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

U.S. EPA
Office of Pollution Prevention and Toxics
Document Control Office (7407M)
1200 Pennsylvania Ave., NW ,C-

Washington, DC 20460
Attn: TSCA Declassification Coordinator

Re: Declassification Activity-Health and Safety Filing
8EHQ-0892-6341 (EPA DCN 88920004987)

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Any CIBI substantiation which appears in the original submission is no longer applicable as the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@xjg.com.

Sincerely,

THE PROCTER & GMBLE COMPANY

JheFroelicher L

NA Regulatory & Technical Relations Manager
The Procter & Gamble Company
One Procter & Gamble Plaza
Cincinnati, OH 45202 111~ ~~~~I~I~I~~~~ ~I
(513) 983-2531 11111 91 1E 000[ 1 94 $ I
f roeliche r.iom @pg. com

8EHQ-0892-634 1 Page I of 2
EPA DCN 88920004987



Attachment 1

Public Display Version

Chemical Identity CAS RN

Sodium nitrilotriacetate

Sodium carbonate

Sodium hydroxide

Hydrogen peroxide

Sodium toluene sulfonate

Ethanol

C 10- 16 Alkyl Polyglycoside P82-319
1 -Dodecanamine, N,N-dimethyl-, N-oxide 1643-20-5

9-Octadecenoic acid 112-80-1

Amides, coco, N,N-bis(hydroxyethyl) 68603-42-9

Benzenesulfonic acid, 2,2'-( 1,2-ethenediyl)- 13863-31-5
bis [5-[[4-[(2-hydroxyethyl) methylam ino]
-6-(phenyl-amino)-1 ,3,5-triazin-2-yl]amino]-,
disodiumn salt

Fragrance

Colorant

8EHQ-0892-634 1 Page 2 of 2
EPA DCN 88920004987
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Document Processing Center (TS-790)
Office of Toxic Substances
Environmntal Protection Agency W 44 O 14 7
Washington, D.C. 20460

Attn: Section 6(o) Coordinator (CAP Agreement)

This submission is being made pursuant to the TSCA Section 8(e Compliance Audit
Program and the terms of CAP Agremnt # SZCAP-0003. This report discharges our
Company obligation to report the attached data under TSCA Section Ste). The filing of
these studies does not indicate that we agree that "substantial risk" exists. We are
following the agency's guidance and the terms of the CAP agreement, but we expressly
disclaim that the filings reflect a decision that these materials pose any significant
human or environmental safety risks.

The material identified in the attached report as P1082 is a confidential mixture., The
composition of the mixture is appended as Attachment 1. The report is titled "Acute
Oral Toxicity (LW. Valu, in Rate)". Any correspondence relating to this submission
should reference study # 1205-28071.

the attached Study report indicates oral administration of the test material resulted
in pharmacotoxic signs including ataxia, hyw)oactivity, decreased limb~ tone, and tremors
following oral administration of 8000, $800, 9680, 10648, and 11-713 mg/kg of the test
material. Impaired righting reflex was also observed in the 9680, 10648, and 11713
ag/kg groups. The acute oral LDSO is calculated to be 9680 ag/kg.

Ne do not belie"e findings in this report reasonably support a conclusion of
substantial risk to human health or the environment. Nevertheless, we are submitting
this report to discharge any potential liability under TSCA Section S(e).

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

The specific .hemical constituents and percentage composition of this mixture is
claimed as confidential business information. A sanitized version of this submission
containing generic chemical names has been included as part of this submission.
Answers to the seven questions required to substantiate this claim of confidentiality
are provided below:

1. Confiduntiality of the chemical constituents and their percentages should be
maintained 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 have not been disclosed outside the Company. There are no plans to
disclose publicly the exact composition of this mixture at any time in the
future.



