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The Procter & Gamble Company1kG NA Regulatory & Technical RelationsP&G One Procter & Gamble Plaza (C-6)
Cincinnati, OH 45202
www. pg. corn

U.S. EPA
Office of Pollution Prevention and Toxics
Document Control Office (7407M)
1200 Pennsylvania Ave., NW
Washington, DC 20460
Attn: TSCA Declassification Coordinator

Re: Declassifi!cation Activity-Health and Safety Filing
BEHQ-0892-6351 (EPA DCN 88920004997)

Dear Sir/Madam:

The Procter & Gamble Company (P&G) provides this submission to amend the Public Display Version
of our submission pursuant to the TSCA Section 8(e) Compliance Audit Program (CAP) under terms of
CAP Agreement # 8ECAP-0003.

This amended submission is composed of the following:

(a) new information provided in this cover letter and its attachment(s); and
(b) the unaltered original submission which directly follows.

Any CBI substantiation which appears in the original submission is no longer applicable as the
information which was originally claimed CBI is disclosed in this revised submission.

Should you have any questions concerning this amended submission, please contact me at (513) 983-
2531 or froelicher.im@pp.com.

Sincerely,

THE PROCTE GAMBLE COMPANY

J oelicher;
NA Regulatory & Technical Relations Manager
The Procter & Gamble Company
One Procter & Gamble Plaza
Cincinnati, OH 45202
(513) 983-2531
froelicher.im @Dc.com 1111111 11 Ii 11 111$lii I II

8ls 9 11 0 00 0 19 8
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Attachment 1

Public Display Version

Chemical Identity CAS RN
Benzenesulfonic acid, mono-Cl 0-1 6-alkyl derivatives, 68081-81-2
sodium salts

Sulfuric acid, mono-Cl 0-1 6-alkyl esters, sodium salts 68585-47-7

1-Dodecanaminium, N,N,N-trimethyl-, chloride 11-00-5

Alcohols, C9-1 1, ethoxylated 68439-46-3
Alcohols, tallow, ethoxylated 6 1791-28-4

Siloxanes and Silicones, di-Me 63148-62-9

Triphosphoric acid, pentasodium salt 7758-29-4

Sodium nitrilotriacetate

Benzenesulfonic acid, 2,2'-(1 ,2-ethenediyl)bis- 13863-31-5
[5-[[4-(2-hydroxyethyl)methylami no] -6-(phenyl-
amino)- 1 ,3,5-triazin-2-yl]amino]-, disodium salt

Subtilisin 9014-01-1

Silica 7631-86-9

Sodium silicate

Sodium carbonate

Sodium sulfate

Fragrance

Water
8EHQ-0892-6351 Page 2 of 2
EPA DCN 88920004997
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August 5, 1992

o*L f Toxic 8uostanceti
I*IYvi~ tat* Protection Agency,

Wshington, D.C. 20460

Attnt Seohien 0(e) Coordinator ICAD Agreement)

Tialmialon is being &Ade pursuant to the Tsch, Section 9 (e) Compliance Audit
Program and thetrm of CAP Agreement # ORCA-0003. This report discharges our
Compiny obligation to report the attached data under TSCA Section S(e). The filing of
thosee studiem does not indicate that we agree that "substantial risk" exists, We are
-following the agecy' * guidance and the terms of the CAP agreement, but we expressly
disola$x that the filings reflect a decision that these materials pos. any significant
human or environmental safety risks.

The*mt~ralidentified in the attached report as P1165 is a confidential mixture. The
c"sosit ion of the mixture is appended as Attachment 1. The report is titled "Acute

Oral Toxicity (Win Value in htats)". Any correspondence relating to this submission
-should reference study *114-4-27274.
The attaOWe study report indicates oral administration of the test material resulted
in phanihacotokic signs including ataxia, diarrhea, and high carriage following oral
administration of 1500, 1875, 2344, and 2930 mg/kg of the test material. Ilypoactivity

a was obssxwed in the 107$, 2344# and 293 0 asp/kq groups and decreased limb tone was
observed in the 2930 asp/hg group. the acut* oral =an is calculated to be 2.5 g~kg.

We do not belieV* findings in this report reasonably support a conclusion of
su bstantial risk to human health or the environment. Nevertheless, we are submitting
this report to discharge any potential liability under TSCh Section SMe.

To our knowledge, this report has not been the subject of a prior submission to EPA

r The OVecio chemical constituents and percentage composition of this mixture is
'claimed as confidential business information. A sanitited version of this submission
containing g4eneic chemical names has been included as part of this subission.
AnMMers lto the seven questions reqwired to substantiate this claim of confidentiality
are procvided below:

1.4Coefdentiality of the chemical constituents and their percentages should be
aintained indefinitely. There are no plans for this information, to be otherwise
disclosed, and this technology has significant commercial value.

