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Summary

The results of the acute ocular irritation test conducted fron

June 21, 1983 to August 1, 1983 at Riker Laboratories, Inc., St. Paul,

Minnesota indicate that T-342) is moderately irritating (40.0/110.0) to the

unwashed eye of the female alsino rabbit. A five second and thirty second

contact washed eye procedure were also conducted employing a five liter wash.
The irritation ratings for T-3421, using the limited contact procedures, were

mildly irritating (15.7/110.0) for the five second and mildly irritating

(18.3/110.0) for the thirty second contact procedure.

Minimal corneal opacity, iritis and moderate conjunctivitis were produced

during the unlimited contact srocedure by the one hour evaluation. The

irritation subsided to minimal corneal opacity with vascularization (two animals)

and slight conjunctivitis (three animals) by the day seven evaluation.

T-3421, when allowed a five and thirty second contact, produced iritis

and mild conjunctivitis by the one hour evaluation. All irritation subsided

by the day two evaluation. Corneal opacity was not observed in any animal
©Of either treatment group.

Introduesion

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

properties of T-3421 when instilled into the washed and unwashed eye of female

albino rabbits. This study vas conducted in accordance with the Food and Drug

Administration's Good Laboratory Practice Regulation of 1976. The raw data

generated by the Study Director and the final report are stored in the

conducting laboratory's archives.
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Hothos and mesutts
Young albino rabbits of the New Zealand breed” were used to evaluate

the ocular irritating properties of the test article. The test method was
Rodeles acter shat of Draize ex ail,

The test article vas Snstilled into the conjunctival sac of She right
78 of auch rabbit according to the treatsent procedure presented in
Table 1 vieh the let eye of each animal serving as a control. At each
scoring interval, the comea, iris and palpebral conjunctiva vere examined
and Sraded for izritation and injury according to a standard scoring
syscerR. The maximum possisle score at any one examination and scoring
Berios 110 potnts, which indicates saxinal irritation and damage to ail
three ocular tissues (comes, iris, conjunctiva) while a score of sero
indicates no ierication (Table 2). In this scoring system, special
enshasis is placed upon Srritation or dasage to the cornea, while less
enghasis 1s placed upon dansge to the iris and confunceiva.

Acer completion of the test, the scores vere analysed, and
descriptive eye irritation rating vas assisned to the test article. The
criteria used for assignsent of the Cescriptive rating vere the fregsency.
the extent and the persistence of irritation or damage which occurred to
the three ocular tissues (Table 2). The individual results ace presented
in Tables 4cs.

£ osteton bucchtans, Inc... vemver, 5Bree Ropeaisat of ha Safesy of hesicals in Foods, Drugs andComerica (1965):
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The rating is arrived at by selecting the maximum mean irritation
score at one hour, one, tuo or three days after instillation. If the rate
of dissipation of injury does not meet the requirements defined for the
descriptive rating appropriate for a particular numerical score, the
descriptive 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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Table 2 5.
Eye Irritation Test - Albino Rabbits

Scale of weishted Scores forGrading the Severity of Ocular Lesions
Ocular DraizeTissues Description raceConjunctiva Redness (A)

Redness (refers to palpebral conjunctiva only). 1Vessels definitely injected above normal.
More diffuse, deeper crimson red, individual 2vessels not easily discernible.
Diffuse beefy red. 3Chenosis (5)
Any swelling above normal (included nictitating membrane). 1Obvious swelling with partial eversion of the lids. 2Swelling with lids about half-closed. 3Swelling with lids about half-closed to completely closed. aDischarge (C)
Any amount different from normal (Does not include small 'amount observed in inner canthus of normal animals).Discharge with moistening of the lids and hairs just 2adjacent to the lids.
Discharge with moistening of the lids and hairs and 3considerable area around eye.

