


-15-

Report Title: Rabbit Eye Irritation (Low Volume Procedure) of G0506.01
Test Type: Ocular Irritation
Conducting Laboratory and Location:

Test Substance(s): #G0506 — 0.3% Octopirox in hair conditioner. Undiluted material
was tested.

Species: Rabbit
# of Animals: 6 rabbits
Test Conditions: 6 rabbits tested with 0.01 ml of test material (unwashed).

Results: Test material was mild to the eyes. Conjunctivitis (6 of 6 eyes) was the only
sign produced (MAS=1.7). Three eyes cleared within 1 day and 3 within 2 days.

Study #: HZRT-50106724
Report Date: 02/26/85
QA Statement/GLP compliance: Yes

Accession #: 30619



BIOLOGICAL SAFETY TEST SUMMARY REVIEW

Test Material: Head & Shoulders BC.3b, Wormal/Dry formula with ¢.3% Octopirox

Corp. HAESZ Sample Code No,: GOSD6,01
Coniract Laboratory: HAZ-M

A I 2
Type of Study: Rabbit Eye Irritation {low vol, pree,) Report #: SOTO3Y Hha ;.‘-
Requester: J, E. Weaver Diviston: BY Authorization §: RYCROI?2

Date Report Written: 2/26/85 bDate Reec'd by Operations Sectiom: /07785
This report has been reviewed and found in sgrecment with the Protocol snd

there appear to be no ingccoracises in the numerical data or written portions
with the following exceptions:

H&ES Operations Seetion Monitory /s y Dater { 2E .

This repart hag baen reviewed for scientific guslity and is summarized, with
comments (1I any) as follows:

Undiluted, oot rinsed GOS06.0L wag nild to the eyas. Comjunceivitis (6 of & eycs)
was the only sign produced (MAS=1.7), Three eyes cleared within 1 day and 3 within
2 days.

QY- —
Divisional Toxicologisty LY Ak E Date:

This report ie spprovesd . . h- Gt antry into PG Torxicelogy Files
Corp. HLES Liaisoy: o , £ 4 Date: S_Z?/? 5
5 o

Return to Corp. HSES Operations Section, foon 252!9, WVL

Entered into Safety Dats Syatem: Dates 7-/C-9s8y: 7AW Asdno. v

Ricrofilming Completed: Dates By:
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Chamical & BloMedicad Scientes Dlvision

3304 ISHSHAN BLYD, « PO, BOX 2545 « MADISON, WISCOHSIN 53707 « PHONE {©08) 3414411 « TLX 703058 HAZAAL MBS 11D
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REPORT OF ANALYSIS

H, A, DERNER

THE PROCTER & GAMBLE COMPANY
MIarl UALLEY LABORATORIES
P.0. BOX 3917%

CINCINNATI, OH 45247

VISCOUS LIQUID: GO586.012
DRD# BYCR C372: €2B; ISBUE DATE 5-1-84

PURCHASE ORDER NUMBER: C2B-GOG0&.01-0372

RABBIT EYE IRRITATION (LOW VOLUME PROCEDUREY OF G650+%.01

METHGO, PAGE 2
SUMMARY , PAGES 3 AND 4
QAU REPDRT, PaGE S

RAW DATR APPENDIX
FRATDEOL ARPENDILX

o.i.§.5;-.Q\i..r. ----- .

STEUEN M. GLAZA
TECHNICAL SUPERVISOR
ACUTE TOXICOLOBY

ENCLOSED!

SIGNED:

SAMPLE NUMBER: 50106/24
DATE ENTERED: 01t/25-8%

REPURY FRINTED: 02-2478%

01/28/8%
21-30-85

INITIATION:

COMPLETION: ITn-life)

HAYNE A, MREISON

STUDY DIRECTOR
ACUTE TOXICOLOGY

BY AND FOR HAZLETON LABORATORIES AMERITA, INC.

RAl DATA FOR THIS STUDY ARE KERT ON FILE AT HAZLETDN LABDRATDRIES

AMERICA, INC., MADISON, WISCORSIN.

RECEIVED BY

HAR 7 185

OPERATIONS SECTION
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@ HAZLETON oo avencanc Chemical & BisMedical Sciences Division
3301 KINSEMAN BLVD. » PO, BOX 7645 + MADISON, WISCONSIR 58707 + PHONE (808) 2444471 » TLX 703958 HAZRAL MOS UD

SAMPLE HWUMBER: 50106224 PAGE ks

UISCOUS LiguilD: GOS0&.01
DRO® BYCR 0372; C2B; 185UE DATE 5-1-84

E£YE IRRITATION

Dhjective: To determing the leuel of aye irritation of o test substance
in the rabhit so that i1t may be compared with more familiar substences.

Test Muterial: GU5D06.01

Phynical Description: RAquy blue, viscous Jiouid

Sgabilityu af Test Materials Spansnr azsumes responsibiliry for stabiliste
determination.

