


Report Title: Emetic Study in Beagle Dogs
Test Type: Supplemental Toxicity

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

Test Substance(s): E2501.01 — 0.3% Octopirox in hair conditioner
Species: Beagle Dogs

Test Conditions: Purebred beagle dog dosed by gastric intubation with a single dose of
the undiluted test material. The first dosage tested was 16.0 ml/kg.

Results: ED50 for emesis was greater than 16.0 ml/kg. Could not go higher as volume
limit would be exceeded. This test indicated that the conditioner with 0.3% OP is
essentially non-emetic.

Study #: B85-6007
Report Date: 3/18/85
QA statement and GLP compliance: Yes

Accession #: 30487



SUMMARY REVIEW FOR_P&GC BTIF WONCLINICAL SAFETY STUDIES

Test Substance: Head §& Shoulders BO-3b BRD BYCR D372
Type of Study: Emecic TSIN £0506.01
Sponsor's Div, Toxicologist C.4W. Cardin Stody 4 BE5-6007
Study Director _ D.K. Bysall Path Ref, R
Final Report Date: March 18, 1985 Notebook # YE-816

This report packet bas peen examined and ia ready for Summary Review.
pate 4 Menm Q55

e Xt s
B.A. D'Anato
HAES Pasthobiclogy Section N/a Date

Stwudy Directoer

Line Manmger

This report has been reviewed for selentific guality and is summarized as follows:

The ED_, nf GD506.01 was greater than 16.0 ml/kg., Wo emesis occurred at thiwm

doze lgve GG506.0L is a @ poor or essentfally oon-emetic as Indicated by
thig restr,

Div. Toxioolosiqf 1L ( @K&{M pate 64-17-¥5

2 IFFFA@V Jamag E. Wesver
when appl icablei_pﬁe retention linits fTor archived specimens are as follous:

¥Wet Tizsues Teratology Blood Mounts
Blocks Wutagenicity
Slidea {Months/Year}

This report is approve and entry into Safety Data Retrieval System,

Date 4’/?_85

Date 13 ﬁ\N\ 435"

ROTE: Report should be returned to Line Manager only if sajor questions have
been raised, or for information if revision has been made.

§
Return to Qal MVL . 7 bate _S/Y/ES
Entered into SDRS S Date 4 -, 7.5

Microfilming Completed Date

R&ES Divizional Liajgson

den
Stody Director

Hard Copy to be Feturned to: Sponsor's Divisionzl Toxieologlst

All specimens {when applicable}, raw data and final reports will be handled and
stored at Procter & Gamble according to the procedures described in the
Biological Safety Testing Standards.

5/1/83 Supersedes: Isaue Dated 271783
erh :HIQAD
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Cincinnati, Ohio 452u7
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THE PROCTER & GAMBLE COMPANY

2 C BOY (5145

HIAr! VALLEY LABURAIGQRIES CImCInINEY [ Sr. D 69540
The .llewing study was reviswed by the Quality Assurancs Unit:
LABORATORY:  The Procter & Gamble Company
BIF « Kiami V¥zlley Laboratories
PO, Box 39175
Cincimnati, Ohio 45247
STUDY NUMBER: B83~&007
DIVISIONAL REQUEST DOCUMENT: BYCR 0372
I51N: 056,01
TIPE OF BTUDY: Emetic
PORTION(S) OF DATE(S) OF DATE{S) FINDIRGS
STURY REVIEWED? REVIEWED BY: REVIEW: REPORTED TC STUDY DIRECTOR:

Tese Substance
Handling L.K. Klehm 2721783 2421/85

The protocol was reviewed for compliance to the GLP regulations.

Stgnifieant audit findings {(if any) were reported to the Study Director and
Facility Management immediately. A1) zudit findings ere reported e Management
on a periodie basis.

