


Report Title: Rabbit Skin Irritation Patch Test
Test Type: Skin Irritation

Conducting Laboratory and Loecation: P&G, Miami Valley Laboratories, Biological
Testing Facility, Cincinnati, OH

Test Substance(s): #G0506.01 - 0.3% Octopirox in conditioner. Undiluted test material
was used.

Species: Rabbit
# of Animals: 3 rabbits per test group
Test Conditions: 0.4 ml of test material applied to patch. Patches were removed after 4

hrs and excess material removed. Sites were evaluated at 0.5, 24 and 72 hours post-
treatment.

Results: Primary Irritation Index = 0.44 — mild to the skin. The test substance produced
erythema only at 4.5 hours. This irritation cleared by 24 hrs.

Study #: B85-0065

Report Date: 02/21/85
QA Statement and GLP compliance: Yes

Accession #: 30419



SUMKARY REVIEW FOR FEC BTF HOMCLIWICAL SAFETY STUDIES

Test Substance: Head & Shoulders C~3b DRD  BYLR 0372
Type of Study: Primary Skin Trritation ¥SI8  C8306.G1
Spansar‘s Div, Toxicolegist  C.W. Cardin Study # B85-0063
Study Direcctor G.A, Mixon Path fef.  N/A

Final! Report Dates  Pebruary 21, 1983 Hotebook £ YE-738L
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This report has boch revicwed for scleatific quality and is summarized ss follows:

Undiluted G0506.01 was mild to the skin, producing a Primary Irritation Index of
onlv 0.44 in this test.
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All specimens (when applicable), raw data and final reporks will he handled and
stored at Procter & Gamble acgording to the provedures described 1n Lhe
Biological Safety Testing SZtandards.
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THE PROCTER & GAMBLE COMPANY

P EOR INITE
Sabhies VALIEY LABDIATORIE '

IR /N IWAT, ORID a5t e)

The foliowing Study was reviewad by the Quality Assurance Unit:

LABDORATORY:  The Procter & Samble Company
BTF - Miami Valley Laborstories

F.0, Box 30175
Cincinnati, Ohio &H207
STUDY NUMBER; BB5-00BY
DIVISIONAL REQUEST DOCUMENT: BYCR 0372
TSN G0506.01

yepE OF STUDY: Primary Skin Irritation

FRTION(S) OF DATE{E) OF DAVE(S) FINDINGS
JTUDY REVIEWED: REY¥IEWED BY: REVIEW: REPORTED TC STUDY DIRECTOR:

Obhgervations H.E. Gilman &
J.D. Xounedy 1/30/85 1730/853

e protocul was reviowed far compliznce o the GLP regulations.

dpnificert audit findings (i any) were reported to the Study Dirsctor ang

Frciiity Hanogement immediavely. A1 sudit findings are reported to Mansgement
o & pericdic basis,

Tre Tizal stwdy report waz reviewed for insccuracies
eogliance. The results reflect the raw data of the study,

\’L‘i-* %*.-:)rzlw\ Gevted 2/21785

Quality Assurance Unit Coordinater

and V procedural
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Tne Procter % Camble Company, Pesearen and Develupment Department Memuranedus,
HEER Divisien

RABBIT &rTH TRRITATION (CLOSED PATCH TEST)--RPAT

Study #: BES-(065

Notabook SYE-73I8E

Standard Procedure #: OO

Divisicnal Request Dseoument: BYCR Gif2

Tedat Substance Identification Number (TSIN)Y: Cus26.01%

Sponser’s Pivisional Tuxioolegist: €. W, Cardin

Peri'ormed at: Miaml Valley Lehoratories

During tne Pericd: 1/30/85 = 2/2/8%

Apcording to tne Attached Probooocl

Deviaticons from Pritocol: Mone Enow :
Strain ang Spurce of Animals:  New 7ezland Albine, Pazleton Researen faimsls
Test Substance Concentration/Venicle: Undilute

TEST QUTLTHE AND RESULIS

Mean Score* { 2 Rabbits,Sample) Frimary
Teritrtion
TSTY Duse Erytnena Fdena Inden¥%
Ga%36.01 Q.8 ®l 3. 44 9.0 4,44

*  hverage of 4 1,2, 24~ and T2-nsur scores.

