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SAMPLE NUMBER: 50503501 PAGE 2

SAMPLE: T-37%2

OECD EYE IRRITATION

Objective: To determine the level of ocular irritation produced following
a single exposure of a test substance to one eye of albino rabbits
according to the Organisation for Economic Cooperation and Development's
Guidelines for Testing Chemicals, Section 405, Acute Eye Irritation/

Corrosion, adopted May 12, 1981.

Test Material: T-3752
Physical Description: Brown granular solid
Purity and Stability: Sponsor has purity and stability determinations

on file.

Test animal: Young adult rabbits (approximately 14 weeks of age) of the
New Zealand White strain were procured, maintained individually in screen-
bottom cages in temperature- and humidity-controlled quarters, provided
cont inuous access to Purina High Fiber Rabbit Chow and water, and held
for an acclimation period of at least 7 days.

Three acclimated animals, weighing from 2333 to 2504 g, were chosen at
random for the test. The animals' eyes were examined within 24 hours prior
to test material administration using sodium fluorescein dye procedures.
Only those animals with no sign of occular injury or irritation were used.
Test animals were identified by animal number and corresponding ear tag.

Reason for Species Selection: The New Zealand White albino rabbit is the
animal of choice based upon its large orbit and nonpigmented iris.

Preparation and Administration of Test Material: The sample was dosed as
received. A bulk density determination was made to determine the weight
equivalent of a 0.1 ml dose. Because individual doses should not exceed
0.10 g and the weight equivalent of 0.1 ml was 0.12 g, an individual dose
of 0.1 g was weighed out for each animal.

Treatment: Each rabbit received 0.1 g of the test material placed on the
everted lower lid of one eye, with the contralateral eye serving as
the untreated control. The upper and lower lids were gently held
together for one second to prevent loss of material and then released.
The eyes of the rabbits remained unflushed.
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SAMPLE NUMBER: 50503501 PAGE 3

SAMPLE: T-3752

OECD EYE IRRITATION (CONTINUED)

Observations: The treated eyes were observed for ocular irritation at 1,
24, 48, and 72 hours after treatment.

At the 72-hour reading, sodium fluorescein was used to aid in revealing
possible corneal injury. Irritation was graded and scored according
toc the Draize* technique.

Animals were weighed just prior to test material administration.
Pathology: At study termination all animals were euthanatized and

discarded.

*Draize, J.H., "fppraisal of the Safety of Chemicals in Foods, Drugs,
and Cosmetics - Dermal Toxicity." MAssociation of Food and Drug Officials

of the U.S., Topeka, Kansas, PP. 49-51 (1959).
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SAMPLE NUMBER: 50503501 PAGE 4

SAMPLE: T-37%2

QECD EYE IRRITATION (CONTINUED)
SUMMARY

Test Animal: Albino rabbits - New Zealand White
Source: Hazleton Research Products, Inc., Denver PA
Date Animals Received: 05,2185

Temperature and Humidity of Animal Room: 21 to 23 Degrees C.;
46 to 64% Relative Humidity

Test Material: T-3752
Date Test Started: 05/29/85 " Date Test Completed: 06/01/8%

PRIMARY EYE IRRITATION SCORES*

3 Rabbit Mean

0.1 g
OBSERUATION PERIOD (Unwashed)
1 Hour: 1.7
24 Hours: 0.q
48 Hours: 8.0
72 Hours: 0.0

%* The 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.

Comments: No pain response (vocalization) was elicited from any animal
following instillation of the test material.