The final study report was reviewed for inaccurscies and preocedural
conplisnce, The results reflect the raw data of the study.

w 3/18/85

Quality assurance Unit Conrdinator




The Procier & Gemble Company, Resaarck and Developmenrt
Depertment Memorandum, HEES Division

EMETIL DOSE STUBY {Dogs} Divisional Safety Test
Request Nurber: RYCR G372
Report of & biglogical test performed Study Npmbers EJ3-5007
g1 HVL Lsboratories Test Bubstance
guring the peried 07-31=85 Identification Humber: GCS06,01
through 01=-31-8% according to Spansor's Divisional Toxicologist
the at%acred proiocol C. W. Cardin

Baw Duta Notebonolk: YE-816

Apulysis Results

Hreed snd scurce of animals: feagle, B¥L Jolony

Sample Preparztion and Dosing Technique: Semple as received, by gavage,

Test Results and Surmary

EDgg

in EDS value for hest substance GOROH,.01 has nol beeén determined. The nuext
indicaged dose level, 32 m)/kg, will cause & VYolume eoffoct in emesis,

L
2 ; . [N
Qr el Sl
D.E. StitAl-Technician DX, HySell-Study Director



STULY DATA SHEEY

FMETIC DOSE STUDY (DDGS) Divisiona: Safaty Test
Request Number: 2YCR 0372
"3P¥DOWNY PROCEDURE Test Substance

Identificetion Numbaery GO50F,

Study Murber: EBAS-£Cn7

Nog e, NDose Level  Dose Vol.  Response  {Onset

¥ {kp} m1/R8 rl X or O {Min.}
12985 | 13.2 | 16,0 HE A 1Y S 0 : !
i : i ! ' ! i
i i ' [ ] 1 '
1 D) 3 1 | 1 ]
i ! - i i i | !
: 1 H H : H '
1 1) ] : 4 ] ¥ 1
] ] ! LY ] : i
: H ‘ H i i !
| H : ; : ! :
i H H i : : H
¥ = Response
T = Bo Response Sequence
3050 Calculation Lag Firal Test Dose + kilop of Spaeing of Lozes)

Log of ED.SO

An EDS value for test substance GO5C6,07 has not boen determined. The next
indicaged dose level, 32 ml/kg, will cause @ volume offect in emesis.

D1




INTERDEPARTHENTAL CORRESPONDENCE

FROM: Operations Section DATE:  danusry 234, 1985
T0: B. K. Bysell
SURJECT: STUDY PLACEMENT AUTHORIZATION

This is to authorize you to carry out the following study according to the
attached protocol.

Hokice: This study iIs expected to be submitted to the following regulatory
agencey: FOD& . The stipulations of the protocol mre to be implemented
in complete conformance with Good Laboratory FPractices Regulations (21
CFR, Part 58) for nonclinical laboratory studies.

Test: Emetic (ED;OJ in the Dog (Dixen “Up and Down™ Method)
Protocol No.! C5 Issue Date: July 1, 1883
Test Substance No.: G0506.01 Doc. Req. Mo.: BYCR 0372

Paysicel Form: viscous liguid 3 35’.., 6007

Matters involving the scientific mspects of the work can be handled directly
with the Divisional Toxicologist. All unused samples are %o be returned to khe
Divisional Toxicologist at the following eddress:

My, C. W, Cardin
SWTC - Room No. 2D23
Telephone No. 8-55-2302

Complete both cvopics of the attached protocol by adding yowr study number and
proposed start anxd completion dates. The Study Director should define the
start and completion dotes on the protosol and sipn and date both copies,
Rekain one and return one sopy to the BIF's Quality Assurance Unit,

10 owiwe v AP0

H. A. Derner
Himan & Environmentsl Safety Division

Attachments
ce! Quality Assurance Uhit
C. W. Cardin



to Oparativd Bectivn o Bob o

SIECT CLINICAL STUDT = REGILATORY ATHNUDN
ATUS :

@ : P

L1 4 fone pattoising Lot g 8 Sy Sy
Botificat P alng el At

.« 3o Brudies pegussted o2 the sbeve Socumanti
{/] ~ st axpected to D sutmitead to the follovieg Fegulatery sgescies as

& QP vegulated atudy: _ FO4 .
§ 3 ~ are axpectsd o bu Dudafetod o the Tellowing teyvlatory sganciss
wut 4s oot & GLY papulated ctuiy: .

t § Mateboliom, | | Phataacological Screen, [ ] Other:

f J - are net sapscied to be sulaitiad to » yezuletory agency. (Boxes
#3 ond #é Sslev need mot Be checked).

