


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 
e%- 

Results: Female: LD& 10.7 g/kg 
IMale: LD& 16.9 g/kg 

Study #: HUNT-85 170D/P&G 1165/AC 
Report Date: 03/21/85 
QA Statement/GLP compliance: Yes 

Accession #: 3 1973 
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Sheena R. Kymch. B.5cb. 
study DiJ%4tOS, 

xead, Deportment af 'industrial lk%ic~lo~. 

Acute studies tire comi~eted at MC in a +tting which invol~ks frequent 
rcpec,ltion of similar or identloarl prnce&zO;. it% 01: ebour the time SE the 
study dcserlbed in. rhis tepr)rc, 'process-baserf' inspection6 ttec~ aads by 
the WalLty Assuranrr! Unit nf t&a critic& prmeduttfi r&tevant to rhfs 
study type. 'Fbr the inspw%Lon a!! any qfvi?n procechtrl), SC lba6t bnf2 t i%U@ 

W%6 ceh?cted witborrt biae. lhe fudings of tnes4 inspectiaas were reported 
proqt1y to tha Study Dirtctor tnd to HRC Mamgeraent- 

This repm-t haas been audLtw3 by the tK?C guality Awuraqce Unit and if 
coneidered tv be in recurate presentatim cf the data pro&w& d~rillq the 
cmlrsc of the stu3y. 

K.W.G. shillam. B.&z., Ph.tl., F+i. Jiol., 
Director, Q3alitg Assurance+ 



Sample designatLant f 3414.01. 

1.2. The rat hae been shawn to 58 h ekxltable nor)el for $31ia type di 
study am3 io the animal rcummanded in the test g-rotocol. 

1.3. The otudy plan uao agrscd By the Stu#y nirector ov, 16 January 
1985 and ti etudy was undertaken between 15 Jammy and 
8 February 1985. 

2.1, E 2414.01. a pale blue vilecoua liquid. ua8 recsivdd on 
12 October 1984 and stored at dlnbPant tempcratur+. 

2.2. I 24 14 -3 I va8 adminiatared a6 suppli@d by cha cporssot &t c 
volume not orceedrng 22.5 m.Lffu~ {S.d. 1.03Sl. 

2.3. The stabrlity and absorption of the tsst aubrtunce wre lKIt 
clct*nninea. 

* 1 : 



3.2, As&&. manaq4nPbnt 

3.2.1. 

3.2.2. 

3.3#3. 

3.1.4. 

3.2.5. 

of 150 # iu?o p and qpproxmately Zauc ta i&x weke of 
age. A.ll ttrr rrfrr were acclhate# to the oxpcrfmental 
env~~anlent far a lniztinuel period of 5 &aye prior to 
the i!mErt of the %tudy. 

Woults 0Z routine cbsmical eraminafton oE, wter et 
eowce iSapley Reservoir) a6 conductrd quh-z’tet’ly by 
the hnqlisn Water Authority, are wnedc wfali0ble to 
RClC&nga4M RQYQ&WC~ CCntKfS. 

The man daiIy minimum and rrrrimula temperaturea of the 
anlmal room were 21'C an4 23.C msprrcriveLy and Uw 
mean t%slly relative humidity value ~11~ 4Cb The rate 
wf ah *x&m* uIL8 anaintairmd at appoxtitlrly 15 air 
changeshtour. Lighting van control-ad by mewa af a 
t&w witch to 12 hours artificial liqbt ti each 24- 
now perlad. 

Cach animal was identified by cap numbw and sar 
pun chinq . 

3.4. T~tanent. procc&re 

TW apprspciatc doae wslurne OS tic teat substance viaa 
adninirtrrad ta each ww wing d syrinqo and pLasiic cabhtt~r. 
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3.5. Obsrrvrrtion 

3.5.1. ClninaZd uwc obt?erved soon afbet dosing: khen at 
fxmpant htorvt36 ior the remainder 6f Day 1. on 
scbseqkaatcnt dsys the aninals wese cbeesveii at Lraat 
tvke pr my. Ctinica3 nigna unz-e recxwd4d It &a& 

I obaervatfan. 

