


Report Title: Acute Oral Toxicity to Rats of E2414.01
Test Type: Acute Oral Toxicity (LD50)
Conducting Laboratory and Location: Huntingdon Research Centre, England

Test Substance(s): #E 2414.01 - 1% Octopirox in shampoo vehicle. Undiluted material
was used for testing.

Species: Rat
# of Animals: Initially one male and one female were treated at the estimated LD50.

Test Conditions: Males dosed with a single oral dose of test materials ranging from 4.8 —
23.3 g/kg. Females dosed with single oral dose of test materials ranging from 4.8 — 13.8

g/kg.

Results: Female: LDsp> 10.7 g/kg
Male: LDsp> 16.9 g/kg

Study #: HUNT-85170D/P&G 1165/AC
Report Date: 03/21/85
QA Statement/GLP compliance: Yes

Accession #: 31973
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SESULTS AWD CONCLUSIONS
1. Acute Oral Toxicity (rera) (HRC BSL700/PEG _L165/AC)
Test Materisl Concentration Dose 207
E=2414.0L wondiluted up & down ¥ 16.9 g/kx
{H58 AR with {13.0-22.1)
1% octopyrox) B 10,7 glkg
(8- 1-'1“ -o)

At a1l doses €6.8 g/kg ~ 33.3 g/kg for the maleo; 4.8 gleg - 13.8 gfxg for
the Ffeoules), sniwale showed pilo-erection, sbmormsl body carriage ead
increased salivatioo. lethargy snd diarrhoes were frequently observed. For
the surviving anicale, recovery was complate by day § snd terminal outapsy
did nct reveal unucusl findinge apart fxom & subcutancess sghecess of 2 male
st dosed at 17.9 glkg. ‘

2. Eye Irritation (rabbit) {HRC 84981D/P5C 1166788}

Test Haterigl Treatment ms Corneay Eyes Borwal in Indicated
Ipvolved @ T O3 Elill

E-2414.C1 0.0 ml,HR 11 &6 lin 2,1 303
3in7T, Y inls
0.01 wl,R £1 0/3 2int, 1in2

When no vinsing occurrad, trensient cornesl opacities developped. Tempozary
iritia and conjunctivitie were ohserved. Cansidersble discharge vas ssen in
one enimale

3, Skin Irritation (rabbit) (IBR 3-3-599-84 and 1-3~600~84)

Test HMateriol Concentration Primary Jrri atiom Degree of Irritatioo

Indox
E~2414.01 5 X aq. 0 now irricsting
12 ug. o wom fyrizating

4. Skin Sensitization (guines pig) (I38 2-5-3538-84)

Tast Marerial foncentration Incidence of
Induction Challenge BensititAtion
£~28614.01 50 % ag. 30 X &4q. prao

No aigne of erythema br oedepe were obaerved on the apimsl skin.
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CONCLUSIONS :

Bead & Shouldesrs AR {IBA surfectent, Keridisn perfume) with 1 ¥ octopyrox is
not geutmly toxie., AL the concentrations tested, this weterizl is won
irritating for the eye. Under the conditions of the treatmsnt, E~2415.01 does
wor induce sensitizetion iv guinea pigs.
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HRC HEPORT WO. B5170[/P&G 1165780

STUDY DIRKECTOR STATEMENT

Tnis report, which describes a study conducted at HRC under my direction,
is considered to be 2 full and trus account of the ryesults obtained,

SSherur £ tqmc—L
-1 .99

Sheena R. Xynaoch, B.Se.,
gtudy Director,
Head, Department of Indugtrial Toxicology.

QUALITY ASSURANC? ITATEMENT

mcute studies dre condicted at BRC in a =etting which involves frequent
repetition of similar or identicel procedures. AL or abour the time >I the
stady deseribed in this report, ‘'process-based’ inspections were mide by
the fuality Assurance Unit of the critlesl procedures relevant to this
tudy type. For the inepection of any givan procedsre, at leuast one study
wae salectad withouat bias. ‘The findings Of these inspections were reported
promptly to the Study Director and to HRC Management.

This report has been auditad by the HRC Quality Assurance Onit and i
conmidered to be an accurate pragentation of tne data preduced during the
courss of the study.

Vome S
2037

X.W.5 Shillam, B.8cC., Ph.Ne, Pels Biole.
birector, Juality Assurance.
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Sawple designation: B 2414.01.

Biaxination fors

Acute oral toricity to rats.
{Up and Pown Method|)

INTRODUCTION

1.3.

The study was designed to assess the tonicity fallowiag 2
single oral vose. The tost pample may be ingested
accidentally.

The rat bag been zhawn to by a wuitable model for Lhis cype of
stdy and is the aninal reccmmwnded in tha test protocel.

The atudy plan was agresd by the Btudy Direstor on 14 Janovary
1265 and the study w6 undertaken between 15 January and
8 Pebruary 1985.

TEET SUBSTANCE

2.1,

2.2,

E 2414.01, & pale blue viscous liguid, was received on
12 Gotober 1984 and stored at amblant temperature.

