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summary
Ihe results of the prisary skin irritation test conducted fron

January 17, 1984 to January 20, 1984 at Riker Laboratories, Inc., St. Paul,
Minnesota indicate that T-3453 is non-irritating (0.0/8.0) to the skin of
female albino rabbits. Neither erythem nor edema vere noted at any time
during the study. ’

Introsuction
Ihe objective of this stuy vas to deternine the primary skin

irritation potential of T-3493 to the skin of female albino rabbits. This
study is not regulated by the Food and Drug Adainistration's Good
Laboratory Practice Regulation of 1976, 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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Method and Results
Young albino rabbits of the New zealand breed? vere used in the evaluation

of the prisary skin irritating properties of the test article. The test
procedure vas modeled after that of Draizestail.

One day prior to the application of the test article, the hair vas clipped
£rom the back and flanks of each rabbit and two test sites selected lateral to
the midline of the back approximately ten centimeters apart. One of the two
sites vas abraded by making four epidermal incisions, two perpendicular to the
other tuo, vhile the other test site remained intact.

Ihe test article (0.5 5) vas applied to each of the test sites on each
rabbit and immediately covered with two-inch square gauze patches. The patches,
Which were placed directly over the test sites, were secured with gauze weap.
The trunk of each anisal vas then vrapped with impervious plastic sheoting®
Vhich held the patches in position during the one day exposure period.

At the end of one day, the plastic wrappings, patches, and all residual
test article were removeal, One hour and 48 hours after removal of the test

article, the intact and abraded test sites vere examined and scored separately
for erythesa and edesa on a graded scale of 0 - 4.

Ihe average irritation produced vas evaluated by adding the mean scores for
erythesa and edema of the intact test sites one and 48 hours post removal of the
test article. Sinilarly, the mean scores for erythema and edema of the abraded
test sites vere saded.

Laszeton putchland, Inc., Denver, EA
Braise: Appraisal of the Safety of Chemicals in Foods, Drugs and Cosmetics
S10 12 x +002 petra Clear polyethylens sleeves, FEC Industries, nc.
nealing, Illinois.
Sme test article vas removed vith vater.
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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

Westinbeseription 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 crinson red in color 4

Baena Barely perceptible 1
(Edges of area not defined)
Area definable but not raised more 2
than 1 mm.
Area well defined and raised 3
approximately 1 om.
Area raised more than 1 mm. 4

Maximum Primary Irritation Score = 8

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

skin irritation rating:

Mean Primary Irritation Score
(Range of values) Descriptive Rating

° 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

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

are beyond simple erythera and edema, e.g. necrosis, escharosis, 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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! apEwprx 1 Riker Experiment Nos“04720000+

Lot PROTOCOL. so
| TEST. Moule PrimarySkinitatonTest

i SPONSOR: 3M CommercialChemicals Division

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

estamos Tes
conmoLarmiowe: Neve

| PROPOSEDSTANTNGIGOPLETON DATE ores tfi HF
; TEST SYSTEM: FomaloNewZealandWhiteAbino Rabbis
|
i source: Dureiant Lass Dene, TA
;a
i
i OBJECTIVE: To determine the primary irtation potentialofthe tos arice to the skin of —G__ animals. Rabbts

waro selected 8a iho est system due to thei historical use, sensitiy to itans, ease of handing
and general availability.

3 METHOD: The animals wil be housed Instandardwire-meshcages in temperature and humiditycontrolled rooms
withfood2andwaterofferedadfibitum. Eachanimalwillbeassigned anumberedeartag,whichwill

Cortespond to acardaffixed t theousideofthecage.Prior to thoapplicationof th test erice thehelr
‘will be clippedfromthebackandflanks of eachanimaland2 testsitesselected lateral

10 the midiineof the back approximatelyten centimetersapart._L__ofthe_2__ sites wil be abraded

by malin four opidarmal incisions, two perpendicular to the Gther two, whi the other test sha(s) wil
} romainintact. The testarticle ( 0262¢ )willbeappliedto __1__abradedand—1___
| iniac ste) on bach animal, covered with __Caze and socured wih iiiSwic
| The trunk of each animal will then be wrapped with impervious plastic sheeting which will occlude the

i testarticle duringthe 1 dayexposure period.Onehourand48hoursafterremovalofthetestarticle,

the intactandabraded testsiteswill beexaminedandscoredseparatelyforerythemaandedemaon a

: araddscaleof 0 0 4b. Theaverage iitation producedwillbeevaluatedbyadding the mesnscores.
i fo anyihomaandedomaof he intact ostsites on and48hourspost removal of th testare.Siml-
| ary the,meanscores forerythemaandedemaoftheabraded fost seswilboadded.Thesetwo
i Values wilba totaledand divided byfou tobtainthemean primary ation indexandthen assigned
: adescriptiveprimary skin rationratingasflows:

| Moan Primary Irition Score Descriptive Ring
o Non-iritating Fe hr]

! 01-05 Minimally Irritating

06.15 Sighty inating
16-30 Mildly Irtating a

| 31-50 Moderataly Iating -
i 51-65 Severely Irritating i

66.80 Exromaly Irtating i

i The rating foratestarticlemaybe increasedIf thereactioncausedisbeyonderythemaandedema
and aredeomedtobaof Importanceinthe Interpretationofthe results. Al rawdatagonaralodbytho
‘studydirector and the final report will be stored in the Riker Laboratories’ Archive, St. Paul, Minnesota.

2 Purina Rabbit Chow, Ralston Purina Co., St. Louis, Missouri

© Draize: Appraisalof the SafetyofChemicals in Food, Drugsand Cosmetics (1965)

: Pblshod oy the Edtonal Committe ofthe AssociationofFoodandDrugOffical ofthe UnitedStates

2E fos 12fslen Dba Ame 3 ifn)

Sponsar Die SwdyDredor| Das
om anu 005203
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APPENDIX II

Principal participating Personnel Involved in the Study

wee0FPweuln

D. M. Marke, Jr., BS Toxicologist
Study Director }

X. L. Ebbens, BS supervisor
Toxicology Testing

X. D. O'malley, BS senior Toxicologist
Acute Toxicology

G. C. pecore supervisor
Mnisal Laboratory
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APPENDIX 111

Composition Characteristics

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

1978 ana therefore information pertaining to composition characteristics

is not applicable for inclusion in this study.
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APPENDIX TV

QualityAssuranceStatement

his study is not officially regulated by the Good Laboratory Practice

Regulation of 1978, and therefore a statement signed and prepared by the

Compliance Audit department is not applicable.

The standard operating procedures of this laboratory does adhere to the

general principles of this regulation. The Compliance Audit department does

inspect different significant phases for studies underway in the Acute

Toxicology Laboratory on a recurring cycle, and the facilities are examined 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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