No corneal irritation was observed during the study.
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SAMPLE NUMBER: 50503501 : PARGE g
SAMPLE: T-375%2
QOECD EYE IRRITATION ; (CONT INUED?
Table 1
Individual Eye Irritation Scores
Animal Observation Cornea. Score Iris Score Conjunctivae Score
Number Period A B AaxXBXS A AXS5 A = C (A+B+CH2
FO8711 1 Hour ‘U 0 0 1 5 1 2 ] 6
24 Hours 0 g 1] 0 D 0 g 1} 1}
48 Hours 0 1] 0 D g 0 1] 1] 0
72 Hours 0 1] 1] ] 0 0 0 0 0
F0g705% 1 Hour 0 0 g 0 0 1 1 0 4
.24 Hours 0} 0 0 0 0 0 0 1] 0
48 Hours -0 0 g i) 1] 0 0 0 0
72 Hours D 0 1] 0 0 0 0 0 ]
FOos?221 1 Hour 0 0 0. 1 5 1 2 3 12
24 Hours g 3] 0 0 1] 0 0 ] 1}
48 Hours 0 ] 0 0 0 0 0 0 0
72 Hours 0 0 0 1] 0 1] 0 1} 0
Table 2
Sodium Fluorescein Examination
Animal Observation Period
Number Pre-initiation 72 Hours
FD8711 NEG NEG
FOB8705 NEG : NEG
FOB721 NEG NEG
NEG = No stain retention

POS =

Refere

1.

Positive stain retention (area of cornea involved).

nces:

Organisation for Economic Cooperation and Development's Guidselines
for Testing Chemicals, Section 405, Acute Eye Irritations/Corrosion,
adopted May 12, 1981.

Drsize J.H., "Appraisal of the Safety of Chemicals in Foods, Drugs,
and Cosmetics - Dermal Toxicity", Association of Food and Drug
Dfficials of the United States, Topeka, Kansas; DP- 49-51 (1959).
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PAGE 6

QUALITY ASSURANCE STATEMENT-
Primary Eye Irritation Study in Rabbits

Study No. 50503501

The report as herein attached for the above-mentioned study has been reviewed
by the assigned Quality Assurance Unit of Hazleton Laboratories America, Iuc.
in accordance with the Good Laboratory Practice Regulations as set forth in

21 CFR 58.35 (b) (6) (7). It has been found to accurately identify and/or
describe the authorized methods and standard operating procedures followed in
the conduct of the study and that the reported data accurately reflect the raw
data of the laboratory study. Furthermore, the Quality Assurance Unit has
conducted the following inspections of the testing facilities utilized in the
conduct of this study and has submitted written reports of said inspections to
the study director and/or management.

Date of Inspection Type of Inspection- Date Issued to Management

5/21-23/85 Process Audit | 5/23/85
6/10/85 " Report Review . © 6/10/85

Inspector, Quality Assurance Unit

Dria Llfilillon . Y
Diana E. Skalitzky : Date
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BEST COPY AVAIl4BLE 000330

PROTOCOL - ATTACHMENT 1

(1) Secnes

(A) Qpagisy = degree of density (area sost dense taken for readisg)
No opaeity
Scattared or diffuse arem, detatls of iris clearly visidle eesceeoee 1
Lasily dissernidle translucent arsas, details of iris
alightly obsaured
Opalessent aress, 0 details of iris visidle, 3ize of pupil
Barely disceraidle .

- N

(3) Aces oC secnsa lnxolyed

One quarter (or lesa), but not sero
Grester than one quartsr, but less than asll
omwuumr.muummmm
Greater than thres quarters, up to vhole area

AxBzS . Total Maxisus s 80
(2) Icta B | )

.
S N

axs °.tetal Maztem s 10
(3) Sondupstimas e o
(A) 2sipgan (refers te palpedral scajumnctivae oaly)
Yesasls nocusl . : -
Yessels defiaitely injected sbeve zorsal

mm.mmm.wmvmmm ‘ .
easily dissernidle :

-

:
!
1

Any swelling sbove norwal (inaludes atetitating AESLrEANe) e—vcessmes

Obhvious swelling with partial everaion of lLids
Suelling vith lids about hall slosed
Swelling vit3 lids abeut mall closed to eg-pun;y closed ewewrenees

(¢) Riashacss ' .
Bo ¢isehargs 0
Any ampust differeat from normal (does not include ssall amounts

muwmmefnﬁuxutm‘) - 1
Discharge -ua_nunnm of the lids and hairs Just adjacent

te
Diseharge vith soistening of the lida and Rairs, and sensidersdle .
area around the eye r