2. To our knowledge, there have been no government confidentiality determinations
made for this mixture,

3. The specific chemical identity and exact proportions of the constituents of this
mixture hae not been disclosed outside the Company. There are no plans to
disclose publicly the exact comrposition of this mixture at any time in the
future.



4. Measures for protection of the compositional information include "need to know'
internal restriction within the Company. An internal code is usedl to protect the
identity of the material. Information is maintained in locked fil1es. Employees
leaving the Company are contractually bound not to disclose Company secrets.

5. The exact composition of this mixture has not appeared in advertising or
promotional literature, MSD sheets, any publications or any other media available
to the general public or competitors.

6. Disclosure of the information claimed as CBI would result in substantial harid to
the Company's competitive position. This formula provides an important
commercial opportunity for a competitor. Knw-ledge of the exact composition of
this mixture could enable a competitor to duplicate the formula without R&D cost,
thus providing an unfair competitive diaadvantag, to the Procter 4 Gamble
Company. Development of this formula required many technically trained
personnel, hundreds of hours of research and development, and significant capital
investment valued in aggregate at .Any competitor
would normally be required to make a similar investment to duplicate the formula.
Disclosure of this information would allow a competitor to duplicate the formula
without incurring signficant R&D costa, thus doing substantial harm to our
competitive positior.

1. The information we have identified as confidential is not health or safety data.

Any questions concerning this submission, may be directed to me at (513) 627-5551.

Sincerely,

(H'EROCTER 2W I*BE COMPANIY

Richard H. Hall, Ph.D.
Manager
Regulatory & Government Affairs
The Procter &Gamble Company



Attachsont I

Public Display Copy

Sftium alkyl bentene sulfonate

aoim alkyl sulfate

*obst Itoted amine

Alkyl Itbonylate

sodium silicate

Complex sodium phosphate

Sodium nitrilotriacetate,

Substituted stilbene

sodium carbonate

Soditva sulfate

sodium aluminoilieate

Irragrance

water
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international Research
and Development Corporationi
%4.TTAV.A% .CHICAN. U-SA 49071 TLIPNA41 .b& 3334

RECEIVED BY
JUN 25 192

SPONSOR: The Procter and Gamnble Company

SUBhJECT: . Acute Oral Toxicity (LD5 0g Value in Rats)

DiD 10.: ITS 2771 -

TSIN:P16

REPORT NO.: 191-77i

DATE OF SUMMISSIOII: June 17, 1982

191-779

"credence through research"
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International Research & Development Corporation
STUDY SUMMIARY

Study No:* 191-778 Acute Oral Toxicity (LD5p Value in Rae)
Sponsor Ref: BTS 2771 Report of a biological teat performed at:

International Research and Development Corporation
Mattawan, Michigan

Deviation from During the period:.
Protocol: None April 2, 1982 to April 21, 1962

According to the attached protocol
(p & G NO. Cl)

Issue Date: September 1, 1981

Test Substance (TSIN) Color Physical Form Storage Condition
P1165 whbite granular room temperature

Sponsor's Divisional Toxicologist: J. H. Saylor

Source and Strain of Animals Used: Charles River Breeding Laboratories, Inc.; Portage, MI -

Sprague-Dawley rate

Concentration and Amount of
Test Substance Dosed (Appendix A): Administered as a 40X v/v suspension in deionized water

at the following dosage levels and respective volumes:
-1500 mglktg-3.8 ml/kg, 1875 mg/kg:-4.7 mi/kg, 23-44
mg/kg-5.9 mi/kg and 2930 mg/kg-7.3 ni/kg.

RESULTS

Dose -Mortality Data:

Number of Death's
Dosage Nra Days Total
Level 074 1 2 3 4 5 6 7-14 Mortalities
mg/kg FM H F XF PM FMXFM F M F Male Female Total

1500/5 0/5 0/10

2344 3 1 1/ /5 41
2902/5 5/5 7/10

LD5 0 (95Z Confidence Limits) Combined Male and Female 1 '2 : 2.5 (2.3-2.9) g/kg

REFERENCES
1. Bliss, C. I., "The Determinations of the Dosage mortality Curve from Small Numers".

Quarterly Journal Pharm. Pharmacol, 11: p. 192-216, 1938.

2. Litchfield, J. T. and Wilcoxon, 1.. "A Simplified Metbod.of Evaluating- Dose -Effect

Experiments", The Journal of Pharmacology and Experimental Therapeutics, 96:
p. 99-113, 1949.

ry.



International Research and Development Corporation

RESULTS (Conecinuad)

Hajor Pharmacotoxic Signs (Appendix I)--
The major pharmacotoxic signs observed in all dosage levels
were: diarrhea, vet/dry yellow staining of the anogenital
area and high carriage. Dther pharmascotoxic signs observed
were: staxis and wet/dry brotom staining of the snogenical
are&.

