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COMPLIANCE STATEMENT

Primary Eye Iitation/Corrosion
Study of T-6564 in Rabbits

(OECD Guidelines)

“This study was conducted in accordance with the Organisation for Economic Cooperation
and Development PrinciplesofGood Laboratory Practice, C(81)30(Final),

Yo Woe ss
Steven M. Glaza Date
Study Director
Acute Studies
‘Coming Hazleton [nc
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COMPLIANCE STATEMENT 

Primary Eye Irritation/Corrosion 
Study of T-6564 in Rabbits 

(OECD Guidelines) 

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

Steven M. Glaza 
Study Director 
Acute Studies 
Coming Hazleton Inc. 

Date 
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QUALITY ASSURANCE STATEMENT

“This reporthasbeenreviewed by the Quality Assurance UnitofCorring Hazleton Inc, in
accordance with the Organisation for Economic Cooperation and Development (OECD)
PrinciplesofGood Laboratory Practice, C(81)30(Final). The following inspections were
conducted and findings reported to the Study Director and management.

Inspection Dates Date Reported
10 Study Date to

fom To Phase Director __ Management
06/2819 06/28/96 Dose Preparation 06289 06289
09/02/96 09/02/96 DataReport Review 00/039 09/0379

A 4 x Z 7556
Represenfative, Quality Assurance Unit Date
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QUALITY ASSURANCE STATEMENT 

This report has been reviewed by the Quality Assurance Unit of Coming Hazleton Inc., in 
accordance with the Organisation for Economic Cooperation and Development (OECD) 
Principles of Good Laboratory Practice, C(81)3 0(Final). The following inspections were 
conducted and findings reported to the Study Director and management. 

Inspection Dates 

From To 

06/28/96 06/28/96 

09/02/96 09/02/96 

Phase 

Dose Preparation 
Data/Report Review 

Date Reported 
to Study Date to 
Director Managemem 

06/28/96 06/28/96 
09/03/96 09/03/96 

Represen(ati,~e, Qualit~ Assurance Unit Date 
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Studyof T-6564 in Rabbits

(OECD Guidelines)

Test Material T6561
Sponsor aM

‘Toxicology Service
Medical Department
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P.0. Box 33220
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Sponsor's Representative Roger G. Perkins, PHD
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Toxicology Service

‘Medical Department
3M Center, Bids, 220-2602
P.0. Box 33220
St. Paul, MN 55133-3220

612) 753322
Study Director Steven M. Gaza

Corning Hazleton Inc.
P.O. Box 7545
Madison, WI 53707-7545
(608) 241-7292
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Study Timetable
Study Initiation Date June 20,1996
Experimental In-ife) Start Date June 25, 1996
Inife End Date July 25,1996
Experimental Termination Date: July 25, 1996
Study Completion Date September 5, 1996
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OBJECTIVE

“The objective ofths study was to assess th relative levelofirtaton/corrosion produced
following a single exposure ofa test material 0 one ee of lino rabbits

All procedures used in ths study were in compliance with the Animal Welfare Act
Regulations. In the opinion ofthe Sponsor and study director, the study did not
unnecessaily duplicate any previous work. All procedural times prescated in tis report
all wiki the acceptable ranges as specified in the Wisconsin facilof Corning Hazleton
Inc. (CHW) Standard Operating Procedure (SOP).

TEST MATERIAL

Identification
“The test material was identified as T-6564 and described as a clear, colorless liquid.

Purity and Stability
he Sponsor assumes responsibilty for purty and sabilty decermination (including under
test conditions).

Storage and Retention
The test materialwassored at room temperature. Any unused test material will be
retumed tothe Sponsor aftr issuanceofthe inal report according to CHW SOP.

Safety Precautions
“The test material handling procedures were according to CHW SOPs and policies

3MA10008902
2809.0008
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OBJECTIVE 

CHW60504574 

The objective of this study was to assess the relative level of irritation]corrosion produced 

following a single exposure of a test material to one eye of albino rabbits. 1 

All procedures used in this study were in compliance with the Animal Welfare Act 

Regulations. In the opinion of the 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 Coming Hazleton 

Inc. (CHW) Standard Operating Procedure (SOP). 

TEST MATERIAL 

Identification 

The test material was identified as T-6564 and described as a clear, colorless liquid. 

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. Any unused test material will be 

returned to the Sponsor after issuance of the final report according to CHW SOP. 

Safety Precautions 

The test material handling procedures were according to CHW SOPs and policies. 

2809.0008 

3MA10006902 
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TEST SYSTEM

Test Animal
Adult albino rabbisofthe Hra:(NZW)SPF strain were procured from HRP, Inc,
Kalamazoo, Michigan on May 29, 1996

Housing
After receipt, the animals were acclimated for period ofat least 7 days. During
acclimation and throughout the study, the animals were individually housed in screen
bottom stainless steel cages. Environmental controlfo the animal room were st to
maintainatemperatureof 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 th study

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. Samplesofthe
water are periodically analyzed. There were no known contaminants i the feed or water
at level that could be expected to interfere with or affect the resultof the study.