TMtPAOXTR&CAMWtCOM5PNY

* 4. Measures for protect ion of the compositional information include 'need to know'
internal restriction within the Company. An internal code in used to protect the
identity of the material. information issmaintained in locked file*. Employees
leaving the Company are contractually bound not to disclose Company secrets.

S. 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 Cal would result in substantial harm to
the Company' a competitive position. This foruala provides an important
commercial opportunity for a competitor. Knowledge of the exact composition of
this mixture could enable a competitor to duplicate the formula without R&D cost,
thus providing an unfair competitive disadvantage to the Procter a 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 he required to make a similar investment to duplicate the formula.
Disclosure of this information would allow a competitor to duplicate the formula
without incurring significant RID costs, thus doing substantial harm to our
competitive position.

7. 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,HEROTE~RJ CMPN
Richard H. Hall, Ph.D.
Manager
Regulatory IGovernment Affairs
The Procter I Gamble Company
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Sodium nitrilotriacetate

Sodium carbonate

Sodium hydroxide

Hlydrogen peroxide

Sodium-toluene sulfonates

Alkyl Poiygiycoside

Alkylamine, oxide

Fatty acid

Substituted amine
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Substituted stilbene
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International Research & Development Corporation

STUDY SL'~O(AY

Study No: 191-6 Acute Oral Toxicity (LD~a Value in Rat)
Sponsor Ref: BTS 2721 Report of a biological test performed at:

International Research and
Development Corporation
Mattawan, Michigan'

Deviation from During the period:
Protocol: None August 27, 1981 to September 29,. 1981

According to the attached protocol
(P G No. CI)

Issue Date. September 15, 1980

Test Substance (TSIN) Description Storage Coindition
P1082 blue-green liquid room temperature z

Sponsor's Divisional Toxicologist: Robert L. Campbell

Source and Strain of Animals Used: Charles River Laboratories, Inc., Portage' Michigan
Sprague.-Dawley Rats

Concentration and Amount of
Teat Substance Dosed: Administered undiluted as received at the followring dosage levels-

and respect-ive volumes: 8000 mg/kg -- 7.4 mI/kg; 8800 mg/kg-
8.2 mI/kg; 9680 mag/kg -- 9.0 mi/kg; 10649 mg/kg -- 9.9 mi/kg
and 11713 mg/kg'- - 10.9 mI/kg

RESULTS

Dose -Moritality Data:
Number of Deaths

Dosage Hrs Daya Total
Level 0-4 1 2 3 4 5 6 7-14 Mortalities
(mg-/kg) M F M F XF H F MF V F-MF MF V Hale Fema-le Total

8000 1 0/5 2/5 2/10
8800 1 4 1/5 4/5 5/10
968.0 2 4 2/[5 4/5 6/10

16840/5 4/5 4/10
11713 4 4 4/5 4/5 8/10

LD50 (95% Confidence Limits) Combined Male and Female
1
p.

3
_: 9680 (7927-11821) mg/kg

1 -668
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International Research and Development Corporation

Results
(Cont inued)

M'ajor PharmAcotoxic Signs:
The major pharmacocoxic signs observed in all dosage levels were;
piloerecdion, ataxia and hypoactivity. Ptosis of both eyes were observed
in the 8000. 8800, 9680, 1064" and 11713 mg/kg dosage levels. High
carriage was observed in a few rats in all dosage levels. Most surviving
rats appeared normal by Day 4.

Body WJeights: No major changes or differences in body weights were observed 4.iring the
study, period.

Pathology: There were no test article-related changes observed during postmortem ex"-
ioation of animals dying during the study or sacrificed'at the Zcrxinsziou of
the study. 4acroscopic changes recorded were cons idered to bo alonal or noni-
specific.