Body Weights (Appendix C): Norenarkable changes or.differences in body weights wer.
observed during the study period.

Pathology (Appendix D): in animals that died during the study, test-article-related
lesions, characterixed as tild to uoderate hyperemia of gastric
mucosa or red liquid stomach contents, wa-re observed in sales of
the 2930 mg/kg dose group and in females of the 234. and 2930
mg/kg dose groups. No macroscopic lesions were evident in ani-
mals sacrificed at the termination of study.
Dark- foci or congestion in thyems, seeno in two females that died
(234.4 mg/kg), were considered to be non-specific changes. The
nodule seen in the kidney of rat #5886 (2344 mg/kg) was coo-
sidered to be a spontaneous lesion unrelated to the tost article. ~

Prepared By: ____________________________

Daniel Rajasekaran, D.V.M., IK.V.Sc. (Path) Data
P.R.V.C.S. (Path) Swedan

Staff Pathologist

Reviewed By:__ _ _ _ _ _ _ _ _ _ _ _ _

Ward R. Richter, D.V.M., A.C.V.P. Date
Director, Pathology Division

191-71 -V
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International Research and Development Corporation

Technical Supervisory Staff,z:

Acute Toxicology and Special Studies:
Paul )Iozon, B.S.

Unit Supervisor --

Adalsainn Olsasco, B.S.
Group Supervisor o

Prepared By: V'24Z Z . - f-
Z ie L. Scmit, B.S. Dt

Acute Toxicology
and Special Studies

Reiee BY:____ i,-
D&12 E. Johnson, Pbarm.D.. Ph.. Date4
Associate Director,
Toxicology Division

STUDY DIRECTOR STATEMENT

The ne'hods used in IRDC Study Numbr 191-778 followed the experimental
criteria specified in the protocol.

To the best of my knovledge, there were no significant deviations from

the Good Laboratory Practice Regulations which affected the quality or

integrity of this study. This study vas conducted in conformance with the

Good Laboratory Practice Regulations. This report accurately reflects the

raw data obtained during the performance of this study.

All date including the final study report are stored. in the International -

Research and Development Corporation 'Archives.

Jame I; Myer, B.S. 4"% Date
Study Di.rector

191-778h

.1 credw~~ ~~.s .~cep .' , ....-. .-. .



APPENIX A

Dose-Volgme Calculations

191-778
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APPENDIX 5

Individual Pharmacotoxic Signs

191-775
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APPENDIX C
Individual Body Wigtg -
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DOSE 70 T =:Iz -. :.-'- c.- . ? __ _______ ______

SOF FAST1INGa ~ c-' FAS~ i p DATE AI.,

OFDci7 IIl c DS111 = cS eI , 5!. EC I E 1 "

___ __ ___ __ __ 13-X7341 z3V1 5z1 DAf

S. AC-CALDCSE (ml) 0.~ c- C.7j f,7 -,r 77 r 7
D)OSE ADII-S=AOq JV 7 i'7 iT
DAY /1 30DY WZIGLE (q) 133rbl., I z. -

DAY BOD ;M -I (2) I. A I.......

ii Ay BODY ;:-"CE-T (a) I i I

INITIAL BODY 171GHT (R) Z3 Z ___ P73____V___7____

'~ACTUAL DOSE (ml) 17T1 toq 1.0 40011.

DOSE AD~fINISTRATION b~ TS _ _ _ _ _ _ _

DAY ?4 30CDT W6EIGHT: 00) 3:t LV. 3,i ~ iw

DAY BODY VEIGHT Wu h
DAY BODT VEICET (e. T h

' ',L'LME 7: r- : I -.- f

P1 REFASTED BODY U"EIGHT (it) IiY,. LZ7j L1z .

IMITIAL BODY W~rGET 00) Z14 .L..1Zzo1
ACr,-AL DOSE (.1) 1/'I.5/!15I ,) 4'7.
DOSE Afl211 nSricION IiZLf i
DAY 'VBOlY WEIGETC I-I,. ,.~ -/~

DAY BODY WEIGHM u ...... I I I _________

M A Y B O D T W F IG MH T ( R ) .. I _ _ _ _ _ _ _ _ _ _

\A -Not rilicable a f ood reoved -Dose ind-Icated wlas d.see

?R-AS- CD VWEI.CETS DAY *'C BODY E~CT DAYk' BODT UMCM1
BALACE no. CBAIA.NCE No. ' r SO~c N. ____

S*IAC No . 5A--EN.3AA.;= O

. . . . . . . . .. . . .- .*--



AMCz- M.1=7! (LD.)?ZR
~0

IMST C2-!O-6D S=M 501 -

iDC NO. ________________________

MCEEV.X mi/kg: SPECIES - ..-.. ~ '.J

AX OF AISATIONC'( LZ IMt /:. y. --

07c OFFSTING(~ FASTING T-=ICA±V (D DATE f
C-O DOSMh _________ DOSI:G DATzLs . E .

