


Report Title: Acute Dermal Toxicity of G0539.03 on SKH-HRl &fairXess Mice 

Test Type: Acute Dermal Toxicity 

Conducting Laboratory and Location: P&G Miami Valley Biological Testing 
Facility, Ross, OH 

Test Substance: G0539.03 is 5% Octopirox in propylene glycol/ethanol/water (1/2/l). 
The test material was diluted in neutral and alkaline pH vehicles. 

Species: Mice 

# of Animals: 40 female (10 per group) 

Test Conditions: Total of 40 female SKH-HRl Hairless mice (10 per group) exposed 
dermally 1) neutral pH vehicle, 2) alkaline pH vehicle, 3) 5% G0539.03 (167 mg/kg BW) 
in a neutral pH vehicle and 4) 5% G0.539.03 (167 mg/kg SW) in alkaline pH vehicle. 

Results: No biologically significant treatment related effects seen in ‘any animals with 
regard to body weights, hematology and macroscopic anatomy. One‘animal exhibited 
signs of neurotoxicity (myoclonus) which occurred in acute dermal treatment of the test 
material in the alkaline vehicle. 

Study #: B88-0215 
Report Date: 12-5-88 
QA Statement/GLP compliance: Yes 

Accessioln #: 34922 



Test Substmce Handling, 
Toot Sy$tcm, Envimtmental Cowiition-2. 
Dosiq, Dbsermticms X. 1. Bauer 

NCCYOpSy It. P. Bauer 

Scady Data L. K. Kfahri 

a/30/m 

9/2/6b 

11/P/88 

l%C pratoGo1 Irag audited for Cc7Bp2iaStc to the ELF rt@21ttihnb. 

'Rte final tudy report uas rudited. The rwults pteaented Sn this ceporr: 
rccurntrly rafloct the rav data of the study. 



Voterfaary Patholoftitts: R. II. ~~UWWT, b.V.H,. D.A.E.V.P., C. L. A&km, 
D.V.N., D.I.C.V.P. 

Necmpoy Technician: kl, E. Wyder 

ClinfCal PSthO?oa~&i? 3k V. cEci!tgand, n,V.+l,. Ph.D., D.R.C.V.P. and #. J. 
Laytait, M.T,(A.6.C.P.) 

Statisticians: , it. 0. Brtac6, Ph.D. and P .3. SptonS 



The vehicle for them studies was propylene glycol:ethsnoi:uzte~ il:2:1), 
ArrIaeLs vase dosed ancc, ~ok?rved darly fat four days znd then gmss 
mxrogsted. 

I Lmation of Data: 

All raw data pertainfng to Study EBB-0215 can be found 91 lab ytebooh YS-Pa6 
and VS-2398. 

Route Of Adluinist*ation Qf '&St Subrtaxkcsr 100 Cl Of the test aaterirrl wae be 
applied once to the &r&k skin (about 7 cat21 cf each WUSE with a 6lls;pn 
Pipefoan and spread evenly with the pipetts rip. Dating was Sn asder of aninal 
number, After dosing, an&ala mere randomire OR the CQC r&c by the !%I++ 
Technic ian. Tberefwe, monitoring af aniUs past-dasing was b randam artk. 
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Anatcunlc Pathology: 

C. kf Hillelwand 
Study Director 
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SUBJECT: Observations in Study 399~02X 

reflexes indicated by failtire tb extend the l imbs w&n liftrtd by tb tail. ?& 
response- to tail pinch was poorly directed, aithough tSs rwponsct CE a puf: of 
air was relatively namal. 

&I the third morning. the animal k-as hypothermic and moribund anti was trjer+fore 
sacrificed far neoropsy. 