N QO=ponirritating; 0.1-2=mild; >2-S«myderate; DS-&=moderate to severe;
> Gzsevere,

BrmhR¥ES: Test substance G05G6.01 produced erythema only gt 8 /2 nours, Tnis
irritation cleared by 24 nours, Tndividual snimal deta are attacned,

£E QJ'L.U\ Ad A *,‘m
R, D. Parker - Tecanicien G. h. Fivon - 3tudy Direckor




PRIMARY SKIN IRRITATION

STUDY 883y oLy

IMDLVIDUAL RABBIT SCORES AND SCORE CALCGLATION

INTACT SEIN -
' ERYTHEMA EDENA
I Dhyervation Ferfod Ohservarion Period
! {Rours) " {Rours)
I '
Animal Fuwber g% {94 7y 24 ”n
‘i
477y £ l/ 1o, 1w ° o o
r—4
[: “"‘3‘;.10
iy m 2 o o o
4724 n 1,, { t O 0 o
i .
!p
i
[‘{
TOTAL v | o - {0 o o

Primary Trritation Index 8"5?}«&,&-
?‘f?

e

Calculation for Primary Skin lzritation Score (SCORE = the avarage of 93l the
erythemz scores plus the average of all the edema seores).




THE PACCTER & GAMBLE COMPANY

PROTOCOL ¥O, .9
Primary Skin Trritetion [Rabbit -~ Closed Pateh)

Iagys Dute: August i6, 1984
Superswdes lapue Dated: Septeaber Y, 1981

Tuat ‘Substance Jdentiffcation Mumber (TSIN) ¢ 2y |
Divistonal Request Dosument Nuxber (DRD) # 5 Ye#os

Spansor: The Procter & Gasble Tompany
Cincinneci, Ohio

Abhosk. € 732E

Testing Facility: Study # RS~ 006E
(1o be fiiled in by {To be T4iied in by
Operstions Section) Testing Facility)
Purpoge: To determine the level of pripary skin ireritation of
the tast subatznce(s) on rabbits under ceciuded
conditiony. ’

Justification for
glection of Test
Systenm: Historically, the Hew Zeslanf albine isbbit has been
the animal of choice for evalusting the .. .ot of
chemicals on the skin,

Route of Administretion

of Test SubsLance and

Feaxon for Choice: Closed pateh plsced an clipped area of intsct skin,

ﬂ {Abraded akin L3 an option.) The dermal rovte has been

the royte of choice histericslly for determining
primary akin ireitation.

et and/pr Nater :
Analysey Requizred: Hone (no knuwn contaminants expected which would
interiere with this study)

Resoris to be -
Fa‘inE.asnede All records that would ¢ required to reconstruct the
atudy and demonstrute atherence to protocol,

‘oeol — Page T of &
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THE PROCTER & GAMBIL LOMPANY PROTOCOL WO, €9 (fontt4)

Prinary Skin Irritation (Rabbit - Ciosed Pateh)

Igsue Daté: August 16, 1984

Test Substanee(s) ST
oRD Description Expirstion
TSIH § Kimber felor ysical Forp Date

be3v4.4/ aygu;?; ljw.uw Meoa‘ Aﬁa«d VALl

Storuge Conditiona: {(Check one)

{ ] Room temperature _ [ J Refrigerator { 1Freszer
1 3 Other

Hazords: {(Check gnel

-‘.l’ Rone known. Taks ordinary precastisns In hondling,
1 As follows:

Special Instruptions: (Check ome)

tﬂ/lbne

[ J 4z follows:

Animela: . Each test group will consist of three (3) Mew Zeglond
slbino rabpits of aither sex welghing > 2.0 %g.

