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me resses of the acute ola irsitation est conducted £02

Samany 3, 1984 to Jamary 10, 1984 at Riker sahoratesies, Inc: 55 Paul

et inticate ae T3454 is sintmally srsstating (:3/110:0) £2 he ove

Tr ne femte atsino sabbit, Neither comesd cpucity noF {rics ESproduced

ring he swdy.  Winisal coryunctivitis wae noted st he one FONE

tuation and aubaided by the tio day evaluation:

Introdetion
oe cnpeceive of hia study vas to determine the site oouLaE sritation

peoperties of 5-3404 when inseilied nto the ee of ferie albino zabbite.

ete ty do not regulated By the food and preg Asinistratien’sGood

nboratory practice Regulation of 1976, souk he standezd cperating

scocasures of his Laboratory adhere to the genesed principles of this

eotation. The saw data generated by the Study Dizectar 28 the fina report

vee stored in the conducting laboratory's archives:
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Jothod and Results
oun atin sabuite of the Ney eaiand breed ere used £0 evaluate

re costar desitating propercies of che test arEicler Te £50 sethod vas

modeled after that of Draize Sta2

re tent article we inseiiied into the confessed 52€ OF the right

are of each cabbie according Co the Sreatzent POSS presented in

“abi 1 vith the left aye of each anisel serving se ® control. Ae each

ring tnterval, the comed, Axis and pelpebeal confinctiTe were exantned

na oeaded for drcitation and injury according to 2 stangara scoring

syste, The maximum possible score at any one examination and scoFing

orton 110 pores, which indicates maximal SrEitatien ana dsnage 0 a2

onutar cieaues (carmen, xis, cenjunctim) we» FOES of zero

©ssteates no irsitacion (sable 2). In this scoring SYS special

inant ie sisced upon Spsisacion ox damage to She CEE nile less

eoppasts ia placed upon damage to he iris endconjunctiva

reer canpietion of che test, the scores were anaels end *

seseriptive oye icrication rating vas assigned £0 She £228 article. The

ettertn used fox assignmenc of the descriptive ating 125° he frequency

+ wxsent and the persistence of station or amass RSH occurred to

or nese ocr tismuns (Fable 3). The sndividu xessics 850presented

in Table 4

2 poten putentand tree; Deer:
§ smaeton pucnlands BUELL SIH of chemtcads in odes BESSana

Cosmetics (1965):
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3.

me rating is arrived at by selecting he paxinun mean irritation

score at one hour, one, tw of three da¥S agter instillation. If the rate

of atssipation of injury does not Feet the requiresents defined for the

descriptive rating appropriate for 2 particular numerical score, the

aescriptive rating is zaised by one oF FOX Jevels. The rating system is

presented in Table 3. The protocols principal personnel involved in he

eudy, composition characteristics and quality Assurance statement are

contained in Appendices T = IV+
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able 2

£ye Irritation Test = Albino Rabbits

seate of Weighted Scores for
Grading the Severity of Ocular Lesions

EEE
eng ——— Bui

issues
Description

Grade

Tonunctiva Redness (MN)
Redness (Maers to palpebral conjunctiva only): '

Rete Gefinitely injected above normal,
Tee tfuse, decper crimson red, individual 2

Noreels not easily discernible:
Diefase beefy red:

3

Chenosis (3)
Sheen ing above noma (included nictitarind penbrane). 1

Be etiing with partial ewrsion of the lids: 2

Sing with lids about hai-closed.
3

Sr tn lids about halé-closed to completely closed. 4

Discharge (C)
Doe aittorent fran nomal (Does not 1nd small '

Roy amosved in nner canthus of normal animal).
hen mojstening of the 1ids and hairs Just 2

adjacent to the Lids.
an moistening of the lids and hairs and 3

Dereiderable area around eye:

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

cornea opacity (M)
9BACHEY ("gree of density (area vhich is most
Pree 1a taken for reading).
ee aiefuse area, details of kris clearly visite. 1

Seer ernibla translucent areas, details of 2

iris slightly obscured.
Ee oii areas, no details of iris visible, sizeof 3

Sepia barely discernible.
Soave, iris invisible.

a

ea of Cornea Involved (2)
Be ter (or less) but not zero.

1

Or Eoin one-quazter, but less than ene-balt 2

Ce on one-nalf, but less than three-quarters: 3

Ce han three-quarters, up to Whole sre: 4

Score equals AX BX S otal maxinun = 80

xis values (A)
Jalenlve nomal, congestion, swelling,

'

Eomovneal injection (any or all of these oF

Con of any thereof), iris still reacting
Smt (sluggish reaction is positive).
tion to Light, hemorrhage, gross 2

Nosiraction (any or all of these).