Prepared B~ . ' '/ilv"-/7. -
rLinda C. Uraih, D.V.M4., M'.S.. Date

Staff Pathologist

Reviewed By, r'';'.f
Ward R. Richter, D.V.M., A.C.V.V. Date
Director, Pathology Division

191-6

.............................. ffmu rgeech



International Research & evelopment Corporation
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International Research and Development Corporation

Technical SupervisorY Staff,

Acute Toxicology and Special Studies-

Paul Ioxon, B.S.
Unit Supervisor

Adaistein Olafsson. B.S.
Group Supervisor

Prepa-red By: <-7.,.TA ~ ' 1 -s
ieL cmdB.S. Date

Acute Toxicology
and Special Studies

Review.ed By: d~s&~L£ 9'kAx -.- S
Dale E. Johnson, Pharm.D., Ph.D. Date
Associate Director,
Toxicology Division

STUDY DIRECTOR STATEMENT

The methods used in IRDC- Study Nuber 191-668 followed the experimental

criteria specified in the protocol.

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

the Good Laboratory Practice Regulationsa which affected the quality or

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

Good Laboratory Practice Regulations. This report accurately reflects the

ra,.a data obtained during the performance of this study.

All data including the final study, report are stored in the International

Research and Development Cor oration Archives.

Jamej R. "yer, B.S. -J Date
Study Director

191-"68
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ACUTE TOXICITY (L REOD

DOSE VOLUM !E. / /.(j.IL SPCM !~~ SEX _AA____

ROUTE OF AD MISTRATION4 Qr- DATE AYM.AIS RECEIE b/,c/j' SOURCE., i r , ..

* a
TLAM OF 1FSIN AS TISTIN E CIAN4 DATE 81-I

Tflrt OF DOSING 11-1,3 DOSINC TECMICIAN4 P DATE ir /a ~7

AS2-AI. N-L-BER ____ __Vo 17JKSL~TECMICIAY ... DATE )"

SPREFA5TED WEIGFT (R) 2,75" 21'C W.~~.

A-IALJ DOSE ( 2.2f 2-7-, 2 0 - 0iOLL2.-17

wDOSE ADMINISTRLAT ION t-I

DAY -7 BODY WEIGHT W~ , ~5~ ?h~I~~
DAY-E CqY~IHT Ali) W6)K~3~ 3;1 - ~
DY BCDY : [ -

-THT (9)

ACTUAL~ DOSE (MI) 2-9.L,''' 9/17/

~DOSE AMMIRATION4/I/ / II/_________
DAY 7 BODY WEIGHT (R) :7*~ , __ 0 f'?
DAY 14 BODY VEICHT 00) I312 -3- ',

DAY BDY iEI m Z ' _ _ _ _ _ _ _ _ _ _

_ _ _~1 7! ----t----
DASY BODY VEIGlT (9) 13 i' rIZ7 ___________

ANI I~LMBD EI 3 1-t1) &9/ Vt~flL l.. 91CZ d-LrI A

DOSE AD ;IT.AIO (.
?R7AY --r OY W.EI T CR)' 730 r Zf 7 94 e

H DAY BDY W-FIOHT Cg) 2 --Z-;< Zf 7r

PA5E OYWGTSDAY 7 BODY WEIGHT 0A0A .OD 3 IGH

INTIIAL0 BODY --IElcTS DAY -7 BODY GH DAY/'4BODY VEIGHT

.~ NC~O. i,:',oa )r BAL'A-%CE %0. OCr.jx BALACE M. _______

A,41%

~I 7

7,



ACl.TE TOXICITY (LD U. I!CRD
50

TEST C21PTOLND P oSTUDY NO. 191-164(

IRDC NO. 7_ __ __ __ __ __ _ __9,__ ___Z_

DOSE VOLI: M mi/kg: L.-... j .jL SPECIES _ ________SEX_______

ROU'T! OF AIfYIS7RA7:ON , A DATE AD)SRECEIVED S/sc el' SOLRcCk,f3P0.

