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Summary

The results of the acute ocular irritation test conducted from

January 3, 1984 to January 10, 1984 at Riker Laboratories, Inc., St. Paul,

Minnesota indicate that T-3493 is minimally irritating (2.0/110.0) to the eye

of the female albino rabbit. Minimal conjunctivitis was noted at the one

hour evaluation and subsided by the two day evaluation. Corneal opacity and

iritis were not produced during the study.

Introduction

The objective of this study was to determine the acute ocular irritation

properties of 17-3493 when instilled into the eye of female albino rabbits.

This study is not regulated by the Food and Drug Administration's Good

Laboratory Practice Regulation of 1978, although the standard operating

procedures of this laboratory adhere to the general principles of this

regulation. The raw data generated by the Study Director and the final report

are stored in the conducting laboratory's archives.
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patton ent pevitts
young alvin sabbits of the New ealand bresed vere eet to evaluste

he ocular frritating properties of the test article. The test method vas
potetet steer that of Draive gt gif.

Ihe test article vas instilled into the conjunctival sac of the risht
ave of each xabbit according to the treataent procedure presented n
Sable 1 vith the left eye of each animal serving as a control. At each
scoring interval, the cornea, iris and palpebral conjunctiva vers examined
and srades for irritation and injury according to a standad scoring
aystenl. The maximum possible score at any one examination and scoring
period 110 posts, which indicates maxinal irritation and dssage to all
thre ocular tissues (cornes, iris, conjunctiva) while a score of zero
Snicates no irritation (Table 2). In this scoring systen, special
enphasts 4 place upon irritation or damage to the cornea, While less
enphasis is placed upon damage to the iris and conjunctiva.

ater completion of the test, the scores vere analyzed, and a
descriptive eye frritation xating vas assigned to the test article, The
critaria used for sssigmment of the descriptive rating wre the frequency,
the extent and the persistence of irritation or damage which occurred to
the three ocular tissues (fable 3). The individual results are presented
in mabe 4.

2hasieton Ducchiand, inc. pemver,
Bt Tain of he Fay of chemicals in Foods, Druge and

. Commatics 1060.
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The rating is arrived at by selecting the maximum mean irritation

score at one hour, one, two or three days after instillation. If the rate

of dissipation of injury does not meet the requirements defined for the

Gescriptive rating appropriate for a particular numerical score, the

Qescriptive rating is raised by one or more levels. The rating system is

presented in Table 3. The protocol, principal personnel involved in the

study, composition characteristics and Quality Assurance statement are

contained in Appendices I - IV.
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. 5.
rable 2

Bye Irritation Test - Albino Rabbits
Scale of Weighted Scores for

Grading the Severity of Oeular Lesions
FE —

Gomer rate
Tiasues Description Grade

ETT RE eee SEER
Tetmers (refers to palpebral conjunctiva only). \
Vessels definitely injected shove normal.
Nore: ditfuse, despor srimeon red, individual 2
Vessels not easily discernible.
Dittuse poaty red. 5
Chenoats (3)
ee T1iny above normal (included nictitating membrane). 1
Crions. averting with partias sversion of the lias. 2
Seeiting vith 110s about haif-closed. © 5
re Ling vith lias about half-closed to completely closed. 4

Dlacharge (©)
Hoe amsint aitferent fron normal (Does not include small \
me omsetved in inner canines Of normal animals).
Dioemareevitn notstening of the 1ids and hairs Just 2
aa3acent to che Tide,
Diaeharge with notstening of the 1ids and hairs and 5
Conaiderabie ares around. eye.
Score (A+B +C) x2 Total maximum = 20

Cornea opacity (n
oer Mhegree of density (area which is most
dense 1s taxen for reading).
entnered or aiffuse area, details of iris clearly visible. 1
Breily discernible ceansiucent arene, details of 2
Tris s1ishely obscured.
Opavescent areas, no details of iris visible, size of 3
epi barely discernible.
Soadue, iris invisible. 4
Sees of Cornea Involved (5)
Gre" quareer (oF less) But not sexo. )
Greater than one-quarter, bet less than one-hal. 2
renter than one-half, but. less han three-quarters. 5
Greater than theee-quirters, up to whole area. :

Score equals Ax Bx 5 Total maximum = 60
sets values (0

’ Folds above normal, congestion, swelling, 1

Cireumcorneal injection. (any of all of these of
Combination of any thereof); iris still rescting
To Tiane (sluasien section is positive).
Vo reaction to light, hemorrhage, gross 2
destruction any or all of these).
Score equals Ax 5 Total maximum = 10

Note: The maximum total score is the su of all scores obtained for the
Corres, Tris and conumctiva.? 005212
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Table 3 -

Eye Irritation Test - Albino Rabbits

Classification of Test Materials
Based on Eye Irritation Properties

-
Rating Range Definition

—————--™!#

Non-Irritating 0.0 = 0.5 To maintain this rating, all scores
by the one day reading must be zero
otherwise, increase rating one level.