Animal Selection
“Three healthy, acclimated female rabbits, weighing from 2,192 t0 2,529 g and
approximately 14 to 18 weeks ofage, were selected at random and identified by animal
number and corresponding ear tag. The animal’ eyes were examined on the day before
test material administration using sodium fluorescein dye procedures. Only those annals
with 10 signofocular injury or iiation were used.

Justification for Species Selection
Historically, the New Zealand White albino rabbit has beea the animalof choice based on
its large orbit and nonpigmented is.

3MAT0006903
2809.0009
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TEST SYSTEM 
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Test Animal 

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

Kalamazoo, Michigan on May 29, 1996. 

Housing 

After receipt, the animals were acclimated for a period of at least 7 days. During 

acclimation and throughout the study, the animals were individually housed in screen- 

bottom stainless steel cages. Environmental controls for the animal room were set to 

maintain a temperature of 19" to 23 *C, a relative humidity of 50% +20°/’o, 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 

The animals were provided access to water ad 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 contaminants in the feed or water 

at levels that could be expected to interfere with or affect the results of the study. 

Animal Selection 

Three healthy, acclimated female rabbits, weighing from 2,192 to 2,529 g and 

approximately 14 to 18 weeks of age, were selected at random and identified by animal 

number and corresponding ear tag. 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 animal of choice based on 

its large orbit and nonpigmented iris. 

2809.0009 

3MA10006903 
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PROCEDURES

PreparationofTest Material
“The test material was administeredasreceived. The pHof the test material was.
determined tobe 3.4.

Treatment
Each rabbit received 0.1 mLofthe undiluted test material placed into the everted lower lid
ofthe ight ey, with the lef eye servingas the untreated control. The upper and lower

lids were gently held together for | second to prevent lossofmaterial and then released.
“The eyesof the rabbits remained unflushed immediately ater treatment.

Reason for RouteofAdministration
Historically, the ocular route has been the routeofchoice based on the methodofDraize.”

Observations
“The treated eyes were observed for ocular iitation at 1, 24, 48, 72, and 96 hours and
Days 7, 14, and 21 ater treatment. Irritation was graded and scored according to the
Draize technique using a pealightas the sourceofillumination. Sodium fluorescein
examinations were used 10 id in revealing possible corneal injury at the observations.
conducted at 24, 48, 72, and9 hours and Days 7, 14, and 21

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

Termination
At terminationofthe in-life phase, all animals were euthanized and discarded.

Statistical Analyses
No statistical analyses were required by the protocol

3MA10006904
2809.0010
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PROCEDURES 

CHW60504574 

Preparation of Test Material 

The test material was administered as received. The pH of the test material was 

determined to,be 8.4. 

Treatment 

Each rabbit received 0.1 mL of the undiluted test material placed into the everted lower lid 

of the right eye, with the left eye serving as the untreated control. The upper and lower 

lids were gently held together for 1 second to prevent loss of material and then released. 

The eyes of the rabbits remained unflushed immediately after treatment. 

Reason for Route of Administration 

Historically, the ocular route has been the route of choice based on the method ofDraize.2 

Observations 

The treated eyes were observed for ocular irritation at 1, 24, 48, 72, and 96 hours and 

Days 7, 14, and 21 after treatment. Irritation was graded and scored according to the 

Draize technique using a penlight as the source of illumination. Sodium fluorescein 

examinations were used to aid in revealing possible corneal injury at the observations 

conducted at 24, 48, 72, and 96 hours and Days 7, 14, and 21. 

Animals were weighed before test material administration and at weekly intervals 

throughout the study. 

Termination 
At termination of the in-life phase, all animals were euthanized and discarded. 

Statistical Analyses 

No statistical analyses were required by the protocol. 

2809.0010 
3MA10006904 
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Location of Raw Dats, Records, and Final Report
“The raw data, records, and an origina signed copyofthe inal report will be retained in
the archives ofCHW in accordance with CHW SOP.

RESULTS/DISCUSSION

Average primary ey imitation scores are in Tabe 1, with individual eye ication cores in
“Table2. Sodium fluorescein examinations and the individual body weights are in Tables 3
and 4, respecivey.

“The test materia, T-6564, when evaluated fo its primary ye riation potential in rabbis,
produced comeal and iridal involvemen and severe conjunctival iittion. Ocular
initation was stil present i two animals at Day 21aftr treatment

SIGNATURE

oe NN, ase
Steven M. Glaza Date
Study Director
Acute Sdies

REFERENCES

1. "Acute Eye Iiation/Corrosion," Organisationfor Economic Cooperation and
DevelopmentGuidelinesfor Testingof Chemicals, Section 405 (adopted May 12,
1981)

2 Draize, J. H, "Eye Mucosa" In: Appraisalof the Safetyof Chemicals in Foods,
Drugsand Cosmetics - Dermal Toxicity, Associaton ofFood and Drug Officials of
the US, pp. 49-50 (1959).