Test Onimal: Young sdult rabbits (appraximetely 4 weeks of ane) of
the Now Zealang White strain were procured, maintained individually
in screen-bottom cages 1n temperature~ and humidity~controlled guarters,
provided continyous sccess to Teklad Lakoratory Rabbit Diet and watar,
and hald for an acclimstion period of at least 7 days,

Six scclicated anaimals, 1denti1fied by animal numbsar and corresponding
ear tag, were chosen at random far the test based upen health and a
budy veiaht of greater than 1.% kg. The animals' eves uere cxamined
approximatsely 24 haurs prior to test material administration Jusing

] sodium flusresce:in dye pracedures. Unly those animele with no =s.ign of
arular Jrritation or niury were uvsed on the test.

g Preparation of Test Material: The sample wa= dosed ax received.

Treatment: Individual doses of the test materiasl were drawn up and
administared undirivied using @ Hamilton 10-microliter giass syringe.
The eyelids werve gently feld open and 10 microliters of test material
ware placed directly on the cornees of one eyae of each rabbiat, with the
contralateral eye sarving a2 the untreated contrel. The eyelids were
raleased immadiately without forced blinking or manipulation. The syes
of the rabbits remained unflushed.

k Dhservations: Body weights were taken just prior to test matscial admin-
istrat:on, Readings of acuiar 1rritstion in the trested eyes were

made an Days ! ant 2. Scor.ng was discontinyed for sach animal once

1ts treated sus cleared of irritation. Greding and scoring of wrritation

were parformed using the Draize iechnigue.®

Fathology: ALl animals wers authanatized and discarded at ztudy termination,
*Orajze, 3.H., "Appraisal of the Safety of Chemicals in Foods, Brugs

and Cosmetics ~ Dermal! Texicity." wssocration of Food and Drug Officials
ut the U,S., Tapeka, Kansas, pp. &0-52 (1959).




@ HAZLETON weswses sencene . Chemicat & BioMedical Sctances Division
2201 KINSMAN BLYD. « PO, BOX 7545 » MADISON, WISCONSIN 53707 + PHONE (508) 244-362Y « TLX 709656 HAZRAL MDS UD

SAMPLE NUMBER: 50106724 PAlE 3

UISCOIIS LIQUID: 0506.01
ORD4 BYCR 01372; C28; 18SUE DATE %-1-64

EYE IRRITATION CCONT INUED)
SUMMMRY
Test @nimal! Albino rabbits - New Zealard White
Saurce: HMazlaeton Outchland, Inc., Denvae PR

Date Animals Received: 1271B/54

Teamperature and Humidity of Animal Roam: 21 to 27 Uegrses C.;
38 to 44% Relative MHumidity

Test Materi1sl: GO0SDe.D1

Uate Test Started: L[1/28/8% Date Test Completed: 0130785 {(In-lifw)
Treatmant MaS MAS Time Qays te Clear Spyrce of Score¥
0.010 m}] (Unwasheg; 1.2 Day 1 1, 2, 2,2, 1, 1 cJ

*CO = Cornea: IR = Jris; LJ = Conjunctivan

PRINMARY EYE IRRITATION SCOREw=:

6 Rabbits
10 mscraliters
OBSERVATION PERIOD (Unwashed)
Day t: 1.2
Day 2: g.u

**¥The Primary Eye Irritation Score 1s the total eye srritation score
For &l] the animals divided by the number of animais (6) at each
each observation periad, (i.e., average irritation score).

The meximdm average setore (MAS) 15 the highest primary saue {rritation
srore recorded for any given obssrvation periaod,
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@ HAZLETON wscwows sencanc Chemicel & RisMsdical Sclences Division

330% KINGMAN BLYD, « .0, BOX 7545 » MARISON, WISCONEIN 63707 « PHONKE (E0H) 245-4471 = TLX TORGSE HAZRAL NS U

SHAMPLE NUMBER: %0106724 PrGE 4

UISCDUS LI0uId: G0506.01
DRD$ BYCR 0372; CZB; ISSUE DATE 5-1-Bd

EYE IRRITATIDN (CONT INLED?
Table

individual Eue Irritation Scoras
BOS06. B1 - (Unwashed)

Animal Obzervation Carnea Senrce lris Beore Coriunctivae Score
NMumber Perivad A B AXBXS (-] A X5 A B8 t rEeBe 12
FO7462 Day 1 g o 0 0 a 1] 0 D 6
FO7434 Dau 1 ) Y’ fn n i g 0 1 2

Day 2 0 ] g H 0 1 Ll il ]
F07473 Day 1 3] L] ] 1] ¢ i 1 1 6

Day 2 ] 0 8 i} 0 i 1) L1} 0
FO7474 Bay 1 o 2 g 0 0 0 0 1 ?

Daw 2 0 0 F] {r G 1] 1 o] 0
Fl7464 Day 1 0 i} 0 1 ] L] ] o} e
FOra76 Day 1 0 i 0 0 g 0 ] 0

Comments :

No pain respanse {vocalization) wes elicited from any snimdl following
instillarion of the test matarial,

No cornzal ar 1rfi1dal 1rritation was observed 1n any amimal during the
study.

Blanching of the conjunctivae was seen 1n one animal at the Day 1
obaprvatiIon.

The median numbher of days far the eyes to clear is 1.5.