3.5.2. A11 amiauls wet4 Ob6trvsd for 7 day8 zrftor doeingm 

3.5.3. Tha fallowing wyre recordedr 

3.5.3.3, 

3.5;.3.2. 

3.5.3.3. 

&pprqximate tLne of dtbth of irrdtvidwl rate. 

7%~ nature, Ievbrity. approximate time of 
ctasrt and duration aL each toxic ‘sign. 

Individual bodyudghte oi rats on baya 1 (dav 
of dorringl. B snd at death. 

3.6. Post ;mttam 4xsmination 

+?be Lb co values uere e6tfnt6ttd by probit aeelysis, having a alapa 
esta.nwt ad Cron hackgrcnm! data. Thu prbbtt nsdtl wm fittel by 
ntaxi1601~ likelilwad, with a alopt of 6.333 (equivrlent to a atrrdrd 
deviation of 0.12 units lor the dietributibn Of inlfl!#iClual t2og.I 
t010ranc0 x~v*lrl, 

Apprarinate coofidence tntezvafs (95% lewt21 uwre derived by ac3dir.a 
and P;u-tAractiaq 1.96 time6 the rlt&diitP1 (rrttir Of the [Auq., LbS,, 
ortimatc. 



mstrLi+ios (Tablea 1 and 21 

;iTloy 3cusle and the rtbaltarbt mortality pattern are prromted in 
. 

Death occurred olnongst n6l.e rate treat+6 at U.8 g/kg and &xWt and 
amongst female rsts treated at 8.2 g/kg and above within 22 snd 47 
hours of doehj lTabl4 2). 

Actapby revealed cmyestian 01 hasctnmrrhaq4 nf thr lungs vi?h pallor oE 
ths Uvrr, @aen and ktdneyrr amongst thew anintda. 

Emd~right baser were recorded Car rats that died (;T~bke 41, 

Clioicsl.sigmn:, (Table 31 

Signs of ceaetion to tr8tmUtt obeerved shartly after Cosinp f-nr rats 
In IVL~ creatmst proup* Lncluded pilc-srsction. abmfmal bsdy carriafrc 
(hunched posture) slid tncreased salivation. These signs were 
acccmpanied by; 

aImor gait fcrad&ingl, lethargy and psllor ol the ertremfties 
anumgst rats at 6.3 q/kg und ahws. 

B1Carrhoea was obseorvrd amongfst rat8 dosed at 6.3, 10.6, 27.4 and 
27.3 glkg. 

dccctetcd rx?spiratoty CCIW for on: femare rat at 8.1 @kg kncl far 
onu melt rat at 1?.9 9&q, 

Recovery as judged by ertetial appearam+ and behaviour was appacmtly 
cwleto bstvsen Days 4 to a. 



Terminal autosany rwerlPd or subwtsneoua abscnsa with abersica to the 
rttammh, spreiat’ md liver of ##ae nmtle rat dored &t 17.9 &kg. 

Em the rameiaiag w.trvLring anirs;llr ~8x33 

Bstb6tiOa of LO,, value0 

The LDs, ualuea crtinutted h pmbiC baslyrtts uoLng a slope estimated 
fram baakgraund data vere 4b f0llQwlk: 

7. otxaaAsxow 

Tha 8cote medirn Lethmi ural dotes [LD J and their 95k ccmfidmce 
&imitO to nmlo and fmale rats QC E 2429.01 were asrirseked to be: 

#alesr 16.9 Ii34 ua Zi2.f) glkg bodywaiqht 

Pemalas: 10.7 18.1 TV 14.0) g/Xg badpeight 

: s : 



Mortality data fvr qcoupP al? r8ta &ased orslry with 
1 1414.01 
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