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Report Title: Irritant Effects on the Rabbit Eye of E2414.01
Test Type: Ocular Irritation
Conducting Laboratory and Location: Huntingdon Research Centre, England

Test Substance(s): #E2414.01 — 1% Octopirox in shampoo. Undiluted material was
tested.

Species: Rabbit

# of Animals: 3 to 6 rabbits tested

Test Conditions: Group 1: 0.01 ml, undiluted, eyes un-rinsed, six rabbits
Group 2: 0.01 ml, undiluted, eyes rinsed after 4 seconds, three

rabbits

Results: Group 1: MAS = 11,test material is a moderate irritant
Group 2: MAS <1

Study #: ECM BTS 930
Report Date: 11/30/84

Accession #: 31973
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We the undersigned, bereby daclare that the wooz ware performed undsr cur
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A

Hichaa) P. Liggetk,
Head of Unit » Acute Studiesg
Daparwnent of Industrial Toxlcelagy
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Srenda I. Pareall,
Assistant Scientific Cfficer,
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Sarple designacion: E 2414.¢1.,
framination for: Yrritant effecte on the rabbit eya,
1. IRTRODUCTION

1.1. This study wag dasigned ko assesa eye irritation potential.

The tast subdtance may coms into contadt «ith the eye during
haadliing ot use,

1.2. The albino vabbit was chosan as it has been shown to be a
suitable model £or sye irritatidn studies and ig the animal
reconmended in the tast protecol.

1.3. The study plan was agrsed by the Study Director on 1% Qctober
1984 and the study was undarraken betwesen 22 october and
5 Yovembar 1984,

TBST sUBSTANCE

2.1. E 2414.01, a pals blus viscous liguid was received on i2 Neotober
1984 and was atored at anmbient temperature.

2.2, The etabiliry and absorption of the test Bubutanue wewre Hot
determined.

2.3, The teat substance was administered as supplied by the Sponser.

EXPERIMBHTAL PROCEDURR
3.1. Protocol

The ayperimental procedure used was bhased on Progter and Gamble
Limited Btandard Procedure No. C2B.

3.2. Animal wanagement

3.2.1. Nine New Z#aland White strain rebbits in the weight range
2.3 ©o 2.9 kg and approximately 10 to 13 weeks of aue wevre
obtajned from Jukced Rapbits, Buxtad, Svesex. The racbits
selacted for the study were all acclimated to the
laboratory anvivensent.
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3.2.2.

3.2.3,

3.2.4.

3.2.5.

3.2.6.

BAIRLID/PEG 2164/SE

tach snims) wae identified by 2 nunbsred aluminiwe tag
placad through the edge of cae ear. This m.aber was
uaigue withio the BRC Indusirial Toxicology Departesat
throughout the durstion of the study.

The snimala were allaoecaied to the following two
treatoent groups: ‘

aroup 1. & 2414.01, 0.0l ml, undiluted, ayes unrinsed -
aix rabbirs.

Group 2. B 2414.01, 0.0l ml, undilatsd, eyws rinsed aftex
4 seconds ~ thrag rabbits,

The rabbits were fndividually holesd in metal cagss with
porforated floors in Building R 17 Roem §. They had free
scoess Lo tap water and Grain Harvester Specisl Rabbit
biet 423,

Animal voom tempecaturs was wmaintained at approximately
l9*¢ and relative humidity at 30-70%.

Air axchange was maintained at spprosisately 19 axr
changes per hour and lighting was ocontrolied to give 12
houra of artificial lighe in each 24 hour puriuvd.

All animals were obssrved daily for signs of ill health or
toxic signe.

Teeatmat AEOCSIurse

3.3.1.

3.3.2.

3.3.3.

The eaysg of sach animal wers szamined prior to
inarillation of the test subgtancsE Lo ensurd thak thece
was no pre~existing corneal damage or conjunchival
inflarmation.

A 0,01 ml aliguot of & 2414.01, undiluted, was placad
direckly onto the corneal surface of one oye of asch
animal.

The asyalids were then gently held together for one sesond
before releasing. The contralateral eye remained
untraated and servad as a control.

Approximately 4 seconds after instillation of the test
substance the treated eyes of animais in Group 2 were
rinend using 20 ml of lukewarm tap water.
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3.4, Obaervatione and scorinyg

3.4.1. Exanination of the eyes was mada 1, 2. 3, 4, 7 and 14 days

aftex iantillation. Obsscvation of the wyes was aided by

the usa of & handneld tozch.

3.4.2. drading and scoring of the ocular lesions were performed

based on

the following numerical scoring systex™:

304.2.1’ co:ma

2.3

§: 3

Opaciry-degree of density (ares most dense
taken for remding)

Ho opacity

Scattered or diffumse urea, detalls of iris
clearly visible

Zaally dtscernidle translucent areas,
details of iris siightly obecured

Cpaleacent areag, oo details of icis
visible, size of pupil bargly discerninle

Opaquae, iris invigible

Area Of ocornss involved

ona guarter (or lesu) but not zZRro

Grea;.e:‘ than one guarter, but less than
half

Greatsr than half, but less than three-
Quartsrs

Graater than throe—qguarisrs, Jp Lo whole
Arpa

AhXBXS Toksl Roximenm =

3.4.2.3.

