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(COMPLIANCE STATEMENT

Primary Dermal Iritation/Corrosion
StudyofT-6684 in Rabbits

(OECD Guidelines)

‘This study was conducted in accordance with the Organisation for Economic Cooperation
and Development Principlesof Good Laboratory Practice, C(81)30(Final).

Ne ee WN Noo |
Steven M. Glaza, Date
Study Director
Acute Studies
Coming Hazleton Inc.
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QUALITY ASSURANCE STATEMENT

‘This reporthasbeen reviewed by the Quality Assurance UnitofCorning Hazleton Inc., in
accordance with the Organisation for Ecomonic Cooperation and Development (OECD)
Principles of Good Laboratory Practice, C(81)30(Final). The following. inspections were
conducted and findings reported to the Study Director and management.

Date Date
Inspection Dates Reported to Reported to

From —To Phase StudyDirector Management

11/25/96 11/25/96 DosePreparation 11/25/96 11/25/96
01/08/97 01/08/97 Data/Report Review 01/08/97 01/08/97

LooboGoatid- 1-10-97
Representative, Quality Assurance Unit Date
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STUDY IDENTIFICATION

Primary Dermal Iritation/Corrosion
StudyofT-6684 in Rabbits

(OECD Guidelines)

Test Material T6684

Sponsor 3M
Toxicology Service
Medical Department

3M Center, Bldg. 220-2E-02
P.0. Box 33220
St. Paul, MN 55133-3220

‘Sponsor's Representative Roger G. Perkins
3M
Toxicology Service
Medical Department

3M Center, Bldg. 220-2E-02
P.0. Box 33220
St. Paul, MN 55133-3220
(612) 736-7428

Study Director Steven M. Glaza
Corning Hazleton Inc.
P.0. Box 7545
Madison, WI 53707-7545
(608) 241-7292

Study Location Coming Hazleton Inc.
3301 Kinsman Boulevard
Madison, WI 53704

Study Timetable
Study Initiation Date November 22, 1996
Experimental (In-lfe) Start Date: November 25, 1996
In-life End Date December 9, 1996
Experimental Termination Date: December 9, 1996
Study Completion Date January 10, 1997
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KEY PERSONNEL

Acute Studies Quality Assurance

Steven M. Glaza Sherry R. W. Petsel
Study Director Manager
Manager

Steven R. Sorenson Laboratory Animal Medicine
Study Coordinator

Cindy J. Cary, DVM
Jeffrey B. Hicks Diplomate, ACLAM
In-life Supervisor Supervisor

Rose M. Bridge
Administrative Supervisor

Toxicology Support

Kathy Myers
Manager

Calvin L. Horton
Supervisor
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OBJECTIVE

‘The objectiveofthis study was to assess the relative level of primary skin
initation/corrosion ofa test material on rabbits under semioceluded conditions."

All procedures used in this study were in compliance with the Animal Welfare Act
Regulations. In the opinionofthe Sponsor and study director, the study did not
unnecessarily duplicate any previous work. All procedural times presented in this report
fall within the acceptable ranges as specified in the Wisconsin facility of Corning
Hazleton Inc. (CHW) Standard Operating Procedure (SOF).

TEST MATERIAL

Identification
‘The test material was identified as T-6684 and described as an off-white liquid.

Purity and Stability
‘The Sponsorassumes responsibility for purity and stability determinations (including
‘under test conditions).

Storage and Retention
‘The testmaterial wasstored atroom temperature.Anyunusedtestmaterialwillbe
retumed to the Sponsorafterissuanceofthefinalreport according to CHW SOP.

Safety Precautions
The test material handling procedures were according to CHW SOPsand policies.

8 005691
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TEST SYSTEM

Test Animal

Adult albino rabbits ofthe Hra:(NZW)SPF strain were procured from HRP, Inc.,

Kalamazoo,Michiganon October 30, 1996.

Housing
After receipt, the animals were acclimatedfor a period ofat least 7 days. During

acclimation and throughout the study, the animals were: individually housed in stainless

steel cages. Environmental controlsfor theanimalroom were settomaintaina

temperatureof 19°to 23°C, a relative humidityof 50% 20%, and a 12-hour light/

12-hour dark lighting cycle. In cases where variations from these conditions existed, they
‘were documented and considered to have hadno adverse effectonthe study outcome.