'Sc-'cu'loC)n'z Total Maxisum s 20

;N -0

he total ssore for the eye is 3¢ sum of all scores odtained for the
sornes, iris, s ssnjungtivae.

e T e———————— St W & ab c i e e o e S
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Primary Eye Irritation Test
Initial Sodium Fluorescein Exam and Animal Body Weights

Test Compound 7T-3 25 2 RT No. So50 3506
pH Result NA E
Dose (g) QJ?/&‘;!'?/ Room No. /(__9/‘3 J
Dose (ml) VA ‘ | Dosed By (4 Date 5/25/4%
Date Animals Received 5-2/-%85 Reviewed By Fﬁ’c Date 5@9@’5_‘
Source: 2leto avihh d s '
Vocaliza-
Intedal |tlom | Aninal Body Veights (
Animal No. |Sex SPR Pollowing Initiatiom Day 7 Day 14 Day 21
| posine ] _
Fo-g71 1 ipee | A/ 2332 ‘\
o5 |0?| wee | N | 24232 \
273l 1P |wee | A | 25pY \

St —

N .
N | N

~_ || %

TECHNICIAN |CK CE ck , _ \X

RECORDED BY|ct | Suamt cK K \

mare /9951509 |58 | 5-29 | so29 \

_ISCALE USED Kiron 1156/9

*  Sodium Fluorescein Examination Time of Dosing : 10495 sm cp 5-29-95

NEG = Negative N . .
P0S = Positive me of {ficet Obstvvation JHHE Am et
NA = Not Applicable S-29. 95~
. Y = Yes ' ‘

N = No
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Primary Eye Irritation Test Observations

.V Test Compound ﬁ?sa | | RT No. M

, .
i

e Test Eye 91? ht Group a7
Az & Washed (M & Seconds following instillation of test 1< Unvashed

material, the test eye was washed wvith

ul of a1 for /1] seconds
OBSERVATION PERIOD: | / hour
tar Tag No, O~ o
Location of
Corneal Lesions
ai] € ee—eeeeeee> Head |
Pcular s:ruccun-’%
corn£n - Opacity 0] ‘. Q , O
_ares. 0 o) o)
Iris [ i O [ i
Eonjuﬁeti.vu -
" Redness [ ) |
Chemosis A | A
Diléhg O __Q é \
odium Fluorescein Exam /\/f% ZM(V% [\/F} i \\
echnician (K [ CK. | - ‘ \

o Vew | 1 .\
. = _
1645 539 | 5/29 1 2/a9 \
A = Purulent Discharge S ‘ E= Corneal Epithelial Damage, Pec!ing'
B = Clear Discharge : F = Corneal Epithelial Damage, Piling
C = Petite Hemorrhage G = Corneal Epithelial Damage, Pitting
D = Blanching R'= Pannus .
INJ = Injected 1 = Corneal Neovasculsrization

' NEG = Negative NA = Not Applicable
POS = Positive .

o Im q
Reviewed By: i&& Date: le):f&fL Eye Irrication Score: ‘(Qj(:‘ 13#1:'5\/
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Primary Eye Irritation Test Observations

| . Test Compound 713?5& RT No. 50503501
Test Eye Ql.q I’l+ Group 4/#

J
Az& .. Washed V4V & Seconds following instillation of test 1 Unwashed

material, the test eye was washed with
ml of ___A/A for A//2_ seconds

OBSERVATION PERIOD: 24 houvs

imal No.l

ar_Tag No. Fﬂ"
Location of
Corneal Lesions

.il € wmemamwema) He.d
cular Structure

Cornea - Opacity

Ares

bmb 

Iris

Conjunctivae =~

| Le_dgeu

Chemosis

Discharge

odium Fluorescein Exanm Nﬁ -
echnician /‘Io
ecorded By ' /‘70

ate | 1945 5/30 SZE /206 | \ |

ﬂﬂ' ' \

O P P
%%%brbpbb

A = Purulent Discharge : E = Corneal Epithelial Damage, Peeling
B = Clear Discharge ' ‘ F = Corneal Epithelial Damage, Piling
C = Petite Hemorrhage S C = Corneal Epithelial Damage, Pitting
D = Blanching _ H'= Pannus : L.