Add~ttional obasrratima of minar incrwses PC decreases in hcmot.~gc;~~2vity 
oc rebpcinse to air puff setn in other aic8 are deefnti iwfdehtal. 
lesions consistlink of blephartwpasm aud,hr cornea1 opacities ril;re cbscz& 
inefden%all.y in other mice during t;fie: observations for neurk%cxiciL~. 
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SUBJECT: Pathology ReQort 388-0215, 
CHBSE-l.32, TSLP G0539.03 

CJ.JEdI&AL PATHOLOGY 

No bioIOgica1I.y significant test substsncsr rreatzent frtC,~~:s wxe‘ ev:dc?,s 
on hemarologic cellular and hemaglob:n variables in mice treaixd to~kciig 
with 6053P.Q3 When compared to ve%iCle conteols. it potcnti2+il qine:giarfc 
effect 05 test substance ahd al.kallne vehi~fe resuLted in rild ;ncroneats 
of of RBC, HGB, NC%‘, WBC, and CXHPH. Thetse incrmwti wers no*_ r)lw:n,r,e TV 
be of biological ciqnlficance. 

ANATOM IC PATBOGDGT -- 

Hacroscopically, no dlt.eratiOns were nOt&% Which cGuld be atttibutm3 t0 
test substance s&ministration. 

Pour gYoups of 10 female albino Skh-WRl hairlQS6 mica [Cireirlrss River: gere 
treated mm? dermslly with either vehicle control substance at pM 6.99, 
vehicle control aobstance at pH 3.28 * 5% 00539.03 at ph‘ 6.35, OK 5% 
G0539.03 at pn 9.12 and abserred for 4 days, The purpoqe of this study 
was to determine the acute detmal toxicity potential of G@539.f33 io a~. 
alkallqe it neUtral gH. 

NATBR IALS AN5 HETHODS 

BXPERXMENTAL HOlIE% 

TYPE QE: STUDY: 
SPEC I ea : 
STRAXN CSOURCEI : 
SEX : 
IBITIAL WEIGH9 RAKGB: 
PEST SCfBSTAtXS POBB: 
VBBICLE CONT&OL SWSTANCN WISE: 
RCIIPE OF EPPOEURBZ 
0osm0 aameff: 
TEST oose VOLUME: 
63SRRVA!FIQN: 

Acute Dermal taxicity 
nouncl 
R&h-HRI albino, hairLess 
t&!%WdlZ? 

:: &ru3 
Propylene 3lyco~:ethanol:water tl:l:l) 
m3mal aCjpltcatfcn 
Once 
1ww pl 
4 days 



CL1 W 1CAt PATHOtOGY 

EIlaod far hematologic analyses was collected at necropsy 00 9/L/a? ir?r 
animal 833 (moribund) and on 9/2/W fox afl @thet zccfce, .wtt31,e blovd was 
collected from the vena cava rnto tubas cmtathirrg en agprjpriatc macat 
of EDTA aOtiCWkgafanta iLematalvgic analyses u-sre performed a: the 
C1 ieical P6tholOQy Laboratory Zt4VL) . 

Hematolvgy 

White blood cell count (WBC) 
Red blood ccl 1 count (RX) 
HenaogL&dn (HCB) 
Hemawcrit tHCT) 
Hem carpuscutar volume (HCV] 
flean corpuscular hemoglobin (MCHI 
Hcsn corpuscular hemoglobin concentration ~@stXC) 
Platelet count (PLT) 
Differential leukocyte count 

Segmented mutrophils (SEGS) 
Band neutrophiia [IMNDS) 
Lymphocytes (LYMPH) 
Honocytes (MONO) 
Bo6inuphils (EOSI 
Ba sophilzj (88603 

Hentstoloqic results were analyzed statistically by R. R. Ptwx and 8. J. 
Sprang uSid9 Procter and Gamble Computer Progran! bS894C. %%is progra23's 
autp*t has listed statiatleal comparisOr+~ ok each group (Z-4) to WebicIe 
Control Group 1. GrVup 2 is the Veilicle control Groug fox Freatmesrt czc3up 
4. The statistfcal comparison sf Group 4 to Group 1 is n~f experiacenta1ly 
mearringful and will not be discussed further. 

All statistical tests were conducted at a Sk, tiuo-sided risk Ievel. Data 
from the Clinical Pathology testing sad statistical anaLy6e~i irr=%e futthcr 
evaluated by II, W. Weing&nd,'D.V.M., Ph.D., Bipltmate, A.k.Y.P. a3d 16. J. 
Laytart, M-T. (A.B.C.P.). 



overall evaluation af the data. 

