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Sussary
The results of the ICAO skin irritation test conducted from

March 1, 1983 to arch 17,1963 at Riker Laboratories, Inc.. St. Paul,
Minnesota indicate that 7-337) produced irreversible tissue damage to the
skin of female albino rabbits following a four hour, a one hour, and a
three minute contact period. Moderate erythess and edema, as well as,
chemical burn, eschar and necrosis vere produced following all three contact
periots. An endpoint, as required by ICAO, was not achieved due to the
extreme irritation folloving each contact period.

Introduction
The objective of this study vas to deterine the ICAO skin irritation

poténtial of T-3371 to the skin of female albino rabbits. is study is
not regulated by the Food and Drug Adinistration's Good Laboratory
Practice Regulation of 1978, althoush the standard operating procedures of
this laboratory adhere to the general principles of this regulation. The
Fav data generated by the Study Director and the final report are stored in
the conducting laboratory's archives.
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tethod ang messice

Young albino rabbits of the New Zealand breed® were used in the

evaluation of the prissy skin Lrritating properties of the test article.
he test procedure vas modeled after that of brazestail.

ome day prior to the application of the test aruicie, the hair vas
Chipped from the back and flanks of each FaBbLE and two test sites selected
Lacersd to the midline of the back spprosisately ten centimeters apart.

he test article (0.5 5) vas applied o each of the cert sites on each
£abbit and immediately covered vith tvo-inch square gaue patches. The
Patches, which vere place directly ow the test sites, vere secured vith
gauze veap. The trunk of esch anisal vas then veapped vith fmpervious
Plastic sheeting which held the patches in position during ekeher & four
hour, one hour or three minute exposure period.

A the and of the exposure period, the plastic wrappings, pacehes, and
S11 restaun test article wre removed. One, 24 and 48 hours after
remomal of the test article, the test sites vere examined for frrevsaible
aanage ant scored separately for erythesa and edems on a graded scale
of o- 4 (Table 1).

The length of the exposure period i reduced until an endpoint of no
srreversible damage is reached, if possible.

he xesults are presences in Tables 2-4. The protocol, principal
personnel involved in the sca, cosposition characteristics and Quality
Assurance statement are contained in Appendices I = IV.

Suaziecon butcntand, nc., vemver, mABe” opraisnt of the Safecy of Chesicals in Foods, Drugs and CometicsSona!10x 13 x 002 Extra Clear polyethylene sleeves, PIC Industries, Inc.Sheeting, Hiner
eerareserreseed WE water.
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Table 1

Scoring Criteria for Skin Reactions
Reaction besemipmen seers

Erythema Barely perceptible '
(Biges of area not defined
Pale red in color and ares definable 2
Definite red in color and ares vell 3
defined.
Beet or crimson red in color

dena Barely perceptible '
(Bages of area not defined)
Area definable but not raised more 2
han 1 za.
Area well defined and raised 3
approximately 1 sa.
Area raised sore than 1 ma. ‘
Maximum Primary Irritation Score = 8
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Table 2

Primary sin Irritation Dest - Albino Rabbits
with T-3371 (four hour contact)

- Irritation Scores for Right Intact SkinSites Arter Resoval
Anima) Imedtately 24 Hours 48 HoursNumber = = = = = =
38358 28 a 28: 3 2m 2
8350 28 4 2m 3 im 2
38383 2 ‘ 2m 3 2x 2

Irrication Scores for Left Intact SkinSites After Removal
Anima) Insetately 24 Hours 48 HoursNusber = = = = = =
mse 2 4 2: 3 2m 3

3s3s0 28 4 2m 3 2m 2
38353 2 ‘ 2: 3 2m 3

Xey: C= Chemical burn
£ = Eschar
N= Necrosis
X = Epithelial sloughingED = dem

ER = Erythema
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Table 3
Primary Skin Irritation Test - Albino Rabbits

ith T-3371 (one hour contact)

- Irritation Scores for Right Intact SkinSites After Removal
Antmal Immediately 24 Hours 8 HoursNumber. = = = ® = =
38348 ' 2 2c 3 2m 3
38384 , ' 2c 2 EE
mss. ' 2 2c 2 im 2

Irritation Scores for Left Intact Skin
Sites After Removal

animal Immediately 24 Hours 48 HoursHumber = = = = = ©
m3e9 ' 2 2c 3 2m 2
3m380 ' ' 2c 2 ze 2
38385 ' 2 2c 2 ame 2

Key: C= Chemical burn
£ = Escher
N = Hecrosis
X = Epithelial sloughingD = Zdema
ER = Erythema
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Table
Primary Skin Irritation Test - Albino Rabbits

ith 7-3371 (three minute contact)

- Irritation Scores for Right Intact SinSites Arter Removal
Animal Tasectately 24 Hours 48 HoursMusber = © = = = ®
38397 25 1 2wx 2 wx 2
3m305 28 1 2m 2 2m 2
38394 23 a 2m 2 awk 2

Irritation Scores for Left Intact Skin
Sites After Resoval

Anima) Iasediately 24 Hours 48 Hours,Nusber = = = = = =
38397 28 1 2m 2 2wx 2
anes. 2p 1 2k 2 2m 2
38394 25 1 2m 2 2m 2

Xey: B= BlancingX = Epithelial sloughing
© = Escher
N = Necrosis
0 = paces
ER = Erythesa
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Le PROTOCOL 2.

