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Report Title: 12 Day Subchronic Percutaneous Toxicity in Rats 

Test Type: Subchronic Dermal Toxicity 

Conducting Laboratory and Location: 

Test Substance(s): #G2877.01- Solid deodorant with 7.5% Octopirox 

Species:: Rabbit 

# of Animals: 3 male and 3 female 

Test Conditions: Test material was applied dermally and undiluted at 2 ml/kg to rabbits 
5 times/week for 10 applications. 

Results: No deaths or signs of toxicity during the two weeks other than skin irritation 
due to the exaggerated exposure condition. Necropsy and hematology revealed no 
notable findings. 

Study #: IRDC-191-143 
Report Date: 06/20/89 

Accession #: 35393 
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IIS* lnrsobpmaroar 

fhc &wly described ia this report was emdueced ia accosdwue 
uith Pe standard operrting pmcedurcr aC ihe Iat~raotiaaal Rssorcch 
aad Ogvaloppsac Corrpordtios {IRJ%Z) drid the protocol ~6 rpuciPicd by 
the Spoawr. Pcucadur611 paiciasnt to WY rtudy use described id 
thirr ccpott, 
A. lmJJICTLvR 

To ws@#s the ~utmbou# old myetenic t&city oi o aubnranca 

uhen it is repurtedly apptird co incace akin aver R period oC 12 
deya. 
a. 3PECfES SltmoIu~ 

Rirtarieslly, the t&u Zeal& White rabbit hu been rha m&eel 
of choice due to the Imer &mounc at bockgcanud infomtioo 06 &id 
species. 
C. JlrSTLF’tCATlQtT WR goUW OP #KLNIS3PATtUIP 

2%~ dctlral couth ia, hiscoricstly, m receptabls mcmk -?F eve- 
lustins skin irritrtior eodlae drrmel abeoqtiea of tba test ~r~istb 
add ia a poaaibte route of hrplrn erporurc, 
I). @ATA ~%TiirtTIb# 

UnLsse okhseviss apacified iu this report, rll III, data, dpwi- 
mew and report4 j9laerat4L duzrickg the CodducC Qf tba.8 Study aV2 

rrtainsd in the Acehives of tha lnttrnrtional &march and 
Dswlo~ot Cot:pDratior( in ?(Cttewn, Wichigm. 



IV. msl! mrxcL6 
A, XlYXlFX M D  Bl tBCRU’TIOb 

Cinciaarti, Ohio DE kember 29, 1988 se follows: 

Vta batch pL test artitla dtrcribed was otilirrd throughaut; the! 

7 
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Cba tihovro tett arIU. 8ercd m thaw crittrio, all M lerbbits 
(-1~s weighing from ZU5&273ig itlid tiler vri@iag from 
2SBO-2922g) WV+ hntd to be lrcct~tsblit far study we. Zbe rebbifa 

uere rrademizad red plated inr~ treeetidt groups za fooIl@M: 
Pat luch 6(1x, the parm*ocat enilul ideatiCicaciaa awbtsa 

&ad. cortarpefzding body rnrisbts of tht poimrrls dcsi@Utod for use in 
rho study wrt ratrrrd OIIW a wgwric #ialL, ubich 38s used ds cbc 
data cource for the blbuiag rradoaiaacios procrduer. h COQ- 
puctriseri amt dmraloprd e Iistial in order af arccodfng baay w&ghL 
md blaclwd into n bZw&s of I dnidul$, vhhore n l the ntmnbae of ani- 
mela per gsoup md x ” the nwbcr of oroupr. Animals in uch black 
wee then disLtibutcd ~PWB &rospa by atarts of I) camputtt-gewrrted 
lisct~ of I random ambars. 

Wu!&er of. Rllbbitd 
Teat Ariciold, Do&* LWel If&e PeWi - - 

Witer Cmrcd Otfolriaed Wart) 3 
GP877.01 100% 3 3 

tindumirotion procedura acludcd chrce mahr and thee fe- 
mrlrs due co proup rite. 

