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PAGE 6

QUALITY ASSURANCE STATEMENT

Primary Eye Irritation Study io Rabbits

Study Fo. 50503501

The report as herein attached for the above-mentioned study has been reviewed
by the assigned Quality Assursnce Unit of Hacleton Laboratories America, Inc.
10 accordance vith the Good Laboratory Practice Regulations as set forth in
21 CFR 56.35 (b) (6) (7). It has been found to accurately ideatify and/or
describe the authorized methods and standard operating procedures folloved in
the conduct of the study and that the reported data accurately reflect the raw
data of the laboratory study. Furthermore, che Quality Assurance Unit has
conducted the following inspections of thetesting.facilities utilized io the
Conduct of this study sod has submitted written reports of said iospections to
the study director and/or msnagemeot.

C bate of Tspection Type of Inpection Date Tnsued to Hanageneat

5/21-23/85 Process Audit 5/23/85

6/10/85 : Report Review 6/10/85 .

Lesia£. Halil 2 S257
Diana E. Skaliteky Date
Inspector, Quality Assurance Unit
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Prisary Eye Irritation Test Observations
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Primary Eye Irritation Test Observations
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Primary Eye Irritation Test Observations
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Primary Eye Irritation Test Observations
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PROTOCOL T22072

Primary Eye Irritation Study in Rabbits
(OECD Guidelines)

Study No. 50503501

Study Location Hazleton Laboratories America, Inc.
Life Sciences Division
3301 Kinsman Boulevard
Madison, Wisconsin 53704

Test Material 1-3752

Sponsor's Representative Janine Gleason

Study Director Steven M. Claza

Proposed Timetable
Starting Date Week of May 27, 1985
Completion Date Week of June 3, 1985
Final Report Date Week of June 24, 1985
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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

cabbits. 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/Corrosion, Adopted May 12, 1981" and che

Principles of Good Laboratory Practice.’ ALL procedures will be done

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

Procedures (SOPs) referenced in this protocol.

TEST MATERIAL

Mentification
Test Material: 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 precautions in
handling a substance of unknown
toxicity. Laboratory clothing, latex
sloves, safety glasses, and a pacticle
mask approved for toxic dusts must be
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TEST SYSTEM

Test minal

Young adult albino rabbits of either sex of che New Zealand White strain,

approximately 14 weeks of age, will be obtained fron 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

(0P-GENB 36). During acclimation, the animals will be examined for clinical

abnormalities indicative of health problems (e.g., diarrhea, ectoparasites,

rough hair coat, nasal or ocular discharge, evidence of injury, etc.). My

animals regarded as unsuitable for the study purposes because of poor physical

condition will not be relessed from acclimation and the reason(s) will be

documented.

Identification

Each animal in the study will be assigned a permanent identification

nusber 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

nusber.
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Housing and Maintenance

The following environmental conditions will be maintained in the animal

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

© Temperature: 21°C #2°
o Relative humidity: 50% 320% .
© Air change: At least 10 changes an hour of filtered 100% outside air
o Light cycle: 12 hours light/12 hours dark

Temperature and humidity will be monitored throughout the study. Variations

from prescribed environmental conditions will be documented.

Animal husbandry and housing at HLA comply with standards outlined in the

“Guide for the Care and Use of Laboratory Animals.” Care will be taken to

ensure that the animals are not disturbed for reasons other than data

collection and routine maintenance. The animals will be housed individually

in screen-botton 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 and water will be providedad 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. .

Study Design

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 aduinistration. Only animals with no sign of
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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 receive 0.1 g (or the weight equivalent of 0.1 ul) of

s0lid test material. If necessary, the solid test materials will be finely

ground into a dust or powder. The test material will be placed into the

everted lover 1id of the rabbit's eye. The upper and lower lids are then to

be gently held together for 1 second before releasing to prevent loss of

material. The eyes of the rabbits will remain unflushed for 24 hours
following instillation of the test material. After 24 hours, a washout may be
used if considered appropriate.

Reason for Route of Muministration

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

Observations

The treated eyes 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 vill be terminated. If irritation is present

at 72 hours, additional observations will be made at 96 hours and at 7, 14,
and 21 days. If at any of these time points there is no irritation, 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 revealing possible corneal injury. Irritation will be graded and

scored using the Draize technique (Attachment 1).% All eye abnormalities

will be recorded.
€01095
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ALL aninals that have a damaged eye producing undue stress or discomfort

will be sacrificed for humane reasons after consulting with the Sponsor.

Body weights will be recorded prior to test material administration and ac

weekly intervals throughout the study. Observations and body weights will be

recorded in the study notebook.

Pathology

ALL animals, uhether dying or sacrificed at study termination, will be

discarded.

Report
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 Rav 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 report 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
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Group Leader, Acute Toxicology
Hazleton Laboratories America, Inc. |
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