TIMM! OF FASTINGa 'FASTING -TEC-rCiICIAN4 - DATE j______

TDiE OF DOSING Al- DOSING. TECT,1CWI -N DATE *

~DJ UBRIfK~~ ~ ,rITECHNICIAVN a.- DAT.-f/?,

PREASTED VEIGHiT -(q) Z3 l 2Z2'

INITIAL. BODY T-=OHT Z~ 2CIL Z4Lf2~ ___________

ACTUAL DOSE (mal) 7 2/,C, ~74 7P, 4

DOSE ADMINISTRATION b77 j / e- ~ ~ zA

DAY' -7 BODY W-=CH- (Z) K'.Z~: -7 "J

DAY B1 ODY ~

- K DAY. BODY WTICET (R)1 I.--

?R.EFASTrD W-EIGEZ (r) i IZ37, z~y 1- I I iLL. 7

INITA BODY LU-CHT ( 17) .
Z AC -UAL DOSE (ml) I/ J . '

DOSE ADINIlSTRA7IONL0/I-qLI7
DAY 7BODY WEIGHT (9) :2 he'

DAT- BODY TWEHT (2) I 2w o
cDAY BODY j~~

IDAT BODY WIGHT(2 W ___ T ________

ANZMAL NUME 7-5,77 -lI v II,-rl A

BODY W1IGHT (2)0 21rKI Z, /Z _ __________

IN::-IAI BODY WEGHT (9) I 1 2c ____ _____________

A -LDOSE -(a) 2. ____t______'1_1_2_0

,.DSSEADMINISTRA71ON / II/V t 1
DA --7 BOYW.G-

DA7Y /I BODY W= :HT (2) a .. :~. "

r~DAT P BODY WGT() *"" --- ~~j ~ ~ U4

D. BODY WE:C71 ________________

\A - No Av;-licable a fo~od removed JDose fd.. sted was ad41 sered

?=-AS7.D BODY w.-IEIGHS DAY -7 BODY DAYA.ABODY WEIGHT

\0'C~N. cal- ' -( ALA-'C! NO. ~ ,4,5tJr o _____

IN--1A BODY 'T-TIGHTS DAY 14 BODY -=CRGT DAY A4BODY ;.EIGHT

~ C~'O. o-~& BA 'CEN. A/AL 'O _____

A.. . . . . .. . .
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ACUTE TOXICITY- (LD 5 0 ) REOR

TEST CCMPOUNI) P'D STimY No. li~

DOSE VOLLME c~~g ~~ 'A~SPECIES ;7-; SEX'~I .

ROUTE OF ADINISTRATION ,./ DATE AN -ALS P.ECEI' 9AzI;SOYZ

71212 OF FASTIN~a /6.Z4 0 FASTING Tr-EICLALN { DATE '~"Ie

TflME OF DOSING 11y5"_______ DOSING T=Crt-ICI.A- ______4 DATE .

ANYA ~BE %7o I9?I 37'o9~7i 971de TEc2NICIA4 DATE 4

PRE-FASTED WEIGH ~Zf 3 '2 9 I~ *z9
INITIAL BODY WEIGHT (9) ZZ'i Z71/

;zACTUAL. DOSE (MI) /7 17~~/7 /9 -
DOSE ADMI;I STRATION J________K6 

______

DAY 7 EODY WEIGHT (9) 1-275-12(1-1 2 13S3C7 ,rz-

DAY 14 BODY WEIGHT (9) r.1 2 S -t 2 ,-'t k; __[S_&3 '7.

* ~ ~ ~~ DAY BODY WEIGHT (R-) I_______
DAY BODY WEIGHT (9) 7 -)~

*PREF.ASTE-D 'WEIGHT (9) 7Z9 ZW 2- Z20_

INITIAL BODY WEGHT~ ~ 2- 0 2c/ 2o j,

ACULDS M)1- 7_ 15,1:5

DOSE ADIMNSTATIONz 1 7 / 71 K - I
* ~DAY 7 ODYVEIGHT () :21 '0 2. -1Z -

-DAY N'~ BODY WEIGHT 1 2 ' 2-73 - /7j -

M DAY BODY WEIGHT (2 1i~~-
DAY BODY WEIGHT (R 1-

-UBE In _ _ _ _ _ _ lfrrk,11,

PRrEI-AS TED v WEIGHT C9) ,,.'c-. j I

INITIAL BODY WEIGHT -

AC-CAL DOSE CMI)-

DOSE ADIN ISMPATI ON I____________I
DAY BODY WTIGHT C) ___......- ___________1

~' DAY BODY WEIGHT (g) _ _ -

DAY BODY 'EIGHT g)

