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Sumnary

{he results of the primary skin irritation test conducted from

January 17, 1984 to January 20, 1984 at Riker Laboratories, Inc., St. Paul,

Minnesota indicate that T-3494 is slightly irritating (0.7/8.0) to the skin

of female albino rabbits. Slight erythema with no accompanying edema was

noted at the one hour evaluation following a one day occluded contact

period. No irritation was noted at the day two evaluation.

Introduction

The objective of this study was to determine the primary skin

irritation potential of T-3494 to the skin Of female albino rabbits. Tis

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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Hethod ant posuite
Lown aibine rabbits of the New Zealand breed were used in the evaluation

at the primary skin irritating properties of the test article. The test
procedure vas modeled after that of Draize et ai.

one day prior to the application of the test article, the hair vas clipped

from the back and flanks of each abit and to test sites selected lateral to
tne midline of the back approwisately ten centimeters apart. One of the two
sites vas abraded by making fous epidermal incisions, two perpendicular to the
ether tuo, vail the other test site remained intact.

he test article (0.5 3) vas applied o each of the test sites on each
fasbit and insediately covered with two-inch square gauze patches. The patches,
hich ware placed dizectly over She test sites, vere secured with gasse Vea.
Ihe tru of each animal was then zapped with ispervious plastic sheeting
\hich held the patches in position during the one day exposure period.

A the end of one day, the plastic weappings, patches, and all residual
test article were removedd, One hour and 48 hours after removal of the test

article, the intact and abraded test ites vere exasined and scored separately
for erythema and sdema on a graded scale of © - 4

he average irritation produced vee evaluated by adding the sean scores for
eeythena and edema of the intact est sites one and 48 hours post removal of the
‘ast article. sisilarly, the pean scores for erythess and edesa of the abraded
cast sites were added.

Ztasieton butchiand, me. Denver, BA
te Be of tht Bafeur of Chemicals in Foods, Droge and Cosmetics

Siw13 x 2002 Butra Clear polyethylene slesves, PEC Industries, Inc.
oeting, iikincis.
Sine’ tae article wae removed vith water.

005522



3 =

These two values were totaled and divided by four to obtain the mean primary

irritation index. The scoring criteria for erythema and edema are shown

below.

Scoring Criteria for Skin Reactions .

Teaction Description Score
-

Erythema Barely perceptible 1
(Bages of area not defined
Pale red in color and area definable 2
Definite red in color and area well 3
defined.
Beet or crimson red in color 4

Edema. Barely perceptible 1
(Rages of area not defined)
Area definable but not raised more 2
than 1 ma.
Area well defined and raised 3
approximately 1 mm.
Area raised more than 1 ma. 4

Maximum Primary Irritation Score = 8
eeeeee

The following grading systen was used to arrive at a descriptive primary

skin irritation rating:

Mean Primary Irritation Score
(Range of Values) Descriptive Rating

0 Non-irritating
0.1 = 0.5 Minimally Irritating
0.6 = 1.5 Slightly Irritating
1.6 - 3.0 Mildly Irritating
3.1 - 5.0 Moderately Irritating
5.1 - 6.5 Severely Irritating
6.6 - 8.0 Extremely Irritating

he rating for a test article may be increased if the reactions caused

are beyond simple erythema and edema, e.g. necrosis, escherosis, hemorrhage.

The results are presented in Table 1. The protocol, principal personnel

involved in the study, composition characteristics and Quality Assurance

statement are contained in Appendices I = IV.
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. PROTOCOL 5.

TEST:a ————
—

SPONSOR: 3M__CormercialChemicals——————
—Division

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

TEsTARTOLE_T:3e4

! contROLARTICLE: Nee
[54 - 4[5¢

PROPOSED STARTINGICOMPLETION DATE OF TEST: 3

| TEST SYSTEM: Fomelo Now Zealand White Albino Rabbits

; ounce: Dimeiard Lies , DENVER, Px
'

 ———

OBJECTIVE: To determin the primary intatin polenial of th test arlce to the skin of _&— animals, Ratits
meio a ho fost systom duetother historical use, sensitlty to ihants, ease of handing

and general availability.