~?R=-AS ED WEIGH(M -Z3 226.IZO I:3d Z Z3t
IITILL3ODY WIGMT 00 __________I__:0______Iz

ACTUAL DOSE (ml) I c'-,. 0:7. IO-P~o~ D _________

DOSE AD-IISRATION XD~/ __________

DAY BODY WSIGE (it) I I_ _ _ _ _ _ _

DT BODY WEIM (i) I I __ _ _ _ _ _

INITIAL BODY WTEIGHT (g) IZ Izie 20i $zo I~_________
ACTUIAL DOSE (ml) aTT 7~W _______.9_____

DOSE ADK1lVISTRATION KD
DAY /-/BODY WEIGHT (~ ~ -I 12.3r -5II-

FDAT BODY WEIGHT (g) Tic 1'I
'iDAY BODY WEIGHT (s) I-

DAY BODY WEIGH 60~ t f i I____________
PKFSE BOD WEIGHT (it 21 ZZ" Z5 VV.J'~ ?~

TALu BODY WEIGHCT fit) /1q7 iCv '~I~
F[ AC7tAL DOSE (=a) /.J.Ii./.!__________

DOSE L LLCJ.SR~i. 474_____
BAT 14 BODY WZICHT (g) .:.I-i't'~ c/- ,- -.

DAY BODY WEI=H ~ _ ~~ 7 s. ~ ~ ~ -. ~
DIAT BODYWSIGHg) _* '~~I DAYBOY.IHt) i I

U- Not Applicable a -food re= ved .j- Doze !£idicated was a,'zistered
?R-S-1 BODY '=HTS DAY Y~ BODY -E=GH DAY WBDY T

IA;-c SqO BALLANCE NO. n.- o!. 3AAG ",,% so. ____

LV'7IrAL BODY -'ESDAY ;. BOD M., - - Y SODT
BAILc- %1. AAc C BALNE N-0. ____

Ale v..
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TfFO ATN~________ AST-c* TErZICIAN Ao DA= -4~- Z
C_. D cs __ _ _ _ _ _ _ 5ic ~ c __________- DA7- -

IJ NSD2(AL -2! 1 5II 7 SN- 5 M, 1 T_-E-IcTA,

I\ITT.L BODY ~~E (g) I;5y -Z CU ~ ~j s
.AC7ULDS (-l) .4? /f ~ 9~.7 1 L ________

DCSE AflIXISTWIO-I ' /IA /______
DAY i4 3O D T V I E T (2) I e a , h . ~ i _ _ _ _ _ _ _ _ _ _ _

.~DAT BODT~G~r i A _ _ __ _ _

DAY BODY W-GE CH s IW '-I~oa ____________

ANDLA2 NL SV f9ThV.2! 123 1 K! 41-7

TILBODY ;.=GET --31 !ia7 -7A i~.L~1 P
ACTUAL DOS-- (=2) I/-L5 i i1 /7I _ _ _ __ _ _ -

IDOSE A---ISrATON - -A. ,z.
' DAY 14 BODY WEICiF() __ - __________

K DAY BODYT T-7GET 1-71 1>~4~ f 4&_______1&:1___,__5

7ZDAT BODY EGT() I-i I t__ _ _ _ _ _ _

DAY1 BODY ~B 't___________

-rlMAS-.zD WEICET W

LN.ITIL- BODY! 16MCi' IT J ,
ACTUAIL DOSE (.I) I_ _ _ _ _ _ _

IDOSE ADMINI,-STATIOW i4i J I I____________
SDAY- BODY V-IR (R)L..i...LL..L.

*DAT 3 il......J

X- NO t APliclble ! ood remved : ose in:Uzatr: was az =sered

U*'~3"N .0.~_ __ _

' ~ BODT ;.E --- :)A-' A BCOV I. .7 !:T 3c= z? T-
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APPENDIX D

Individual Macroscopic Observat ions*

-191-778
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International Research and Development Corporation

QUALITY ASSD3.AJCZ StT1IIT

Study Title: Acute Oral Toxicity (LDO Value in Rate)

Test Article: P1165

A inspection of the protocol for this study vas conducted on

Mtarch 25. 1982. A randomly sampled phase of the conduct of this s tidy

- ani inspected on April 2, 1982. Findinge were reported to managemnt

and the-Study Director on June 8, 1982.

This report has been reviewed by the International kmsearch and

Development Corporation Q~lity Assurance Department in accordance with

the United States Food and Drug Adinistrat ion's Good Laboratory

Practice Regulations of June 20. 1979.

