOPIC LESIONS

--------------------------------------------------------------------------------------------------------------------



APPENDIX A

Individual Animal Pathology Data

Corning Hazleton Inc.
Madison, Wisconsin USA

-------------------------------------------------------------------------------------------------------------------

ANIMAL NUM13ER- F60991 SEX: FEMALE DOSE GROUP! 2 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIPI
DATE OF DEATH: 11/2S/96 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: NOT E
DATE AND TIME OF NECROPSY: 11/2S/96 IS:09 PROSECTORI DAVID SCHUETTE RECORDER: STEVE VAN ADESIPOST-FIX-WEIG"ER:-NOT-AVAILABLE PATHOLOGIST: DR. TOM PALMER WEIGHER: STEVE VAN ADESTI-------- -------- --- ----------------------------------------------------------------------------------------------

ABSOLUTE ORGAN WEIGHT ORGAN WEIGHT RELATIVE ORGAN TO BRAIN 0 R GORGAN NAME (GRAMS) TO BODY WEIGHT (t) WEIGHT RATIO 9 T A I---------------------- -------- -------- -------- -------
DERM APPL. SITE (IS) 1.0478 -------- -------- WRIGHTKIDNEY (KD) 13.4087 -------- -------- WEIGHTLIVER ILI) SS.4184 -------- -------- WEIGHTBILE (ML) (BI) 0.2 -------- -------- WEIGIIT--------------------------------------------------------------------------------------------------------------------

G R 0 S S P A T H 0 L 0 0 V 0 B S E R V A T 1 0 N S . . .
ORGAN NAME SEVE;1;1: IEYWORD(S) OR PHRASE FREE-TEXT COMMENTS AND NOTES---------------------- ------------------------------I-------- ------------------------------------------------
GENERAL COMMENT (GC) . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

-ABBR NEC PERFORM
LIVER (LI) . . . .

'-"SS(ES) :A+TiC@E*D IO'V'ENTRAL SURFACE OF RIGHT MEDIAN LOBE
BLADDER: SINGLE PEDTINCULATED MASS. 0.7 X 0.3 X 0
FIRM; SAME ON CUT SURFACE; REGIONAL LM (HEPATIC)

--------------------------------------------------------------------------------------------------------------------



APPENDIX A

Individual Animal Pathology Data

Corning Hazleton Inc.
Madison, Wisconsin USA

--------------------------------------------------------------------------------------------------------------------

ANIMAL NUMBER: P60992 SEX: FEMALE DOSE GROUP: 2 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRTPI(
DATE OF DEATH: 11/2S/96 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: S TERMINAL BODY WEIGHT: NOT EN
DATE AND TIME OF NECROPSY: 11/25/96 15;25 PROSECTOR: DEBBIE PIRKEL RECORDER: STEVE VAN ADEST
POST-FIX WEIGHER: NOT AVAILABLE PATHOLOGIST: DR. TOM PALMER WEIG14ER: STEVE VAN ADESTI
--------------------------------------------------------------------------------------------------------------------

ABSOLUTE ORGAN WEIGHT ORGAN WEIGHT RELATIVE ORGAN TO BRAIN 0 R 43
ORGAN NAME (GRAMS) TO BODY WEIGHT (1) WEIGHT RATIO 8 T A T---------------------- -------- -------- -------- -------
DERM APPL. SITE (IS) 1.3648 ........ ........ WEIGHT
KIDNEY (KD) 13.S655 -------- -------- WEIGHT
LIVER (LI) 82.SO47 -------- -------- HEIGHT
BILE (ML) (BI) 0.5 -------- ........ HEIGHT

--------------------------------------------------------------------------------------------------------------------

G R 0 S S P A T H 0 L 0 0 Y 0 0 S E R V A T 1 0 N 3 . . .
ORGAN NAME SEVERITY. KEYWORD(S) OR PHRASE FREE-TEXT COMMENTS AND NOTES
---------------------- --------------------------------------- ------------------------------------------------
GENERAL COMMENT (GC) . . . . . . . . . . . . . . ..... . . . . . . . . . . . . . . . . . . . . . . . . . . . .