NA Nt ppicbl a food removed J Dose indicated was administered

PF.aASTED BODY WEIGHTS DAY 7 BODY WEIGHT r DAY J4BODY WEIGHT

BALA2NCE NO. ______ BALANCE NO. e--~ c- BALANCE NO. - /J

INITIAL BODY WIHSDAY I qBODY WEIGHT DAY.iJcBODY WEIGHT

BALAINCE NO. B AAC O_____ ALAN~CE NO. h~

71.



ACU'TE TOXICITY (IO 5 REORD

TEST Cc .N /f SIDDY no. "

TRDC NO. (C~2I

DOSE VOLL --zmi/kg:Lr-
4
o' -- SPECIES Pi SEX (~/

ROUTE OF Afl!INISTRATION I. DATE ANIMALS RECEIVD q// , SOtVRCE--,r4p, or

TIME OF 'FASTING _ _______FASTING TECHICIAN DATE___fJ~ .

TIE OF DOSING __________DOSING TECHNICIAN ______ DATE ______

ANuA 4''BE qLt. 1,7, 1,-~7, qf,1 '7__3221 TECHNICIAN D ~iE/-

PREFASTED IGHCT ;o Z/ V~
r: r;TIAI. BODY W6EIGHT, 1R) 3V 1119 ZZ9 1 -31. .71/Z I___________

DOSE ADMINISTRATION __ __I-__________

DAY 7 BODY VWEIGMHT (~ _ 27Z ~ ~ ,r~ 2

L2 DAY t'l BODY WEIGHT (g) -31 C' Il

En DAY BODY WEIGHT (9)

DAY BODY WEIGHT() j 1- ___________

-7 -z1.3 729 3~ N5? 9VZ '

X. PREFASTED WEIGHT (9) z3157 LS '~~

INITIAl. BODY WEIGHT :/ 27 2Z z Z 21Z7 lel ____________

ZACTU2ALDOSE_(=l) ______ 0 __________

DOSE ADMINISTRATION / / / / __________

DAY 7J BODY EIGHT()t _____________

DAY - BODY ;.EIGHT (A) C._ ___Y 2'

DAY BOY ;-EIGHT (g I I____ _______

DAY BODY EIGHT () T- ___________

-2 --

INI DAY BODY WEIGHT (k) I

SDAY BODY WEIGHT (9) 1 _____

\A - Not Applicable a -food removed J1 Dose indicated was administered

PREFASTED BODY WEIGHTS DAY 7 BODY WEIGHT DAY ",BODY WEIGHT

BALANCE NO. 6BALANCE NO. c~-: '-BALANCE NO. J

INITIAL BODY WEIGHTS DAY Iq BODY WEIGHT DAY ,/4 BODY WEIGHT

ZAL-AINCE NO. 115 BALANCE NO. -- BALANCE NO. _____

IR36-61-4 4cr--? ''
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QUAI IT? ASSUR.ANCE SUMTM"IT

Stude Titl.e: Acute Oral Toxicity (1.050 value in Rats)

Test Article: P1062

An inspection of the protocol for this study was coducted cc-

August 26, 1981. A randomly sampled phase of the conduct of' this

study wvas inspected on August 27, 1981. Findings were reported to
management and the Study Director on October 30. 1981.