3. Teat Article Moriai*Ctatti6n 
Prior to rtudy initiation, ebo hair VW reutovad frcrm Rho 

bark of each rabbit [an arw frae Bouldet to rump, approxim8tsLg 1S 
cm uidel wirh tl) eLeccric clipper. T¶w It& WI clipped am 
~~cecsary during cht study pried to preveac tht Air Eros btcamin@ 
ortcld vith the Core aicicle aud ta facilitrte rcwate &s&r- 
vaciaac, Tks skin of ~68 tubbits rtwiard intrct. 

Oesiog uos initiated on Jeuuary A, 1969 aDd the rewiaal 

necropry waa psrfarrad cro taw~~ry IS, 1989. Tne rabbits uas# dr)scd 

OPCO drily, f ivt dtya per study uerk fur a total of IQ rppZ icatitmr. 
Zrrdividual doaea wore: edjusttd onca Inekly baaed on the moot. current 

body ueigbtr. 
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The rabbits uccu obrctued t&c* daily fw unrcalitp. 
b. Gecaral 4ppuaumce, lkhaviec rad ‘Pbanaaoacolic Siga 

The rebbicg uere obssrvad oocc daily fbs phamocatoxic 
cigar and other ffading6. 

c. Denma 1tritatioa 

Were danrrrl irritrrCia~% U8a present in my tstc~icy for 
am iadiridrral anilarl, tkc irritarbu ocorc uus ncorded aa pcemnted 

is the protocol. In ckir case. cht amarie accrit racocdcd for 
errh de-1 geemuter is prarcacr6 ia Appradk 6, 
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6. Body Wuishc~ 



PemIe %39381 exblbit4 *fight to mdet8ta desqwmtion LILL 

days b-lb md marla 039347 srhibi$ad red raised wea oa duys 9 ami 

10. 

6. Body *ights 

Body ueights are aumwrirsd ia TabIt 2; individutl badg 

weights are pesmted ir Appeadix 5. 

Ibere were uo raemrkable thmgerr abarmrcd in the csatrol 

group body vaights during rhe owdy period. 

Srrersl rebbito from the tcdt rrcicle trsstab $raup bxt 

approxiaately 60 grams body rei@r at week 1. By rwdy twaiastiou, 
body wxigbts io toat of the rabbi;6 Crm this &*cwp *are fseataar 

thuu the OFI& 1 vehur, faur rrbbira Rhibited a rsighc &fkia at rw- 

minetim chzt exceedad the prttaet vakut- 

I 



ctiaictl taborrtory at&es uem couducrod on cllr daiarrls prier 
co study isiriacion and at the cctmiartioa of the seudg bay i&F. 

Blood stapler rre obeainod Eram tbhc central err artery. Auimala 
ware allowd free access :D foad and uacer priov to bLood ample 
collecriou. Wte hamatolo~icat pecautcttrr liatod bslcw 9n!1tcII titer- 
mined tiring the itaetrument listed ia rccordsace uith chs nftrence 

cited. 
Sumary of Clinical P6tholqgy Pczcrminac ions 

Ssmple 
Llepetolepy Parcmcrers Inutcuamac bed Iypr tiofcreme 
lsukaeyte Count ‘a ortha l&T-ia@ i 
Erythtocyce butt u% OYttie icLT-a+ 
WmoglabL m GahQ F&2-Y : 
Rcmctoeril ue OzKbo BLS4 1 
WV. KCK, WKC YE Oreho ELS-8B 1 
Pletelatr VB attlw BIAS-es 1 
I)iffercatieL Ltullocyte Cf5unt -38 Light ~ietosccps 2 

WB d Whole Blood 
.ycv ” *ml corpu8culrr uoLume 
HCH = Xee~ corpw~cular hwglobin 

!%KC m Kern corpusc~lrr lwmo,oglobL scmentrarios 
9. RK5uLrz 

HerpatalvgLerl valuer are mtised ia ‘Cable 3. Xodividual 
hoaaKoiagi.caI velws are ptes#Ned in gpeadix 0. 
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All aoi.mlr received JX tompLet+ prrttaottem vxma%atl;ian under 
the direct zupervlltiot QP a paehotwyiet. Al1 euimtla wrzt wt;hu- 
tired by idtravuaous eodius ptntabWbie#t foXloved by tsrarrguita- 
tion. 