SWMA10006905
2809.0011
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Location of Raw Data, Records, and Final Report 

The raw data, records, and an original signed copy of the final report will be retained in 

the archives of CHW in accordance with CHW SOP. 

RESULTS/DISCUSSION 

Average primary eye imtation scores are in 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. 

The test material, T-6564, when evaluated for its primary eye irritation potential in rabbits, 

produced corneal and iridal involvement and severe conjunctival irritation. Ocular 

irritation was still present in two animals at Day 21 after treatment. 

SIGNATURE 

Steven M. Glaza 
Study Director 

Acute Studies 

Date 

REFERENCES 

"Acute Eye Irritation/Corrosion," Organisation for Economic Cooperation and 

Development Cruidelines for Testing of Chemicals, Section 405 (adopted May 12, 

1981). 

Draize, J. H., "Eye Mucosa," In: Appraisal of the Safety of Chemicals in Foods, 

Drugs and Cosmetics - Dermal Toxicity, Association of Food and Drag Officials of 

the U.S., pp. 49-50 (1959). 

2809.0011 
3MA10006905 
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Table 1

Average Primary Eye Irritation Scores

Observation Average
Period Score

| Hour ar
24 Hour 20
48 Hour 367
72 Hour 23
96 Hour 20
Day? 163
Day 14 87
Day21 67

* The average primary eye iritation score is the
total eye iriation scoreforal te animals divided.
by the numberofanimals (3) at each observation.
period

3MA10006906
2809.0012
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Table 1 

Average Primary Eye Irritation Scores 

CHW60504574 

Ob servation Average 
Period Score* 

1 Hour 41.7 

24 Hour 42.0 

48 Hour 36.7 

72 Hour 32.3 

96 Hour 24.0 

Day 7 16.3 

Day 14 8.7 

Day 21 6.7 

The average primary eye irritation score is the 
total eye irritation score for all the animals divided 
by the number of animals (3) at each observation 
period. 

2809.0012 
3MA10006906 
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Table 2

Individual Eye Irritation Scores

Animal Comea is Conjunctivae Total
Number AB C 5 EF Seore®

1 Hour

59541" 1a i" 2 3 x a0
F50542* 1 4 » 2 4 x a0
F50543° 1 4 ” 2? 3 3x a0

Mean 417

24 Hours

Fs9541 va " * 3 3 wo
F9542 v3 rv F033 m0
F59543 va * Fa 3 aso

Mean 420

Cornea ris Conjunctivae
A- Degreeofopacity C - Degreeofrdal D - Redness
B- Areaofinvolvement imitation E - Chemosis

F - Discharge
*Total score = (Ax Bx 5) +(Cx5) + [(D +E + F)x2].
b Blanching.
© Cleardischarge.
4 Purulent discharge.
© Injected.
J Comeal epithelial pecling.
u Excessive pawing at the treated eye after test material instillation

3MA10006907
2809.0013
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Table 2 

Individual Eye Irritation Scores 

CHW60504574 

Animal 
Number 

F59541u 
F59542u 
F59543u 

Cornea 
A    B 

1 
1 
1 

Iris Conjunctivae 
C D E 

1 Hour 

F59541 1j 

F59542 1j 

F59543 1j 

4 
4 
4 

1i 

1i 

1i 

3 
4 
3 

4 
3 

4 

24 Hours 

1i 3b 

1i 3b 
1i 3b 

3 
3 

4 

Total 
F Score* 

41.0 
43.0 

41.0 

Mean 41.7 

43.0 
38.0 

45.0 

Mean 42.0 

Cornea Iris Conjunctivae 

A - Degree of opacity 
B - Area of involvement 

C - Degree of iridal 
irritation 

D - Redness 
E - Chemosis 
F - Discharge 

* Total score = (A x B x 5) + (C x 5) + [(D + E + F) x 2]. 
b Blanching. 
e Clear discharge. 
d Purulent discharge. 
i Injected. 
j Corneal epithelial peeling. 
u Excessive pawing at the treated eye after test material instillation. 

2809.0013 

3MA10006907 
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Table2 (Continued)

Individual Eye Irritation Scores

Animal Comea ris Conjunctivae Tol
Ne “AB CD EF Sore’

48 Hours

Fs9s41 vos Eo 3 x ap
Fos 0 2 E52 ai
Foss v3 Boo 2 x 360

Mean 367

72Hours

Fs9s41 [I os 2 aw
Bos v2 [EE
Fs9543 voz [EEE 13

Mean 323

Cornea Iris Conjunctivae
A- Degreeofopacity C- Degree ofiridal D- Redness
B- Areaofinvolvement iitation E- Chemosis

F-Discharge
*Total score= (Ax Bx 5) + (Cx 5) + [(D + E+F) x2].
+ Petite hemorrhaging.
© Blanching
«Cleardischarge.
4 Purulentdischarge.
+ Injected
J Corneal epithelial peeing