B 2414.9) vas administered as suppiied by cthe sponssr at &
volume not exceeding 22.% mljkg {5.4. 1,03%).

The stability and absarption of the tast aubstance werg not
dJecormined.

EXPERINEWTAL PROCEDNURE

3.1,

Piuioceol

The axperimental procedurc used was based on Frocter apd
Ganble Limited, Btandard Protoeol MWe. CI3.
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3.2,
’ﬁg *,
3.3.
3.4.

8517ab/Pst L165/AC

Andmal sanagement

3.2.1.

J.2.2.

3.2.3,

3.2.4.

3.2.5.

HC/CPY (Rempte Spragua-Dawlay) rats wers obtained from
Hacking and Chorchill Limited, Buctiogdon,
ftambridasghive, Pngland. They ware in a4 waight range
a¥f 1%0 to 200 ¢ and approximately four to six weeks of
age. All the rats were acclimated to the sxperimental
environment for a minimum peciod of S days prior to
the start of the stody.

The rate ware randomly alloceted to cages withia the
txsatment groups. They were housed in individuslly
in metal cages with wire menh f2eaww. A atanderd
laboratory rodent dist [Bcientific Peads LAD 1
eptained from Special Bier Sexvices Led., Withanm,
Besex, Bngland) and water wers provided ed libitum.
The botch of diet vapd for the study ways analveed for
certain chamical and microbiologlcsl contaminants.
dccess to food only was pravensed overnignt prior te
and approximately 4 houra after dosing.

Reoults of routine chemical exanmination of water et
source isiapley Reservoir) as cvonducted guarterly by
the angliesn Waeter Authority, are made avaiiawbile to
Auntinadon Research Centru.

The mean daily minimum and maximum temperatures of the
animal room were 27°C and 23°C rvesprctively and the
mean daily relative humidiey value was 44%. The rate
of nir exchange wags maintainad at approximatwly 15 aiz
changes/hour. Lighting vas control_ad by means of a
time switoh to 12 hours artificial light in each 24-
housr parisd.

tach animal was idenrified Yy cages number and ear
punching.

Oma male and one Femnle rat were treated at the
estimated LDg,. All subaequent decisions o= dose
1svels were Zlk.ll considering each wex individually.
¢ an andmel died or was meribund the next animal of
that sex fdosed was at a towar tevel. If the animal
did not die the next animnl dosed was at & higher
level., Dosittg was continued in this manner until a
total of six animuls per sex had been deaswd after
reverssl of the infitial sutcams.

Treatment procedure

The appropriate dose volume of ¢he test substance was
administered to sach vay uming & gyringe and plastic cotheter.
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3.%. Chasgzvation

3.5.1. Animals were ohgerved zcon after doming; then at
freguant intervals for the remainder of Day 1. On
aubsequent daye tha animals were cbagrved at least
twize par day. Clinical pigna ware reeorded at sach
obaervation.

3.5.2. All animals were observed for 7 days aftay dosing.
3.5.3. The following were recoxded:
3.5.3,1. Approximate time of desih wi indéividua) raes.

3.5.3.2. The naturs, severity. 2pproximate time Of
onzet: and duratiom of each toxic sign.

3.5.3.3. Individual bodyweights of rats on Days 1 {(day
of dosing), 8 and at death.

1.6, Poat icortem examinstion

Surviving animils were kxilled on Pay 8 by carvical
dislocation, AllL animsle that died during the study and those
#illed on Day B were subjected to 3 WACIOBCOPLC pst mortem
examination which conaleted of opening the abdominsl and
thoracic cavities, 7The macroscopic appearance oFf sbnormal
Organg wak recorsen.

STATISTICAL ANALYSIS

The LDy, values were sstimated by probit analysis, having a slope
estmgnd from background data. The probit model wap fitted by
maxinom liketihgod, with 3 slope of 8.333 {egquivalent to & atandrd
deviation oF 0.12 units for the distribution of individual {leg.)
tolerance lavels).

Approximate confidence itntervals (95% level) were darived by addita
and subtracting 1.96 vimes the stacdard error of the [log.) Lbg,
estimate.

"
L5 )
"
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ARCHIVES

All apwcimpens, raw data and other documants generated ar HEC during
the course of this study, together with a copy of thix Pinal Report,:
have hean lodged in the Auntingdon Research Centre Archives,
Humtingdon, England.

RESULTS

Morvalities (Tables 1 and 2)

The doss loevsle and the resultadt mortalicy pattern afs precented in
Table 1.

Death nccurred amongst male rats Lreated at 13.8 g/kg and above and
amongst female rats treated at 8.2 ofkg and above within 32 and 47
hours of dosiny (Table 2).

Actopsy rovealed congestion or haemorrhage ~f the lungs wish pallor of
the llver, splesn and kidneys anongst thes” animala.

Bodyweight loases were recerded for rars that died (Tabie 4.