QUALYITY ASSURANCY STATEMENT

Rabbit Eys Irritation
{low Volume Procedurs)

Study Wo. 50106724

The report as herein attachcd for the above-mentioned study has been reviewed
by the asaigned Guality Assurance Unit of Hazleton laboracories Americs, Inc.
in accordance with the Good Laboratery Practice Regulations as set fareh ja
21 CFR 5B.35 (b)Y (&) (7« IE bas besn found to accurstely identify andfor
deseribe the authorized methods and standard aperating procedures follawes in
the conduct of the study and that the reported data sccuvately reflect rhe raw
data of the laboratory atudy. Purchermore, the Quality Assurance Unit has
conducted the following inspactions of the tesring facilicvies ucilized in the
conduct of this study and has aubgitted written reports of said inspections ko
the study director and/or management.

Date of Inspection Type of Inapection Datz fsgusd Lo Managemend
1/23-25/85 Process judir 1125/¥5
2725785 Report Review 272578y

0

2/ /557

Date

. &
Dinca E. Skalitzky
Inspector, Qualiry Assurance Unir
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Test Cowponad

L0800

Primary Eys Irritation Text Obsevvations

LA, uUsshed @ Saconds following fastillskion of cest
matsrisl, tha cest eye vay washed with

Group

NB

 w. S010£92Y

d__x__ Unwaobed

al of for A& eeconds
pasPivATION PRRtOD: | DAY
"o ' 243 ol \ T
O O o e O >
[Ares Q0 2 o 2 2 3
ess o o 1l o | o o 2
Conjusceivae = o
Zedvess 0 le] ] 0 [ o
Chemos L 10 [ 2 ) 2
Dischatye Q.. j A [£-% / A 2] O
is Rese v’l/' o
C k| ce [ cx lee |k
scocded 37 X c& ¢ & ek | ¢k
E;.:. JIRE 29 Via29 | i-2%1/-29 Vj.a9 {1-29

Revivwed By:

A = Puruleat Discharge
% & Clear Diacharge

G = Patite Gamorrhaga

D = Slanching
IN? @ Injected
KEG = NHegative
P08 » Positive

Y

I @ Corpeal Epichaliai Desege, Pesling

? & Cornacl Epithelinl Damege, Piliog

HA = Roc Applicable

Pate: w Zye Lrritacivw Score: \: 3

G = Cormmal Epithalisl Demage, Pigting

A = Papias .
X » Cornaal Neovastuiscizetico

A



Primary Bys Irrizatioe Teer Obasrvatiome

T taer ompouns GO SOGDI e ¥o. SQ106722Y
Test Egn gj!h& . Croup Nﬁ

el By Wazhed B Seconds following imscillation of cast ___x____ oapahed

naterial, the test eve was washed with

BSERY, PERIOD: o DAY
ingl Mo/ ; )
B s, FD ira s 470 %
Locatics O p
Cornes! Lenions
N
o 1o |0 lwslwe
Azes, QL0 2.
) ris __Q O 0
0 [8) O
2 10 2
o L0 Q
-5
Cr 23 f44
L ¢ £
1-20 | /-2p /-3¢
& = Purulent Dischacge £ = Corneal fpitbolial Damsps, Peslipg
3 = Clasy Pizchargs £ » Coroesl Epichelisl Damsge, Piling
€ = Patite Bevorrhags G w Corneal Epithelial Damage, Pitting
B = Blanching i » Puraaa
I8 » Iajactad T = Coromal Kesvasenlardisation
NEG = Kagative RA = Roc applicsble
POS » Pasiciwe .
Saviaved By: S Date: _2-14 XS Bye Ircitstion Score: 3
13114

-~
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* IME PROCTER L GAMELE COMPANY

PROTOCOL WD, £2B

Rabbit Eye Irritstion {Lew Volume Procedure)

Issue Date: May I, 1984
Supersedes Iasue Dated: Ssptember 1, 1581

P ;}'a/ﬂ"

Test Substance ldentification Number (ISIN) #__ .&ow- Bpeos 72

e

Divisson2l Request Document Rumber (IRD) # Gagdl 01

Sggusor H

Ttstin; Focility:
{To be filled in by
Cperations Section)

Purpose:

Justifizption for
legtion of Jast

System:

Route of Administraticen

ol Jest SUDSLENcE #Ng

as30n for jee:

Diet and/or Water
Mdys!t Reguirgd:

Records to be
Weintoined :

She Proeter & Gaxble Company
Cincinnats, Ohio

Mazieton Laboratories America, Ine,
P. 0. Bex 7545 Study JS0L06724

‘ 359 (To be Tilled in by
Madison, Wisconsin 53707 Testing Facility)

To determing the Jevel of eye Srritation of & test
nubstence in the rabbit 30 that it may be compsrsd with
more fumiliar substances.

The Nev Zenland aldino radbis is the snimal of cholce
based an large orbit and nonpigmentad irss.

Piter The test subsiince directly om the cornes ol ope
eye. The rouvte of expasure snd dose volume used in
Lhis procedure are more likely to spproxispte humen
scoidental exposure and to be retsined within the eye,
wlicitating responses thot are more consistent with
hunen sxperience than would larger dons valumes.

Nore (ne known contaninants expected shich would
interfers with this atudy)

A1l records thet would be required to reoconstruct the
atudy and demonstrote adherence to protoeocl.