2. {71 = Tix tent substance has been eharscterized and resvlts are shown
on the test substasce characterisation vepore which scconpanies
the XD,
0 3. |4 = The pathod of syvehesss febrication or dertvation ef the tast
ul:;u,m\smaeu has bean docvaented. (Raquired for wegulated
Studin)»

& [ - Bustlity tescfng has dast €aas er will Be dons s the test
subetanca. {(Baquired for regulated stuiian).

$Spousos”s Bivisicnal Pemdcologisr: [l o i Ogagre
Betat /{fgéﬁ:

SauQQan




PROTOCOL WO, T5

EMEZIC (EDo) IN THE DOC (DIXOK "UP-AND-DOWK™ HETHOD)

fssue Date: July 1, 15E3
Supersedes Issued Dated: Aupust 16, 1982

Test Substance ldentification Sumber (TSINY By eka3 7 o

Dlvisional HRequest Document NKumber (DRD) &mg“/

Sponsor The Procter & Gamble Company
Cincimati, Ohic

Testing Facility : The Procter & Gamble Company Study ;,555- bwe?)
Tiviogical Tesving Facility {tc be gomplated
Miawi Valley lLaboratories by Teat Facflity)

P, 0. Box I91Y5
Cincinnati, Ohioc 45247

Purpose ¢ Te deteraine the ematic 'potentinl ef & test substance
in the dog.

sustification for
Selection of Jest
Systen : The Beagle dog &5 the sanimal of cholce because
cxperience has showr that this apecies is s gocd madel
in predicting the emetic antivity of a svbstance.

Reute of Administraticn
of Test Substance @ Administer substonce by stomach tube.

Reason for Choice ! This provides an uccurate method of delivering the
desired dose to the animals® stomach.

Plet Analyses
Required : Kone (no  knowt contaminants expected which would

interfere with this study).

Heter Anslysis
Reguired : Hone (mo known contaminants expected which would

Interfere with this study).

Records to be
Maintalned : 11 records that would be required to resonstruct the
study and demonsztrate adherence to the protocol.

Poge T of B



PEOYOCOL NO. 5

ENETIC (EDgo) I8 THE DOG {DIXON "UP-AND-DOWN® XETHOD)

Issue Date: July 3, 1583
Superaedes lssued Dated: August 8, 1832

Tent Substance{s}

DRD Description Expiration
ISIN # Number Color Fhysieal Forn Date

GogT Go01 Byeess o /A’Zﬂ - Bear. Visee ey é‘w L
4

Storege Conditions: {check ane)
Test Substance:
{ ] Room temp. [ ) Refrigerator { ] Freezer [ ] Other {specify):

Test SubstancesCarrier Hixture:
t 4/ Roon temp, { F Refrigerator { 2 Freezer £ 1 Other Capecify):

Hazards: {check cne)
i ’i ¥one ¥nown, Take ordinary precavtions in handling.
[ 1 2as follows:

Spectal Instructions: {check one)
{ 71 Kone.
[ Jas rfollows:

Doze Freparation: {chepk one}
{ Dose test substance 83 received
[ 1 Dose test substance sz ___ % asclution/suspénsion w/v
in -

Note:

& concentration analysis of the RSt substance - wvehicle
mizture{a) will [ J; will not {.Fbe required.

If a coteentration analysis {s reguired:

£ ] Prepare & sufffcient quentity of the test substance -~
vehicle mixture{s) so that a portion can he returned to
the Sponsor's Divisional Toxicologist.