Approved And
Soubitted By: _____________________

Director of Quality Assurance

- ;Zt
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INTERNlATIONAL RESEARCH AND DEVELOPKENT CORPORATIONI

PROTOCOL REVISION OR CLARIFICATION

Protocol Sheet No. I Study go. 191-778

TITLE: ACUTE ORAL TOXICITY (LD~n VALUE IN RATS)

ITEK JUSTIFICATION

1 . . study initiatio.

2 Clarification of n=D Quality Assurance procedures.

3 Clarification of subision to regulatory agency.

4 Clarification of vehicle.

ITEM PROTOCOL REVISION OR CLARIFICATIONI

I Conduct study in accordance with -the attacbid
protocol.

2 This study is subject to IRDC Quality Assurance

procedures.

3 This study is intended to support the registration
of products regulated by the Environmental
Protection Agency.

4 The Sponsor clarified that the vehicle will be
deionized water.

Sponsor's Representative Date

Study Director Janes X. Mlyer, B.S.

Signa re Date

jJra 1, .11' -
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Issue Date: September 1, 198,
Supersedes Issue Dated: September 15, 1980

Test Substance Identification Number (TSIX) * i 1I.

Divisional Request Document Number JDRD)* T -i

The Procter & Gamble Company
Cincinnati, Ohio-

Iezijn ftQ~iIjX. International Research and Study * 191-778(To be filled in by Development Corporation (To be filled in byOperations Section) Mattawan. Michigan 49071 Testing Facilty)

Purpmme-To establish the acute oral toxicity and/or the LD0value of a test substance in the rat so that It in; becompared with more familiar substances.

Sel±eAt±n gr =
zlatm: The rat is the animal classically used due to its smallsize, ready availability, and the large amount of back-ground data.

Route -j Aminitral
1= I Auutzane a=dReaso Choice~a: BY gavege. This is a method for administering a knownquantity of test substance and has been the route ofchoice historically.

ai~ nd/or Water 
--An slucirl± : None (no known contaminants expected which would 

-interfere with this study)

All records that would be required to reconstruct thestudy and demonstrate adherence to protocol.

Protocol Page 1 of 6



PO M ..- NO II -

PROTOCOL NO. Cl (Contid)

Acutelu Orn Toxicit

Issue Date: September 1, 1981

- DRO Degerintion Eprto

Sto~ralze Cndiio~ns: (Check one)

rRoom temperature fJRefrigerator-'E)Free
OtherFrer

Hiazardsi: (Check one)

h J None known. Take ordinary precautions in handling.
t As follows:

Spec~ial1Jl==U=: (Cheek one)

39 None
SIAs follows:

An±.zMal x: A sufficient number of rats, Sprague-Dawley (CD), 190-300 grams prerasted weight, so that each tent group
will contain five (5) males and five (5) females.

Anmal L=z: Follow the approved Standard Operating Procedures of
the Test Facility.

Environmntal
Condiions:Follow the approved Standard Operating Procedures of'

the~ Test Facility.

Animai
Identfingion: Follow the approved Standard Operating Prociedures of

the Teat Facility.

Protocol Page 2 of 6



.. ~FIROTOCOL NO, C1 (Cpnt'd)

Acute Oral Tcxiiit (1J5 Vlue In Hatzi

Issue Date: September 1, 1981

(If unknown, conduct a range-finding experiment following the Standard
Operating Procedures of the Test Facility.)

Group Assimnt: Determine prefasted body weights and select animals
weighing 190-300 grams for study.

If the range finding experiment or-Sponsor's estimate
indicates the LO value to be >20 g/kg of test
substance, admin ster a single dose of 20 S/kg to ten
(10) animals (5 males and 5 females). If the dose
volume required to administer 20 g/kg exceeds 25 al/kg,
contact the Sponsor's Divisional Toxicologist for fur-

7 ther instructions. If the mortality of these animals
indicates that the LD~ value would be >20 g/kg,
report an esiaS D' value of >2o gfkg.

50
It the range finding experiment indicates an LD 2
value of less than 20 g/kg, choose four (14) dosge
levels, based upon the range finding experiment. When
feasible, choose dosage levels following a geometric

-progressicn of 1.4. If high dose levels require dose
volumes which exceed 25 ml/kg, contait Sponsor's
Divisional Toxicologist for further instructions.
Place ten (10) animals in each group, divided by sex
(5 males, 5 females). Assign animals to groups
following the Standard Operating Procedures of the Test
Facility.

If Sponsor's estimate indicates an LD value of less
than 20 g/kg, five (5) dosage levels Lo~y be used, 1,f
necessary (to better bracket the estimate), in lieu of
running the range finding experiamt.