Protocol » Page 1 of €
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© AR FADELTER & GAMBLE COMBANTY

PROTOCOL MO, C2B {Cont'd)

Bobbit Eye Irritmtisn (Low Volume Procedure)
Isave Dpve: May 1, 1984

Test Substance(s) .-
DRD Desaription : Expirztien
TSIN & Rumber Color Physical form Date

Gatvg.os ke Ggua bhu  visgmes diguist 196

Storage Couditions- {(Check one)

{7 Foom tempersture { 1 Refrigerator [ ] Freezer
[ 5 Other

Bazerds: ({(Check one)}

[pa/lione krowr. Take ordinary precsutionz in handling.
[ 1 As follows:

Epecisl Instrwctions: {(Check one)

t ] Wone

{ 1 If tup or pere test asubstances will be testsd. dose ill comparmble groups
from all ommples on the ssre dey. If possible, dose all groups from all
ssmples OW the amme day, -
1 1f possible, use the ssme grader vthroughout the study.

tv/fh follows: Dwme 7» ﬂg.ga‘.,;mﬁf. a /‘g Agom clFen Mm;’my, m&s«a’m?
fr.a . If Bnanls Mo PeF patsves 2, m,ﬁlm

.Uws;;’w;c.aw A &;W/—M L z(bfnué @r
lnma?a ,dta : hd:zk New Zealand aldtine of sither sex welighing
— 21 3

{Check one)

[wl’/iix {6} snimals per test group, po riase
{ ) Bine (9) animals divided into twe test groups;
2ix {6) mo rinse, three (3) rinse

Animel Carse: Follow the gpproved Standard Operiting Procedures of
the Test Fecility. (Acclimstion period must he 2
miciwum of sevens (T) days.)

Environpental

Cangitions Follow the spproved Standard Opersting Procedures of
the Yest Facility.

Animal

Identification: Tollow she spproved Standard Upersting Proceduredy of

the Yest Fagllity.
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| THE PROCTER & GAMALE COMPANY PROTOCUL KO. €28 (Cont'd)
F ' Rebbit Eye Irritation (Low Volume Procedure)

Izsue Dete: May J, 1984

PreoDose Reguirements: Exsmine wved prior tby testing using the Standard
Opersting Procedures of the Test Fecility.. Use only

sninals showing nc eye pbnarwnlities. One eye of each
pnimsl 13 used for test and the other €ye for contral.

Dose Preporstion: {Creak sspropriste box)

{1 Liquids

[ 7 Dose tent substence as received uaing s 07 31 Hamilion or eguiveient
100 4l aicroayringe (without a needie or ather fittings), Fill
sicrosyringe vith » 10 1 volume of sample., Dose one anioa). Repest
this procedur? for remeining snimsls. Use s elean mierosyrioge for
esch teat substance. Specify msnulpcturer of wicrosyringe in the
PepoOreL.

[ Doae ancording to special Lnstructions (pzge 2}

{2) Solids

f 7 Doae as described below
[ 1 Dose according to special instructions {page 2)

1. HMeasure g convenient volume (st laest 2 ml) of the aslid
granules or powder in z 3mall graduste cylinder, Do net grind.
{Tsp gently, record the weight n grams and the volime in
mil111liters.) Caleulste the bulk demsity [(d) of the test
substance to the neareat £.7 gn/al using the following

H ealsulation: '
Weight of teat sutstance ( -
Volume 0f TEil aubatance ts) = demaity {d)
2. Csaleulste the weight of test substance sthich cecupiss » 10 4l
volume, uaing the Pollowing oaleulstion:

density {d) X 0 = X o5 of test substance Lo e
used in the ey

3. Grind » representative sample of test substance with a morter
and pestle. Bleve ground substance through & Ad-wesh zieve
te sssure adequste griading before weighing for dosing. The
entire swople aliquot must be sufficiently ground t¢ psas through
the sdeve,

The quantity of test substence eQuivalent to 8 10 ul vojume £» walighed to at
Jeast. 13 sceurany uaiag & svitadle analytical delance.

Protoce)l - Page 3 of 8




oo - - PRECTOCOL ¥0. €28 {Cont‘dy
| . THE PROCTIR & GAMBLE COMPANY ———

Robbit Eye Irritation (lLow Volume Procedure)
Tasue Dete: May 1, 1984

Dose Preporetion (Cent’e):

L]
- -

Note
A concentration gnslysis of mmy test substance =
vehicle mixture(s) will { J; will not [ (3 be required.

If 5 contentration snalysis is required:

I 3 Prepare 2 sufficiant quentity of the tant
substance - vehicle mixlure(s) ao that » portion
can be returned to the Sponsor's Divisionsl Toxi-
eclogiat, Store asdution/miature st [ 3} room
tempersture: | J refrigerster; [ ) freezer:

f ] other

Shipeing Instructiens

Send approximstely ml. SenZ I ] frozen;
1 ) under wnbient conditiens; T ] other

{ 1 Apalyze the tast substance - vehicle mixture{s)
L for teyt subdstence coneentraticon using the
: ’ . anslyvtierl method $n Appendix .