Animal Care and Diet: Follew the approved Standard Opersting ‘Frosedures of

the Teat Facl}ity. (feclimation perid must be a
minipum of sevea {7} days.)

Environmental '
Conditions: Follow the spproved Standard Opersting Procadures of
the Test Faellity, .
- kniwa) . R
Isentification: Follow the approvad $Standerd Cperating Procedures of
the Tent Facllity.
Site Prepuration: - Clip the ‘feck of each enimsl with s amail antm.l
elspper. Leave test nite intect.
Option { 3 dbrade ome test mite per snimsl with a glesr clipper

blpde or other asppropriste doevice 8u ae Yo peneirate
the horry laysr of the epidermis, Bot uithout causing
bleeding,

&




THE PROCTER & GAMBLE COMPANY

PROTOCOL ND. €9 (Comt'd)

Frimery Suim Yrritstion (Rabbit - Clased Pateh)
‘——’h“m-———nmm“

Dose Praparstion:

Issue Date: dugnst 16, 1984

Test Grovp{ad: (Check sppropriste bex)- -

[ﬂ/ fose test subatence undfluted
[ ] Dose o5 = fresh)y prepared 3 (wtw)
solution/suspension of test siuhstence $p

f ) Dose oa & freshiy prepared % (w7v) i

solution/suspension of test substsnee in

[ 1 Doge per Special Instructions (36 page 2)
Control Gronp

A coniFol group should b& [ 12 should not be [ ]
included in this study. If ingluded, the contral

subatance should be tested
concur rently with the Uest substance st 8 dosage
level of .

Note: *

A concentration snalysis of the test substence -
vehicle mixture(s) will [ 3; will not [vi be required.

If » concentration sn2lysis 1s required:

[ ) Prepare a sufficient quantity of the tast
substance = vehiele mixture(s) so thel a portion
eer be returned te the Sponnor’s Divisionsl Toxiw
evlogist. Store solutionsmixture at [ I room
texperature; [ ] refrigerstor: [ 1 frewzer:
other | 1}

Shipping Instructions

Send approzimately m, Send [ ) frozen;
T ] under ambient conditionsz; [ ) other

[ ) Analyze the test substance - vehicle mizture(s)
for teat substance concentration using the
analytical wethod in Appendix ’ -

-

Protocol - Puge 3 of 5
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TAL PEGCTEE & GAMBLE COMMNY PROTOCOL MO, €3 (Cowt'd)

Primery Skin Irrivation (Rabbit - Clesed Pateh)

Iasue Dyte: Aogust 16, 1884

Dosing Inatructions: Apply 0.8 u} of the coneeptration of test substasnce
ppecit onpage 3to n 37 x N0 gm Perke-lDavis feadiw
Bondege™ with ¢ 20 x 20 s Webril pad. Place g patch
on the teat zite of =2sh animal. Secure the patehes
with several wrappings of 75 am Elastoplast tape or
egulvealent wrapping meterial. Bestrain animals to
prevent then from removing the wappirg.

After ~4 hours, remove the snimels from the restrainers,
uncover the test sites and resove the test substance
with wet dispossble gaure, paper towsl, or eguivzient.

Ohsgervations: Approximately thirty minutes after the patches have
been revoved, evaluats the test sites, and report the
results on the bazis of the table given below. This
evalustion will) be reported as the 8.1/2 hour postirset-
ment evsluation. Evaluate the reantions agaia at ~2u
and 72 hours posttreptuent,

Report pny other Bkin resstions noted such ps diz-
thorge, white necrotic foous, ete,

Kotet

411 snipals £hat are caused uyndue stresn or discomfort.
#8 Judged by the Stwdy Director apd the Teat Facility
Vaterinarian, with the concurrence of the Pivisional
Toxienlogist, should be sporificed lmmedintely for
humsne restons.

At study terwinstion, zurviving snimals should be
recoved from study follewing the Stondard Operating
Procedurea of the Jest Facllity.