TABLE OF MlSStlG DATA 

C=WP Animal # TeQt 

1 1 All 

1 3 

4 

15 

I.6 

20 

24 

29 

30 

33 

35 

@if ferentiol 

Differential 

Oifiezetrtisf 

Dlffrrentrsl 

DifferentfaZ 

Differential 

Diffczential 

Differential 

Differential 

All 

Bo statistically significant group differ&aces were seen in tfre foLlouinq 
var isblcs: HCH, PLP, BAtiD8r BASO, EKE, EIOlO, AN9 GE@. No statistiC8lly 
significant differences were noted when vehicle Conlrrol Groups 1. and 2 
were compared. 



Refer to the report eubmikted hy Pathology Assockates. :.nc. :I.%r~kt3lrtz 
Pathology Appenclix I). 

WSULTS 

CLf NLCAL PATHOLOGY 

overall evaLuatLon of the data, 

‘tA%E OF HISSING DATA 

Groue Anttial # l-eat 

I 1 Ail 

3 

4 Differential 

15 Pifferential 

16 Di Cfwential 

20 DiiZerantial 

24 Differential 

29 Differential 

30 pi ffeerent i al 

33 Diffe*ential 

35 ?I11 

offferential 

Reaacn 

Ho saxa;l;zfe, received 
ewe to tl%hnicai 
dirfic~Itf%s ir. 
obts ining blood 

pw3nt iry Not 
Suf f i’cient f QNSj 

QNJS 

QNS 

QNS 

QWS 

QNS 

VW 

QrJS 

OHS 

sampie cEotted 

NO statistically significant group differences wete seen irr f:ie follr,uing 
variables : HCH, PLT, BAWUB# BASO, Em, MONO, mw SRGS. No stnlzisticelly 
significant differences VC)L~ noted when V&&k& Contc:al Grroupe 1 altd 2 
were compared. 



ANATOMIC P?iTBOLOCY 

Refer to the report submitted by ?athology kE%ciaces, I&. (Xoaxkaic 
Pathaloqy Appendix 11. 

CLINICAL PATHOLOGY 

There were no bialogically srqnificant tesl-s&+ta~~s tteatxent effects 
evident on hea+atoLogic &t%alytes when cNmpdlcing TrQacC%e!it GSaups 3 and 4 
with Vehicle Control GXOuQ6 1 and 2, respectively. The ccmparbon of 
Tteatmest Groups 3 aad 4 showed mtatistfcally signi~icsnt’inclwts in 
BBC, HGa. HCT, WBC, and tYHPH in Trwtmenr Grau&l 4, The increased HGB and 
HCT are due primarily ta the incrernenc in RX. The incteesed WC is dw3 
primarily to the increment in LYMPK. The #agnitude rrf til+se cbar,ges is 
minimal and probably not blalogically SigniEicant or specif&ally test 
substance reisted. Thcrse mild chsnges may be the result af alkaline 
vehicle test substance syfkeergistic effects, Hfld irkcraaant.3 in a 
multitude of hamataloqic variabLea , such aa obsrstvrPd ih Tfeahaen:: Group 4, 
are sznaetistes related tb systl?mic dehydration and h6m+xx&enrration. 

AWATOM IC PATHOLOGY 

Refer to the report submitted by Pathology Associates, he. {BnaWmic 
Pathology Appendix I). 

REVIEWlUG ANhTOMZC PATRO&OGIST 
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Report : CLPXPRS S CLINICAL FATHOUX;‘i . X?%.h?'tXGY ALM.4 RESULTS Run datr:l0/2&/8E 
Stbdy (Fief) nc.: B8%-0215 
Ferfoc: , * 

Run time: 08::s 
File no.:880006:' 

Poikiic Rbc Smudge 
cytos is erenated cells 
-a..***.. -e.-ee*m_ ---s----. 