Dosing Instructions: The eyelids arw Beld gently open and 10 ui, or weight
equivalent, of test aubstance fa placed directly ar the
vornea of one aye of sack rabbit. The eyelid ix relessed
immwediately sfter inatillstion without foreed bliaking
or menipulation, I test substence uss or may have
been. {neorrectly dosed, 1.0., test suustance vas placed
on palpebral conjwnetivs or niotitating seabrane,
replace the ratbit s properly sOminister the test
subatance, Document 31l replscements snd sbate resson{s)
for replecement, II rinsing 13 required, rines spprozie
pately four (M) seconds after applicstion of the test
substance by spraving 20 mi of lukewarm water from
a hypodernic ayrings, fitted with s saubded 1é= or 18-
gauge oeedle, into the eye under acderate presaure.
bserve antd record wiether or not the mnimals exhidits
eny response indicstive of discomfort, e.g., sguealing,
etc., upon instillation of sudatancs.

Observations: Exsmine the eyes fur corneal opecity, Iritls, and
conjunctivitis, and soore the troated eyes., FRepart
results according to the wathod of Teaizet (Appendix 1),
Seore ot one (1), two (21, three (3), four 4],
pevan (7}, fourteen {34}, wnd tuenty-one (21} gays

oDraize, J. H, (1959) Approetssl of the Safety of Chemicals in Foous, Drugs
and Cosmeties. Asaoc. of Food & Drug Officials of the U.5., Kditorisl

Conmittee, Baltimore, Maryland, #0=52.
P - Protocel - Page & of B
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. THE GUOCTER & SAMBLE COMPANY

PROTOCOL NO. C2B {Comt'd)

Habpit Eye Irritstion (low Volume Procedure)

OCbaervations (Cont'd):
AR S it

Caleulptions:

Issue Dete: Nay 1, 1984

-

following tresiment. If by twenty-ome (213 diys all
eyes have oot elenrsd, the Sponzor's Meigional
Toxicologist ahould be gontacted ragarding an extension
of the ohservation period.

Seoring 1s giacentinved mt any time during the 27.doy
otaervation periced 1f there i no evidemce of
irritstion. Oace oyes Rgve clesred rewmdve anjwols from
study acoording to Standard Cpersting Procedures of the
Teat Faellity, After removel of snipals fres atudy,
sesuze 511 future zeores would have beepn tero. Remove
81) reseining mioals Frop study after 21 deyd ualexs
otherwise instructed by the 3ponsor. iscuss severely
irﬂ.zatad ¢yes with the Sponsor's Divisions]l Taxieol-
ogiat,

Hotw:

ALl wninsls that have an eye dampged which {3 producing
undue atress or giscomfort as judged by the Stw'y
Director and the Test Facility Veterinarian, with the
concurrence of the Divisions) Toxicologist, should be
sscrificed imwediately for humsne reasons.

4 pecropsy 13 not required on snimels thet dis or sre
sscrificed during the study. Bacord and deseribe all
aye abnorsslities not coversd By Appendix 1, using
Appendiz 2 a8 » guide.

Questionzble lesions or sress of involvement ahould
b confivmed with s magnifying dinoccular hesd bany/
fluorescein steining. For sore detailed observation,
2 81it laup dicmicrossope, or o s devices, can

be ussd,

&t sty termination, surviving smimals shovld be
removed rem atudy following the Standard Opersting
Procedures of the Test Facility.

Calz2ulate the Primery Irritation Score at each obser-
vation peried for each group uf animsls by totaling
a1l of the cornes, iris, and conjumctivae scores snd
dividing by the original mumber of animsla in the group
{3 or 6). Determtne the Haxisum Averspe Score [(NAS)
for asch test group. The MAS is & ghest Primary
Irritation Scoars recordssd for sny given observation
period.

Protoce]l -~ Page S of B
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!‘v:s SEQOTER & GAMBLE QOWRINY

FROTOCOL RO, C28 (ont'd)

Rudbbit Eye Irritstion (Low Yolumw Procedure)

Calenlations (Cont'dd:

Protocol Changes

ReE re:

Issue Bate: May 1, 1984

™e sadiar nimber of dsys for syeg to elear of #l)
effects is determined for each group By erranging the
days Tor esch robiii to clesr in fncreasing mumericsl
sequence, Them, the doys for eyes to clemr for any
Eroup with 8o sven number of animals resaining, the
aiddle two snizals in the series are sveraged (rounded
off to the searest 0,7 day); for sny group with an odd
nuebsr of anipels resaining, the middle snimai 15 used.

If $¢ bscomes necessary to changs the approved
grotocol, verdal agreesant $o pzke this change should
be munde Detwaen the Study Direstor and the Sponsor. Ax
soor as prasticel, this ohange azd the reasons for it
should be put in writing snd sigresd by doih the Study
Direster and the Sponsor®s Diviaiomsl Toxiesologist.
This document ia then attsched to the protucsal as an
nddendut,

The report for the atudy 3hall inzlude how the study
wrs conducted, date of study Initistion and termins-
tion, the MAS (calouloted ang reported sceording to the
wethod on page 53, the pusber of corneas, irides, s
conjynctivee affected, ang the individual snd median
aumber of daya for the eyes 6 clear. The oaily scores
for individunl snimels are to be sppended to the
report. Any special obssrvst$ons such &s squealing
when the test substance 48 pleced in the eye should
alse be Included, This report shall econfore to all
requirements sutlined in Section 58,185, Scbpert J,
Gaod Lsborutory Practices Regulations.

