
CortiHit.cosetBE AR260322SAIS tn
608.241.4471 608.241.7227 Fax CORNINGHazleton

3M

St. Paul, Minnesota

FINAL REPORT

Study Title:

Primary Eye Irritation/Corrosion Study of T-6684 in Rabbits
(OECD Guidelines)

Author:

Steven M. Glaza

Study Completion Date:

January 28, 1997

Performing Laboratory:

Corning Hazleton Inc.

3301 Kinsman Boulevard

Madison, Wisconsin 53704

Laboratory Project Identification:

CHW 61101151

Page1 of 31 | FEB -3007

605711



CHW s1101151_—  cHwenoust
(COMPLIANCE STATEMENT

Primary EyeIrritation/Corrosion Studyof T-6684 in Rabbits
(OECD Guidelines)

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

. A)StevenM. Glaza Date
Study Director
Acute Studies
Coming Hazleton Inc.
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QUALITY ASSURANCE STATEMENT

‘This report has been reviewed by the Quality Assurance UnitofCorning Hazleton Inc., inaccordance with the Organisation for Ecomonic Cooperation and Development (OECD)PrinciplesofGood Laboratory Practice, C(81)30(Final). The following inspections wereconducted and findings reported to the StudyDirector and management

Date Date
Inspection Dates Reportedto Reported toFrom To Phase Study Director _ Management

12/03/96 12/039 Dose Preparation 12/03/96 12/03/96
01/23/97 0123/97  Data/Report Review 0123/97 01/23/97

[27.77
Representative, Quality Unit Date
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STUDY IDENTIFICATION

Primary Eye Irritation/Corrosion StudyofT-6684 in Rabbits
(OECD Guidelines)

‘Test Material T-6684

Sponsor 3M
Toxicology Service
Medical Department

3M Center, Bldg. 220-2E-02
P.O. Box 33220

St. Paul, MN 55133-3220

Sponsor's Representative Roger G. Perkins, PhD
3M

Toxicology Service
Medical Department
3M Center, Bldg. 220-2E-02
P.O. Box 33220

St. Paul, MN 55133-3220

(612) 733-3222

Study Director Steven M. Glaza
Corning Hazleton Inc.

P.O. Box 7545
Madison, WI 53707-7545

(608) 241-7292

Study Location Corning Hazleton Inc.

3301 Kinsman Boulevard
Madison, WI 53704

‘Study Timetable
Study Initiation Date ‘November 27, 1996
Experimental (In-life) Start Date December 3, 1996

In-lifeEndDate December 17, 1996
Experimental Termination Date December 17, 1996
‘Study Completion Date January 28, 1997
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KEY PERSONNEL

Acute Studies Quality Assurance

Steven M. Glaza SherryR.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 toassessthe relative levelofirritation/corrosionproduced
followinga single exposureof atest material tooneeyeofalbino rabbits."

Allproceduresusedinthisstudywere incompliancewiththeAnimal Welfare Act
Regulations. Inthe opinionofthe Sponsorand study director, the study did not
‘unnecessarily duplicate any previous work. All procedural times presentedin this report
fall within the acceptable ranges as specified in the Wisconsin facilityofCorning Hazleton
Inc. (CHW) Standard Operating Procedure (SOP).

TEST MATERIAL

Identification

‘The test materialwasidentified as T-6684 and described as an off-whiteliquid.

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

Storage and Retention
‘The test material was stored at room temperature.Anyunused test material will be
returnedtothe Sponsor after issuanceofthe final report according to CHW SOP.

Safety Precautions

‘The test material handling procedures were according to CHW SOPs andpolicies.
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TEST SYSTEM

Test Animal
Adult albino rabbitsofthe Hra:(NZW)SPF strain were procuredfromHRP, Inc.,
Kalamazoo, Michigan on October 30, 1996

Housing
After receipt, theanimalswere acclimated for a periodof atleast7 days. During
acclimation and throughout the study, the animals were individually housed in stainless
steel cages. Environmental controls for the animal room were set to maintain a
temperature of 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 had no adverse effect on the study outcome.

Animal Diet
‘Theanimalswere provided access to wateradlibitum and a measured amount of
Laboratory Rabbit DietHF #5326, PMI Feeds, Inc. The feed is routinely analyzed by the
‘manufacturer for nutritional components and environmental contaminants. Samplesofthe
‘waterareperiodically analyzed. There were no known contaminants in the feed or water
at levels that could be expected to interfere with or affect the resultsofthe study.