P=~ Prearaion: J~ Group(s): (Check appropriate box)

EIDose test substance undiluted'
IDose as a freshly prepared .3 (v/v)

solution/suspension of test substance in c

[iDose as a freshly prepared 00 (w/v)
solution/suspension of test substance in

t]Dose per Special Instructions (Dee page 2)

Control Gm -

A control group should be I should not be E4
included in this study. If Included, the control
substance ___________should be tested
concurrently with the test substance at a dosage
level of___________

7-.



PROTOCOL NO. C1 (Cont'd)

Acute Oral Toxicity L 0Vlei as

Issue Date: September 1, 1981

D= Prenaralan

A concentration analysis of the test substance-
vehicle mixture(s) will [)(]; will not (]be required.

If a concentration analysis is requiried:-

E J Prepare a sufficient quantity of the test
substance - vehicle mixture(s) so that a portion j
can be returned to the Sponsor's Divisional Tozi-
cologist. Store solution/mixture at LJroom
temperature; [)(] refrigerator; (]freezer;

(1other'__________________

Shinninx Instructions

Send approximately Lm. Send (]frozen;
(XI~ under ambient conditions; E]other____

3Analyze the test substance - vehicle mixture(s)
for test substance concentration using the
analytical method in Appendix

Dosing Inst.ructions: Deprive the animals of food for 18-20 hours before
administering the test substance. Determine fasted
body weights. Calculate the dose for each animal
according to fasted body weight to give the specified
quantities of test substance per unit of body weight.*

If additional dosage levels are required to establish a
death-to-dose response that will allow the LD value
to be calculated, the Sponsor should be conta~ed prior
to further work.

*Determine density, if required, to calculate dose levels for all test sub-
stances dosed un~diluted or solutions prepared for dosing on a weight to weight -

(w/w) basis.
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Issue Date: September 1, 1981

Dosng Instruc~ions
(Con'd):The test substance, at the concentration specified

under "Dose Preparation", will be gavaged following the
Test Facility's Standard Operating Procedures. Record
all information necessary to document animal weights
and volume of test substance administered to each
animal.

Immediately after dosing, return the animal to A
11h.tum feeding.

ObstervatIona:

Option A Observe all animals for mortality at frequent Intervals-
L50 Only during the first 48 hours after dosing (at least once

during the first 30 minutes) and daily thereafter for
the next 1J4 days. Record time of death. On day 14
discard survivors following the Test Facility's
Standard Operating Procedures.

Qntion A Observe all animals for mortality jul nharmacotaxie

LP 0 gympnmg at frequent intervals during the first
lymptoms 4 hours after dosing (at least once during the first'

30 minutes) and daily thereafter for the next 14 day.
Record all pharmacotoxic symptoms and time of death.
On day 1'4 weigh and discard survivors following the
Test Facility's Standard Operating Procedures.

Ontin. [x Observe all animals for mortality An phracatcxl
Ln- 0Zxm~&jma at frequent intervals during the first

?YMPtOMs ~4 hours af ter dosing (at least once during the first
+ Necropsy 30 minutes) and daily thereafter for the next 14 days.

Record all pharmacotoxic symptoms and time of death.
Perform jiAX necropsyZ on all animals that die follow-
ing the Test Facility's Standard Operating Procedures.
On day 14 weigh and perform a gross Decropsy on the
surviving animals. Record all findings. Discard
animals following the Test Facility's Standard Operat-
ing Procedures.

Prtoo.Chanhen: If it becomes necessary to change the approved
protocol. verbal agreement to make this change should
be made between the Study Director and the Sponsor. As
soon as practical, this change and the reasons for it
should be put in writing and signed by both the Study
Director and the Sponsor's Divisional Toxicologist.
This document Is then attached to the protocol an en
Addendum.
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IHE ;£ SMIC CUMPANY

Issue Date: Septebr 14 198,

Repot dtesof tudy initiation and eu aio
Report idtes~ ouaadose levels, body wleights, mortality,pharmacotoxic signs, grlss 

aenods reut 9ec5
where appropriate. Report the LD vleai 5confidence limits of the J ~~ 2 nj rfealcalculated by the Probit Methodl by the use of thecomputer program BLIS.S170.. Other calculaation methodsmay be used. The method Used should be speified inthe final report. This report sMall conform to allrequirements outlined in Section 58. 185, Subpart J,Good Laboratory Practices Regulations.

Sponsor:. 4 tz- 1  p
Date Approved by Sponsor's Divisional Toxicoogit - -,rA

~ r~g ~a 4/2/82

Defined as day of dosing)

)TO be completed
Defined as day of last obervation 

by the Teat
)Facility

Study Director:\ Z ).Jame R;.MyarB..Date: M rh 7 19

Study Cost: $1,200.00

*D. J. Finney, Probit Analysis, 3rd Ed., Cambridge Univ. Press 1971, 
.-pp. 50-9D.

