


Report Title: Irritant Effects on the Rabbit Eye of 2414.01
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: 9 rabbits
Test Conditions: Rabbits dosed with 0.01 ml; rinsed and non-rinsed

Results: Non-rinsed: MAS = 11, C/I = 4/6, last eye clear in 14 days
Rinsed: MAS =<1, C/I = 0/3, last eye clear in 2 days

Study #: HUNT-84981D/P&G 1164/SE
Report Date: 11/30/84

Accession #: 31974
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ECH BIS 930
SESULTS CONCLUSIONS
3. Acute Oral loxiciey (rara} (WRC 8S1700/PSC 1165/AC)
Test Matorial Concentration Doge Wsg
E=2414.01 wodiluted op & dowm ‘U 16.9 g/kx
{858 AR with {13.0-22.1)
1X octopyrox) P 10.7 gieg
{8,1‘“ .O]

2.

3.

4.

At all doses (6.8 g/kg ~ 23.3 glkg for the males; 4.8 g/kg ~ 13.8 a2/xg for
the fewules), snimmle showsd pilo-erection, sbmorusl body carringe end
increased sslivation. Lethargy ami disrchoes were Fraguently observed. For
the surviving animele, recovery was complere by day & snd terminal sotapay
did not veveal umususl Fiodinge apart from & subcutaucous abecess of a2 male
rat dosed at 17.9 glkg.

Epe Irritstion (rubbit) (ARC 849810/PEC 1164/5E)

Test Naterisl Treatwent S Corneay % Rorwal ie Indicated
R —— ——— T ——
Tovolved w or El

E=2414.€1 0.0! mi,WR 11 &76 lind, tind
3in7, 140l
0.01 =1,R <3 0/3 2dnl,1in2

When wo vinsing oecorred, tranciemt cormesl opacities developped. Tewporary
ivitis and conjunctivitis were chserved. Considershle discharge was ssen in
one auimal.

Skin Irrirstion (rebbit) (IBR 3-3~ 4G and 1~ )

Tesr Materisl Concentyation Irvi stiow  Degres of Irritation

E=-2414.01 5% ag. 0 wow frritsting
1% eq. ] now $zvitating

Skin Sensirization (guines pig) (IR 2-5-388-84)

Tast Maverial Concentrgtion Incidence of

Induction Challenge ( Hensitization
E-2414.01 50 T age 50 X ay. o/20

No asigne of erythema or esdens were obsexved on the snimal skin.
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Besd & Shoulders AR {TEA surfectsnt, Meridisn perfume) with 1 ¥ octopyrox ie
not ecutely toxic. At the concantrakions tested, this weterial is noo
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nok induce scusitivation in guiwes pigs. '
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CONPLDEHTIAL B4381D/PEG 16475

IRRITANT EFPECTS ON
THE RMIBIT BT OF
g 2414.02

{Project BCY TS 930]
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We the undersigned, bareby declare that the wosx wus perforsed under cur
supervigion accordirg to the procedures berein degcyiled, and that this
Teport provides a correct and faithfwl record of ths vesults obtajined.

R\t

Hichasl P. Liggwtt,
Head of Unit » Acute Studies
Depazrvmant of Industrial Yoxicolegy

CR 23N

Brends X. Barcall,
Rsaistant Scientific Cfficer,
Department of Industrial Toxisology
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Sarpla dasigracion: E 2414,93,
Examination Sor: Izritent offects ¢n the vabhit eys,
x. INTRODUCTION

l.1. This ptudy was Sesigned ko assess eye irritstion pokential.

The test gubstance oy ccme into contact with the eye during
handiing or vse.

2. The albins vabbit was chosén A% 1t has bent ahown £ be a

suitabla model for aye irritation stuldies end is the animal
reccamended in the tast protocol.

1.3. The study plan was asgised by the Stady Dirwctor on 1$ October
1984 and ihe study was unlsrtaksn bDetween 22 Cctober and
5 Novembar 1984.

TBST susvTRICE

2.1. E 2414.401,. a pale blue vieoous liguid was received on 12 October
1964 and waz otored xt srmbieot temperature.

2.2, The stabiliry aod abeorption of the test subutance were not
determined.

2.3. The test substance was adninistered as supplied by the Sponsor.

EXPERIMENTAL PROCEDURE

s e e W indend ot

3.1. Prutocol

The experizental procedure gsed was based on Proctesr and Gm'ole
Limited Btandard Procedure No. CI8.