Animal Selection
Three healthy, acclimated male rabbits, weighing from 2,526 to 2,685 g and approximately
17 weeksofage, were selected at random and identifiedbyanimal number and
correspondingeartag. The animals’ eyes were examined on the day before test material
administration using sodium fluorescein dye procedures. Only those animals with no sign
of ocular injury or irritation were used.

Justification for Species Selection
Historically, the New Zealand White albino rabbit has been the animalofchoice based on
its large orbit and nonpigmented iis. _

9 %
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cawetionst-_ 0cawenons
PROCEDURES

Preparation of Test Material

‘The testmaterialwas administered as received. The. PHofthetest material was not able
to be determined.

Treatment
Each rabbit received 0.1 mLofthe undiluted test material placed into the everted lower lid

ofthe right eye, with the left eye servingasthe untreated control. The upper and lower
lidsweregently held together for 1 second to prevent lossofmaterial and then released.

‘The eyesofthe rabbits remained unflushed immediately after treatment.

Reason for Route ofAdministration

Historically, the ocular route has been the route ofchoice based on the method ofDraize.?

Observations

The treated eyes were observed for ocular irritation at 1, 24, 48, 72, and 96 hours and
Days 7 and 14 after treatment. Irritation was graded and scored according to the Draize
technique using a penlight as the sourceofillumination. Sodium fluorescein examinations
‘were used to aid in revealing possible corneal injury at the observations conducted at 24
hours

Animals were weighed before test material administration and at ‘weekly intervals

throughout the study.

‘Termination

At terminationofthe in-life phase, allanimalswere euthanized and discarded.

1 005720
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Statistical Analyses
No statisticalanalyseswere required by the protocol.

Location ofRaw Data, Records, and Final Report
‘The raw data, records, and an original signed copyofthefinal report will be retained in
the archivesofCHW in accordance with CHW SOP.

RESULTS/DISCUSSION

Averageprimaryeye irritation scores arein Table 1, with individual eye irritation scores in
Table 2. Sodium fluorescein examinations and the individual body weights are in Tables 3
and 4, respectively.

‘Thetestmaterial, T-6684, when evaluated for its primary eye iritation potential in rabbits,
produced a comeal opacityin one animal, iridal involvementin two animals, and slight to
moderate conjunctival iritation in all three animals. Al treated eyes had returned to a
‘normal appearance by Day 14 after treatment.

SIGNATURE

Nose WN NW= 128-97
Stevea M. Gaza Date
Study Director
Acute Studies
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Table 1

Average Primary Eye Irritation Scores

Observation “Average
Period Score*

1 Hour 123
24 Hour 67
48 Hour 67
72 Hour 53
96 Hour 40
Day 7 07
Day 14 00

* The average primary eye irritation
score is the total eye irritation score for
all the animals dividedbythe number
ofanimals (3) at each observation
period.

5 605723
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Table 2

Individual Eye Irritation Scores

“Animal Comea Tris Conjunctivae Total
Number —_A B C D E F__ Score*Number A2BCDEF_Scoret

1 Hour

F61209 1 1 1 2 1 1 180
F61210° 0 0 i 2 1 130
F61211 0 0 0 2 1 0 60

Mean 123

24 Hours

F61209 0 0 0 2 1 I 80
F61210 0 0 0 2 1 0 6.0
F6i2ll 0 0 0 2 1 0 60

Mean 67
EE— ee
Cornea Tris Conjunctivae
A- Degreeofopacity C - Degreeof ridal D- Redness
B- Areaofinvolvement imitation E - Chemosis

F- Discharge

* Totalscore =(AxBx5)+(Cx5)+[(D+E+F)x2].
b  Blanching
d  Purulent discharge.
i Injected.
t No pain response after test material instillation.
u Excessive paving at the treated eye after test material instillation.

605724
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Table 2 (Continued)

Individual Eye Irritation Scores

Animal Comea Tris Conjunctivas Total
Number —_A B c D E F__ Score*Number A2BCDEFScore*

48 Hours

F61209 0 0 0 2 1 1 8.0
F61210 0 0 0 2 1 0 60
F61211 0 0 0 2 1 0 60

Mean 67

72 Hours

F61200 0 0 0 2 1 Is 80
F61210 0 0 0 1 1 0 40
F612 0 0 0 1 1 0 40

Mean 53

Cornea Tris Conjunctivae
A-Degreeofopacity C-Degreeofiridal D -Redness
B - Area ofinvolvement imitation E - Chemosis

F- Discharge

* Total score=(AxBx5)+(Cx5)+[(D+E+F)x2]
b Blanching,
d  Purulent discharge.