NJ -ABBR NEC PERFORM
-NO MACROSCOPIC LESIONS

--------------------------------------------------------------------------------------------------------------------



APPENDIX A

Individual Animal Pathology Data

Corning Hazleton Inc.
Madison, Wisconsin USA

--------------------------------------------------------------------------------------------------------------------

ANIMAL NUMBER: F60993 SEXT FEMALE DOSE GROUP: 2 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFIC
DATE OF DEATH: 11/25/96 STUDY DAY OF DRATHT 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: NOT EN
DATE_AND TIME OF NECROPSYI 11/25/96 15:30 PROSECTOR: DEBBIE PIRKEL RECORDER: STEVE VAN ADESTPOST FIX WEIGH ER: NOT AVAILABLE PATHOLOGIST; DR. TOM PALMER WEIGHERT STEVE VAN ADESTI
--------------------------------------------------------------------------------------------------------------------

ABSOLUTE ORGAN WEIGHT ORGAN WEIGHT RELATIVE ORGAN TO BRAIN 0 R 0
ORGAN NAME (GRAMS) TO BODY WEIGHT It) WEIGHT RATIO S T A T---------------------- -------- -------- -------- -------
DERM APPL. SITE (IS) 0.9460 -------- -------- WEIGHTitKIDNEY (KD) 15.0657 -------- ---- WEIG,,T
LIVER (LI) 91.6304 -------- W IG TBILE (ML) (BI) 0.4 --------

-------- WEIGHT
--------------------------------------------------------------------------------------------------------------------

0 R 0 S S P A T H 0 L 0 0 Y 0 B S E R V A T 1 0 N S
ORGAN NAME SEVE;I;Y: KEYWORD(S) OR PHRASE PRER-TEXT COMMENTS AND NOTES
---------------------- ------------------------------@r------- ------------------------------------------------
GENERAL COMMENT (GC) . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

-ABBR NEC PERFORM
-NO MACROSCOPIC LESIONS

--------------------------------------------------------------------------------------------------------------------
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CHW 6329-185

Corning HazlctonInc.
P.O. Box 7S43
Niadi@.Wl 53,-07.7545
Delitvries:3301Kint.linBil-d.

ALidso.. IX'lSJ704

608.241.4471

60S.241.7227 Fax

CORNING Hazleton

Sponsor.

3M
SL Paul.Minnesota

PROTOCOL TP6351

StudyTitle:

5-DailyDose Dermal AbsorptiowToxicityStudyofT-6564 inRabbits

Date:

October25.1996

PerformingLaboratory:

Coming HazletonInc.
3301 Kinsman Boulevard
Niadison,Wisconsin 53704

Labor2tory ProjectIdentification:

CHW 6329-185

Corning rharmaccutical SLr%ic"
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CHW 6329-195
TP6351
Page 2

STUDY MENTEFICATION

5-DailyDose Dermal Absorption/ToxicityStudyofT-6564 inRabbits

CHW No. 6329-185

TestMaterial T-6564

Sponsor 3M
ToxicologyService
MedicalDeparanent

3M Center,Bldg.220-2E-02
P.O.Box 33220
St.Paul,MN 55133-3220

Sponsor'sRepresentative Roger G. Perkins,PhD, DABT
3M
ToxicologyService
MedicalDepartment

3M Center,Bldg.220-2E-02
P.OzBox 33220
SL Paul,MN 55 133-3220
(612)733-3222

StudyDirector F.Bud W. McDonald
Coming HazletonInc.
P.O.Box 7545
Madison,Wl 53707-7545
(608)242-7901

Study Lor-ation Coming HazletonInc.
3301 Kinsman Boulevard
Madison,Wl 53704

ProposedStudy Timetable
ExperimentalStartDate Week of October28, 1996
ExperimentalTerminationDate Week of November 25, 1996
DraftReportDate Week ofJanuar-y6, 1997
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CHW 6329-185
TP6351
Page 3

1. Study
5-DailyDose Dermal Absorptiorv7oxicityStudyinRabbits

2. Purpose
To assessthesystemicabsorptionand toxicityand relativeskinirtitancyof a test
materialwhen appliedtotheskinofrabbitsforfiveconsecutivedays