3MA10005908
2809.0014
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Table 2 (Continued) 

Individual Eye Irritation Scores 

CHW60504574 

Animal 
Number 

F59541 1j 
F59542 1j 
F59543 1~ 

Cornea 
A    B 

Iris        Coniunctivae 
C       D      E      F 

48 Hours 

4 
2 

3 

1i 3~’b 3 3d 43.0 
1i 3a’b 3 2d 31.0 
1i 3a’b 2 3~ 36.0 

Mean 

Total 
Score* 

36.7 

F59541 1j 4 

F59542 1j 2 
F59543 1~ 2 

72 Hours 

1i 3"b 3 2a 41.0 
1i 3~’b 2 1~ 27.0 
1i 3~’b 2 2a 29.0 

Mean 32.3 

Cornea 

A- Degree of opacity 
B - Area of involvement 

Iris 

C - Degree ofiridal 
irritation 

* Total score = (A x B x 5) + (C x 5) + [(D + E + F) x 21. 
a Petite hemorrhaging. 
b Blanching 
c Clear discharge. 
d Purulent discharge. 
L Injected. 
j Corneal epithelial peeling. 

Conjunctivae 

D - Redness 
E - Chemosis 
F - Discharge 

2809.0014 
3MA10006908 
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‘Table 2 (Continued)

Individual Eye Irritation Scores

Animal Comea is Conjuncrivae Toul
Number “AB C D EF Score

96 Hours

Fs9541 vos v » 2 or a0
Fs9542 [I 0 2 2 00

Fs9543 vo v » 2 200

Mean 240

Day?

Fs9541 ros i 22 300
Fsosa2 [A 0 > Bo
F59543 oo 0 2 1 0 60

Mean 163

Corea Iris Conjunctivae
A-Degreeofopacity C-Degreeof ridal D-Redaess
B- Area ofinvolvement irritation E-Chemosis

F-Discharge.
*Totalscore = (Ax Bx5) + (Cx) + (0 +E+F)x2].
a Peiite hemorrhaging.
b Blanching
4 Puralent discharge
injected
5 Comeal epithelial peeing
» Pannus.

3MA10005909
2809.0015
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Table 2 (Continued) 

Individual Eye Irritation Scores 

CHW60504574 

Animal 
Number 

F59541 1j 

F59542 1j 

F59543 1j 

Comea 
A    B 

Iris Conjunctivae 
C D    E    F 

96 Hours 

3 
2 

1 

Ii 3~b 2 1d 32.0 
0 2b 2 1d 20.0 
1i 2b 2 1d 20.0 

Mean 

Total 
Score* 

24.0 

F59541 1p 3 

F59542 1j 1 

F59543 0 0 

Day 7 

1i 

0 
o 

2~ 2 1d 30.0 
2b 1 1a 13.0 

2 1 0 6.0 

Mean 16.3 

Cornea 

A - Degree of opacity 
B - Area of involvement 

Iris 

C - Degree ofiridal 
irritation 

* Total score = (Ax B x 5) + (C x 5) + [(D + E + F) x 21. 
a Petite hemorrhaging. 
b Blanching 
d Purulent discharge. 
i Injected. 
j Corneal epithelial peeling. 
p Pannus. 

Conjunctivae 

D - Redness 
E - Chemosis 
F - Discharge 

2809.0015 
3MA10006909 
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Table 2 (Continued)

Individual Eye Irritation Scores

Animal Comea tis Conjunctivae Toul
Number “AB CB EF Soret

Day 14

Fsosal LE o 2 1 rr no
F59542 Bo o 2 1 or no
Foss 0 0 0 0 0 0 00

Man 87

Day21 .

Fsosal Bo ° Too 90
Eos pr 1 o 2 1 0 uo
Boss 0 0 0 0 0 0 00

Men 67

Comea Tris Conjunctivae
ADegreeof pacity C- Degreeofridal D-Redness
B- Aceaofinvolvement irritation E- Chemosis

F- Discharge
* Total score = (Ax Bx 5) + (Cx)+ [(O + E+F)x2].
4 Purulent discharge.
J Comeal epithelia peeing.
a Comeal neovascularization.

MA10008910
2809.0016
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Table 2 (Continued) 

Individual Eye Irritation Scores 

CHW60504574 

Animal 
Number 

F59541 1 

F59542 1j,n 

F59543 0 

Cornea 
A    B 

Iris Coniunctivae 
C D E F 

1 
1 
0 

Total 

Score* 

Day 14 

0 2 1 1d 13.0 
0 2 1 1d 13.0 
0 0 0 0 0.0 

Mean 8.7 

Day 21 

F59541 1j’n 1 0 1 

F59542 1j’n 1 0 2 

F59543 0 0 0 0 

1 
1 
0 

0 

0 
0 

9.0 

11.0 

0.0 

Mean 67 

Cornea 

A - Degree of opacity 
B - Area of involvement 

Iris 

C - Degree ofiridal 
irritation 

* Total score = (A x B x 5) + (C x 5) + [(D + E + F) x 2]. 
d Purulent discharge. 
j Corneal epithelial peeling. 
n Corneal neovascularization. 