Spo.nsors Coarstica Asislii 1=87p -« 134« EIHL

Piviaienal Toxic |gist

Dote Approved by Sponsor's Dvisional Toxteclogist Y el fB5~
Frogseﬂ Starting Dete: Week of 1/28/85 / 3
efined 3s  TEst Maisrial Instillation §
Proposse Completion Dave; _Wesk of 3/11/85 §
befined as  SUEMSSion of final regort ;:; Yo completed
acility

Study m"““"‘_.fél!geﬂw
Cate: ‘g.&f @S

Stusy Cost:

N Rl B Toah e Tupl

$785.00
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PROTOCCL - APPENDIX
fornes

(A) Opscity - degree of damsity (arte most dense taken for reading)

o opacity

o

Srptteret or diffuss sred, detsils of iris clesrly visible wmammmun.. 1

Easily dizcernible transiucent eress, deteils of ris
pightly obacured

Opalescent wregs, mo desails of 4913 visgible, size of pupil

barely Oiscernible -

Cpaque, iris {mvizible

(B} ires of cornez fnvolved

One guarter (of 1#38), But not sero
Greater than one guerter, but less than half
Greater than half, but less than three quarters =-
Grester than three guarters, @ ts whale aren
AxEzxS Tots) Marimum & 80
Iris
ta) values
Kormal

Folda above normal, cungestion, swelling, circumvorneal injection
{mmy or sl1l of theae or sombination of any thereof) {ris still
reacting to light {sluggish remction i3 positive)

¥o resction to iight, hemorrbage, gross destructisn {sny or all
of these)

Azx S Total Maximum = 10

Conjunctivas
{A) Redneas (refers to palpebrel coniumevivas only)

Yensels noros)
Vessels definitely injected wbove mormal

Yore diffuse, desper crimson red, individusl vessels not
24511y gincernible

Piffuse beely red

(B) Chemosis
Bo swelling

dny swelling above pormel [Inciuvges sictitating menbrafie) swewwewmuan

Obviouz awelling with partisl eversion of lids

Swelling with 1ida about hall closed
Swelling with 1ids sbout Mslf clozed to evaplstely closed

(€Y Discharge
W ofiScharge

Aoy owount differsnt from normmel (doed oot include xpall Emoumts
ebaarved In janer sxnthus of normal eniesls)

aé;el;:;;e with moistening of the 1548 and hairsz just adjaelnz
3

Discharge with soistening of the lids ané M&n. and conasderable

arex mroamd the aye

Teore (o e B ¢ 0)Y 0 @ Total Kaxiwum = 20

The tota] score for the sye 18 ﬁm sus of all seores obtaiped for the

cornes, iria, and conjunctivae.

bw W

ST NF -

-~ 0

w iy

[_ VTR VR

541/84
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corpea

pelakald——

1. Rlight 2ulling
2. Sloughing

3. Sippling

4. FNeqvescularization
S. PMegmentation

&. Sesr

7. Edema

8. UWecerstion

Corjunctiva
1. im@orrhage

2. Uleeration

3. MNecrosis

571784

PROTOCOL - APPENDIX 2
BEFINITIONS OF TERUB
Rubbit Eve Irritastion

e

tock of normsl corncal luster

The visible shedding of cornesl] epitheliue

Miltiple mmall focpl lesions ir the cernezl
epithelive giving the appearance of mzll

dota on the cornesl surface ’

Inveaion of the cornes by blood vedgaels

Appesrance of melanin in cornes

Groan infiltration of the cornea by granulation tissue

Apparent inerease in normsl fluld content

4 loss of epitheliun and dmmage to substantia propria

Leakage of blood into tissue
Loss of epithelisl surfsce

Presence of dead tiasue

Protocol ~ Page B of 8



MiAmt YALLEY LABDRATORIES

THE PROCTER & GAMBLE COMPANY

P.O. BOX 30175

January 24, 1988

Ha, Sharon HL11

Hazleton Laboratories America, Inc,
P.0. Box 7S4S

3307 Kinsman Blvd,

Madison, Wisconsin 53707

Degr Mg, Hill:

This i3 %W azuthorize you to carry cut the following study according Lo the
attached protocol, and in conformance with the stipulations of our current
Laboratory Services Agreement.

Hotice: This attdy is expected to be submitted to the following regulatory
agency: FDA . The stipulations of the protocol are to be implawented
in complete conformance with Good Laboratory Prastisesz Remplations {21
CFR, Pari 58) for nonelinical laboratary studies.

Quality assurance inspection shall consist of at least come randomly
saleated phase for all acute (single dose) studies.

The final reports for all studies will be inzpected by the QAU.