Clinical sigms (Table 3)

Signs of reaction to tratment obsarved chortly after cosing far rats
in all treatment groups incladed pilo~srmction, ILNormal body cartiags
{hunzned postura) and wncreased salivation. These signs were
acoompanied bhy;

abnormal qait {waddling}, lbthargy and pallor of the axtremities
amongst rats at 6.3 g/kg and above,

diarrhoea was obs¢rved amonsst rats domed at €.3, 10.8, 17,9 angd
23.3 gikg,

decreaged regpiratory race for one female rac at 8.1 g5/ky mnd for
ons maie rat at 17.9 gikg,

r&les amongst rats at 6.3 and 23.3 gFKkg.
comstoge~like conditiom #E sne male rat at LT.9 5/ko.

Recovaery as judged by exterval appearance and behaviour was appacently
canplets between Days 4 to 8.

PN
.
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Bodywaighes (Table 4)

Bodyweight gainz ware recorded for all aurviving rats ob Day 8.

Terminal autopsy

Terminal autopsy revealed a subcutaneouns abscess with adhesion to the
stomach, Spleen anpd liver of one male rat dosed at 17.9 g/kg.

Terminal sutopsy findinge for the remsinming surviving animals were
notnal.

Estipation of LO., valuen

The LD, valuvs estimated by prohit anslyeis asing a slope estimpted
from naskground datm were as follows:

Hales: 16,9 {13.0 to 22.1) g/kg dodywaight
Pamales: 16.7 (8.1 35 14.0) g/kg bodyweight

7. COUCLUSTON

Ths acuvte medisn lethwsi oral doses (LD..] and their 95% confidence
limits to male and Zamale rats af B 24§H.Ol were astinsked €O De:

Malest 16.9 {13.0 to 22.1} g/kg Dodyweight
Females: 10.7 (8.1 to 14.0) g/xg bodyweight

»
ut
.
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TARLE )
Nortality data for groups of rata dozed orally vit.h’
B 2414.01
sex [D?so! Nortality dara on esch domiay cccasion
gfky :
123‘567891(:‘1112
4.8 o]
6.3 ]
8.2 0
] 0.6 e ¢
13.8 i a
17.9 [ 1 o]
23.3 b3 1
4.8 o
6.3 o
¥ B.2 L
10.6 o} 0 0
13.8 1 1 1

P Animal diled
0 Amnimal survived
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TABLE 2
Time and number of deaths of rats dosed orally with
B 2614.01
Main study
Gex | Dose [Mumber of Pty
{g/xg) | deathx
1 14
2 3 jto
Hours after doring 8 :
No. '
dosed | 5 { 1 [ 2] 3] 4}5] 6 [ajplalojajp ;
4.8 o/1 i
6.3 Q/1 X
8.2 a/1 !
¢ 19.6 072 :
13.8 172 1 !
7.9 173 1
23.3 173 b]
4.8 o/}
8.3 0/1
1 8.2 /1 i
.6 08/3
11.8 3/3 3

The hour/day indicated is the time that the anims] was obperved
+o die or found dead ’

a Pirst obscrvation

bt Second ohservation




TABLE 3

B51200/PeG L165/A0

»

Signa of reaction to tr!nmnt;:gli;!{cd in rats doced rally with
2 2414.

Be. of rats chowing eigne

Signs Doss lafke}
Bumber of rats dodel per sex
4.8 6.3 8.2 116.6 |13.8 {17.8}23.3
1¢]ieliejlie]lg|2ej2aiav]2elley 32 24
Pllo-azactian 3] 3 14 2] ¥} 2] 3] 2} 31 3 2
Abnoymal bodyconryiage
{honchad poature)} ] Y 3§ 1p 3] X 2 3] 2y 3 3 2
Abnormal gait
[waddling} al o} Y} 1t 1} X3} 2{ 3] ey 3 3 2
Lethargy O] Of ¥f 1f O 1) 1% 1] 1% 2 2 2
Decrensed respiratory
rate O] O By G O] 1§ Uy ©] 0+ © 1. 0
Pallor of eytremities of o aF L] 2] ] ¥ 3 Ly 2] 23 2
Tocreosed salivation 1] 1| Y xp L] 31 2% 3] 2] 3 3 2
piarrhoea O} O] OoF Y[ O] 9 O] A} D} O] 2 1
Riles 0f 01 ) 3| Of O 0 Of ¢j ¢} @ 1
Conatona~like ,
condition Gl aj 0] ¢l O O0f Q) 6] B} O 1 0

-
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TABLE ¢

8S170D/EC L165/AC

Individval bodyweighta (g} of rata dcsed orally
with E 2414.01

Sex Dose Badywelight {g) at Day
La/kg)
Day 1 Day 8 Daath
<.8 192 80 -
6,3 180 22 -
a.2 163 24% -
10.6 150 19q -
151 204 -
o
13.48 156 - 137
170 210 -
17.9 172 250 -
200 430 -
179 - 160
3.3 177 - 157
194 - 176
4.8 184 244 -
6.3 196 az7? -
€.2 198 - 180
9
200 3480 -
10.6 159 18% -
150 192 -
153 - 138
13.8 154 - 142
150 - 127
: 9