{t} Erythess and Eschar Foraztion

Ba erythens

Very slight erythema {(barely perseptible)

Well-defined erythass

Hoderate to severe erythenms

Severe erythaps (beet redness) to slight |
- escher forpation {injuries in depth) '

- ]x Wh s O

Higheat possible erythmmaz score

2

Protorol - Fgge 3 of &
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THE MOCTER € GAMBLE COMPINY SROTOCOL WO, CO (Cant'd)

Primary Siin Irrfitstion (Rebbit - Closed Paten)
1 ' Isoue Dote: August 36, 1984

-

Dhservations (Cont’d): {2) Edess Formetion

Yo edemz -

Vary alignt sdems (borely perceptible)
iaght evdema (edges of area well defired
by definite ruising)

Hoderste edexp {raissd spproximtely {1 =m)

Severe edens (raized pore than 1 wo and
extending beyond avea of exposure)

mi:: W =0

Highrot possible edama acore

Esleulntions: Average the scores from the B-1/2, 28, -and 72 hour
evaluztions for »l1) three aninsla for asrythens/escher
forgation {9 scores), and separstely for edems forms-
tion {9 acores},

Primary Irritstion Index « Ad¢ the two averages (intact
arythema/eschar + intact edema).

£~ Primery Irritstion Inces (imtact plus sbraded) - Add
= the four aversges (intsct srythema/eschar « intact
edema plus sbrpded erythema/eschar « abraged edema) mnd

divide by 2.

Protpcol Changes: If it Decomes necessary to ehange the approved
protoeol, verbal agreswent to make this change should
be pade brtween the Study Director and the Sponsor. 4x
soon 8% practicel, this change and the reasons for it
should be put In writing snd sigres by both the Study
Director and the Sponyor's Divisional Toxicologiat.
This document is then sttached to the protocol 23 an
sddendum,

Report: The report for the study should include how the study
ugs conducted, dates of study initistion and termina-
ticn, the erythema/eschayr snd edema values for each
animal 8t He1/2, 2k, and 72 hours postireatment, the
sverage of the erytheze/sschar and the sversge of the
efews values, and the Primary Irritotion Indez.

-

Protorol = Poge S of &




THE PROGTER 4 GAMBLE COMPANY

PROYOCDL WD, €9 (Cont'd)

Primary Skin Irritstion {Rabbit « Closed Pateh)

Report {(Cont'd):

sponsor:___ Ut wstiis  Liges

Iszue Date: Aoguot 16, 1984

Correlate the Priwary Irritstion Index witk the
folloving descripbive terpay

0 = JNon-drritating
0.1-2 = HNildly frriteting
32«5 2 Moderately freitating
=5 = Hoderately to aeversly irriteiing
doef = Severaly irrflating

Beport all skin reactions thst are not covered by the
adove erythemn/eschor sud edems grading scale.

™iz report shell conform to ell uqujrwents outdined
in Bestion 58. 185, Subpart J, Good Laboratory Practices
Regulations.

Divisionsl Toxicologist

Dste Approved by Spomser's Diviafenal Torieologist 16 Jtr”

Proposed Starting Deie: 1~ 30-%S

Defined as

Proposed Completion Date: 2-2-3%

T 8 .

AR R W L k4

¥Yio be completed

Defined as Lict D bpation. Bt Yoy the Test
i} “3‘ Yueility
. 3
Study Direetor: \ 3
)
Dete: 1faakes R
]
Stuey Cost: #ﬂb }

Protocol - Page & of ©
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- BEACTY CARE DIVISIOR Por Tos Offtee

$£57 SUBSYANCE CRARACTERYZATION BEPORT® Boe Only:
 msd § BHRO3TL
[T 2

*  wept Article Wame (rhou)d sgree withk PED):
2. Ddaking Horebook Baf. (vith Plast Production Code £ appifcable):  GC-0106-51A

3. Date Made: 1/9/85 Made by: 5. K. MeOueary Tab: _3%20
&, Physscal Yorm: Viscous Liguid Colors _Agqua-3lus Densdty: _0.9%sfcc