Conjunctivae 

D ~ Redness 

E - Chemosis 
F - Discharge 

2809.0016 
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Table3

Sodium Fluorescein Examinations

Observation Period
Anim) | ————————
Number Preiniiation  24Hour 48 Hour 72Hour

50541 NEG POS(95%) POS(90%) POS(85%)
Fsosa2 NEG POS (55%) POS(45%) POS(20%)
Fs9543 NEG POS(50%) POS(60%) POS (40%)

ObservationPeriod
Ail me————————
Number 96Houw Day?  Dayld  Day2l

FsSal  POS(10%) POS(55%) POS(15%) POS(5%)
FS9542 POS(IS%) POS (10%) POS (10%) POS (10%)
FS9543 POS(20%) NEG - -

NEGNegativestain retention,
POS. Positive stain retention (areaofcornea involved).

Sodium fluorescein examination not conducted.

IMA10006911
2809.0017

17 

Table 3 

Sodium Fluorescein Examinations 

CHW60504574 

Observation Period 
Animal 
Number Preinitiation 24 Hour 48 Hour 72 Hour 

F59541 NEG POS (95%) POS (90%) POS (85%) 

F59542 NEG POS (55%) POS (45%) POS (20%) 

F59543 NEG POS (80%) POS (60%) POS (40%) 

Observation Period 
Animal 
Number 96 Hour Day 7 Day 14 Day 21 

F59541 POS (70%) POS (55%) POS (15%) POS (5%) 

F59542 POS (15%) POS (10%) POS (10%) POS (10%) 

F59543 POS (20%) NEG - 

NEG Negative stain retention. 

POS Positive stain retention (area of cornea involved). 
Sodium fluorescein examination not conducted. 

2809.0017 
3MA10006911 
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Table 4

Individual Body Weights (g)

Day
Animal _—
Number Sex Initial 7 14 21

Fso541 F 2470 2575 2608 273
Fs9542 F 259 26m 2706 2872
0543 F 2192 2274 2335 248

IMA10006912
2809.0018
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Table 4 

Individual Body Weights (g) 

CHW60504574 

Animal 

Number Initial 

Day 

14 21 

F59541 F 2,470 2,575 2,608 2,733 

F59542 F 2,529 2,671 2,706 2,872 

F59543 F 2,192 2,274 2,335 2,483 

2809.0018 
3MA10006912 
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APPENDIX

Protocol
Protocol Amendment No. |

3MA10006913
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APPENDIX 

Protocol 
Protocol Amendment No. 1 

CI-IW60504574 

2809.0019 
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Sample Submittal Form 
This lon’n is to be used when submitling samples for routine 

acute tesf~g. Sp~cml test~’~J needs ~ be easily arranged by 
contacting the Acute Studies Department at (608) 241-7292. 

CHW Study No. 

Enclose w~ s~p/es ~d send to: 

C~ming H~leton I~. 

3301 Kin~ ~uleva~ 

Madison, W~ns~ ~7~ 

Tests 

Acute Oral Toxicity In Rail 

~TP8084 Up and down LDS0 procedure 
~TP3206 R-ISA =e~’een; 5M-SF at 5.0 g~9 

-- ~ de~’md study if death occurs at 8.0 g~g 

~TP3013 EPA screen; 5M-SF at 5.0 g~kg 

-- Conduct defined study I~ death o<:curl at 5.0 g~g 
_"~TP2069 OECD =~reen; SM-SF M 5.0 9/kg 

__ Cortdgct defined stud,/II d~ath occt~m at 5.0 g~g 

Acute Dennal Toxicity In Rabbits 

~TP3207 FHSA screen; 5M-5F at 2.0 
__TP3016 EPA screen; 5M-5F at 2.0 

-- Co,duct d~fmKI study il death occur= at 2.0 
__TP2070 OECD screen; 5M-SF at 2.0 g/kg 

~ Conduct de41ned atudy II de=th occure at 2.0 9/~g 

i            F~ CHW Use Only 

’ . ?mtocol Issue Dale~.     % ~ "~ 

W~te �oW--CHW Yellow copy--Submitter 

Primary Skin Irritation 

__TP3208 FHSA: 6 rabbit$-I abraded. 1 Irdact slt~Yabb8 

TP3014 EPA: 6 rabbits-1 Intact sll~/rabt)it 

~TP2071 OECD; 3 rabbits.1 intact sitetrebbll 
--TP4206 DOT conoslvlty; 8 rabbtt~t Intact ,~te~rabblt 

--TP7145 Phototoxlcity: 6 rabblls-2 intact slteshalobl~ 

(o~e ~o with UVA exposure) 

Special ]nst~udlons: 