Score (A+B +C) x2 Total maximum = 20
Cornea opacity (A)

pacity - Degree of density (area which is mostdense is taken for reading).
Scattered or diffuse area, details of iris clearly visible. 1Easily discernible translucent areas, details of 2iris slightly obscured.
Opalescent areas, no details of iris visible, size of 3pupil barely discernible.
Opaque, iris invisible. aArea of Cornea Involved (8)
One quarter (of less) but not zero. 1Greater than one-quarter, but less than one-half. 2Greater than one-half, but less than three-quarters. 3Greater than three-quarters, up to whole area. a
Score equals Ax Bx 5 Total maximua = 80

tris values (3)
Folds above normal, congestion, swelling, 1circuncorneal injection (any or all of these orcombination of any thereof), iris still reactingto light (sluggish reaction is positive).No reaction to light, hemorrhage, gross 2destruction (any or all of these).

score equals A x 5 Total maxizun = 10
Note: The maximum total score is the sum of all scores obtained for thecornea, iris and conjunctiva.
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Riker ExperimentNo: 2°208
BESTCOPY AVAILABLE ssecoom= 10.

PROTOCOL

TEST: ___ Acute Ocular ration TestfoeOuipigontent
SPONSOR: OM. (omiizaial Chemical ~~ piigion
CONDUCTED BY: Safety Evaluation Laboratory, Riker Laboratories, Inc., St. Paul, Minnesota
vestamol Tse
conRoLammOELM 00000
PROPOSED STARTINGICOMPLETION DATE OF Tes: _5:8%= 4/32
TEST SYSTEM: Famale New Zealand Write Albino Rabbits
SOURCE:
_—
OBJECTIVE: The objective of tis test wil betodetermine the ition potential of the fest arice to the ocular tssuss(comea. ifs and conjunciiva) of albino rabbis. Rabbit wero. selected a6 tne 1651 Setonfor their sensitivity to rants, historical use, ease of handing and general availablity.
METHOD: The animals wil, be housed in standard wire:mesh cages in temperature and humidity controlledrooms wih food and water offered ad Iu. Each animal wil be assigned a numbered sar tagwhich will correspond to a card affixed fo the outside of the cage. Tho test aricls wil be ineiied ingthe conjunctiva sac of the ight eye at a doseof1.1wi the contralateral eye of cach animalserving asa control At1_hoursand 7 days(addtional scoring intervals may be added to futher characterize the orula reactions), tha issues wilbe examined and graded for ration and injury according fo a standard scoring aystem of Draizeet ai. Afer completion of the test, the scores wil be analyzed, and a descrpive ys ination ratingassigned to the tes aril. Eye examinations may ba carried out with ihe ad of sodium fucrescai,1 deemed necessary by the study director, washed ye procedures eniaiing a 8 and 30 second

contact period with a _IX__1_l.ria wash overa 5sic. period will be conducted using3 animals per procedure. Al raw data generated by the study rector and the fina report wil beStored in the Riker Laboratories’ Archiv, St. Paul, Minnesota.

2 Purina Rabbit Chow, Ralston-Purina, St. Louis, Missouri© Ore: April fhSlayofChemical h Fonds, re, and Cosmetic 19851Pubihed by the Editorial Commitee of The Association of Foodand ug Officials ~ 77T-ofthe United States. t ==
JUN 131983

I / SAFETY EVALUATIONTe, :5. C. eCornick  W 65-33 Die comm 3 “laf
Sponsor Date ‘Study Director ate
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seemnonx 11 STeapy,AVAppyg
Principal rarsicipating personnel Involved in the study

"~ —_—
0. 1. Markos, 35, Bs —Soar Dieter
X. 1. bens, 85 supsrvisorieaiogy meting
x. b. otvaliey, 5s ——ringer
Gc. mecore supervisorSt arn
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APPENDIX IV

QUALITY ASSURANCE STATEMENT

Acute Toxicology Laboratory Studies

Study no.:_ 0883EB0286

This short term study was audited by Compliance Audit and the

final report examined against the raw data on August 29, 1983 |

The results of the audit were reported to the study director and to

management on _August 30, 1983

In addition to the data audit, different significant phases for

studies underway in the Acute Toxicology Laboratory are inspected

weekly on a recurring cycle, and the facilities are examined by

Compliance Audit on a three month schedule.

Smpliance Audit

August 30, 1983
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