After a thorauph errernaf txwinatiou, racb mia4E WI 
opened and tha co8tdrsC~ of tlw abdo&ml, chortcic at& c:soirZ cavi- 
ties wze wined both in situ rnd atcur mav~cl and dismwxiao. -- 
A&Z mecro~copic &ao?mlities owe tecotdod an the Pathology Bscard 
shaat . 

Crab* Xssions tr05 011 8aiwls vtce eolltcted acid plsoad in 
phoaphote-buffewd w*%ctl Ecm@lCa. 

2. Wicra*c og fc 
Crow Ltaftxw VUICC procureod ht chd prc?acocion add 

aieraacopic exuhmtim bf lmm&~oxy1h- rnd emid-~caiord paroffia 

sections for al1 ts%mtls, 
Pclleuitr(i tccslpcance of the final t*patt+ &LX tieeots *flL 

be acot to the Bpmaar. 
A four-rtup grading qyatw of crate, aGild, modemto out! 

mtvtet alas used te &firs g?edtblc Ietiont for colrpttlcoa between 
dmagcr gcoup~ . A caaplete limtiag at orgda ti tissue ectouri~ 
cability eta bt found ia thr Tierut Xmmrory (Apptudir PI. 
B. RBSULTS 

1. A8crorcopic 
Uetrostcspic pmehutosp data trt rumariwd ia Table 6. Iudi- 

vidual mecmucopir, fhdioga ace ptettattd iu &ppeudix K. 
Ali irbbita which roetied dtrsnl epplicstions a& LOOZ 

GuIIT.dl had Ceut art&l6 releted skis chtngtr af the appLieatioo 
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Ur. Pale Jahnxon 

2) Documentarlan of tte derivrtjon , characrecizs;isn, wyi srabl’llry 
testing *t the tec’l wbstsncf 411 be the respsnsibility of the 
SpvOSDi 

31 me tecc substance ic ra be .wed for research aad development 
purposes vnly . 
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Di-ii oicrnal Requer 

Ei+roricallyy, the #cu 2mlurd rlbino rabbit has bran 
the urfeal of choice due to the Wge amint of 
be&ground iafomatfon ozi this tpmfee. 



Animal Care & ps: -- 

Earlrton, free a smret that.- btm spprau*d by rht 
Spunsor and the TL*t Facility. there 411 be at lmst 
une teet group fw rd tcrt suwance 1rsr66- abeve 

plus one M'tlck emtrol qrmp, Each test WSUP vi11 
cansiat nf six (6) mimr2s t3 areltz. 3 OesaXas) 
rei&inp 2.0-3-O kg. 

Pdlav the approved Standard Operating Wvccducts uf 
the Past Facility. lkelinmtiom per&d must k a 
tPinimue of ewtn (73 d%ys. 1 

P&PtbtoCQl - Pagvi 2 uf 9 
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pollov the appravtd Standard Opwotinp Praccdorrs eC 
the Tts t SacLlicy. 

EZGTiZmTs! Rabbits vi11 be salected from aafmals that. have brcn 
tccliuatcd fn the 1abaratar-y a ainimun ui sec-en (7) 
days rod have been used fn no previous CtudSco, 
hiash will br given o vi+u+I trataltt&tio@ by e 
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Dow2 Preparrlten: 

1 I he 66 a g [u/v) $vlutiPnCausptsrr;~on 
of test suGre in 

A control group shculd be I 1; 6hould n&t be I 1 
inch&d in this study, If Included, the eartcol 
suborancr chould be teswd 
c. xurrontly vi th the test subs cbnce a~ a dosragr 
lrvel ot . 

