


Report Title: Primary Skin Irri
Test Type: Skin Irritation

Conducting Laboratory and Location: International Research and Development
Corporation

Test Substance(s): T-7120 — 2% Octopirox in shampoo at pH 4.5

Species: Rabbit

# of Animals: 1 male, 2 female

Test Conditions: 1 male and 2 female New Zealand White rabbits exposed to two
patches on the back with 0.4ml applied as a 10% (w/w) solution in distilled water for 24
hr. One patch was applied to intact skin and the other to abraded skin. Test sites were
graded at 24 and 72 hr.

Results: NOT a primary skin irritant. Primary Irritation Score = 4.7

Study #: 191-081; see related studies 191-080 and 191-082
Report Date: 10/25/77

Accession #: 19198
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Primary Skin Irritation Study in Rabbits

SPONSOR: Procter and Gamble Company
TEST MATERIAL: T-7120
STUDY NUMBER: 191-081 DATE: October 25, 1977

PROCEDURE: Animals

Three New Zealand White rabbits (obtained from Kuiper's Rab-
bit Ranch, Gary, Indiana), one male and two females, weighing
from 2726 to 3579 grams, were used in this study. The rab-
bits were maintained in accordance with the recommendations
contained in H.E.W. Publication No. 74-23 (N.I.H.) entitled
"Guide for the Care and Use of Laboratory Animals" and were
conditioned for a minimum of 27 days prior to study initia-
tion.

£ ’ Administration

- - 0.4 milliliter of the test material was applied, as a 10% (w/w)
solution in distilled water, to each of two 38 x 38 mm Parke-
Davis Readi-Bandages with a 20 x 20 mm felt pad which were then
placed on the two sites on the backs of each of the rabbits.
One of the sites was abraded while the other remained intact.
The patches vere secured in place with several wrappings of 75
mm Elastoplast tape and collars were placed on each animal.
Following the 24 hour application period, the collars and
patches were removed and any test material remaining on the
sites was removed with a damp cloth.

Observations

~-for irritation of the skin at 24 and 72 hours. (The cbser-
vations at 24 hours were made 30 minutes following removal
of the patches.) (See attached protocol for specific ex-
perimental design used.)

RESULTS: Effects of the test material determined at indicated inter-
vals and scored according to the attached grading system.

Grade of effect with time is shown in the table below. In-
dividual rabbit scores are presented in Table 1.
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Primary Skin Irritation (cont.)

RESULTS

(cont.):

191-081

Number of Animals Exhibiting Signs with Scoring 'Value''

Intact Skin Abraded Skin

Hours Hours
Observations Value 24 72 24 72
Erythema, 0
Eschar 1 1/3 1/3
Formation 2 2/3 2/3 2/3 1/3
3 1/3 2/3
4
Edema * 0
Formation 1l
2 2/3 273 3/3 1/3
3 1/3 1/3 2/3
4
Blanching 3/3 1/3 3/3 0/3

Primary Irritation Score (Index): 4.7
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Ervthema and Tschar
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crzmaticn:

No erytherma

Very slight erythezz (barely perceptible)

Well defined erythezz

Moderate to seversz erythema

Severe erythewa (beet redness) to slight
eschar formation (injuries in depth)

Edema Formaticn:

No edema
Very slizht edema (barely p EDtlblE)
Slight edema (edges of zrea wall defined
by definite raising
Moderate edema (raising approximately 1.0 am)
Severe edema (raised zore thaa 1.0 extending
beyond the area of exposurs
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Calculation fer Primary Skin Irritation Score {Score =
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T-7120 Individual Rabbi:r Scores azd Scorz Calculation

#™BLE 1.
Iatacs Skiz
Erythexa Fdema
Observaticn Period (Zours) Observacion Pericd (Heurs;

Arni=al Yo,/Sex| 26 72 24 72

28738, Female | 2.0 3.0 2.0 3.0

29519, Male 1.5 2.0 2.0 | 2.0

29540, Female | 2.0 | 2.5 3.0 | 2.5

Totaly§ 5.5 7.5 7
sverage (Value) | 1.8 2.5 . .5
Abradaed Skiz
Exrytherma Edema

N Observasisn Period (Bours) Observaticn Pericd (Zocurs)