3. RegulatoryCompliance
Thisstudywillbe conductedinaccordancewiththefollowingGood Laboratory
PracticeRegulation&tStandards/Guidelineswiththeexceptionthatanalysisof the
testmaterialmixturesforconcentration.solubility,homogeneity,and stabilitywill
notbe conducted:

Conduct asa NonregulatedStudy
(Xl21 CFR 58(FDA)

40 CFR 160(EPA-FtFRA)
40 CFR 792 (EPA-TSCA)
C(81)30(Final)(OECD)
59 NohSan No. 3850 (JapaneseNTAFF)
NotificationNos.313 and 970 (JapaneseMOHW)

AliproceduresinthisprotocolareincompliancewiththeAnimal WelfareAct
Regulations.In theopinionof theSponsorand studydirector,thestudydoesnot
unnecessarilyduplicateany previouswork.

4. QualityAssurance
The protocol,studyconduct,and thefinalreportwillbe auditedby theQuality
AssuranceUnitinaccordancewiththeWisconsinfacilityof Coming Hazleton
Inc.(CHW) StandardOperatingProcedures(SOPS)and policies.

5. TestNlaterial

A. Identification
T-6564

B. Phvsic2lDescription
To be documented intheraw data
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CHW 6329-185

CHW 6329-185
TP6351
Page 4

C- Purityand Stability
The Sponsorassumesresponsibilityforpurityand stabilitydeterminations
(includingundertestconditions).Samplesoftestmaterial/vehiclemixture(s)
forconcentration,homogeneity/solubility,and stabilityanalyseswillnot be
takenbeforeadministrationunlessrequestedotherwiseby the'Sponsor.
Thesesamples(iftaken)willbe senttotheSponsorafterexperimental
termination.

D. Storage
Room temperature

E. Reserve Samples
Reservesample(s)of eachbatch/lotof testmaterialwillbe takenforthis
study.

The testmaterialreservesample(s)willbe storedatCHW ina freezersetto
maintaina temperatureof -200C2:1(rCuntilreturnedtotheSponsorafter
completionof thein-lifephaseof thestudy.

F. Retention
Any unusedtestmaterialwillbe returnedtotheSponsoraftercompletionof
allrelatedin-lifetesting.

G. SafetyPrecautions
As requiredby CHW SOPs and policies

6. ControlNlater-ial

A. ldentiric2tion
Distiliedwater

B. PhysicalDescription
Clear,colorlessliquid

C. Purityand Stability
The purityand stabilityofthiscommerciallyavailablematerialisconsidered
to be adequateforthepurposesofthisstudy.

D. StorageConditions
Room temperature
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CHW 6329-195
TP6351
Page 5

L Reserve Samples
Reservesample(s)ofeachbatch/lotofcontrolmaterialwillbe taken.

The controlmaterialreservesample(s)willbe storedatCHW ina freezerset
tomaintaina temperatureof -2VC ±I(rC.

F. Retention
Any remainingcontrolmaterialmay be usedforothertestingand willnotbe
discardedafterissuanceofthefinalreporl

G. SafetyPrecautions
As requiredby CHW SOPs and policies

7. ExperimentalDesign

A. Animals

(1)Species
Rabbit

(2) Strain/Source
Hra:(NZW)SPF/HRP. Inc.

(3)Age atInitiation
Adult

(4)Weight atInitiation
2.0to 3.0kg

(5) Number and Sex
6 males and 6 females

(6) Identification
Individualnumbered cartag

(7) Husbandry

(a) Housing
Individually,insuspendedstainlesssteelr-ages
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CHW 6329-185
TP635i
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(b) Food
A measured&mount OfLAboratoryRabbitDietEF #5326 (PNC
feeds,Inc.).The foodisroutinelyanalyzedby themanufacturer
fornutritionalcomponentsand environmentalcontaminants.

(c) Water
Ad libilitmfrom anautomaticsystem.Samplesofthewaterare
analyzedfortotaldissolvedsolids,specifiedmicrobiological
contentselectedelements,heavy metals,organophosphates,and
chlorinatedhydrocarbons.

(d) Contaminants
There areno known contaminantsinthefoodor waterthat
would interferewiththisstudy.