OCC 
FEIj 

GrF Animal FOlyChrO Ani $( 
li. Id. Sex Platalers masta cytos:: 
---. e--*.* *.* e-s-.___* .--SW-*-. *_...,* 

0001 IC 
2 
c 

; 
7 
E 
9 

f PLTS NORM NOTED 1+ 
NOTED i* 
NOTED l- 

PLTS NORM NOTED 14 
PLTS NORM NOTED l+ 
PLTS NOM NOTED NOTE1 

NOTED 1* 

0002 11 F NOTED NOTE1 
12 NOTED NOTEC 
13 NOTED l+ 
14 PLTS NORM NOTED NOTE1 
17 PLTS NORM lt 1+ 
18 NOTED NOTED 
19 GJTED lt 

0003 2i F PLTS NORM lt f+ 
22 NOTED lt 
23 PLTS NORM lt NOTET 
26 NOTED lt 
27 NOTED NOTEr 
28 NOTED NOTEL 
29 PLTS NORM NOTED l+ 

0004 3i F PLTS NORM NOTED lt 
32 NOTED NOTE5 
34 NOTED lt 
36 NOTED NOTEI 
37 NOTED 1+ 
38 NOTED li 
39 NOTED NOTEI; 
40 NOTED li 

. . 

MOD 
0$X 
HOD 
FEW 

FE37 
HOD 

OCC 
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H l D M T O L O O I A l J W A  m !% 3 ..TS R u n  ddte:  10 /28 /8E 
R u n  tim e : 0 9 :O C  

P e r i o d : 1  Fi le  n o . : i 3 8 0 0 0 6 :: 

G rp  A n ima l  P it P it P lt m k d  P it m k d  P it P it 
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. . . . . . . . . . . . . . . . . . . . . . . . . ..-... . . . . . . . . . . . . . . . . . . ---e-U...  . . . . . .._ _  

0 0 0 1  2  
5  
7  
9  

0 0 0 2  1 1  
1 2  
1 3  
ia  
1 9  

0 0 0 3  2 2  
2 6  
2 7  
2 8  

0 0 0 4  3 2  
3 1  
3 6  
3 7  
3 8  
3 9  
4 0  
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GROSS NECROPSY REPORS 
r-w 

PROCTER 6 GAMBLT 
STUDY *f38b-02 ! 5 

THE ACUTE OERPIAL TOXICITY Of G0539.03 
TO SKH-HR 1 HAiRLESS MICE 

ANATOMlC PATMOL~Y 
AP?EhDIX i 

Gross necropsy examinations of 39 Skh-HR i hairless mice used to 
evaiuate the acute dermal toxicity of G0539.03 were conducted on 
September 2, 1988. All procedures were supervIsed by R. H, Pruner, D.V.M., 
Dlplomate, A.C.V.P An additional mouse assigned to this study (animal 
‘33) became moribund duflng the exposure per!od and w-as sacrificed on 
September 1, 1988. The necropsy for this mouse was performed by C. L. 
Alden, D V.M., Diplomate, AC.V.F. 

Macroscopic changes were not observeo In any anm-ial which were 
consiaered to be distmct\y related to aermal applications of 60539.03. 
Liver trssues In antmals L 16, 19 & 40 exhibited very sma.l1 ( : lmm), red, 
linear streaks over the ventral surface of the median lobe. These small 
streaks were thought to represent artifactual disruption of the liver 
capsule during postmortem manipulations. Animals ‘0f7, 31 & 39 
displayed several indistinct, whitish, subcapsular streaks along the 
margins of the median liver lobe which measured approximately Imm in 
length. Causative factors for these very faint streaks were not 
determmed, but they were thought to represent a spontqneous change of 
little pathOlOg!G significance, and there was no distinct treatment 
relationship. Cut surfaces did not reveal that any capsular or subcapsular 
changes extended into the subjacent liver parenchyma. There was no 
evidence of gross lesions in the skin or SubcutaneouS tissue of any test 
animal. Inanition was thought to contribute to the moribund condition of 
ilnlmat *33. 

SummaQ 

Gross necropsy examination of 40 Skh-HRt hairless mice used to 
evaluate the acute dermal toxicity of GOS39.03 failed to identify gross 
lesions which were considered to be treatment related. 

Richard t-i. Bruner, D.V.h. 
Diploma& AC.V.P. 

Date 