This report has been reviewed by the'rnternational Research and
Development Corporation Quality Assurance Department in accordance

with the United States Food and Drug Administration's Good Laboratory

Practice Regulations of June 20, 1979T.

Approved And j/ <J . / '. /, -' /
Submitted By:_________________ ____,

Barry W. -'Benson, 11A Date
Dire ot'/ QatY ssrance

191-668

-credentce through ifmac*
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DNAON SZAR'CE Av1 DEV-OP--= COROP.AVbO!

i-;? OTOCOI. JI7SION OR CLARIZICATZI

?rotocol She No qo.i~ 2. 191-668

:±ue: ACU~hOR~l.TOXICIT! (LDS, VAILE1 4A

ITEM JUSIIFICATIox

1 Study initiation

2 Clarificstion of IRflC Quality Assurance procedures

3 Clarification of submission to regulatory agency

ITEM PROTOCOL REVISION1 OR CLARIFICATION

1 Conduct study in accordance vith the attached protocol

2 This study is subject to IRDC Quality Assurance procedures

3 This study will not be submitted to a relaoyanc

Approved b

SPCns,6t's Represenrativif Date

Scus D:eccr James R. Myr B.S.

Date

,-7'



- - -issue :ate: Septembe:- 15, ISEO
Supersedes ss3ue Dated: January 1, 1980

Test SubSt flce -dentiricatOfl Nunber '(7SIN) #_________________

Divisional Req.40zt Document Nunber (DRD~ 7-

5~p'nr - he Procter &Gan-bit Ccmal
Cincinnati, Ohio

4 Study * 191-668

(T b -,ld nby iter~aticnal Research and (To be filled in by
(Opeain flecin Development Corporation Testing Facility)

Opert±OO Secon) Mtawian, MChigan I&9071

To establish the LD value of a test substance in
the -at .so that it iy be compared ith more famiat.

. *substances.

Sv-tem: The rat is the animal clasca-lly used due to its =mall
size, ready a-ra-labiity, and the large aogunt of back-
ground data.

Pe-o Ch~e By gavage. This is a =etbod for awdinii~terinz a known

quantity of test substance and has been tbe route of

choice historically.

A'-'v~s 5~'l~: None (no kn~own cant!aninant3 eXpected whIch would
interfere with this study)

M
4 'e5: Ll1 records that would be required to reconstruct the

3tudy and demntrate adherence to protocol.

Protocol -Page 1 of 6

%W - V~

71



.. ..- - -

- -- -ssue Date: September 15, 1980

DRD _____________ Expiration

-~"--: (Che',ck one) -

EvfI';ooz temperature t3Refri~erator C3Freezer
O]t!Ier

F--': (C-hesk oe)

ECv Nne ;mowr. Take ordinary precautions im handling.
[3As follow.s:-2

'-t-tto-s: (0:eck one)

E is frollows: ,qyVolo ~/'4w ,/ 0

A- - Forty (40) rzt3, Sprague-Dawley (cesaream-4ervied),
20 =ales and 20 females, 150-300 grm refasted
weigbt. Additional animals -will be required if more

than four Sroups are requezte-d. (See PP. 3 and 4.)
Fewer animalz will be required 11 only a single group

is reques3ted. (See p. 3.)

5"-" ~j:Follow the approved Standard Operating Proeedues of
the Test Facility.

Cc-,- 1 C-!I:Follow the approved Stammdard Operatirng Procedures of
the Test Facillty.

~' Follow the approved Standard Operating Procedures of
the Test Facility.

?-otocal -Page 2 of 6



?vc-r-- Nc---

k - -I33ue Date: September 1.1980

(!r unincwn conduct a rarge-f2.:c: g experiment follow.M& the Standard

Cperat~.r& Prceures Of the :est Facility.)

~ e-er---'e ;refasted b:ody weights end select animals
weighing 190-3100 gras for study.