(e) Environment
Environmentalcontrolsfortheanimalroom willbe setto
maintaina temperatureof 19*Cto23*C,a relativehumidityof
5(r/.2:2(r/.,anda 12-hourlight/12-hourdarkcycle.The dark
cyclemay be interrupteddue toin-lifeprocedures.

(r)Acclimation
At least7 days

(8) SelectionorTestAnimals
Basedon healthand body weightaccordingto CHW SOPS. An
adequatenumber of extraanimalswillbe purchasedso that
no animalinobviouslypoorhealthisplacedon test.The animalswill
be placedintostudygroupsusinga stratifiedbody weight
randomizationprogramwithinninedaysof studyinitiation.

(9) JustiricationforSpeciesSelection
Historically,theNew ZealandWhite albinorabbithas beentheanimal
of choicebecauseof thelargeamount of backgroundinformationon
thisspecies.
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B. DoseAdministration

(1) TestGroups

ControV Dose Level Number of Animals
Group TestMaterial (mg&gtday) Males Females

Distilled
I (Control) Water 0.01 3 3

-T-2 T-6564 10.0-- 3 3

To be administeredata dosevolume of 0.5mL/kg of body weight
To be administeredata dosevolume of 0.01mL/kg of body weight

(2) PreparationofExposureArea
Onthedaybeforetheinitialtestandcontrolmaterialapplication,the
backand.ifnecessary(toobtainunblemishedskin),theflanksof each
rabbitwillbe clippedfreeofhairwithan electricclipper.The shaved
areawillconstituteapproximately201/.ofthetotalbody surfacearea.
The treatmentsites(intactskin)willbe inspectedforinterfering
lesions,irritation.ordefectsthat'wouldprecludetheuseof any of the
animals.The animalswillbe clippedasneededthroughoutthestudy.

(3) Dose Administration
Allanimalswillreceivefiveconsecutivedaysofadministrationofthe
respectivecontrolor testmaterialappliedtothesame respective
applicationsiteeachday. The testmaterial/vehiclemixturewillbe
preparedfresheachday ofadministration.The firstday oftreatment
willbe designatedas Day 1. The controlmaterialwillbe applied
undilutedata dosevolumeof 0.5mL/kg. The Group 2 testmaterial
willbe dilutedwithdistilledwaterandappliedata dosevolume of
0.01mL/k-S.The dosesfortheanimalsinGroups I and 2 willbe
basedon theanimal'sbody weighttakenon Day Ibeforethefirst
administrationand appliedtotheareaofexposureina thinand
unifor-mlayer.The areaofapplication(GroupsI and2) willbe
completelycoveredwitha 4-ply5.0-cmx 5.0-cmgauzepatch.All
patcheswillbe securedwithpapertapearound alledges and
overwrappedwithSaranWrap' and Elastoplast*tapeto providean
occlusivedressing.The rabbitswillbe collaredduringeach
approximate23-hourapplicationperiod.The preparedtestmixtures
willbe storedatroom temperatureuntiladministration.
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CHW 6329-185
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(4)Reason forRoute ofAdministration
The dermalrouteisa potentialrouteof exposureinhumans.

(5) Removal orTestMaterial
Approximately23 hoursaftereachtestor controlmateiialapplication,
thepatchesand collarswillbe removed and theresidualmaterialwill
be removed usingwateror an appropriatesolvent,ifnecessary.The
sitesoftestand controlmaterialapplicationwillbe washed withwarm
tapwaterpriortothetissuecollectionprocedure.

C. ObservationofAnimals

(1)ClinicalObservations
Beforecontrolor testmaterialadministration,atapproximately1,2.5.
and 4 hoursaftereachadministrationof controland testmaterialon
Days 1-5forclinicalsiM dailythereafterforclinicalsigns,and twice
daily(a.m.and p.m.)formortalitythroughDay 29 (a.m.mortality
onlyon Day 29).Observationsmay be extendedwhen directedby the
studydirector.

(2) Reading orDermal Irritation
Beforetheinitialcontrolortestmaterialadministration,thedermal
irritationreadingwillbe made and recordedastheDay I reading
(Attachment1).Additionaldermalirritationreadingswillbe made
within30 to 60 minutesaftereachpatchremoval(Days 2-6)andon
StudyDay 13. Individualdermalirritationrecordswillbe maintained
foreach animal.