IN = Injected : 1 = Corneal Neovascularization

NEG = Negative ' NA = Not Applicable
POS = Positive ' ' .

Revieved By: ‘.’)QJL/ Date: u‘ﬁ_ Eye Irritation Score: !)!} -5-13&1!“

o
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Primary Eye Irritation Test Observations

o~y Test Compound ’113?'5& RT No. 2050359)
Test Eye Q 1'314"“' Group Mﬁ
A & Washed _// ﬂ Seconds following instillation of test 1~ Unvashed

material, the test eye was washed with

ml of A for seconds
OBSERVATION PERIOD: Hé hour s
a:-;: “;;{ fFo- O = '
Location of
Corneal Lesions
ﬁornea - Opacity 9, O Q
_Area o 1 0 0.
[Lris “Q Q ' 0 \
_ [conjunctivae - .
Redneas 0 0 O \
Chemosis _ 0 0O O \
Discharge _Q O 0 ' \
odium Pluorescein Exsn| A/ NA NA | ‘ \
echnician (K 1 LK b | \
ecorded By _ CK 1 CK ck . \
beee  Jags | 5-3115-3)15-3) | \

" A = Purulent Discharge - E = Corneal Epithelial Damage, Peeling
B = Clear Discharge ‘ F = Corneal Epithelial Damage, Piling
C = Petite Hemorrhage G = Corneal Epithelial Damage, Pitting
D = Blanching R'= Pannus

INJ = Injected : 1 = Corneal Neovascularization
NEG = Negative ' NA = Not Applicable .
POS = Positive : .

Reviewed By: SOk, Date: M—Z_‘;}_ Eye Irritation Score: DJ'C %131110'
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Primary Eye Irritation Test Observations

~ Jest Compound "’:' 3:}5&
Test Eye Q '.3 W4 Group A/ﬁ' .
4V, & Washed _/V/ ﬁ Seconds following instillation of test 1 Unwashed

material, the test eye was washed with
ml of /A for A/} seconds

RT No. 505053501

OBSERVATION PERIOD: Fd houvs
ar_Tag No. fﬂ" o5 =)

. f.ocation of
Corneal Lesions

DPcular Structure

Cornea -~ Opacity

Cr

Area / -

O _ \

gtil

7
!

Conjunctivae =

Me,g

sbb blobk

o 1 19 . 1 | —\

A = Purulent Discharge E = Corneal Epithelial Damage, Peeling
B = Clear Discharge F = Corneal Epithelial Damage, Piling
C = Petite Hemorrhage C = Corneal Epithelial Damage, Pitting
D = Blanching _ - R'= Pannus '

INJ = Injected : 1 = Corneal Neovascularization

NEG = Negative ' NA = Not Applicable
POS = Positive .

Reviewed By: &{ Date: !Q’i'@ Eye Irritation Score: U/U gi,t
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PROTOCOL TP2072
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Study No. 50503501

for

M
St. Paul, Minnesota

by
Hazleton Laboratories America, Inc.
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PROTOCOL TP2072

Primary Eye Irritation Study in Rabbits

Study No.

Study location

Test Material

Sponsor's Representative

Study Director

Proposed Timetable
Starting Date
Completion Date
Final Report Date

(OECD Guidelines)

50503501

Hazleton Laboratories America, Inc.

Life Sciences Division
3301 Kinsman Boulevard
Madison, Wiscomsin 53704

T-3752

Janine Gleason

Steven M. Glaza

Week of May 27, 1985
Week of June 3, 1985
Week of June 24, 1935
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OBJECTIVE
The objective of this study is to determine the level of irritation
produced following a single exposure of a test material to one eye of albino
rabbits. All aspects of this study will conform to the Organisation for
Economic Cooperation and Development's Guidelines for Testing Chemicals,
Section 405, Acute Eye Irritation/Corrosionm, Adopted May 12, 19811 and the
Principles of Good Laboratory Pfactice.2 All procedures will be done

according to Hazleton Laboratories America, Inc. (HLA) Standard Operating

Procedures (SOPs) referenced in this protocol.