If the range.fndn experiment or Sponsor's esttzate
indicates the Acute Oral Tcxic'ty/LlD value to be

>20 g/kg of test sUbstance, ad--inistir a single dose of
20 g/kg toa ten (10) animals (5 calez end 5 femcales).
If the dose volume required to adzi'3ter 20 glkg
exceeds 25 ml/kg, contact the Spor3or'3 Divisional Toxi-

cologi st for further insmtructicn3. If the mortaity of
these animals indicates that the LD value would be

)20 g/kg, report an e-ti-ated L alue cf >20 glk;.
50

If the range fi-ndizg experiment or Sponsor's estimate

*indicates an LD~ value of less than 20 ;/krg, Choose
four (4i) dosage'levels, based upon the estimated LD

vau nd/or ran~ge findinzg experiment. -~ben fesbe,

choose dosage levels following a geonetrlc progressionl
of 1.4. ih dose levels require dose volumes Which
exceed 25 m.lkg, corntact Spocsor's Divisional Toxicolo-
gist for further instructicns. Place ten (10) ani.mals
In eacoh group, divided by sex (5 =ales, 5 females).

Ass±i animals to g.-o:Ups Pollow:Lng the Standard Cperat-

ing Procedures of the Test Facility.

Teat___ Cr,-() (Check apprapriate box)

(IDose test substance undiluted
)Dose as a ___~(W/W) soluti4on/suspension

of test substance in___________

[IDose as a ~..J(W/Vj 30luti-onJsuzpensionl
of test substance in___________

C I Dose per Special Instructions (see page 2)

CrrlGmun

I control group should be );should not be

included in this study. If included, the control
subst~ance ____________should be tested

concurrentl.y vrth the test su!)stance at a dosage
level of___________

Protocol ?age 3 of 6



:ssue Date: Se;te--er 15, 1980

A concentration analysis Of the teat sub 31a-dce
Vehicle =iXture(s) Will 3 will tot [LA'* be requ!.red.

If a eoccentration azalysis is required:

? repare a sufficient quantity of the test
substance - vehicle mLxture(s) so that a portion
can be returned to the 5ponsor s Divisional Toxi-
cologist.

Send approrxately _ m___l. Send E frozen;
L3under anbient condition3; f3other

L1Aralyze the test substance -vehicl.e mixture(3)
for tent substance concentrto Using the
analytical method in Appendix

D~.aT-t-.Ct-4Cr": Deprive the aninals of food for 18-20 hours before
adziz~zering the test 3ubs3tance. Deteri-Jne :tasted
body weights. Calculate the dose for each an4_2

according to Canted body weight to give the specified
quantities of test substance per unit of body weight.*

More than four domage levels may be required to
establinh a death-to-dose response that ill allow the
LDR Valu to be caiculated. (Noute: I~f the data
gefierated f:-om four dcsg levels do not ledthem-
3elve .0 t statistical analysis by the Test Facility's
Standar.d O-erating Pr.ncedures, the Sponsor should be
contacted prior to further experimental workc.)

*Dete-_4e specific gravity va:--es if requ~red, to calculate dose levels

for all test su~bstances dcsed urde-tvted or solutions prepared for do.'mg
on a wegt to weight (Wiv) hasis_

Protocol Page 4 of 6



AValu 4- UP

Issue Late: Septe~ber 15, 1980

_______) The test substance, at the concentration specified
under "Doze Preparation', will be gavaged into the
stomach of the =-,=a! following the 7est Facility's
Standard Operating6 Procedures. Record all information
necessary to doc,.:-emt animal w;eights and volume of test
substance ac-inistered to each animal.

I-ediately after dos.'rg, return the animal to 11
llb'"- feeding.

Qjlc A, ) Obser-ve all animals for mortality At frequent intervals
during the first 4 hours after dcsing (at least once
during the first 30 minutes) and daily thereafter for
the next 14S days. Record tin-e of death. On day 14

*weigh and discard survivors following the Test Fac-
ity's Standard Operating Procedures.