1. 8]

iris

Valuas

Roznwal

Folds abovae normal, congestion, swalling,
¢ircumcozrnaal injection (any or all of
thend o oombinution of any thereof)
iria atill reacting to light (sluggish
reaction is positive)

No yeaction to iight, haecorrhage, gEoss
dastruction {any or all of thema}

AxS5 Total maximwy =

=]

pw ¥ -

oo he e

80

10

Appraisal of the Safety of Chemicals in Poods, Drugs and
Asen. of Pood and Drog Officiale af the tnited sScatea.
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3.4.2.3, Conjunctivas

(A} Redness 'refers to palpebtal and tunlbay
conjunctivae excluding cornes and iris)

Vessols normal

vesgels dofinitely injecced above noreal

Hore diffusa, deaper orimson red,
individua)l vegesls not sasily discscaible

Diffuse desty rod '

We =

{8} Chemosls

Na ewelling

Aoy #welling above acymal lincludea
nictitating mambrane)

mwigus owelling with partial éversion of
1ide

Swelling with lids about hatf~closed

Swelling with lids shout half~closad to
complately closed

W e O

-3

(C) Discharge

Ho discharge ¢
Any amount different from norwal (doss nou
incivde small amounts observad in iLaner
canthus of normal animals) 1
Discharge with moistaning of the 1ids and
haive just adjacent to lide 2
Discharge with noistening of the lide and
hairs, and conaiderabdle area araund tha

oye 3
Seors (A + B+ Cl x 2 Total maximum =3 20

The total score for the eys {PAG scoare) is the sum
of all the scoyes obtained for the cornea, iriz and
conjunctivas,

HAXINUM AVERAGE SCORE

The aeximup average scara {MAS} was calculuted by avevaging the
highest total PAG score on any e doy.

HEDIAN RECOVERY TIME

The median nuaber of days for tha eyes G CleaXr was calculated by
placiag the animale in gequential ovder with regatd Lo persistence of
the rmaponse to treatwent. The average numwber of days of ths aeyas of
the thizd and Sfoucth anisal in the sacies tO beCoRs Normal was then
¢aleulateg to the ngarept 3.1 Jday.

&
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CLASBIFICATION

6.1. The taast substance is cansldered to be non-irritat when no
corneal damage, no iridial inflamwacion or conjunctivel grades in
excess Of 1 are obgarvad at tha 24 hours reading.

6.2.1. Opacity ¢f cornsa (other %han & slight dulling)
€.2.2. Iridial inflammagion

§.2.3. Comjunctival grades 2 and above

5.2.4, Conjunctival grades of )} persiating beyond 24 nours

6-3. A moderate irritant is charactariced by changesa/leaions in the
otulay tiamsues persisting beyond 7 days but clearing by Day 21.

6.4. & severa irritant 19 a tegt subatanse that produdes rsactions
pursidting beyond Day 21 o¢ that produces & eserstic lsmion.
ARCHIVRS

All aspecimens, raw datas and other dacuments generated ar HREC quring
the course of this study, togethar with a evpy of this Finsl Repore,
nave pean lodged in ths Huntingdon Resaarch Centre Archives,
Auntingdon, BEngland.

RESULYS

The numerical gcores awarded t¢ the covlar reactions 2licited by
£ 2$14.01 sre givan in Tabies I and 2 and culeclation of the YAG in
Table 3.

® 2414.01, 0.01 mi, 0o zimse (Table 1)

Corneal opacities developed in twe animale and dulling of the normal
lestrs Of tha corned was geen in two other animals.

Temporary icitis wrs obseéresd in two animals,

L]
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K diEfuse crimson sed coloutation of the conjunctivae was seen in four

animals and was acoompaniaz in twn animals bW connidsraie swailing

with partirl oversion of tha syelids. Cunumideranle dischirge was seen

in one animal.

Trangient mild conjunetival inflammination was seen in one amimal.
The MAS was calculated ¢o ba: 11

The median rscpvery tize wae caleulated wo we: 7 days.

% 2414.0}, 0.0) m), eves vinged aftar 4 seuconds (Tabla 2}

No corneal damege or iridial inflammation was seen rhroughout the
sbesrvation pariod.

Tranaiens mild conjunctival inflammation was geen in one snimal.

Mo peactiona to traatment vere sasn in the ramiining tumo animala
ducing the chbeervetion pariod.

The MAB waa Sgaloulacad 0 besr <},

CONCLUEION
e 1y o

E 2214,01 is considered to be 3 modaxate irritast.
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TABLE 1

{continued)

TOTAL P & G Soow

TUTAL P & G Saste

Cornes
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TABLE 2

(A
P8 Ghnyw
£ 4G Oxve
P SSceld

Uamntion
Vialna

Fr Y

Seanasl epacky

Sagicn of sre

P Soors

TOTAL F &G Snre

TITAL P & oo

(7

13304
13318
1332

ocular reactions elirited by B2414.0), eyes ringed aftezr 4 seconds
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TASLE 3

Total P & G scores and maxisum &Verige ESOres (MAS)
elicited by € 3414.01

Treatmaak Animal Day after instiliacion
:l«sx:l‘)or/ 1 2F 3141 71 4
0.0 ml, mo vinse 13144a gj2p064j0
131%¢ 20 §13 f1y 2 4 2
131464 2301050 ¢ 0
1325¢ 2 o
132%¢ ) 7 [1]
[ 1329¢ 25 J34 132 Ja3 | 2
Average 11 in 21 6 1«1
KRG 11
0.01 ml, rinze 13304 Slofojoijo
atter 4 mecands Tare 318 s T 5
13324 Q o Q 0 4
Avarage ct Jojaiyajo
HAS €1
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