Score equals Ax 5 otal maximus = 10

ote: The maximm total score ie fhe £1 of all scores obtained for the

oo nmetivas 005534
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able 3
=

£ye seritation Test = Albino Rabbits

Classification of Test Waterials
on ve Irritation Properties

Rating Range . petinition

Non-Irritating 0.0 - 0.5 ro maintain this rating, all scores
To The one day reading must be Zero)

BYreioe, increase rating one level:

practically 50.5 = 2:5 zo maintain this rating, all scores

Non zrritating
1 The one day reading mist be Zero)
Brice, increase rating one level:

wininally 52.5 = 15:0 o maintain this rating, all scores

Irritating
Te three day reading mst be Zero:
eine, increase rating one level:

italy 515.0 = 25:0 no saintain this rating, all scores

Trritating
I he seven day resding mst be eres

. reise, increase rating one level:

Moderately 528.0 = 50.0 ro maintain this rating, scores by fever

Trritating
Te hmet be £ 10 for 60% or mre of
ye ela. “Also, mean seven day Seor

re he ¢ 20. If even day pean Score
E55 oa < 608 of animals shor scores
£20 Phen no aninal among those shouts

Conus > 10 can exceed a score of 30
Sein is to be maintained; others

aise rating one level.

severely 550.0 = 80.0 Jo raintain this rating, scores bY sev

Irritating
ee pe < 30 for 60% or more of
mala. Also, meen seven day Sco

Oe he ¢ do. It even day mean Score

Tho et ¢ 608 of the animals shor
£0.27 So, then no animal among thor

Eo ang scores > 30 can exceed a score
te Jf rating is to be maintained;

OFremvise, raise rating one level:

Exerenely 580.0 = 110:0
Teritating

———
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APPEMDIXI
Le

PROTOCOL

Jest: __Aoute Ooir raton Tet.

cponson ques reins Gauci
oii

GONDUGTED BY: Safety Evaluation Laboratory, ker Laboratories, Inc. St. Paul, Minnesota

TEST ARTICLE:Cee

CONTROL ARTICLE:a. J J.

PROPOSED STARTINGICOMPLETION DATE OF TEST:fs Sf4

JEST SYSTEM: FemaleNowZealand WriteAbRo Resits

source: TT ve Dar weve oh

BET: The aiscivol atestwll oo elomineJ, taton potentialoi th test atl to theocular

Tla comnts) of 00 (00 ee wero selocod as tho tost

(men,He a,loal es, esse of anding a7 Genera avallabity.

METHOD: The animal wil be housed n SE iromesh cages In tsmporature and humidty cont

Trawater cored a oun. Ex SO, wie assigned a numbered os

rooms Wh 1000e108 card afd to to iid of 10 CHL po, est ari wil be nse

ors Ce peg po

A raree

CS seorng nals may bo added fo rteouoa ho ocular reactors),the issu

(aoa) cco raced or irtaton and jyaccor inn andar scoring system of|

of alb. Aftor completion of the tes, the “scores wil be analyzed, and 8 ‘descriptive eye iritation

Oe a tot aic Ev examinations may 5 hi the aid of sodium fluor

ee, cy decor, washed ef, BOER rmaiing 8. and 30

contact period wih & orRYHUG owen4ageBOERS? od wil be conduc

contac prod 00 ro Al caw dia qneraled b1 SLY Gracie an the final report

Beer Laborstorie” Archive, St.Paul Meso:

a Purina Rabst Chow, RalsonPurina, SL Lous MESC
ur

Erolne Salty of Chemical 1 Foods Dt, and Cosmetics (1965)

a Aetral Commitee of Tha Associaton of Food and Drug Officials

of the United States.

Sponsor - Tale Study Drecior

— Co
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APPENDIX II

peineipal participating personel Intoled i the study

raze
Function

bu ne mares, Jer BS
roxicologist
Study pirector

Xo 1. Ebene, BS
supervisor
Toxicology Testing

x. D. o'maller, BS
senior Toxicolosist
Seute Toxicolosy

a. c. pecore
supervisor
final Laboratory
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AppEwDIX TIT

composition Charscteristics

Inte study ie not Feguisted by the Goad Laboratory Fractict act of

L676 ana therefore information pertaining to COmOSIIOncharacteristics

1s not applicable for inclusion in this study:
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appENDIX TV

This study is not officially regulated by the Good Laboratory Practice

Regulation of 1978, and therefore a statement signed and prepared by the
Compliance Aulit department is not applicable.

The standard operating procedures of this laboratory does adhere to the
general principles of this regulation. The Compliance Auit department does
inspect different significant phases for studies undervay in the Acute
Toxicology Laboratory on a recurring cycle, and the facilities are exanined 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 department for review.
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