Prlmmy Eye Irritation 

__TP6360 Low-volume procedure: 6 rat~ita unwaabed 

__TP320~ FHS/~ 6 rabbits unwashed 

--TP2012 1978 EPA; 6rabbitsunwashad,3washad 

..-~.TP30t5 1982 EPA; 6 rabbit= unwashed 
TP2072 OECD; 3 rabbits unwashed 

~ 3 rabbits washed at 4 seconds 

-- 3 rabbitswashad at 30 seconds 

Guinea Pig Sensitization 

__~P2017 EPA Magnusson-K]lgman maximization 
~TP6164.EC OECD/~C Magnu.un-KIkjmsn maximization 

__’rP~,2~    Photoal~rgenlc �omact dermatitis (Armstrong) 

2809.0020 
3MA10006914 
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~Wo Ir S C 0 N S I N 
$ OFFICE 

St. Paul, ~tnnesota 

PROTOCOL TP2072 

Study Tltl#: 

Primary Eye Irritatlon/Corroslon Study in Rabbits 
(OECO Guidelines) 

Date: 

June l, 1993 

Performlnq LaboratorY: 

Hazleton Wisconsin, Inc. 
3301 Kinsman Boulevard 

Madison, Wisconsin 53704 

Laboratory Pro~ect Identification: 

HWI ~r~l~ 

2809.0021 
3MA10006915 
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STUDY IDENTIFICATION 

Primary Eye Irrltation/Corrosion Study in Rabbits 
{OECD Guidelines) 

HWI No. 

Test Material 

Sponsor 

Sponsor’s Representative 

Study Director 

Study Location 

Proposed Study Timetable 
Experimental Start Date 
Experimental Termination Date 
Final Report Date 

(See sample submittal fo~) 

3M 
Toxicology Services 
ZZO-ZE-02 3N Center 
St. Paul, HN 55144 

John L. Butenhoff, PhO 
3M 
Toxicology Services 
ZZO-ZE-02 3M Center 
St. Paul, HN 55144 
(612) 733-]962 

Steven M. Glaza 
Hazleton Wisconsin, Inc. 
P.O. Box 7545 
Hadison, WI 53707-7545 
(608) 241-7292 

Hazleton Wisconsin, Inc. 
Building No. 3 
3802 Packers Avenue 
Madison, WI 53704 - 

2809.0022 
3MA10006916 
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1. ~tudy 
Primary Eye Irritation/Corrosion Study in Rabbits (OECD Guidelines} 

2. Puroose 
To assess the relative level of irritation/corrosion produced 
following a single exposure of a test material to one eye of albino 
rabbits 

Requlatory Compliance 
This study will be conducted in accordance with the following Good 
Laboratory Practice Regulations/Standards/Guidelines: 

[ ] Conduct as a Nonregulated Study 
[ ] 21CFR 58 (FDA) 
{ ] 40 CFR 160 (EPA-FIFIL~) 

~]~ 40 CFR 792 (EPA-TSCA) 
C(81)30 (Final) (OECD) 

[ ] Notification No. 38S0, August I0, ]984 (Japanese HAFF) 
[ ] Notification No. 313, March 31, 1982, and as amended by 

Notification No. 870, October 5, 1988 (Japanese HOHW) 

All procedures in this protocol are in compliance with the Animal 
Welfare Act Regulations. In the opinion of the Sponsor and study 
director, the study does not unnecessarily duplicate any previous 
work. 

Quality Assurance 
For regulated studies, the protocol, study conduct, and the final 
report will be audited by the Quality Assurance Unit in accordance 
with Hazleton Wisconsin (HWI) Standard Operating Procedures (SOPs) 
and policies. 

Test Materia~l 

Ao ,Identification 
(See sample submittal form) 

Physical De@cription 
(See sample submittal form) 

purity and Stabilltv 
The Sponsor assumes responsibility for purity and stability 
determinations (including under test conditions). Samples of 
test material/vehicle mixture(s) (if applicable) for 
concentration, solubility, homogeneity, and stability analyses 
will be taken before administration if requested by the 
Sponsor. These samples (if taken) will be sent to the Sponsor 
after experimental termination for possible analysis. 

2809.0023 
3MA10006917 
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~toraqe 
{See sample submittal ~Om) 

Reserve Samoles 
Studies of less than 4 weeks in experimental duration will not 
have reserve samples retained. 

Reserve sample(s} of each batch/lot oF test material will be 
taken if this study is more than 4 weeks in experimental 
duration. 

G= 

The test material reserve sample will be stored at HWI in a 
freezer set to maintain a temperature of below O’C for I0 years 
per HWI SOP. The Sponsor will be contacted after I0 years for 
disposition in accordance with the appropriate regulatory Good 
taboratory Practices. 

~etentio~ 
Any unused test material will be discarded after Issuance of 
the final report, unless directed otherwise by the Sponsor. 