3.2. Animal Danacement

3.2.1. Mine New Zealand Whita strain rubbite in the ve;tg’ht range
2.3 0 2.9 kg and approximately 10 to 1) weeks of age wers
obtained from Husced Radbits, Buxtad, Sussex., The raohits
selacted for the study weare all acclimateg o the
laboratery envirsament.

o
Lad
-
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3.3.

3.2.2.

3.2.3.

3.2.4.

3.2.5.

3.2.6,

BS9SLID/PEG 11644/SE

Exch animel wag identified by & sunbered aluminiwe tag
placed through the etige of one ear. This w.nbec wae
unique within the MAC Indusirial Tozicology Departeent
throughcut the duration of the atody,

™he snimals were allocated to the following o
treatasnt Jraupss

Oroop L. 3‘24!.4:2}. 0.0l =1, undiluted, ayea anrinsed -
iz wabvits.

Group 2. B 2414.01, 0.01 ol vndilutsd, eyws rinsed after
& saconds ~ thras Tabddits,

The rabbits were individuzlly nopeed in metal cAgen with
perioraved floors io Building R 17 Boom &, They bhad frea
uuu,?to tap water and Sraln Harvezter Special pabbit
piet 474,

Animal voom tempavaturs was maintained ac zoeinate]
19°C and relative humlidity & 30-70%. e Y

Air sxchange wag saintained at approgisately 39 air
changes per hour snd lignting vas controlled o give 12
houra of artificial Light in earh 24 hour pericd.

hil anisaln wore chssrved daily for signs of i1l heelth or
toxic sigow.

TEattmiat pEoChduce

3.3.1.

3.3.2.

3+3.3.

™he eyss of sach 20imxl were «xamined prior to
inseiliation of the test substance &0 enswre thac there
wayg no pre-existing cornesl damage or coajunctival
inflammation.

& 0.01 ml aliguot of E 2414.01, undiluted, was placed
dim;ly onto the raeal sorface of one oye of mach
animak.

The syalidn were then gently held togethey for one sesond
before xaleasixi. The contrslateral eye remsained
untreated and served as & contral.

Approximataly 4 seconds after instillation of he test
subatance the traated eyes of animaily in Group 2 were
rinsed asing W ol of lokewarwm tap water.



BAIMLD/PEGE 1264/58
3.4. Qbasrvations sud mcoring

3.4.1. Exanination of the ayes vas made 2, 2, 3, 4. 7 and 14 Says
after lastillation. Observation of the wyes waus aided by
the dse of & handheld toreh.

3.4.2. Geeding and seoring of tha oculsr lesions wers perforsed
baned o the following pomerical scoring system™:

3.4.2.1, Cornea

{A) Opacivy-degree of density (ares sost denae
takes for reading)

Ho opaciky

Scattered or diffuse arwa, detalls of irisz
clearly visible

Easily discernible tranalucent arsas,
detalls of iris siigmtly obrcured

Opaleascent areag, 8O detalls of iris
visible, sise of pupii barvely discerninle

Opeaguus, iria invigible

Dt W e O

i3} Ares of cormsm involved

One guarter (or less] but not zaro

Gze;;,:r than onk guarter, but less then
Bne

Greater then half, but less than three-
quactars

Gragter than thrse—quarisrs, up to Whole
area

B oW Y

AXB8 xS Total mazisum = 80
3.4.2.2. Iris

(A) Values

Rormal 0

Polds above normal, congastion, swalling,
cirouncornesl injection lamy or all of
thaene or cowmbimstion of any thwreof)
firdes atill rsacting to Light {(eluggial
raaction is positive)

No resction to llght, hasmorrhage, gedss
destruction {any or atl of these} :

AxS Toral saximon = 1)
* Drasize J.H, Appraissl of the Safety of Chemicals in Poods. Drugs and

Coaeticn. Asan. of Pood and Drog Offivials of tha Unired States,
pe 51 {1958},




849810/P6G 1164/8E
1.4.2.3, mwﬂiﬂ‘

(A} Redness .rafers to palpebtal and bmibar
conjuactivas excludisg cormes ond iris)

Tessels normal
vessols aﬂ.aiuly injacted above norzal
Hore diffuga, deaper crimsom

individual vessels mot manily disoumibu
Diffuse Deefy red

MK O

[8) Chemouia :

No swelling

Aoy mnmg above sormal {includes
aictitat wanhrane )

mwiizt owklling with parcial eversion of

Swalling with lids sbout half-closed
Swelling with ligs sbout half~clossd o
ooEplataly ¢losed

B W e O

{€) Discbarge

Ho discharge Q
Any amount different from normal (dm not

inclede small amcunts observed in inrer

tm otm mluning!:;‘ the Li nd !
Discharge wi B 1ids o

Mirs just adjmoeat to Lids 2
Discharge with moistening of the lide and

hairs, and consideredle atea arcond the

ye 3

Scote (R+ B+ C) x2 Totsl maximum s 20
The total score for the wye (PEG score) is the sum

of all the scores ovtained for the corvues, iris . and
' conjunetivas.