"Fortran version of BLISS17 program, written by D. J. Finney.,

-- Protocol -Page 6 of 6
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Issue Date: September 1, 1981
Supersedes Isste Dated: Septe~ber 15. ljED

Test Sutstance "IenUtfcation Number MIN1?) * B0447-01

Divisional Request Document Number- 00I) #_BSBTS 743

The Procter A Gamble Com;any
Cincinnati, Obio

Ii.Iig t~I~x: International Research and Study _ 191-731
* (To be filled in by DvlpetCroain(To be tilled In by

Operation~s Section) Meaetopant Mcigati4907 Testirng Facility)

?Urnz~e:To establish the acute oral toxicity and/or the LD,
Value Of I test sUbStaMe in the rat so that it =z .0
compared with core familiar substances.

The rat is the animal ClIAssi.lly used due to its s=111
size, ready avallab~lity, )nd the large amount of back- -
ground data.

* kasen fr= Chcict: By gavrge. This is a method for administering a icnobin
quantity of test substance and has been the route or
choice historically.

D.111 JatdLr Vtr
nal'e t ,r- 4 None (no known contaminants expected which would

interfere with this study)

talzA -4,CA-All records that would be required to reconstruct the
* study and demonstrate adherence to protocol.

Protocol -Page I of



.- ~ .- .. :LPIRCOCC '.qo C1 (cc-t-di

Issue Date: september 1, 1961

30447-01 BSBTS 743 amber liquid NIX

* .Storage Crjtior: (Check one)

S3Room tecperature CIRefrigerator C3Freezer
CIOthier

Eazariis: (Check ct)

M ore knourn. Take ordinary precautioes in handlir4.
EXI As follows: Ignitable liquid. flash point)'. 1000F. Avoid sparks and opena flaaes. -

Spcja41 Tstructieng: (ChelIc one)

(3None
E I.As fOllOUs:

Inl a : A suffiienzt number of rsts* Sprague-Dawley (Ct), 19L-
300 grazs prefRsted weigh.t, 3o that each test gr--L.

- will contain five (5) males and five (5) females.

Animal Follow the approved Standard Operating ProcedureE of
the Test Facility.

Cond4t1=:Follow the approved Standard Operating Procedures of
the Test FAcility.

1dej;!fc~aton: Follow tLe approved Stan~dard Operating Procedures of
the Test Facility.

Protocol ?2;ae 2 of 6
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ZIsue Date: SePtember 1, 1981

Z21111-41,25 va'u 1M.4 1 " 1= = t !ie: 5 qfkg(If Mc iOUws, conduct a range-finding experiment following the Standard
* OperatingA PrOCetUreS Of the ZeT.C Facility.)

O~r=~ z~ Determine prefasted bod~y weights and select animals
weighing 190-300 gra=3 for study.

If the range finding experiment or Sponsor's estimate
Indicates the LD1 value to be >20 g/kg of test
substance, adzin ster a single dose of 20 "/k to ten
(10) anJmals (5 males and 5 females). If the dose
volume required to administer 20 g/kg exceeds 25 mi/kg,
contact the Sponsor's Divisional Toxicologist for fur-
ther instructions. If the mortality of these animal's
indicater that the LDco value would be >20 &/kj.
report an C 

4
-'e-9 LD 5 value of >20 g/kg.

If the range finding experiment Indicates an LD
value or less than 20 g/kg. choose four (4) dos~
levels, based upon the range fin~ding experiment. Whben
feasible, Choose dosage levels following a geometric
progression of 1.4. If high dose levels require doseVolumes which exceed 25 mi/kg, contact Sponsor'sDivisional Toxicologist ror further instr-uctions.
Place ten (10) animals In each group, divided by sex -(5 males, 5 females). Assign animals to groups
following the Standard Operating Procedures of the Test
Facility.

If Sponsor's estimate Indicates an LD5 value of less
than 20 gfkg, five (5) dosage levels NaY be ..sed. if
necessary (to better bracket the estimate), in lieu of
running the range finding experiment.

Z r==s-* 'o: JLt roiinLz: (Check appropriate box)

C Z) Dose test aubstance undiluted
CIDose a3 & freshly prepared .. J (V/v)

8 olUtion/2UsPtnsion Of test substance In

CIDose 9s a freshly prepared .... 5C/V)
bolutionisuspension of test substance In

E I DCse per Special Instructions (see page 2)

I control group should be f ;should not be
Included In this study. If Included. the control
substance should be tested
concurrently w~tb the test substance at a dosage



EnTocoL NO. Cl-(Cont'42

Acute Oral Tov'cet V2~ue± in PaI.

Issue Date: Septecber 1, 1981

- .* A concentration anlysis of the test substance-

vehicle Mixture(3) Will 1 ; will not [X) be required.