Shipping Instructions:

Send approsimstely m, Serd l ] frozen; [ 1 under
ambient eonditions; [ J othep

Page 2 0f &



PROTOCOL NO. C5

EMETIC (EPgy) IN THE DOG (DIXOH *UP-AND-DOWN® $ETHOD)

Dosage Levels

Animzls @

Animal Care & Diet

Environmental

e AR

Conditions ¢

Ansmal

Jdentification

Procedure :

Izsue Dste: July §, 1983
Supersedes Issued Dated: August 16, 1982

Inttial dose level should be:

D35 v b mk [l
— wl/kg of test substance as received
.. WL/Kkg of the required solution/suspemsion

Beaglea, pure bred, 6 months to 5 yegrs. Animals will
te selected fram the Stock colony a8 foeded. Total of
anivals to be used will vary froz 2 woicunmw of 6
enimals.

Follow the approved Standard Operating Procedures of
the Test Faeflity.

Follow the aspproved Standard Opersting Frocedures aof
the Yest Facility,

follow the approved Standard C(perating ¥Procedurss of
the Test Facility.

Fast the dogs for a minimum of 15 bours and deprive
them of water for approkicately 3 hours before doying.
Prior to dosing each dog, record i%ts collar nusber, run
nuaber, weight {kg) snd gender. Caleulate the volume
of test substance to be dosed to the Pirat dog =and
record it. The first dog Is removed from 4%s run and
given the recorded amount of test substance using the
appropriate method,

after dosing the rirst animal, rewtura 1t o dits runm.
Cbserve the dog for one hour, recording whether or not
epesis cecurs, and the time of emesis onset (4f any).
At the end of the ene hour observation period, allow
the animal sccess to water ad libitum . The animel
will be fed st the regular feeding time the next day.
Subsequent doses will be determined =zs dezeribed 1In
Appendix 1 and will be administered the same as the
first dose,

Page 3 of §



PROTOCOL NO. €5

EMETIC {EDgp) 18 THE DOG (DIXON “UP-AND-DOMN™ METHOD)

Stetisticsel
Analysis:

Frotorol Chonges:

Issue Dave! July 1, 148%
Supersedey Ixsued Dated: Auguat 165, 1982

AU the termination of the study, the snimsls Should be
returned to the stock colony of the Facility.

The EDen 13 computed by using the mebhod described in
kppendlx 1,

If 1t becomes npecesdary to change the approved
protocol, verbal agreement to make this c¢hange 3Should
be mode hetween the Stody Director or hla desjgnate and
the Sponsor. 43 scon a3 practical, this chenge andg the
reasons for it shouvld be put in writing and aigned by
both the Study Dirsetor and the Sponsorts DMyisional
Toxicologiast. This docuvent i3 then asttached to the
protoco]l as &n sddendum.

Report dotes of inttiation and completion of the ia-
iife portion of the stwiy. Inclvde a summary of
analysis of raw dats eollected during the study and a
transoription of the raw data. The report shall
confors to #ll requirements outlined in Section 5B8. 185,
Subpart 3, Good Laborstory Practices reguiations.

Sponaor: Cares Lode

Divinional JToricolcgist

Date Approved by Sponsor's Divisionml Yoxicolopgist: _!jf o ‘ff!"

Proposed Starting Date:
Delined asx:

s-3/-95

‘?ropoxed Completicn Date: ‘iolo, %gh’uvm-d

~
!

Defined ast Yk M; ;i::;-b%“‘;g

Study Directors )

¢ Yz

Date: /-31-F5

Page ¥ of &
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I witisads ¢

The up-and-down method of experimeniation {Relerence 1} 1s used in order to
minimize the pumber of animels that must be dosed and to reduce the stress to
onimals due to pver-dosing.

ARIMALS ¢

The pumber of onimals tested will vary depending uwpon how zlose the tnmitizl

preduce emetic eplsodes in 503 of the animals (EDgpl. 4 minimum of six
snimals will be dosed; it should seldom be necessary to dose mors than nine or
ten animsls.

Test Conduction 4 Dbservations :

Io stary the test, choose an initial dgose, i, and a pultiplier, m. The initisl
gose should be close to the esiimated EB.,; if this estipste 13 poor, it
would be best to err on the low side. wu sultiplier, wm, detersines the
apacing between doses; wultipliers will typicelly lie between 1.5 mng 3.