Optlen Observe all an-"s' for mortality 2. ___________

my-ntr-n at freqt-ent intervals during the fips?
4 hours after dosing (at least once during the first
30 m.inutes) and daily thereafter fcr the next 14 days.
Record all ;har--acotc*ic 3y-ptc=3 And time of death.
On day 123 weigh and d-iscard survivors following the
Test Facility's Stazdar-d Operating Procedures.

Cr~n Observe all animals for m-ortality ja_ nh--cotnxven
3-t- at frequent intervals3 during the first
4 hours after dosinrg (at least once during the first
30 minutes) and taily thereafter for the next 14 days.
Record all pharm-acotoxic asymptoms and time of death.
P-c _g zr:- r- on all ari=2als that die foll ow-
ing the 7est Facl:1ty'3 Standard Operating Procedure..
On day 14~ weigh and perform a grcss necropsy on the
su-vvg anina2.s. Record all findings. Discard
animals following the Test Facility's Standard Operat.
ing Procedures.

Ch--;Z--: If it beco-ces necessary to change the approved
protcol, verbal agre-ment to m=ake thi s change should
be =ade between the Study DI-rector and the Sponsor. As
soon as practIcal, ttis change and the reasons for It
should be put in -witng9 and signed by both the Study
D-ireacr and the Zporzor's Dlivisional 4oxioolcg±3t.
11Li1 dccoun-ent 1s then attached to the protocol as an
addendum.

5r otocol -Page 5 of 6
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TMPI OOCTIA O.-Wt CZ-OAV POOO~C-C 40 CI (Crr$''a)

Isaue Date: Septezber 15, 1980

______Report dates of 3tu-dy initiation and ter=Iation.
Report all data regardirg dCse ;re~arat-.n ind~v' ual
doae level, t'ody we~xnts, mortality, pa-'-acotcr!.c
sigms, Zros3 necropsy results, etc., w.bere apo~ae
Report the t,~viLead95% confidence llits of

the ts u 'epreferably ca.l.c.lated by the Probit
Method* by the use of the c=-puter progran BLSS7*. 1'
Other calculation metho May be ustd. The method used
-hould be apecified i-n the firal report. *Th.is report
sh~zll conform to all req".eenit outl-'ed in Sectioan
58.185, Soibpart J, Good Laboratory Practices
Rggulation3.

Sporsor:_ / fiv'.3ional 7,6 t~s

Date A;Vroved by Sponsor's Divisional Toicoit

5t2-+c4eZ ZA g Week of 8/24/81

SC---t~gn fljP November 4, 1981
(Fizal Report Availabls)

)To be. completed
Stud Dtecto: ~c::N ~.~)by the Test

Study_________________)Facility

Date: l~eust 17, 1981

Study Cost:______________ _____

&D. J. Finney, Probit Analysi3, 3rd Ed., Cambridge Univ. Press3 1971,
* pp. 50-90.

O"Fortran version of BLISS17 program, vritten by D. J. Flnney.

Frotocol -Page 6 of 6
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I ~InternvitkvilI Research
-J anld DX'vekiprnent Corporation

M1ATIAVMA% Mf(i( 4GA, US .A 4WI-I ITEPHOM Ib t'68-336

Amendment
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-Fin&a Re por t

SPONSOR. The Procter and Gamble Coumany

SUBJECT: Acute Oral Toxicity (LD50 Value. in Rato)

flED NO).: BTS 2721

TSIN: PlOS2

REPORT NO.: 191-668

DATE OF SttE?(ISSlIO: Jafluary 4, 1982
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"credence through research"
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International Research and Development Corporation

The following correction is made in this report originally i~sued

November 25, 1981:

Appendix III, Terminal Sacrifice, Males

Delete

Stomach

-Glandular mucasa hyperemic, diffuse, moderate
Delete animal number 91440 from table

I -L V.

James \R. Myer, B.S. ..2~ Date
Study Director

191-668
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