Test: HRabbit Eye Irritation {Low Volume PFrocedure}
Protocol Ha.: C2B Jauve Date: Moy 1, 1984
Tegt Substance No.; GO0506.01 Doc. Reg. No.: BYCR 0372
Physical Form: Viecous Liquid

This test substance(s) has been characterized by the Sponsor and the method of
syntheasis, fabrication or derivation is documented. The responsibility for
stability teating has been assuved by the Sponsor. rlease indicate this §n
your fimal report if you make reference to Stability .. the test asubstance,

Verbal results are needed by February 25, 1985. Three copies of the final
report are neaded within three weeks of completion of study, and are to be sent
to my attention at the above address.

CINTINNATI, CHIQ 45247



»

THE PROCTER & GAMBLE COMRBANY

Ms. Sharon Hill

Hazleton laborstories america, Inc.
January 2, 1985

Pege 2

Hatiers invalving the acientific aspects of the work can be handled directly
with the Sponsor's Divisionasl Toxicologist. Al unused ssnipies are to be
returned to the Divisional Toxicologist st the following address {the comt of
gshipment should be included in the atudy cost):

Ms, C. ¥. Cardin Telephone No. {513} 530-2302
The Procter & Gamble Company

Sharon Woods Techmical Center

11511 Beed Hartman Rwy. - Room HB-2D31
Cincimati, OH 45281

Complete both copies of the atbached protocol by adding your atudy number,
proposed start and completion dates, ami have the Study Director sign and date
them. Tne Stidy Birectar ghould define the start and oompletion dates on the
protocol. Retain one oopy and return one copy (which ineludes the study cost)
to me along with a letter stating that you agree Lo do the work specified in
the attached protocol., 1In addition, il you cannot meet the report dates,
please let me know.

The invoice far this study should be sent to:

M. R. T. Lyons

The Procter & Gsmble Company

11511 Regd Hortoan Highway < Room No. HB-2D31
Cinecimmatl, OH 45241

Sincerely,

THE PROCIER & GAMELE COMPANY
Research & Develomment Department

/ma%m P

H. A. Derner

&,-Bw{u;pnm.. .41 Safety Division
SIS
Approved:

G. 5. Hassing, Ph.D
Director, Human & Environmentsl Safety Division

bg
Attactments

oc: Study File
€. W. Cardin



f EEALTY CARE DISISION
BIVESTONAL DRD mRD kR 372
A Staff Originator
Originstor:{Type/Print)__ 7. I. Rolloeson (ﬂgna:urelmta}%wa.s
Business Dept. Managerial Concurrence (Bignarura/Dare)
Originagor's SH: ﬂl’ i Originator®s AD:
Charge !m&i—"ﬂt d mated Total Cosr § 3
B Compounde, Formules, and Products to be Texted TEIN #
Bead & Shoulders BC-3b, Norma)/Dry formuls with 0.3% Octopirox _ Gosnb -0t
Material or Product Clasgification ; _Conditioner
£ Safaty Test Requirements
Avenunit of
Approx. Bubstance Test
Tent Cost Erocedure Needed =~ Addirional c__om_qtn Paciliryh®
LaJp
Hat Oral LD 50 1.1% C18 250g rebgl ;. 35 HET
Emeric B0 50 Dog “U.EN 5 500g
: e Irricationfyw’ _1.1H CZB 5 #gy?‘"
£ (¢ (Rabbirs) IE;G;;’»’ ﬂ‘? n¥
) Skin Irtdtation 0.BM cs 250z My L
@ (Rakbirs
D Eiek Lavel Azsipament for Human Safety Studiesw
1
I1 ___ Has SRC approved study? BA/YES/NO F- . of Iuvestigstor (if dn-house ):
T11 ___ Hus IRB approved gcudy? RASYES/KO
E Apsi nt of Risk and/or Agreement te Test Reguest
M: enples A dada.. QAL Ly A RAERL 14 s i
(Toxicologist's Signature) {Heme) (Date;
Bubatimces required by: — pted by Process:
{Date) (su-)ncuﬁfnaej
Concurrence with test request: 71738
(provide TSCR’g before ! Dare
seeking this concurrence) -
/T LS
l te
: % To be completed by toxicologist Tor MVL Use .
| *% To be compleced by MVL Operstions Cotporate L rioon ¢ s
Lisison
A . tasue Dute 9/82, Operations Luis A NS P Fiv)/ g



SO p— i ] \ ‘

- BUACTY CARE DIVISION Por Ter Off1cs
: TEST EURETAN TIOK Toe ':;;;, —
v o Gamper
'S Test arcicle Same {(shoold spres with DAD): BGE BC-3b Korsal/Dry. forwyls with O 3% Octopirox
2. Waking Wotebook Ref. (with Plant Production Code oF applicabls)s __ QC-D106-51A
3. Date Siade: 2 /9/85 Nade by _ S. K. MeQueary Lab: _ 1820
4. Phywical Fore: Viecous Liquid Coler: _Aqua-Blue ﬁlnnt!: 0.9%ptec -

%, Wates Folubility: 250 % (wtfwe)
1y - Fthasel Sojubilitzyt 50 % {weivt)
Por SEXD tast o Acatine Snlubiliry: | i;"ﬂ"!s {wefve)

. Gample Wxpirssion Detss 1/9/86 Stebilfcy Testing Ss: { 3 Cowpleted [x) 3= Progress

. Wasard: Wone Storage Conditions: _mgm,.:mm___
8. B.O.T. Clessification (ses Repulstery Porsownsl)s _Hot Barssdeys ooy yromeer
Approvslt ,
$. Hicrobial Sosceptibility “"'? Z:“;”; - {Signature)
(Kaze ) ata

+ List redisnte dn desconding order of prodowinsmce. T e
10. Makiog Data {¥oz I‘“m; products Ytst sstive sugroitent(s) first.)