TEST MATERIAL

Identification

Test Material: T-3752.

Physical Description: Brown granular solid.

Purity and Stability: Sponsor has purity and stability

' determinations on file.

Storage Conditions: Store at room temperature.

Test Material Retention: Any unused test material will be
returned to the Sponsor 30 days after
issuance of final report.

Safety Precautions: Laboratory personnel will take the

- normal necessary precautiomns in
handling a substance of unknown
toxicity. Laboratory clothing, latex
gloves, safety glasses, and a particle
mask approved for toxic dusts must be
worn.

¢0109L



TEST SYSTEM
Test Animal
Young adult albino rabbits of either sex of the New Zealand White strain,
approximately 14 weeks of age,'will be obtained from Hazleton Research
Products, Inc., Denver, Pennsylvania. An adequate number of extra animals
will be purchased so that no animal in obviously poor health is placed on

test. The New Zealand White albino rabbit is the animal of choice based upon

its large orbit and nonpigmented iris.

Acclimation

Upon receipt, the animals will be taken to a designated animal room where
they.will be acclimated for at least 1 week before being placed on test
" (OP-GENB 36). During acclimation, the animals.will be examined for clinical
abnormalities indicative of health prob}ems (e.g., diarrhea, ectoparasites,
rough hair coat, nasal ér-ocular discharge, evidence of injury, etc.). Any
animals regarded as unsuitable for the study purposes because of poor physical
condition will not be released from acclimation and the reason(s) will be

documented.

Identification

Each animal in the study will be assigned a permanent identificatiom
number and will be identified with a metal ear tag (OP-GENB 24). All data
collected from an animal will be recorded and filed under its identification

number.

¢01093



Housing and Maintenance

The following environmental conditions will be maintained in the animal

room used for this study (OP-TARC 230).

Temperature: 21°C +2°

Relative humidity: 50% +20%

Air change: At least 10 changes an hour of filtered 100% outside air
Light cycle: 12 hours light/12 hours dark

©C 00 o

Température and humidity will be monitored throughout the study. Variatioms
from prescribed environmental conditions will be documented.

Animal husbandry and housing at HLA comply with standards outlined in the
"Guide fof-the Care and U#e of I.aborat:oryAnimals."'3 Care will be taken to
ensure that the animals are not disturbed for réasons other than data
collection and routine maintenance. The animals will be housed individu#lly
in screen-bottom stainless steel cages (heavy gauge) held on racks; with
absorbent pan liners in the urine- and feces-collecting pans. Pan liners will
be changed at least three times each week. |

Feed #nd water will be provided gg_libitum.‘ The diet will be Purina High
Fiber Rabbit Chow. No contaminants are expected to be present in the feed or

water which would interfere and affect the results of the study.

Studz Des ign

Three rabbits will be selected at random based upon health and a body

weight of 2.0 to 3.5 kg.

PROCEDURES

Preparation and Administration of Test Material

The rabbits' eyes will be examined using fluorescein dye procedures within

24 hours prior to test material administration. Only animals with no sign of

01094



corneal injury or eye abnormalities will be utilized. One eye of each animal
will be treated with the test material and the other eye will serve as the
untreated control.

Each raBbit will receiveIO.l g tor the weight equivalent of 0.1 mL) of
solid test material. If necessary, the solid test materials will be finely
ground into a dust or powder. The test matefial will be placed into the
everted lower lid of the rabbit's eye. The upper and lower lids are then to
be gently held together for 1 second before releasing td_prevent loss of
material. The eyes of the rabbits will remain unflﬁshed for 24 hours
following instillation of the test material; After ‘24 hours, a washout may be

used if considered appropriate.

Reason for Route of Administration

Historically, the route of choice based on the method of Draize.