Practically 50.5 = 2.5 To maintain this rating, all scores
Non-Irritating by the one day reading must be zero;

othervise, increase rating one level.

Minimally 52.5 = 15.0 To maintain this rating, all scores
Irritating by the three day reading must be zero;

otherwise, increase rating one level.

. milaly 515.0 = 25.0 To maintain this rating, all scores
Irritating by" the seven day reading must be zero;

otherwise, increase rating one level.

Moderately 525.0 - 50.0 To maintain this rating, scores by seven
Irritating days must be < 10 for 60% or more of

the animals. Also, mean seven day score
must be¢ 20. If seven day mean score is
< 20 but < 60% of animals show scores

. < 10, then no animal among those showing
scores > 10 can exceed a score of 30
if rating is to be maintained; otherwise,
raise rating one level.

Severely 50.0 - 80.0 To maintain this rating, scores by seven
Irritating days mustbe < 30 for 60% or more of

the animals. “Also, mean seven day score
mustbe < 40. If seven day mean score is
< 40 but < 608 of the animals show
Scores < 30, then no animal among those
showing scores > 30 can exceed a score
of 60 if rating is to be maintained;

. otherwise, raise rating one level.

Extremely 580.0 = 110.0
Irritating

FE ———_
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- BESTCOPY Riker ExperimentNo“

2 AVAILABLE repmony x .
PROTOCOL -

res: Acute Ocular Irtation Test

SPONSOR: aM_(nmercislChejesds Division

CONDUCTED BY: Safety Evaluation Laboratory, Riker Laboratories, Inc., St. Paul, Minnesota

TesTARmOLE_ Teta

contROLARTOLEft

PROPOSED STARTING/COMPLETION DATE OF TEST: be de

TEST SYSTEM: Female New Zealand White Albino Rabbits

SOURCE: Li “ries + rue [oho th

-
OBJECTIVE: The objective ofthis test will bo to determine the iiation potential of the test artic to the ocular tissues.

(cornea, is and conjunciiva) of albino rabbits. Rabbits wero selected as the test system
{for thir sensitiy o iritants, historical use, easeof handiing and general availabilty.

METHOD: The animals will be housed in standard wire-mesh cages in temperature and humidity controlled
fooms wih food@ and water offered ad libitum. Each animal will be assigned a numbered ear tag
Which wil correspond oa card affixed to the outside of the cage. The test article wil be instiled into
the conjuncival sac of the ight eye at a dose of with the contralateral ye of each animal
Sening 8 a control, A1hows and ___-.-____ days
{additonal scoring inervals may be added to futher characlerize the ocular reactions), the issues wil
Se examined ang graded for imitation and injury according to a standard scoring system of Draize
et all. After compiation of the test, the scores will be analyzed, and a descriptive eye irritation rating

Gssigned fo he test article Eye examinations may bs carried out with the aid of sodium fluorescein,
f deemed necessary by the study director, washed eye procedures entaiing a 5 and 30 second
contact period with a =1*-___ wash over a i _““t:__ period wil bo conducted using

animals per procedure. All raw Gata generated by the study director and the final report wil be
Stored in the Riker Laboratories’ Archive, St. Paul, Minnesota

2 Purina Rabbit Chow, Ralston-Purina, St. Louis, Missouri
b Draise: Appraisalofthe Safety of Chemicals in Foods, Drugs, and Cosmetics (1965)

Published by the Editorial Committee of The Association of Food and Drug Officials
of the United States. - :

PEC *

dE thele cafes othe eign } fer
Sponsor Date” Study Director Date

fo —— 005215
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APPENDIX IT

Principal participating Personnel Involved in the Study

Nase . Function

D. HM. Markos, Jr., BS Toxicologist,
Study Director

X. L. Eobens, 5S Supervisor
Toxicology Testing

K. D. O'Malley, BS senior Toxicologist
Acute Toxicology

G. C. pecore Supervisor
Mnizal Laboratory
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APPENDIX IIT

mis study is not regulated by the Good Laboratory Practice Act of

1576 and therefore information pertaining to coaposition characteristics

4s not applicable for inclusion in this study.
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appENDIX TV

his study is not officially regulated by the Good Laboratory Practice

Regulation of 1976, and therefore a statement signed and prepared by the

Conplisnce Audit department is not applicable.

he standard operating procedures of this laboratory. does adhere to the

general principles of this regulation. The Corpliance Audit dupartment does

inspect different significant phases for studies undervay in the Acute

oxtcotogy Laboratory on a recurring cycle, and the facilities are exnined on

a three month schedule. In addition a select number of Research & Development

studies are routinely picked at random from the Archives by the Compliance

Audit departnent for review.
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