7e5t,___ AcePrimarySiraionTest _
SPONSOR: aM_Conmeccial Chemicals Division

CONDUCTEDBY:  Satety Evaluation Laboratory,RikerLaboratories, inc. S.Paul, Minnesota
TESTARTCLE:Y=2om

covmoLAROl Sens
PROPOSEDSTARTNGICOMPLETIONDATEOFTEST: 2/2=o/s
TEST SYSTEM: FemaleNowZealandWhoAbino Rabi
SOURCE: Dire pmury Lps, LEWES, Pi

OBJECTIVE: Todetermineth iranpoletil of thetetaril 1 heskinof__i__animal. RabbtswereSelect a3 he est ymade10 hoiPtodel 36.sensi 10Fas,aaseof pancing and
evraavasabiny.

METHOD: Theanimals wil behousedinstandardwremashcages in amporature and hui convoledroomsVin1000 an vata oar a0 Aol. Eacharmawl D04463 &rumoreda 5, which wilGmespond 8cadafted oteoutside of th cage.Pro 1 the application oftote! arse, fh harVil cpp HomtabackanTanks ofe4ch rma nd 2 ltsi slot ater
10themidineofthebackapproximatelyten centimetersapart. _Q__ofthe_2__siteswillbeabradedby avin oursperma nason,woperpendcur 1 haGor ut,whe he iver es sol)wilromaniia.Thato rice,(5£ wi beappued to abradedand =_
intact site(s) on each animal “covered with __2auzt and secured with SereCo...

Toe uk of each ralwlthan bo abdwi imperious asks hoot whch wi ocdTe
testarticleduring the 1dayexposureperiodOnehourans48ncurd Biterremovalofthetestarticle,ne actnda 05 10wlbs xanand sco separoy oroye an dom00 8+ graded scaleof 01042. Th average mation produced wi bo svlotedbyadng themean scores
for erythemaandedemaoftheintact festsites ané-and48-hourspost-removekofthetestarticle. Smittmea scores foram odomt Shad 05 asts00-0000.Thess two
valueswillbetotaled anddivided by-fod¥toObtainthemean primaryimitation indexandthen assigneda Sesenptve rmansn atin angaslows:

2 lmer centet
: MoonPriry wiatonScore Descriptive Rating —N\E|Fol nt: Firs WED

Cn retest 00 010s Nima nasiee wabick 0501s Signy rang. FEB 211983
wu IeATihg To 16-30 Mildlyirritating © iaise Nodal ising 011i

51.65 Severely tating TY CYALUATION¢
Seles Ermerman

The rating for a test anclmaybincreased i thereaction caused is beyonderythemaandademaand reSood 1 bofinponanca ish area of tn.resus.Al ewSa gonad bycy rocirand ie nlrept wl 5 Soret krLabraios’Arche, St.Ba, MoresBr ne or mot ome nd St EpreuATES
2 Purina Rao Chow, Ralston Purina Co. S. Lois, Missouri©Drace: Aoesea foeSatayof homicls n Food, Drugs andCosmet (1965)Punks ty neEdo)Contes of he Assocation of Food nd DropOhi oftoUniedSites117s Bee Coch Site upon ress of tegh Spade and Lene 1 Ta. ”LC Se S7sasttT CEEAT apaicEo Ger ay vaca Bis
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. Riker Experiment wo.:__ 0883£80079

AppENDIX©(concluded).

1. In adaition to the four hour and one hour contact applications an addition
application of three minute contact with three animals vill be dosed

Dn. canbed
—_——e

2. Due to a delay in report processing the proposed completion date should be
amended to 6/83.

TO.on Arbor dg 100
wm omer mee
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Aepmworx 11
Principal parcicipating personnel Involved in the Study

© vase Function
bo N. Markos, Jr., BS Toxicologist

study Director
Ke 1. bens, 35 supervisor

Toxicology Testing
© X. D. o'Malley, Bs senior Toxicologist

cute Toxicology
6. c. pecore supervisor

Mninal Laboratory

¢00106



10.
apmOIX 111

Composition Characteristics

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

1978 and therefore information pertaining to composition characteristics

is not applicable for inclusion in this study.
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gusttey resumes sasenens

is study La not officially replated by che Good Laboratory Practice
Pagulacion of 1978, and therefore a statement signed and prepared by the
Compliance Audie department La not applicable.

he standard operating proceduses of his Laborsiory does adhere to the
seneral principles of this replation. Tha Compliance Audis Grparcaent does
inspect @ieferent significant shases for studies ndeay in the Acuce
noxicotogy taboratory on 4 securing cycle, and She facilicies are examined on
4 three month scheduld, In dfition a select mimber of Research ¢ Development
ctuties ace routinely $icked at random from the Azchives By she Compliance
Audis depaciaens for xeview.
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