Safety Precaut|ons 
As required by HWI SOPs and policles 

6. Exoerimental Oeslon 

A. ~nimall 

(1) SPecies 
Rabbit 

(3) 

Strain/Source 
Hra:(NZW)SPF/Hazleton Research Proddcts, Inc. 

Aqe at Initiatioo 
Adult 

(4) 

(5) 

(6) 

Weiaht at InltiatlgrI 
2.0 to 3.5 kg 

Number and 
3 of any sex per group 

Identification 
Individual numbered ear tag 

2809.0024 
3MA10006918 
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(7) 

(8) 

(9) 

Husbandry 

(a) Housinq 
Individually, in screen-bottom stainless steel cages 
(heavy gauge). 

(b) Foo~ 
A measured amount of High Fiber Rabbit Chow" #5326 
(Purina Mills, Inc.). The food is routinely analyzed 
by the manufacturer for nutritional components and 
environmental contaminants. 

(c) Water 
Ad libltum from an automatic system. Samples of the 
water are analyzed by HWI for total dissolved solids, 
hardness, and specified microbiological content and 
for selected elements, heavy metals, organophosphates 
and chlorinated hydrocarbons. 

(d) 

(el 

Contamlnan~i 
There are no known contaminants in the food or water 
that would Interfere with thls study. 

[nvtronm~n[ 
Environmental controls for the animal room will be 
set to maintain a temperature of 19 to 23"C, a 
relative humidity of 50%~20%, and a 12-hour 
light/I2-hour dark cyc]e. 

if) Acclimatioq 
At least 7 days 

Selection of Test Animals 
Based on health and body weight according to HWI SOPs. An 
adequate number of extra animals will be purchased so that 
no animal in obviously poor health is placed on test. The 
rabbits’ eyes will be examined using sodium fluorescein 
dye procedures on the day before test material 
administration. Only animals with no sign of cornea] 
tnjury or eye abnormalities will be used. 

Justification for Soecies Sel¢¢)!oq 
Historically, the New Zealand White albino rabbit has been 
the animal of choice based upon its large orbit and 
nonptgmented Iris. 

2809.0025 
3MA10006919 
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Oose 

(~) 

Administration 

pose Administration 
Before administration of liquid test materials, the pH of 
the material will be determined (if possible). Each 
rabbit will receive 0.1 mL of undiluted liquid test 
mater|ai or the weight equivalent of 0.1 mL of solid test 
material (not to exceed 0.! g). If necessary, solid test 
materials will be finely ground into a dust or powder. 
The test material will be placed into the everted lower 
lid of the rabbit’s eye. The upper and lower lids will 
then be gently held together for ! second before releasing 
to prevent loss of material. If the test material is an 
aerosol, the test eye will be held open and the test 
material administered in a single burst of about ! second 
from a distance of approximately I0 cm directly in front 
of the eye. The eyes of the Croup 1 rabbits will remain 
unflushed for approximately 24 hours following 
instillation of the test material. After 24 hours, a 
washout may be used if considered appropriate. If 
specified by the Sponsor, the treated eyes of two other 
groups of animals (three animals/group) will be washed 
with lukewarm tap water for approximately 30 seconds 
beginning approximately 4 and 30 seconds, respectively, 
after instillation of the test material. The volume and 
velocity of the flow should not cause injury. The right 
eye of each animal will be treated with the test material 
and the left eye will serve as the untreated control. 

Reason for Route of Administration 
Historically, the ocular route has been the route of 
choice based on the method of Draize. 

C. ~bservation of Animals 

Readinq qf Ocular Irritation 
The treated eyes of all animals will be examined for 
ocular irritation at approximately ], 24, 48, and IZ hours 
after treatment. If no irritation or injury is present at 
lZ hours, the group will be terminated. If irritation is 
present at 12 hours, additional observations may be made 
at 96 hours and at 7, 14, and 2! days. If at any of these 
time points there is no irritation, the group will be 
terminated. 

If injury is still present at 21 days, additional 
observations may be requested by the Sponsor, After 
recording the 24-hour observations, sodium fluorescein may 
be used to aid in revealing possible corneal injury. 

2809.0026 
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Irritation wtll be graded and scored ustn9 the Oratze 
technique (Attachment 1). All eye abnormalities wtll be 
recorded. All animals that have a damaged eye producing 
undue stress or discomfort will be brought to the 
attention of the study director or designee according to 
HWI policy. 

(2) pody Wetoht# 
Before test material administration and week]y thereafter 
(when applicable). 

Pathology 
Any animals dying during the study will be subjected to an 
abbreviated gross necropsy examination and all abnormalities 
will be recorded. After necropsy, the animals will be 
discarded and no tissues will be saved. At termination of the 
experimental phase, surviving antmals will be designated to be 
sacrificed and discarded. 