(3) Body Weights
For randomization,beforetheinitialtestor controlmaterialapplication
(Day 1),on Day 29,oratdeath(whensurvivalexceedsI day)

(4) BloodSample Collections

(a) Frequency
Predose(anytimefromup tofourdaysbeforethe initialdose
administrationtoDay 1),on Days S. 15,22,and atexperimental
termination(Day 29)
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(b)NlethadofCollection/Numberof Animals
Blood samples(approximately4 mL) willbe collectedfrom a
marginalcarveinof allanimalsattheintervalspredosethrough
Day 22.

From theposteriorvenacavk approximately20 mL of blood
willbe obtainedfromeachanimalsacrificedina moribund
condition(ifpossible),approximately20 to40 mL ofbloodwill
be obtainedfromeachcontrolanimalsacrificedon Day 29 (the
maximum volume possiblewillbe obtained),and approximately
20 mL of bloodwillbe obtainedfrom eachGroup 2 animal
sacrificedon Day 29.

The bloodsampleswillbe storedatroom temperatureand then
centrifuged,and theseparateserum and cellularfractionsstored
ina freezersettomaintain-20*C:tlO*C.The serum and
cellularfractionsobtainedthroughDay 15 willbe sentfrozenon
dryicetotheSponsorone totwo weeks priorto in-life
termination.The serum and cellularfractionsobtainedafter
Day 15 willbe sentfrozenon dryicetotheSponsorwithinone
week afterin-lifetermination.The Sponsorisresponsiblefor
theretentionand dispositioit.of thesamples.

The serum and cellularfrictionsampleswillbe shippedto:

James D. Johnson
3M E.T.& S
Bldg.2-3E-09
935 Bush Avenue
St.Paul,MN 55106

JamesD. Johnsonor hisalternatewillbe notifiedregardingthe
shipmentof thesamples.
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D. Pathology

(1) UnscheduledSacririctsand Deaths
Any animaldyingduringthestudyor sacrificedin a moribund
conditionwillbe subjectedtoan abbreviatedgrossnectopsy .
examinationandallabnormalitieswillbe recorded.Animalsina
m ribundconditionwillbe anesthetizedwithsodium pentobarbital(viao
injectioninthemarginalearvein).bledviathevenacava,and
cxsanguinated.The whole liver,bile(allavailable).an approximate
]-= x 1-cmsectionof thedemat applicationsiteand bothkidneys
(collectedasone sample)willbe collectedfrom allanimalsdying
duringthestudyorsacrificedina moribund condition,weighed
(volumeonlydeterminedforbile),and immediatelyplacedintoa
freezersettomaintaina temperatureof-200C ±10*C. Afternecropsy,
theanimalsWillbe discarded.

(2) Scheduled Sacririce
On Day 29,theanimalswillbe anesthetizedwithsodium pentobarbital
(viainjectioninthemarginalcarvein),bledviathevenacavz,
exsanguinated,and subjectedtoan abbreviatedgrossnecropsy
examination.The animalswillbe necropsiedinrandom orderand all
abnormalitieswillbe recorded.The wholeliver,bile(allavailable),
an approximate1-= x 1-cmsectionofthedermalapplicationsite,and
bothkidneys(collectedasone sample)willbe collected,weighed
(volumeonlydeterminedforbile),and immediatelyplacedintoa
freezersetto maintaina temperatureof -20*C±10*C. Afternecrapsy,
theanimalswillbe discarded.

(3) TissueSample Shipment
The samples(liver,bile,dermalapplicationsite,and kidneys)willbe
sentfrozenon dry icetotheSponsorwithinone week aftercollection.
The samplesand theircorrespondingweightsor volumes willbe
shippedtothepersonlistedin Section7.C.(4).(b).The Sponsoris
responsiblefortheretentionand dispositionof thesamples.

F- StatisticalAnalyses
No statisticalanalysesarerequired.
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S. Report
A finalreportincludingthoseitemslistedbelowwillbe submitted.