‘Animal Diet

The animals were provided access to waterad libitum and a measured amount of

Laboratory Rabbit Diet HF #5326, PMI Feeds, Inc. The feed is routinely analyzed by the

‘manufacturer for nutritional components and environmental contaminants. Samples of
the water are periodically analyzed. There were no known contaminantsin the feed or
‘water at levels that could be expected to interfere with or affect the resultsofthe study.

Animal Selection and Preparation ofExposure Area

“Two male and one female healthy, acclimated rabbits, weighing from 2,662 10 2,937 g.

‘and approximately 14 to 18 weeks ofage,were selected at randomandidentified by

‘animal number and correspondingeartag. Onthe day before treatment, the back and/or
flanks ofeach animal were clipped freeofhair to obtain one unblemished skin site. The

‘animals were clipped as needed throughout the study.

005687 °
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Justification for Species Selection
Historically, the New Zealand White albino rabbit has been the animalofchoice for
evaluating the effect ofchemicals on the skin.

PROCEDURES

Preparationof Test Material
The test material was administered as received. The pHofthe test material was not able
10 be determined.

Treatment
‘Theundilutedtestmaterialwasappliedtothe intact skin site on cach animal’s back
(approximate exposure areaof 6.25 cm’) intheamountof0.5 mL.Thearea of
‘application was covered with an 8-ply 2.5-cm x 2.5-cm gauze patch secured with paper
tape, loosely overwrapped with Saran Wrap®, and secured with Elastoplast® to provide a
semiocclusive dressing. .

At the endofthe 4-hour exposure period, the patches were removed and the test sites
‘were washed using tap water and disposable paper towels. The test material was removed
from the test ites as thoroughly as possible without imitating the skin.

Reason for RouteofAdministration
Historically, the dermalroutehas been the routeofchoicebasedon the method of
Draize.*

Observations
‘Thirty minutesafter removalofthe test material, the degree of erythema and edema at
each test ste was read according to the Draize technique (recorded as the 4-hour score).
Subsequent examinations were made at 24, 48, 72, 96 hours and Days 7 and 14. The
untreated skinofeach animal was used for comparison.

10 €U5693
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Animals were weighed before test material administration and at weekly intervals
throughout the study.

Termination
At terminationofthe in-ife phase, al animalswerecuthanized and discarded.

Statistical Analyses
No statistical analyses were required by the protocol.

Location ofRaw Dats, Records, and Final Report
‘Therawdata,records,andanoriginalsignedcopy ofthefinalreportwillberetainedin
the archives ofCHW in accordance with CHW SOP.

RESULTS/DISCUSSION

Individual dermal irritation scoresarepresentedinTable 1. Average primary dermal
imitation scores and individual body weights arein Tables 2 and 3, respectively.

‘Applicationof T-6684 to the skin of rabbits under 4-hour semioceluded conditions
resulted in well-defined erythema and slight to moderate edema reactions. Desquamation
and fissuring were also observed. All iitation cleared by the Day 14 observation.

SIGNATURE

. 10-4)Steven M. Glaza Date
Study Director
Acute Studies

(Lig9q ©
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Table 1

Individual Dermal Irritation Scores

Animal Hour Day
Number ~ 424 48 739 714

Erythema

F697 2 1 1 1 2 oo
F61198 2 2 2 2 2 20
F619 2 2 2 2 2 “0

Edema

F617 3 11 12 oo
F698 2 1 1 1 10
F199 3 2 2 2 2 20

@ Desquamaton
f  Fissuring.

-_
13 LU5G696
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Table 2

Average Primary Dermal Irritation Scores

servation Average
Period Score®

4 Hour 47
24 Hour 30
48 Hour 30
72 Hour 30
96 Hour 37
Day7 27
Day 14 00

+The average primary dermal imitation score
is the total dermal iritation score for all the
‘animals (erythema and edema) divided by
the numberoftest sites (3) at cach
observation period.