MRCINUM AVERRGE SCORE
Tha saximum average scors {MAS) wan calculsted by averagisg che
hignest total PRG scove on any ane dsy.

HEDIAN RECOVERY TIME

The median sumter of days for the eyes to clear was calcolated by
placiong the animsic in sequential order with regatd Lo punneuce of
the response to Lreateeat. The averags number of days of tha ay=s of
the third aad fourth mimal in the weriss to become normal was then
caloulated to the ngareet 9.1 day.

T 4 e
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CLASEIPIEATION

6.1. The tast substance is cosslidered to be non-irriwant when no
cornaal dasage, no iridial inflammstion or opnjunctival gredes in
excesn Of 1 are ohwarvad at the 2% hours raading.

6.2, A sltight irricant Is charactorised by aay of the follawing
mnges" at the 24 hours or subsequent readtings, which Slsar by
bay 7=

6.2.1. Opacity of cornpa tother than a slight Sulling)
€.2.2. Iridial inflammation

$.2.3. Conjunctival grades 2 and above

6.2.4, Conjuactival grades of 1} persiacing beyond 24 hours

6.3. A nodorate irrvitant is characearised by changes/lemions in the
ocular tiasoes persisting beyond 7 days but clearing by Dy 2i.

6.4, & severe irritant is a test subetance that produdes reactions
parsidtiog heyond Day 21 o¢ that produces 4 oeserotic lemion.

ARCHTIVES

All apecimens, raw data and other documents generated ar HEC during
the course nf this study, together with & oopy of thisx Flaal Report,
have been lodged in the Runtingdon Resasrch Centre Archives.
Buntingdon, England.

REBULES

The numerlical georss asarded to the oculzr reactions elicibed by
® lﬂ.#s(u are givan in Tables I and 2 and calerolation of the MAE in
Table 3.

B 2414.01, 0.01 =i, wo rimse (Table 1)

Cornoal opacities developed in two animals and dullieg of the normal
lustre of the cormes was seen in twd other animals.

Texporary ioitis wes observed in Lwo animels.
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849810/ PeG 1164/5E

A diffune crimsum red calouration of the conjuncuivae was seen in four
animals aad was accompaniad in twp aniwmals by considera“le swalling
with partisl sversion of tha eyelide. Consideranle dizcharge was seen
in one animal,

Trangient nild conjunctival inflammination was seen in one animal.
™he MAS was calcolated €0 ba: 11
The median recovery time wae caleulated to be: 7 days.

B 2414.01, 8.0l ml, eyes rinsed after 4 seconds (Table 2}

Bo vorneal damage or iridial laflasmation was seen rhroughont tho
avservation period.

Tranasient mild conjunctival inflammation was eaen in one amimal.

Ko reactions to traatment woTe Gesn in the camaining two apimals
during the cbeervation pariod.

The MAS waa caloulated €0 Basr «X.

CONCLUEION

E 2414,01 is considered to Do & modarats irritant.
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Ocular rveactions elicited by £ 2414.0), so rinse

TABLE L
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TABLE 1

{continued)
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TABLE 2

Sagion of oyv

i

Qoular reactions elicited by B2404.8), eyes vinsed after 4 seconds

(1]

h
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g
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e
Beteelld LD

]

b

8 19,9
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P RO Seme
P& G eow
TOTAL ¥ & & Snoww
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TASLE 3

BEIBLDIPAG Ll64/58

Tocal P & § sicras and peXisum AVerags scores (MRs)

elicited by € 3414.0)

Treatmaat Animnl Day after instiliseion |
Wanber/
Sesx AR EREEERET
0.0 ml, m rinse A3144 g2 oloj
1315 f13fnt2i3
1316¢ 2jefofofo 1
13254 4jeleslz2fo
13278 sjelrlrje
132%¢ 25 134 132 J23 210
Average nnjlsfejaloe
NAS 10
6.01 ml, riase 1330+ vfofofoln
Biter 4 mecands C1331¢ 20301030
1332¢ vjojajojo
Avarage st Jojajopo
ms <1
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