Cos 72s
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‘Table 2 (Continued)

Individual Eye Irritation Scores

“Animal Comea Tris Conjunctivae Total
Number A B c D E F__ Score*Number ABCDPFFScoret

96 Hours

F61209 0 0 0 1 1 0 40
F61210 0 0 0 1 1 0 40
F61211 0 0 0 1 1 0 40

Mean 40

Day?

F61209 0 0 0 1 0 0 20
F61210 0 0 0 0 0 0 00
Fei2ll 0 0 0 0 0 0 00

Mean 07

Cornea Tris Conjunctivae
A- Degreeofopacity C- Degreeofiridal D- Redness
B - Area ofinvolvement imitation E- Chemosis

F- Discharge

* Totalscore=(AxBx5)+(Cx5)+[D+E+F)x2]

605726
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‘Table 2 (Continued)

Individual Eye Irritation Scores

“Animal Comea Tris Conjunctivae TotalNumber A B Cc D E F ScoreNumber A2BCDEFSeore*

Day 14

F61209 0 0 0 0 0 0 00F61210 0 0 0 0 0 0 00
F621 0 0 0 0 0 0 00

Mean 00

Cornea Tris Conjunctivae
A- Degreeofopacity C- Degreeof ridal D- Redness
B- Areaofinvolvement iritation E - Chemosis

F- Discharge

* Totalscore=(AxBx5)+(Cx5)+[D+E+F)x2].

00572; -
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Table 3

Sodium Fluorescein Examinations

“Animal ‘Observation Period
Number “Preinitiation _24 Hour

F61209 NEG NEG
F61210 NEG NEG
F61211 NEG NEG
NEG Negative stain retention.

Table 4

Individual Body Weights (g)

“Animal Day
Number Sex Initial 7 iT]

F61200  M 2,685 2,802 2,900
: F61210 M 2,526 2,684 2,796

Fol2ll MM 2.632 2814 2.9%

1s 005728
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ThaneFoes

i stgPrimary Ge Irritation Corraston Study tn Rabbits (OECD Gutdel nes)
2. purseTo S55tss the relative level of freitatton/corraston producedTetloring 3 SHTSTe exposure of a Sest materiel ba ane mee SE atbinerabbits
3. RegulatoryComplianceThis Std vi Be Conducted fn sccondunce with the following GooLaboratory PracticeReg 1441ons/SvundurdsCurie mes

[1] Conduct 22 + Honregutated stu{aE
[] 40 crr 160 {ernieJ saa (Emort hush Gach{] etfction. S88 ut to, ot cops wyU1 fotiticition No! 313" arch 31 fod abo seem byROUCALIon bo. 810, October 3, 1588 {opanese Bs)
£11 procedures tn this protocol are fa comlance with the Anta)Seirire et Regist ions the opinion of the Spaces ned whatsdirector, the Suds does not amecessarhy dot ben ony meetsor

4 Quality Assuranceor regulated Sides, the protocsl, study conduct, and the FinalTeparuiTT be audited by the QaTiiy esarsnes Si 1 CoolieleIL Harleton Wisconsin 141) Standard Operatsos Pcie Fonsndaticien:
5. lestMaterial

A. IdentificationCelia areca fom
8. Physica)DescriptionTse Site SEE form
C. PurityandStabilityThe Henson sisumesrespons 1114 for partty and stabilitydeterminations (1nc)uding der tet cong ionny “boom esorLest material uehicle midturets) (+. Samii) forConcentration, Solubi11iy, hosadeneita, and stabi} sey analysesITT be Laken before sdaiassiretion iF requesens oy TheSponsor. These samples (1 takers will be sen to he SponsorHer exerinenta) termination for postibre stents
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©. Safety PrecautionsBEL cr we rr
6. Experisental Design

A. taimals
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@ Hra: (NIN) SPF/Hazleton Research Products, Inc.

(3) AgeatInitiationne
4) ¥eightat InitiationHy
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7) Husbandry

