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1.

Summary

The results of the primary skin irritation test conducted from

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

Minnesota indicate that T-3608 is non-irritating (0.0/8.0) to the skin of

female albino rabbits. Neither erythema nor edema were noted at any time

during the study.

Introduction

. The objective of this stuly was to determine the primary skin

irritation potential of T-3608 to the skin of female albino rabbits. This

study vas conducted for research and development purposes and is,

therefore, 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

repopt are stored in the conducting laboratory's archives.
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2.

Method ant Results
Young albino rabbits of the New Zealand breed® were used in the evaluation

of the primary skin irritating properties of the test article. The test
procedure wae modeled after shat of raisest 2b.

one day prior to the application of the test article, the hair ws clipped
from the back and flanks of each rabbit and tvo test sites selected lateral to
the midline of the beck epproxisately ten centimeters apart. One of the two
sites vas abraded by making four epidermal dactsions, two perpendicular to the
other two, while the other test site remained intact.

0 test arvivle (0.5 yu) vas applied to each of the Test sites on sack
£abbit and immediately covered with two-inch square gauze patches. The patches,
Vita vet osswt dinsinly os the VAsk sites, vers Semel with gees vEsg:
The trunk of each anisal vas then wrapped vith impervious plastic sheeting
“hich held the patches in position during the ane day exposure period.

AC the end of one day, the plastic veappings, patches, and all residual
test article vere removedd. one hour and 48 hours after removal of the test
sttiving the Intact snd dhrated test sites wre erated anh scored segeravely
for eryehesa and edema on a graded scale of 0 = 4.

he average irritation produced was evaluated by adding the man scores for
exythens and edema of the intact test sites one and 48 hours post rescval of the
test article. Similarly, the man scores for erythems and edema of the abraded
test sites vere added.

Sussieton putchiand, nc. Denver, 2A
oui Appraisal of the Safety of Chemicals in Foods, Drugs and Cosmetics

£10 x 12 x .002 Extra Clear polyethylene sleeves, PIC Industries, Inc.,gesting, Hinois.
Lhe tees articie ms removed vith vater.
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hess two values vere totaled and divided by four to obtain the mean primary
irritation index. The scoring criteria for erythesa and edema are shown
below.

Scoring Criteria for Skin Reactions
Renee beserpter seers

Erythema Barely perceptible '(Bagen of ares not defined
Fale red in color and ares definable 2
Definite red in color and ares well 3
Getinea.Beet or crimson red in color .

Stems marely perceptible 3(3ages of area not defined)
Area definable but not raised more 2
than 1 3m
Area veil defined and raised 3
approximately 1 ma.
Area assed more than 1 ma. ‘
Maxioun Primary Irritation score = 8

The folloving grading system vas used to arrive at a descriptive primary
skin irritation rating:

Mean Prisary Irritation score
(ange. of values) Descriptive mating

° Noneixritating, 0.1 - 0.5 Minimally Irritatingois - 1.8 suighely IrritatingTeli Waly Trriating3 Dsl Roderately Irritatingshies Severely Irritatingee Zao Extremely Irritating
The rating for a test article may be increased if the reactions caused

are beyond simple erythess 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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ossazso3se
appenpzx 1 Riker Experiment Noi220200000
PROTOCOL 5.

ests Acute Primary Sin iran Test
ronson: aM_ Comercial Cheatcals Division

CONDUCTED BY: Safe Evalustion Laboratory, iker Laboratories, Inc, St. Paul, Minnesota
TEST ARTICLE; T-3608

conmoLarmcte: Ma o
PROPOSED STARTINGICOMPLETION DATE OF TesT:_Wad"

TEST SYSTEM: Fomalo Now Zealand Whi Aino Rabi

SOURCE: aglioust bonne]

OBJECTIVE: To determine the imation posal of the test ari 0 the skin of _a__ animals. Rabbis were
selected as the test system due to their historical use, sensitivity to iitants, ease of handiing and

General avalabiy.
METHOD: Tho animals wil be housed in slandard wire-mesh cages in temperatur and humily coirolled rooms

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

correspond to a card affixed to the outside of the cage. Prior to the application of the test article, the|hair

‘willbeciipped fromthebackandflanksof eachanimaland2 testsitesselected lateral

10the midiineofthe back approximately ten centimetersapart. _L__ofthe_2__ sites willbeabraded

eeto opianmal eiions. wo porpondiaia 10 the Ger wo, whi he other tas sia) wil
remain intact. The test article(0:2£rems_)will be applied to1 abraded and1
intact site(s) on each animal, coveredwit 8nd mxtswecured with gauze
alo each animal wil in bo wrapped wih impervious pias sheeting wich wil ocd ho
Ton afi during na 1 day exposure period, One hour and 48 hours afer removal of he tes arc,
nea and aracc tots wil 58 examined and scored separaily or erythema and edoma on &
graded scale of 0 to 4D. The average irritation produced will be evaluated by adding the mean scores

Er erytvoma and adoma of he act ot 165 heand 46 hours post removal ofthe test arice. Simi-
orsmeanscare lor anyhara and edema ofheabraded1st $165wilbeadced.These two
Valo wil be oases and ch by ou 1hianth mean primary tation index and hen assigned
dosepive rman skin nation agas folows:

, Mean Primary tation Score [pe
o Non-irritating '

01°05 Nil tating |
08-13 Sion trang” | J
76-30 Vid rang. {=
31-50 Modaratly atingSilas Soveray Iratng ©
66-80 Exvamel mati .

The rating or a test article may be increased f the reaction caused s beyond erythema and odama
0 ire Seamed tbe of mponance 1 he Intron of th resus, Al aw Gat generated by De
Sic drocior and th nl raport wil be stored n te For Laboratories Archive, SL. Pau, Minnesota.
2 Purina Rabbit Chow, Ralston Purina Co., St. Louis, Missouri
b Draize: Appraisalofthe Safetyof Chemicals in Food, Drugs and Cosmetics (1965)

Diba ng EvoraCortesof neAssocs of Foun On filof he ned Sts

‘Sponsor te ‘Study Director Date

Fam wrazewo, (00357



6.

APPEWDIX II

Principal Participating Personnel Involved in the Study

Nae Function

G. E. Hart Sr. Laboratory Technician
Acute Toxicology

X. D. O'Malley, BS Senior Toxicologist
Study Director

KX. L. Ebbens, BS Supervisor
Toxicology Testing

G. Cc. pecore Supervisor
Animal Laboratory

‘
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7.

APPENDIX 111

Composition Characteristics

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

1978 and therefore information pertaining to composition characteristics

is not applicable for inclusion in this study.

‘
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AppmNDIX TV

gualityAssuranceStatement

is 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.

he 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 wndervay 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 Coaplisnce

Audit department for review.

‘
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