Dosing hX2WCtiOflS: Apply apprvprirte cvnctntxataoo Csee Dosle PteparatIon) 
af test substance($) or coati NkstPdce dtlPjr, 5 days 
per uwk for 2 ucpks IlO *ppliortf~+) at B dostew 
valumr of 2 d/kg af body vei&hr. 

@.ttstfaining: 

lcf b strain the aniuls tb prcn*ont an], ingesrion. 
&mwr tht r*6trrining device appprLn;iwteLy 7 k-mm 
after the start of trrrtrant. 

Pratecof - Psglr 4 of 9 
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Prior to fnithrien ef rhr study, saLdule the w&na,ls 
for n?cmLwY vith, 86 RMslY 4s Possible. 6n cod 

Pratocal Fags s of 9 



Flee ruPSy (&mr’d): Ettvecn dry 12 and the dsy of ntctapsy, obtain blaod 
s&mph uir the techeSque uved in the prt-Stqdy and 
analyze ~5 dcsccibed in the prttttsdent hmmstohgy 
rc~+cftfa~ on page 3. Felght all sniarkrr QU rhr firs! 
bay af arcropsy for USL in lrssessiag fn4ife lwdy 
velght changes. SrcriSfcc rho an18629 with IA IV 
overdose af da&m pwwbatbi tal. GxxanguP”ner+ prior 
to cesat!m of heart bear folloving the appraprfatc 
Stmdarc! OperarSng Pxcrdurt of the Test FacSliry. 
Rkctopsy all sutuiving enimafs end retatd all glrass 
obawmtiona hr a:1 organs fvllouing t&a btqttd6rd 
Operating P~IXW&~W of the TMC htility. Teks tissue 
rpacilsen$ for any organs whibiting grolrrs sbmatwcicns. 
Any dQvletions f%m the prorcrctzl tush a~ dsring 
cl~sues, heawakazy rw.vlts, ttc.+ Mmrld br:.ncrzed in 
*he raw date. All stbululed necrop*ks uLU be 
ruperuised hy a wttrinsry plrtbolvgilccl. 61% nacrepry 
room rssisrents uill be tnimd and qulua2iiW. 

Stetistlcel &molYSl5: Euo to the small nuobber of animals of2 this Study, 
calculate anly mcbns and rtrhderd drtviszfans. 

Orotrrcel Chanfrta: It it becomes naceeaery to chsega the rppzw%d 
prratOc#l, verbal ewietrteet te a&e rk?s change should 
be mad4 berwtn rh4 Study birector uul rim Lponsoc. As 
swan as prrctic& this cbuye and rhe ream for it 
should ,blr put ir, urfrfng and signed by barb the Study 
Df rector a63 rhc Spmaoc*s OWs5onel T4dcofo~5ar. 
T&s dcrcwmt is then ettschd to cbe pt~.m~J as aa 
eddtndue. 

. 
Pcot*tcrl - IptI(IQ d af 9 
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+ Cradcs zzasi@ed eboufd be based on the most sevcrdy affected area rxcqt 
vheh lffta 5s juctged to bt 4 20X of the tzcrtment site. Sovera tliaettonb 
accurring on < 20x of a ait+ shouM be dear&bed in a faetnot~+ 

+A Dlsctmtfrwa scoring on portian of tmt tire. vith escharkxfoliatton. 
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1. The nu=bor of unirs Iln the shipmentr imar, thr nwubtr of shfpplng caztons. 

2. The numbsr of oiides, block rnd Individual corrtaiaero of wet tissue or 
teretolaw speclnens in at&y. 

Procter L Gaeblc vi11 request fin uririnat tbc return 
g approxiaPatelg WWI they should be shipped. fill casts 

Incurred tn shipment at these mterialr to the sponsor rhmld be tncluddled in 
the fkxed study coat. Uhen ready, phase notify md srnd to: 

Archive Teethnician 

Z/U86 ?ratocol - Pa@ 9 of 0 
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