The first arimal 13 dosed et $. If emesin is not observed vithin 1 hour, the
dose far the next onfmal 13 raised to 1 times m; if enmemis §s cbserved, then
the dose for the next animal is lowered to 1 divided by m. Agsin, the second
animal ts observed and the dose for the next amimal will be ratsed by the
oultiple m if emesis is not observed or lowered by the factor m £f emesis 1s
obaerved. Thils seguence iz continued. each time dosing the next animal with 2
dosc based upon the curreut snimal's dose adjusted wpwards or Jdownward by the
tactor m depending upon whether emesis 18 not observed (next dose upward) or is
observed (next dose downward}.

The observations mey begin with » serles of wnimals whe react similerly
{zither, a2l sre free of emetic episodes or all have emztic episodes)., This
will be the case when the initizl dose, i, is far from the ED.,. In deciding
on vhen to Lerminate the study, anly the 1ast animsl in such a seguencs 1a
counted; the study Lerminstes wher, including this animal, a minimwm of aix
animals have been teosted.

Report

The ED., is computed by following the procedure on pages 386-388 of Reference
1. No?e that in applying the formula on page 387, Xy zhould be the logarithm
of the fina) dose and 4 is Lhe logarithm of m. The result of applying the
formula {5 the logarithw of the ED&O' The antilogarithm of ¢his resuit is
the msau

Reference!

i. Diwon. W. 4., and Massey, F. J., Introdustion to Stetistical &ualysis , 3ra
Bl., HeGraw-Ht11, New York, 1969, pages 360-393.

Page S of 6




LER RN OE 2 S A

VYalues of X for estimating LD from up and down seguence of trials $f the

teble is sntered from the Foob, the sign of X is to be reversed.

Secend
Part of k lfor Test Series Whose First Fart ts
Series 3 Qo poo 600
X0000 -, 547 - 547 - AT -, 547 QXX
XOC0X -1.250 -1, 247 -}, 246 ~1, 26 DXXKO
X00X0 J32 . 380 . 381 . 381 QXXX
X00XX ~. 169 L1 -, W2 -, 1842 QXX00
A0X00 . 022 . 039 N 1) . DUY OXOXX
X0X0X -, 500 -, 458 -. 453 -, 453 QXOXO
XOXX0 1, 189 1,837 b, 247 1.248 oXo0X
AOXAX « 611 -3¢ . 756 L7158 0X000
X¥¢00 -.296 ~. 266 - 263 -, 263 sibeed
XXO0X -, 831 - 763 -. 723 -. 752 00XX0
XXOX0 -831 -935 L9952 951 coxox
TXO XX .25 463 +500 » S0l Qe
AXX00 . 500 . 5B .61 . 681 oa0XX
XXACX w, QU3 . 187 - 244 . 252 OCoXD
XXXXD 1,603 1.917 2.000 2.0 CaDDX
XXXXX . 893 1.32% 1,465 1.496 aBooo
4 6.4 XX XX Second
Part of
Series
«& for Series Whole First Part is
Fage 6 of &



; ! GARE DIVISIOR Yor Tex Office
TE5T SURSTARLE CRARACTERIZATION REPORTS Tse Onldy;
e v ¢ BRO3TZ