Table3

Individual Body Weights (g)

“Animal Day
Number Sex Predose 7 TT

F697 M 2,937 3,036 3,137
F6l198  F 2,662 2,836 2,919
F619 M 2,755 2,906 2,943

605697
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APPENDIX

Protocol TP2071
Protocol Amendment No. 1
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P2071
Page 3

1. study
Primary Dermal Irritation/Corroston Study fn Rabbits (OECDGuidelines)

2. Purpose
To assess the relative level of primary skin frritation/corrosion ofa test material on rabbits under semfoccluded conditions

3.
RISES, ted tn accordance with the folloving GoodLaboratory Practice Regulations/Standards/Guidelines:

Conduct as a Honregulated Study
Faint dome
[1 40 CIR 160° (EPA-FIFRA)

40 CFR 792 (EPA-TSCA)
clon (final) (GECD)

{7 lotiticatton ho. sas, august 10, 1984 (dpunese WHEE)
1 Notification No. 313, March 31, 1962, and as amended byNotification No. 870, October §, 1385 (Japanese OH)
A procedures in this protocol are in coaplfance with the AnimalWelfare Act Regulations. In the opinion of the Sponsor and studydirector, the study does not unnecessarily duplicate any previo:

4. Quality Assurance
For regulated studfes, the protocol, study conduct, and the finalreport will be audited by the Qualiiy Assurance Unit in accordance
with Hazleton Wisconsin (HNI) Standard Operating Procedures (SOPs)and pol fetes.

5. lestMaterial
A. Jdentification

(See sample submittal form)
8. Physical escrition

(See sample subaittal form)
C. PurityandStability

The Spansor assuses responsibility for purity and stability
deterninations (including under test conditions). Sasples of
Lest mterial/vahicle mixtures) (if applicable) forconcentration, solubility, hosogeneity, and stability analyses
wi11 be taken'before aduinistration {f requested by theSponsor. These samples (if taken) will be sent to the Sponsorafter experimental termination for possible analysis.

C05 702
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P2071
Page 4

0. Storage
(See sample subaitta) form)

E
SHEETS than 4 seoks 10 experimental duration wit nothave reserve samples retained.
Reserve samples) of each batch/Tot of test materfal will beLaken "this study 15 more than 4 weeks in experisental

The test material reserve sample will be stored at INI fn afreezer set to maintain a tesperature of below 0°C for 10 yearsgir Ji Sop. The Sponsor ube contacted after 10 yours fordisposition in accordance with the appropriate. regulatory GoodLaboratory Practices.
F. Retention

Any unused test mater(al {11 be discarded after fssuance ofthe final report, unless directed otherwise by the Sponsor.
6. SafetyPrecautionsRs required by WHI SOPs and policies

6. Excerisental Desian
A dnimals

(0) Soectes
Rabbit

2) Straio/Source
SESeton research products, Tc.

(3) faeatInitiationaut
(4) Melshtat Inittation2003.5 kg
(5) fuserandSexof any sex
(6) IdentificationIndividual numbered ear tag.

005703 -
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P2071
Page 5

(1) Husbandry
(a) Housing

Individually, in screen-bottom stainless steel cages(heavy gauge].
(b) Food
OE red amount or High Fiber Rabbit Cho” #5326{Purina Hills, Inc.). The food is routinely analyzedby the manufacturer for nutritional components and.environsental contaminants.
(c) ater

tun rem ay wtemtic systen. Samples of theater are anayzed by 4 for fora) dissolved solids,hardness, and specified microbiological content andfor selected eleents, heavy metals,
organophosphates, and’ chlorinated hydracarbons.

(@) Contaminants
(SEES ory contantants fn the fad or vaterthat would interfere with this study.
(e) Environsent

Environsental controls for the anisal room will beset to maintain a tesperature of 19 to 23°C, arelative huaidity of 50% 420%, and a 12-hour
Tight/12-hour dark cycle.

f) Acclisation0 femdays.
(8) SelectionofTestAnimalsBased on health and body weight according to HMI SOPs. Anadequate nusber of extra anieals will be purchased so thatno antaal in obviously poor health fs placed on test.
(9)

Historically, the New Zealand White albino rabbit has beenthe anisal of chofce for evaluating the effect ofchenicals on the skin.