(a)

ih.
(6) food

A measured amount ofHigh Fiber Rabbit Chow® #5326BEL ho edoeSi
[C] Bifano win, soefi enHESEER

and chlorinated hydrocarbons.
(a EAEscot 14 rt a teRm
© Environaental controls for the animal room will beenteARETE
fn

(8) SelectionofTestAnimalsBE cn
iRe LETGTEyLe

9) Justificationfor Species Selection
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Page 6

8. DoseAdainistration

(1) DoseAduintstration
Before adainistration of 11quid test matertals, the pi ofthe Bater{al will be detersined{If possible). Eachrabbit will receive 0.1 al of undiluted 1Hguid testmaterial or the welght equivalent of 0.1 aL of solid testmaterial (not to exceed 0.1q). If necessary, solid testmaterials will be finely ground into a dust or powder.The test materfal vill be placed into the everted lower11d of the rabbit's eye. The upper and Tower 11ds willthen be gently held together for 1 second before releasingfo prevent Toss of materfal. If the test material fs anaerosol, the test eye will be held open and the testmaterial adainfstered in a single burst of shout 1 secondfrom 2" distance of pproximately 10 ca irectry In fromeof the eye. The eyes of the Group 1 rabbits will remainunflushed for approximately 24 hours followingInstillation of the test material. After 24 hours, awashout may be used ff considered appropriate. Ifspecified by the Sponsor, the treated eyes of two othergroups of animals (three anfmals/group) wil) be washedith Tukewarn tap water for approximately 30 secondsbeginning sporoxieately 4 and 30 seconds, respectively,after instillation of the test material. The volume andYelocity of the flow should not cause injury. The righteye of each animal will be treated with the fest materialand the Teft eye will serve as the untreated control,

(2) BeasonforRouteof AdainistrationHistorically, the ocular route has been the route ofchoice based "on the method of Draize.
C. QbservationofAnimals

(1) Readingof OcularIrritationThe treated eyes of Tl animals will be examined foroeular irritation at approximately 1, 24, 48, and 72 hoursafter treatment. If no irritation of injury is present ai72 hours, the group will be terainated. If irritation 1spresent at 72 hours, additional observations may be made3t 96 hours and at. 7, 14, and 21 days. If at any of theseLine points there is'no irritation, the group will beterminated.
IF Injury is still present at 21 days, additionalobservations may be requested by the Sponsor. Afterrecording the 24-hour observations, sodiua fluorescein maybe used to aid in revealing possibie cornea) injury.

©05736
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Irritation x11) be graded 1nd scored ustng the oratzetechnique (Ritachnent 13. “A11 eve sbvormatseies ep beGre ATsbi htllSLnde stress or discontort wit) be brasens So tbeattention of the study director oF designee chanting toi ote
@ foie sess

) Before test materfal aduintstration and weekly thereafterGeen sopticapte
0. BatholoayRoy SniRi1s dying during the study with be subfected to anabbreviated gross nacrogsy sxaminstion and a1) sheoces tiesbn recoded RET he nea wil 2discarded snd o-tiksues WHT Be aved. AC Lerionton of theexperieental phase, ‘Surviving antasts wiT) be Sasmacoend he heiced woh distant,
E. Statistica)AmlysesHo'STACISHIEAT Shaiyses are required.

7. pertATI report tncluding those tems 11sted below will be submitted:
Description of th test matertalDescription of the test pveenPracediresDies of experimental fnitfation and terainationmary table shoving the Irritation dat 3 sch observation periodRay Spec sbiervations tht vee resorted

8. LocationofRawData,Records, andFina)ReportGriginal dita, ar copies hareat, will Be Serible at WI tofachiitate auditing the study during 115 progress snd beborsacceptance of the nal report: ign the’ FIT sement se eepleted,11 erlainal paper dat, Thcuitng hose ens 115Ees betos oy oeFetained Tn the archives of hI secording ere) Son
Protocol and protocol anendacntsDose reparation recordsTe Tecanody eosBost SaministrationSo . .ntosical pathology records (if ap1icable)Sti correEpangtntsFinal report (original signed copy)
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The following supporting records wil be retained at HI bat itiRok be Archived wiih 1h voy data,
Aateal recetpt/accl maton recordsLiter amayats recorAnte Toor imperative and humidity recordsBelgeratar nd Tracie Heaporstrt Feconsnstrisent al forstion snd Svietensnce corcads
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