YSts ¢ EEEaT
‘ Yest &rricle Wane {ohoul? agrse with DRD): BL5 ¥C-3p Bormel[Dxy formuls with O.3% Ocvepirex
2. Making Kotebook Ref. {with Plant Producties Cods & applicabie)s  GC-0106-514
3. Date Made: 1/9/83 Made by; _ S. K. Mefuea Lab: __ sk
&, Phyatonl Form: Viscous Liguid Solor:  Agua-Blus Btul:&ttz @.8%x/cc
5. Weter Bolubilsty: 250 % {wrjwt)
For EINS test only = Fthasal Solwbilfey: _>50 % {wt/wt)
: Acetise Splubilsty: 50§ (wrfwr)
6. Sexple Bxpiverion Date: 1/9/86 Stability Testteg Lo [ § Completed [2] I Progress
7. Eagards: __ Wone Stoxaga Conditdvam: _ anbient {50-90%
#. D.0.T. Clagsificazion (see Ragnlatory Personnel):  Not Harardous - '
N L
9. Microbiel Susceptibiliry Classifteation Appreval:
7Y i X2 (Signature)
Olane ) T
10. Making Ders: List fegrediscts in descending order of pradominguce, —— - ———
(For drug products list active jogredient (a) fivst.) :
: RAK MATERIAL NAME NOMINAL X RCTUAL X RME € -LOT
o i DETOPIRDX
2 DRD WATER 00 3200 0.3007 ~BX-288-4
7270 . 90.712% 4 £ -
3  STEDBAC 1 158-2
2 CETAD ‘.6000 1.6002 -abihfs.5
S CETVL ALBOMDL 1'm‘°°° :-mm 455705
[ BTEARYL ALCOHOL 3.3300 1‘3505 4B026=2
7 EETETH-2 9.8000 0.8001 45emE_1
8  STEARETH-21 0. 4000 o 5007 BrD ©
%  CROTEIN Q °. 500 eé 7462
10 85 - OO0 ©.5007%  &4BOAO-B
0. 3000 0. 5004 43&01-37
11 BTEARETH-2
0. 8000 Q. 4004 ‘x-nm‘.z
12 FLORIEN PLUS PERFLME 0. 1000 ©.0937 _ RP=305-3
13 CITRIC ACID 0. 0800 0.0900 "
14 FOLC BLUE @1 BOL'N . 0800 o 3076~14
IS KATHON OB : -0600  BeS10-10
0. 0330 ©.0327 485754
;I'D‘UQLB 100. 0000 100. DOOE

eSpheir typed original with DMD. Include copy of makimg recerds.

Comagnts on Raking Data:

Packed in 16 oz, Cylinder hound Botiles {po-008-9)
Caps (pw~0B&~-8)

Comaents op Making Date:

Tenua Daze Sf84
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"For Yox nz
i er Orlv:,

TEST SUBSTARCE LTEXIZATION RIPORT BRD> ¢ DA..
l.%‘ﬁi TheN a

Characterization, Mirrebial &nd Fropercins Inforssvion:

Suvbaiteer Code
{1f wxtats) Coaponent Testing
Bate or Lab o Measured 1 7
Subxitted Bogebook § Rroperty _Q_Q Yalos Ldnirs Dats Ssurce
1/9/85 . _Jm 101 SN '/ _ﬁ_._ﬁ_%(g TMusr Pass
179785 SX=DI06=334 % Orgoplros st - fatas. . w2
i/]p/8 L306=0368 . Quar i D37 =043 _Asai.
-—bfS8S. . H0-01082818 P el diinlinglh ~1B33
Approvals

The test oubstunce Ak madt and charectarised 13 3 vepresentative exanple of the Intendsd
formuletien. Haking revords for planresade product should be obratesd and wvaluated by

Products Resasrch. /\ )
DAL . r\'v\_f.:':&f Do Mepariod 1 fizfes”
__'_gunmu) {(Bawe} Toatey

e “ToX Reisnmen 1!:245
Rame ) Dats

fintehed product aamples will ¥ satained by Quality Assursece.

m.  Process Devalopment:

. Froducts Rassarch

T eaxples

. CMP-Quality Sasur.: % /755
Signatorey “hewe) Z0ate)

13,

She chavaceerization tests yoquasted ave sppropriaste and the tast wubstance 1s
acceprable for: [~] acute snimed test; [ 1 subchronic mnimsl test;

{ ] chronic aninst tast; [, Duman safecy test; | 7 d= vstyo test;

{ } bovironmantel safety Teat.

{\,‘u 4 et dan. Lo dei AP Loy L bonr N7yl
(Toricciogist’s Signatuvre) “GFane) ate

wsm Distributton: Originst - 'rnx Difdce; Coplies « Yoxicologint, P /OA, Pradusts REseazch

ard Process Dav.

-
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