2 C85704
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TeenyFioe d

5. baseMdnintstration
©) prerationofExoosuce preaGn the Gay Before est material adsinstration, the backandjar F12nks of each animal M11 bo lipped Fret of heir.The treatment sites ili be fnspected fof interferingleben, Triads, or dehet tat wet reciue euse OF dry of he sntmale The animate WIT be chipped asSeeded Shrovghout the study.
0) poseAtsinistration
@ Before administration of 1iquid test materials the pH ofthe material uit] be detersined (1 possible): ‘Tho testmaterial vill be spol led to the {nackte areaGgproteiten Seat) oh sith Tl, Bn Seamount ofCTR of Talat aie ae cor ofsolids, "11'3 Tiautd, the test material WIgoappliedindiluied.” T's salid, he test material WI} bnsoistaned with 0.5% sai ne ‘Aerosol miteriats wi bedischarged into 3 besker 31d Adainistered 33 3 }iqutd:The ares of application m1 be covered with & 2.5uce x215-Ca Gauze peich secured With paver tape and svererappedSih Sede tnd lkssoptast! Lape to provide sertociutte reiting. inET ho be Caresairing the hour aplication period.
®) eatenforRouteofMdsintstrationRARTUE NE been the route ofChoice based on the ethos of Draize:
(4) RemovalofTestMaterialAfter the hours of exposure, the patches and téstsaterial 11 be resoved a5 shoroughly as passibie usingater Sadar an spprapriate Solvent thee SrHCRLin the

C. ObservationofAnimals
1) Readingof Dermal IrritationRoprostasiely 30 ainites after resoving patches, thedepres of crythess and dems ¥1T) be avatunied sccardingLo°the Draize technique (Attachsent 1) and recorded as The4chour score. The {ntact skin af exch antes] wii] sere551% om Contra. Subsesuent resdings wiTl be taken stSEprovISately 24, 49, and 12 hours a1LeF patch remaver-IPTGion 15 present at the 73-hour sramimtion,additional ahsersations il) be made 3 spproxisuiely 96Hours and at Days 7, 1, and 21, or unti1 eT dreiiation

C05705
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Toonped]

has cleared. Based on the level of irritation observed at :ny Gf these ties points, the study muy be tortmsten at£18 direction of the Study dirachan.
@) ote detonts

) Just before test material adafnistration and weeklyhereafter (shen FPIIGASIE):
0. PatholosyAry Satie dying during the study wT) be sudected to anabbreviated oracd necropsy amination ang Sh ssvovme iesSIT brat” AT Tarp. 1 des wT Ydiscarded nd o't{saves wTbe Saved. AL Lereinetion of theexparinenta] phase, ‘surviving animals KI be destorated fo beSaerifrced and Srseariel
E. Statistica)AnalysesoHes are requires.

n SEBEL report tctudig those tems std brow iT be submited:
scription of the test materi)scription of the Lei Sten

Procedures etGates of perimental fttation and terminationTituTatlon of Iriation detaDescription dry toxic efficts other than derma frritation
5 Sate ae bect EL tofachfLate auditing he study during 15 progress and beforeacceptance of the Fina] report. When the Fa) report 1. repleted,S11 ariginal paper daa, Including those fiens 115ced baton oil) beTotained Tn the archives of WHI sicorgin i) S05:

Brotocol and protocol amendmentsDose preparation recordsThe caresodyve rontsGost aministration
ponte ethotony ecards (IF aphfcabe)natouical pathelosy records(if applicable)Study correbpondencsFina Fogo origina signed cop)

¢05706
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P2071
Page 8

The following supporting records will be retatned at INI but willnot. be archived with the study data.
Antal recefpt/accl {nation recordsMater. analysis’ recordsAnisa ‘rooa temperature and humidity recordsRefrigerator and freezer tesperature records

G05707
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Attachaent 1

Primary Dermal Irritation Scoring ScaleOrta Techie)

(1) Erythems and Eschar Formation
Ho erythema 0Be THERE ervinms (arty perceptive :Vedat ined cytrem :Haderate to severe stythesa igoers Sram (Eel Taine) to high escharformation (Injuries in depth)

Highest possible erythens score ‘
@ tem Formation

to stems : 0ry Slt oes arr pertivn iSHE edema (aed are veh) deFined bydefinite raising) 2Haderate dens {rated wproxtmately 1 m) iSevere cdeea (raised approximately § mn ondextending beyond area of expose] ‘
Highest possible edema score ‘

GO.2% 5709
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oH lo. _Guiqugs
PROTOCOL AMENDMENTS

Aoendent No. _I__
Effective _Nsvensce22,/99¢e

Portion of Protocol Being Modified: __Apolicable sections of the orotoco

[Reason for ModiFication: Toidentify thelocation wherethestudywillbe conducted|and to reflect a corpary name change fron Harleton Wisconsin, Inc (HAI) io| CorningHazletoninc.(OW).replacewherever applicablethe’folloingchaoss |
Modification: ______corntoatasletontoc, om) || S301 Rinsnan BouTevard. Mebewream|

{
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