Observations

The treated éyes of all animals will be examined for ocular irritation at
1, 24, 48, and 72 hours after treatment. If no irritation or injury is
present at 72 hours, the study will be terminated. If i;ritation is present
at 72 hours, additional observations will‘bé made at 96 hours and at 7, 14,
and 21 days. If at any of these time points there is no irritatiom, the study
will be terminated. If injury is still present at 21 days, the Sponsor will
be contacted to determine whether the study should continue or be terminated.
After recording the 24-hour observations, sodium fluorescein may be used to
aid in revealiﬁg possible corneal injury. Irritation will be graded and
scored using the Draize technique (Attachment 1).4 All eye abnormalities

will be recorded.
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All animals that have a damaged eye producing undue stress or discomfort
will be sacrificed for humane reasons after consulting with the Spomnsor.

Body weights will be recorded prior to test material administration and at
weekly intervals throughout the study. Observations and body weights will be

recorded in the study notebook.

Pathologﬁ

All animals, whether dyihg or sacrificed at study termination, will be

discarded.

Regorc

The final report will present a description of the test material, a
description of the test system, dates of study initiation and termination, a
summary table showing the irritation data at each observation period, and any

special observations that were recorded.

Maintenance of Raw Data and Records

Original data or copies thereof will be available at HLA to facilitate
auditing the study during its progress and prior to acceptance of the final
report, When the final repoft is completed, all original paper data, as well
as the final report, will be retained in the archives of HLA, Madison,

Wisconsin (OP-GEN 44).
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PROTOCOL APPROVAL

—avne. Bloassn | 5 [au 95—

Janing| Gleason Date ! 4
Sponsdr's Representative
M

%ﬁw\\b\“\ - \%__. =--_AS
Steven M. Glaza Date

Study Director
Group Leader, Acute Toxicology
Hazleton Laboratories America, Inc.

(11095/t ji)
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(M

(2)

(D

PROTOCOL = ATTACHMENT lmrcopyAVAiLABLE

Lornes

(A) Qpagisy - degree of denaity (area ost dense taken for reading)
No opacity 0
Scattersd or diffuse ares, details of iris clearly visidle —eeeccee 1
Easily discernible tranalucent ireas, details of iris

slightly obscursd 2
Opalescant arsas, no details of iris visidle, size of pupil

barely discernidle - 3
Opaque, iris invisidle 8
(B) Acea 2f cornsh lovolved

One quarter (or less), but not zero 1
Greatar than one quarter, dut less than hall 2
Greatsr than halfl, but less than three quarters 3
Creater tian thres quarters, up to vhole area 8

AxBxS ) Total Maxizum = 80

Ioia o -

(A) falusa .

Normal » 0
Folds above norsal, congestion, swelling, eircuncoraeal injestion

{any or all of these or coabination of any thereof) iris scill .
reacting to light (aluggish resctica L3 positive) - 1
¥o rescticn to light, hemorrhage, grosa destrustion (asy or all

of these) ' 2

1z S " Total Maximua s 10
. .
(A) Asdpesy (refers to palpebral conjunctivae oaly)
Yessela normal 0
1

Yesaels definitely injectad above norial
More diffuse, desper orimson red, individual vessels not .

easily disaernidle F
pirfuse bdesly red 3
(B) Shemgaix
No swelling . 0
Ay swelling above norsal {includes nictitating seabrane) seweccocess 1
Obvicus swelling with partial eversion of lids 2
Swelling with lids about halfl closed 3
Swelling with lida abeut balf clcsed to completely 8l08€d eeccoceace ]
() Dischaczs
No dischargs 0
Any amount different from normal (does not insclude small asounts
obaerved in inner canthus of norzal animals) - 1
Disgcharge with soistening of the lids and hairs Just adjacent

to lids 2
Discharge vith moistening of the lids and hairs, aad consideradle

ares around the eye -

Score (A+Be+C)x2 Total Maximum s 20

The total score for the eye is he sua of all scores obtained for the
cornes, iria, and cenjunciivae.
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