If a concentration analysis is required:

CJPrepae a sufficient quantity Of the test
substance - vehicle zixture(3) so that a portion
can be returned to the Sponsor's Division~al Toxi-
Cologist. Store 3olution/zixtur* at E I room
temperature; C3refrigerateor; CIfreezer;

[ ther ____________

Send approximately 1.Send 3 frozen;
£Iunder azbient condition3; E I Other.

[3Analyze the test substance - vehicle MiXture(s)
for test substance concentration U3i-g the
analytical method in Appendix

Donzn 1nt3=- Deprive the ani'cals of rood for 18-20 hours before
adznnitering the test substance. Deter--ne fasted
body Weights. Calculate the dose for each animal
according to fasted body weight to give the specified
quantities Of test substance per unit of body weight.4

If additional dosage levels are required to establish a -
death-to-dose response that will allow the LD value
to be calculated, the Sponsor should be cootaged prior
to further workc.

*Deter=n'ne density. If required, to calculate *dose levels for all test sub-
stances dosed undiluted or solutions prepared for dozing on a weight to weight
(v/v1) basis.
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Issue Date: SePtecb.r , 15

The teit substanc at tecnet.. 
o pcf

W~ier *Do.,, j,. h ocnrt.Test pacl~.~~ic will be 3avae l..ed vlitY'OP13~ 
Savaged ll,. t%

all jnfo-,Lcntd

and , On cee32, 0o eo~n Rcdr3 ecord
a zlial. Of t s ubstance adminlWtights
Zc1ediatelY After d,3iag, retu-nteaia1tllll feeding. 

redh nl~ to ac,

ADD21 ( Observe all animal afrmra~ 
tfeu,L 5 0  o n l y d u r i n g t h e f l g ~ f e o s ~ ( t l a e o c

duringS the first 4 hous ftreosng(allath 3 mnues a d al ,hrAfte:- for
t enexvt 14 day . - 1,crd t~ Of death On ay iS c d survivors folloW X: the Te Fac i y 14Standard Operating Procedurese

~ .~ f 3 O bser v e l l a n im al fo r mor ta li ty A r 4 5 
a t 6athourseafte dotevalS du r*--_g th i s30 minutes) and n dat es nedu h is

Record 21all~ ctxheefeOn day 14wlh Ypt= 4 asdicard survivors rlO n hFaclit -3Standa rd pratln Procedurs
.M~ OM rxj O t2erv atl anc for mortality .A=R'%to 4 hor fe-reun interval, durng

30 Necrop,7 h ar dosing (duratoneeIng 
the firat

30-.~.')ad 
dally teefe

Record all 
r for the next 14 days.ztrt APhaC~tCX

1 i sy=;)tL- and tlze Of deathIng the Tes F 1~~~ 
lOn da y t a c iItY 'l S ta nl!a rd ran. l ,t an iegii wI 4 elg h and O~eratl Procedure,.survivingaial

ani=13~ roll, Recrop" all thed-n
log PrVcedu S the Tost al idnS. Discard

fl*a
5 Proedres. 

et Facility's Standard Oee.
ne'Ite"co,. to Change the apvProtocol, vrbal a&-ee-ettbe Made betiieen th o ake this change shouldso'teStudy Director and teSosrA

On as Practical, th.,s c".angendteraoorishould be put in .r.in el Aind~ bye th e StudyrADirector and e onc 1gdbyotThis dOc-entI th 'poa Divsoa the -Studaddendurn 
L s hn attached to the prot.,

0 1 as an

Prtoo Pae5o



- 31

PPQTCCL NO. C1 (Cont,d)

Acute Qr..' Toxlc'ty LW-VleiRal

Issue Date: September 1. 1581

Report:Report dates of study Initiation and termination.
Report tnO.Jv±8ua! dos,. levels, body weights. ortality.
pharnacotoxic isgr., &ross necropsy results, etC.,
where ap~ropriate. Report the LD . value ar~d 951
confidence li~its of the tet . .. je preferably
calculated by the Probit Metrcd* by the use Of the -
computer prcgram BLISS170". Other calculation =ethod3
may be Used. The method used should be specified in
the final report. This report shall confor-m to all
requirements outlined in Section 58.165. Subpart J,
Good Laboratory Practices Regulations.

Sponsor: JH. BenedIct

iv onal Toxicologist

Mate Approved by Sponsor'l Divisional Toxicologist. .. .LLfL L.

Prnoe Start~nr, DA* 1/21/82

* ..Defined as day of doaibg)

prnoe C- 4 DL*-: 2/4/82
)TO be completed* Defined as day of last observation -)by. the Test
)Facility

Study Director:_~
Vams R. 'MyerB.S- )

Date: Januarv 6, 1982

Study C6st:_____________________

5D. J. Finney, Probit Anxalysis, 3rd Ed., Cambridge Univ. Press 1971,
pp. 50-90.

64Fortran version of BLIS.S17 program, 'wr1tten by D. J7. F~nney.
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