Azi==1 Yo,/Sex| 24 72 24 72

28738, Female | 2.0 3.0 2.0 3.0

29519, Male 1.5 2.0 2.5 2.0

29540, Female { 2.0 3.0 2.5 3.0

Tozal} 5.5 8.0 7.0 8.0 ‘ '

Averaze (Value)| 1.8 | 2.7 | 2.3 2.7 | |

sum of the values (averages)

divided

by the number of observation periods used in evaluating the Primary Irritation Score times 2

18.6 + 4 = 4.7

191-081
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Primary Skin Irritation (cont.)

CONCLUSION: Based upon the results obtained, T-7120 would not be consicd-
ered a primary skin irritant. The test material would be
further classified, based upon the Primary Irritatioan Index,
as being moderately irritating to the skin.

L
L A
AARA
Wilson P. Dean, B.A.

Director of Acute Toxicology
and Special Studies

Approved by: D. Clifford Jessup, Ph.D.
Associate Director of Research

191-081
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TITLE: ACUTZ TOXICITY STUDIES IN RATS AND RAABITS

Conduct Zn accordance with the attached protecol.
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To determine relative leovels of primary skin L'T.~AL; .
]

Rahbits, three New Zealznd albino of either sex, weipghing
greater than 2 kg and shewing ne signs of imelting

cvels: Four-teaths (0.4) =nillilitar of a 10% (w/w) agueous

solution of the cozpound, using distilled water.

C - e e e .- - e wew L. .

Before treatment, clip the rabbit backs with an Oster
small animal clipper. Cne test site on cach anianal is
left intact and one test site is sbraded with the clinner
head so as to pencecracre the horny layer of the ecpidernis,
but withoutr causing blceding.

Apply 0.4 ml of the appropriate cencentraticn of test
waterial te a 38 % 38 mm Parke~Davis Readi-dandape wilh
a 20 x 20 mm felt psd. Place coverlets on both the
intact snd abraded site en cach animal. Sccure the
patches with several wrappings ¢f 75 mm Elastoplast
tape around the animals’ truak. Place the animnls
Newmann (1) hamess zo prevent their remowing zhe w

. ' After 24 hours, remove the harness and patches.
any test macerial remaiaing on the pactch sites wit
damp cloth. Thirty minutes afrer removal of the 2a
evaluate the reactions, ¢cun the basis of the utable b
Evaluate again afcer 72 hours. Recordé zll skin reac
not covered by the scering table.

—
po

Evaluzsion of Skin Rezsctlicns

(1) Erythema znd Eschar Formztion

. No crythema 0
Very slight erythema (barcly perceptidlc) 1
Well-defined crythemz 2
Modcrate to scvere erythem 3
Severe crythema (beet redness) to slight

eschar formation (injuries in depzh) 4
Highest possible crythema score 4

{2) Edema Formatien

No Edema ' o
Very slipht cdema (barely perecepcible) 1
Slipght odemit (adyes of arca well=defined by

defintie rafusiag) 2
Moderate cdema (raised approximately 1 mm) 3
Sevure edema {raised more than b ome and

cxetending Lheyoud area of cexponurye) CA
Mphent ponsible cdemy seore ]

(1) Newwmann, Eo A0 (1963) Lab. Aniwal Care, 1, 20F-210,
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Rueport: The average of all scores (3 animals, 24 and 72 heurs,
) abraded and intact) for erythess readings.  The averape
/ . of all scores fur vdemn readings.  The suam of the two
averapes is the Primary Trritation Indesx.  escripiive
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- 5 = Mcderately
.6 = Moderatuely to scverely
8

2
5 -
6 = Severcly irritating

File the final reporc within 3 wecks cf completing the
experimental work.
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Princinal Iovestigater: M. J. Winrow Date: 7728777
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