Descriptionofthetestand controlmaterials
Descriptionofthetestsystem
Procedures
Datesof experimentalinitiationand termination
Tabulationof mortalitydataby sex and doselevel
Descriptionof any toxiceffects/dermalirritation
Tabulationof mean body weightsby sex and dose level
Grosspathologyfindings
Grosspathologyreport(ifrequestedby theSnidyDirector)
Individualanimaltissueweightsand bilevolumes

9. LocationofRaw Data,Records,ReserveSample(s),and FinalReport
Originaldata,or copiesthereof,willbe availableatCHW tofacilitateauditing
thestudyduringitsprogressand beforeacceptanceof thefinalrqmrt. When the
finalreportiscompleted,controlmaterialreservesample(s),alloriginalpaper
dam includingthoseitemslistedbelowwillbe retainedinthearchivesof CHW
fora periodofone yearfollowingsigningof thefinalreport.One yearafter
signingof thefinalrepom alloftheaforementionedmaterialswillbe senttothe
Sponsorand a returnfeewillbe charged.The Sponsormay electto havethe
materialsretainedintheCHW Archivesforan additionalperiodof timeand
CHW willchargea storagefee.IftheSponsorchoosestohaveCHW disposeof
thematerials,a disposalfeewillbe charged.

Protocoland protocolamendments
Dose preparationrecords
In-liferecords
Body weights
Randomizationdata
Dose administration
Observations

Anatomicalpathologyrecords
Sample collectionrecords
Shippingrecords
Study coffespondence
Finalreport(originalsignedcopy)
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The followingsupportingrecordswillbe retainedatCHW butwillnotbe
archivedwiththestudydata.

Animal receipttacclimationrecords
Water analysisrecords
Animal room temperatureand humidityrecords
Refrigeratorand freezertemperaturerecords
Instrumentcalibrationand maintenancerecords
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PROTOCOL APPROVAL

R.4G. P.Iki.,PhD.DABT DAe
Sponsor's Representative
3M

t9
F. Bud W. McDorald Date
StudyDirector
Acute Studies
Coming HazletonInc.

FLepresen6tive Date
QualityAssuranceUnit
Coming FAzletonInc.

(6329-ISS)RD
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Attachment I

ScoringScaleforAcuteDermalReactions

Erythema
0 -None
I -Slight
2 - Moderate

3 -Severe

Edema
0 - None

I - Slight(barelyperceptibleto well definedby definiteraising)
2 - Moderate (raisedapproximatelyI mm)

3 - Severe (raisedmore than I mm)

Atonia

0 - None
I - Slight(slightimpairmentof elasticity)

2 - Moderate (slow returnto normal)
3 - Marked (no elasticity)

Desquamation
0 - None

I - Slight(slightscaling)

2 - Moderate (scalesand flakes)
3 - Marked (pronounced flakingwith denuded areas)

Coriaceousness

0 - None
I - Slight(decreaseinpliability)

2 - Moderate (leatherytexture)

3 - Marked (tough and brittle)

Fissuring

0 - None

I - Slight(definitecracksin epidermis)
2 - Moderate (cracksin dermis)

3 - Marked (crackswith bleeding)
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CORNING Hazl"on

AMENDMENT NO. ITO THE PROTOCOL

ProtocolNo.:TP6351

5-DailyDose DermalAbsorptiorVToxicityStudyofT-6564inRabbits

CHW 6329-185

Sponsor TestingFacility

3M Coming HazletonInc.
ToxicologyService 3301 Kinsman Boulevard
MedicalDepartment Madison.Wl 53704
3M Center,Bldg.220-2E-02
P.O.Box 33220
St.Paul,MN 55133-3220

Sponsor'sRepresentative StudyDirector

RogerG. Perkins.PhD. DABT F.Bud W. McDonald

Thisamendment modifiesthefolio%%ingportionoftheprotocol:

EffectiveOctober28.1996

1. Paae 7,7.ExperimentalDesign,B. DoseAdministration,(1)TestGroups.The
testmaterialcan notbe administeredata doselevelof 10.0m-e/kgusinga dosevolume
of 0.01mL/L-g.To beabletoadministerthetestmaterialat10.0mg&-g.increasethe
dosevolume to0.5mukg. Replacethetableinthissectionoftheprotocol%%iththe
l'ollowing:

Cornin; rhamiccutical Smic"
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