* RAN MATERIAL NAME NOHINAL X ACTUAL 2 RMS & -L0OT
3 OCTOPIRDX ©. 3000 D. 3007 ~BX=~-2BE~1
2 DRD NATER 90,7270 . 907124 - PX-134-2
= STEDBAL 1. 600Q 1.6002 -ANS95-5
4 CETAC 1.8000 1.4600%  ASY70—6

$ s CETYL ALCOMOL 1.3500 1.3305 #0026-2
& STEARYL ALCOHOL 1.3500 1.3%0% - AS048-7
7 CETETW-2 0. 8000 0.ED0:  A24B3-10
e STEARETH-21} 0. 4000 0. 6007  BE=DTE~2
b CROTEIN B 0.5000 0,.5007  4B080-B
10 @ns 0. 5000 0.5004  4BAOL~37
i1 STEARETH-2 0. #0D0 0.8004 PR~241=2
12 FLORIEN PLUS PERFUME 90,3000 0.0797 | XP-305-3
13 LITRIC aCiD 0. 0800 0.0%00 430?618
14  FLL BLIE #1 8L °N 0. 0400 0.0600  SHNUIO~-10
15 KATHON C6 0.0330 0.0327  4ESTI-N

;rm'us 100. 0000 100. 0000

Comawnts on Making Data:

Fatked in 16 oz. Cylinder Round Botties (pm~008-5)
Caps (pw-D86-R)

Comments op Making Date:

*Subatr typed original with DED. Srcivde eapy of sakiay records.

Teaue Dare $/34




ee Only:, |
T A LZAYION REVORE DRD # DX pi> Jor
Engﬁ'}'ﬂ "W

- } ¥ mrnctcri;uzlea. Wecrodial and Froperties Informstion:

Sulmicter Code
€af sxipts) Compooant Testing
Dete o7 Lad L 4 Maasuret Lsb o2
Fulaitvted Sotsbook # Sroparty M ¥alue indts Data Bource
] 179785 . JE 101 - ! & %‘? "gt_g; Taus
: TIAME T EOIl ek T2 Al T T —
3 _3/10/8%, | A306-036E.  .uAt —de . 037083 _Aval,
6
7
8
b4 ——
a0 "
'l -~ SRR A
32
13
14
15

32. dpprovals:

Tha teot substance ex made sof charscterived 43 & Teprasenistive axexpls of the intended
foremlaticn. HMaking vecords for plent-made product should be abtuivad and evsluszed by

Products degearch.
SAL - /\5\-“\.!.:'.-'3—"' P MeEpsterd !f is/&S”
{73 (hate}

b, Products Besearch: e e Tl Beussees) _‘1&2@-
tuTe Bate

finishad product semplas will be rataived ¥y Quality Jamutance.
T sampies

¢. GU-Ouslity dssur.s ___%Jg}____ 2755
$igtature [ r=Ty) Dats

13. The characterfizstion testx Teguested are appropriste and the test gubatasnce I
aceaptable for; 11 stute snipal testy [ ] subchronic animal sest:
{ ] chronte antma) test; | n wafsty Cest; | I In eitvo sest;
[ ] %eovironmental asfety teot,

;0_,. Py Lacde QAL coni DACO. N Ifig‘ £
te)

TToaicologib0 & SIZPALUTH) Olame)

%, Process Devalopmant:

TSCR DintrSbution: Origimal - Tox 0fisce; Coplen ~ Toxteologiet, @NF/QA,. Produces AEsrareh
: snd Procass Dev,

-

s
bx
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Sveacy

' yo Operstiens Baction » .mm' , \

S1ANS .
S
Rortfications parteicieg tor o §  Bykedyar

_ . s __Tsieos
e Stuéias veguisted wn The shave decuments

[/ = sra axpacted S0 be sviaittad te the Follswing vegulstory sgeucies as
8 G pegulaced stedys _ fos .

-

{ 1 > are sxpected t2 Be sudmittad 5 the ollowiag rTeguistery agencios
ot 25 oot & LY sagulstad stedy: -

§ ] Matsboltiom, | ]| Pharaacolegical Scresm, [ § Othar:

1 ] ~ are mot axpeceed to D2 sumitied te 2 regulatory sgeacy. (Joxes
3 aod #4 delev nesd not b checked). \

2. [ = Tha tast substante has Besn chavactevized and fesults are shown
:; % test subdstance charscterisatios report whizh acevapaniss
»

3. [ A = The nathod of syuthasis fadricatios or darivacion of che test
uut-d’-nhuun has beaz dooumented. (Faquived for regulated
stodlas). ’

8. {4 -~ Stability teeting Das baan dons or wiil l- dosa on the Sesr
substance. (Raquirsd for vegulated stulias).

»

Sponaot’s Divisfenal Teslcelegiers o oaciie Ogode

e R/ /7 T

g 2002