"METHOD: “Theanimals will be housed in standard wire-mesh cages in temperature and humidity controlled rooms

1 with food? and water offered ad libitum. Each animal ‘will be assigned a numbered ear tag, which will

ortospondto 8cardaffixed otheoutsideofthecage.Prior to the applicationofthe testarticle, thehar

! onbe cipped rom thebackand flanksof each animaland2 teststssaleced lateral
rhe ofthe back approximatalytencentimeters apart, _L_—ofthe2 sitoswilbe abraded
by making four epidermal incision, two perpendicular to the other two, whl the other tes ates) wil

ao.Thotos!arc(0552)wilboapplied to _L___abradedand1.
Intacts10(3)oneachanima,covered with__gauze endsecured with_Sepe=SCLLC 1

: erat of cach animalwill thenbewrapped with Imperviousplastic sheetingwhich wil occludethe
Tous aril. uringthe 1dayexposureperiod.Onehourand48hoursaftr removalof the est aris,
re iotact andalyadedteststos wil beexamined and scoredseparately orerythema andedomaon

&

| raded scale of 010 42. Theaverage ration producedwilboovauatedbyaddingthemoe scores
eeeierma andodoma ofthe inacttes sesone and48hours post removalofthe testarticle. Simi

! Jary, the mean scoresforerythemaandedemaof the abradedtest sites willboadded.Thesetwo

valueswillbe totaled‘anddividedby four to obtainthemean primaryiritation indexandthenassigned

‘a descriptive primary skin imitation ratingas follows:

‘Mean PrimaryIrtation Score: DescriptiveRating -
o Nondiating

01-05 Minimally rating
06-15 Signtyinating § \
16-30 Mid Itating Let
31-50 Moderately Iitating
51-65 Severely Irritating,

66-80 ExtromelyIrtating © 5

Theratingfor atestaricl maybe increasedifthe reactoncausedIsbayonderythemaandedema
i aaa Shama o ba. of importance n the interpretation of the resus. Al raw dala generated by the

study director and the finalreportwill be ‘stored in the Riker Laboratories’ Archive, St. Paul, Minnesota.

. 8 Purina Rabbit Chow, RalstonPurina Co., St. Louis, Missouri

b Draize: Appraisal of the Saety of Ghemicaisin Food, Drugs and Cosmetics (1965)
Dibianod oy heEdtoral CommiteeoftheAssociaton ofFoodandDrugOffclsofthe United State

! wt Lonel, 1f2f2> Donn Canes 3 12/7/50

‘Sponsor ate" ‘Study Director ” Date

Fomwir. 005525
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AppmuDIX 11

principal participating personnel Involved in the Study

sane Function

0. he Hazkos, Ir. 35 —
Say piector

Xo 5. mbens, 5S supervisor
Toxicology Testing

K. Dv o'malley, BS senior Toxicologist
Heute Toxicolon

G. c. pecore supervisor
Final Eaporatory
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APPENDIXIIT
-

composition Characteristics

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

1678 and therefore information pertaining to composition characteristics

4s not applicable for inclusion in this study.
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appENDTXIV.

quality AssuranceStatement

This study is not officially regulated by the Good LaboratoryPractice |

regulation of 1976, and therefore & statement signed and prepared by che

Compliance Autit department is not applicable.

me standard operating procedures of this laboratory does adhers to the

general principles of this regulation. The Compliance Ault dupartsert does

inspect different significant phases for studies ndemvey in the Acute

socioolosy aberatory on a recurring cycle, aad the facilities are exasined on

+ thes month schedule. In addition a select number of Teseazch & Development

ution are routinely picked at random from the Archives by the Comlisnce

Audit department for review.
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