5. Water Sulubsility: 230 2 {vt/wr)
Tor SENS Rest only = Ethanol Sojubilizy: 50 3 {wriet})
’ Aceting Solublliicy: 50 (ot jwt)

&. Gasple Dxpiratios Date: 179786 Beablisty Testing £2: [ § Completed §x) In Progress

7, Sasards: __None Storage Conditions: _ snbient (50-90°%)
4. D.O.T. Classificetion (ose Ragulstory Fereonual}s _ Ror Hsrardous *
Y N
9. Wcrobial Susceptibiltty Clessificetion Approval: a it
rofe %" (3ignature)
: “{baze) ate ‘
110, Making Deta: List Sngrediests in descandivg ordar of yrudominmnes, —— — - cm——
(Yor gvug produces ifex sctive fugradient{s) fivst.) - .
1 RAK MATERIAL NAME NOMINAL X ACYUAL £ RS % =LDY
1 DCTEPIROX 0. 3000 o :sco? -~
- 23007 ~BX-288-
2 et 90.7270 . e0.7124 Bx-156.2
&  CETAC 1 woom :mm 435955
S CETM ALCOMDL 1 Se0n 1.6009 45570~
&  ETEARYL ALDOHDL 1. T=00 . xmon 48026-2
B ETEARETH-21 0. 4000 06007  Bieores
¢  CROTEIN @ 0. 8000 ey Baore-2
10 ons o S000 o -#BO40-8
11 STEARETM-2 0. 4600 ko0t maoa
12 FLORIEN PLUS PERFUME . ©.1000 00797 _ AP_305-%
13 CITRIC ACID 0. 0800 o o906 " >
i3 FDAEC BLUE #1 BOL‘N 0.0600 o-m AS076=14
15 XATHDN L8 o'm * ; $&510-10
. 0. 0327 ANSTZ-4
JOmRLs 100, 0000 100.0000

Comaents on Muhi ng Datar

Packed in 16 o2, Cylinder Hound Borrlea {(pe-DOB-9)
Capi  {pn~006-8)

Comments oa Maksng Data:

#Subnit typed original with DRD. Iwtlude copy of meking rasurds.
Insue Dave 5784




' ‘ ‘ o Jox Office
1 Use Oniy:

FEST SUNSTANCE SRARACYERLIATION REPORT DRD # DN pus 7w
L e i )

1l. traracserdzation, Microbiel ant Fropevriss Information:
Bubnitcer Cads
{1t exiuts) Component Testing
Date ot lab or Hegpural Lab or
Sobmitted  Sotsbook § zm.n M Salue ‘Uaire  Deta Source
3 179788 o 101 g _@‘_W “Musr Pass
? RS m .z.m.ee;m T TR
; rere v war sy
[
’ -
' B
4
1) ‘
31
| ¥
13
%
15
12. Agprovals: -
Thr test aubsteace 25 wade and charsctevived is ¢ representativé example of the tntended
forwalation. Making records for plunt-spade product sbould be obtatined and evalusted dy
Products Repaarch, A
[N
s, Frocass Developmnt: ")/‘( MR A il W“Fw J)(r'?—félf
ighatore) {Dace)
b. Products Resserch 'ﬁ;z_'_?g_uggg-\__ Fl!&
bata)
finishad product saupler will be ratalued by Quality dssstanze.
T uupfu
s, &MF-Qualivy Aasuz.t 7 [/5/’95
sighature’ (Rame) Date
13, The charecteziention tests xequested ave appropriste and the test substonce Ic

acceptable for: (o] seute antmal sesty | ] subcbrondc aniagl tast;

[ ] chronte animal vest; | n dafaty test; [ ) dn witee taest;
[ }leavirozasntal safety test.
(\ e s etien  Lomrdis AR crns DB#on 1)
(Toxicologist 's Bignarure) “(Rane) *

and Process Dev.

TSCR Distribution: Origiaal - Yoz Difice; Lepiss - Toxteologist, GHP/QA, Products REsearch
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