E. 5tatlstlca! AnalYSeS 
No statistical analyses are required. 

ReDoF~ 
A final report including those items listed below will be submitted: 

Description of the test material 
Description of the test system 
Procedures 
Dates of experimental initiation and te~ination 
Summary table showing the irritation data at each observation period 
Any special observations that were recorded 

Location of Raw Oata. Records, and Final Reoort 
Original data, or copies thereof, will be available at Hg[ to 
facilitate auditing the study during its progress and before 
acceptance of the final report. When the final report is completed, 
all original paper data, including those items listed below will be 
retained in the archives oF I-PA! according to HW! SOP. 

Protocol and protocol amendments 
Dose preparatlon records 
~n-ilfe records 

Body weights 
Dose administration 
Observations 

Anatomical pathology records (if applicable) 
Study correspondence 
Final report (original signed copy) 

2809.0027 
3MA10006921 
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The fol]owtng supporting records w~11 be retained at HWI but wtll 
not be archtved with the study data. 

A~tmal receipt/acclimation records 
Water analysts records 
An|Bal room temperature and humidity records 
Refrigerator and freezer temperature records 
]nstrumenL ca]|bratton and maintenance records 

2809.0028 
3MA10006922 
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PROTOCOL APPROVAL 

John L. Butenhoff, PhO 
Sponsor’s Representative 
3N 

Steve~ H. Glaza     ~ 
Study Oi rector 
Acute Toxicology 
Hazleton )#lscon$in, (nc. 

Oate 

Representative 
Oual lty Assurance Unit 
Hazleton Wisconsin, Inc. 

(TP207Z.3H) 

Oate 
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Attachment 1 

(A) 

O~¢tty - Oegree of demlty (ires amt ds~e tikes1 for reading) 
Me o~a£ t ty ....................................... ¯ ...................................... 
Scattered or diffuse area, details of Iris ¢lesrLyvlslbto .............................. 
Easily discernible tronoluce~t areas+ cktoiis of Iris sttghtty ~scure~ ................. 
Opalescent areas, no dsta|ts of Iris visible, size of p4)lt barely discernible .......... 
0p~lue. iris invisible .................................................................. 

Area of Cornea 
one-�~rter (or tess), ~ not zero ..................................................... 
Greeter than or, e-~uarter, but Leas than half ............................................ 2 
Greeter then half, but tess tha~ three-quarters ......................................... 3 
Greeter th~ three-cpJnrters ~ to ~hol‘e ares ............................................ 

A x | x S    Torsi Pastu~ ~0 

yelues 
Hemal .......................................................... ~ ....................... 0 
Folds m nomt, cm~eette~, s~ttl~, clrcuu~mel‘ InJectlm (~y~r sit of thee 
or ce~blnattm of any thereof) iris Is still ro~tlng to Light (Itugiish re.tim Is 
positive) .............................................................................. le 
Me resetio~ to Llghto he~orrh~geo greys destru~tl~n (enyer all‘ of these] ............... 2e 

A x 5 Total ~exiu- 10 

(A) Et’~ess (refers to p~lpekrll a~d ixJtl,-r eonlunctlvll excluding corr4s ~ Iris) 
Vessels no~l~L ............................................ ¯ ............................. 
Vessels ckfiniteiy injected elx~ce naomi ................................................ 
Nora diffuse, deeper crimson red. Ir~|vldue[ vessels not easily discernible ............. 
~iffu~e beefy red ....................................................................... 

(I) 
Me s~el tlng ............................................................................. 
~.y swelling above namer {Imtudes nlctltltlng losd)rsl~e) ............................... 
Ol~i~ s~eliing with p~rtill ~,¢ersl~n of the lids ...................................... 

S.~tl+r~ +ith lids shout half closed .................................................... 
Sk~llirql with lids ll:x~t hllf erased to ¢cxlq)lsteiy closed ............................... 

I)i$chsrQe 

Any mou~t different fr~ natal (does not include sml‘t ~e~mts o~erved In I~r 

�~th~ of nor-mot enixcl$) .............................................................. 
PiKltlrge with moistening of the llck ~nd heirs Just edj~ent to the lids ............... 

2 
Discharge wlth amiste~Ing of the tick and hllrl+ lad cmlder-kte irel ~rcxl’v:l the 

Score (A * ~ ÷ C) x 2 Total, Xulu u ~ 

TIll tote| ~ore for the t-pc ts tee sial of sit scores ~toined f~- the COrnel, Iris+ 

* Indicates ¯ positive effect. (FH~A Interpretation) 
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PROTOCOL AMENDMENTS 

Amendment. No. I 

Effective "Tu,~" ,,qc~, t°t%t_. 

Portion of Protocol Being Rodlfied:     Applicable sections of the protocol. 

Reason for Modtf|cation: To tdenttfv the location where the study will be conducted 
and to reflect a company name change from Hazleton Wisconsin, Inc. (Hgl) to 
Corn|nq Hazleton Inc. (CHW), replace wherever appllcabl~ the followinq chanqes 

Modification: Corntnq Ha~leton Inc. (CH~) 
3301 Kinsman Boulevard. 
Madtson, WI 5370~ 

(G21/01-07-91) 

Study Dlrector Approv~l: 
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