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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
Washington, DC 20460 -

Attn: TSCA Declassification Coordinator
C7

Re: Declassification Activity-Health and Safety Filing
8EHQ-0892-1 0141 (EPA DCN 88920008442)

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Any CBI substantiation which appears in the original submission is no longer applicable as the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

Sincerely,

THE PROCTER AMBLE COMPANY

Jul[ roelichefr
NA Regulatory & Technical Relations Manager
The Procter & Gamble Company
One Procter & Gamble Plaza
Cincinnati, OH 45202
(513) 983-2531Ifroelicher.'m~~~p~i1118 111111 111111E I ih I11 1$1 I
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Attachment 1

Public Display Version

Chemical Identity CAS RN

Benzenesuif onic acid, C 10- 1 6-alkyl derivatives 68584-22-5

Potassium hydroxide

Potassium pyrophosphate

Isopropanol

Pine oil

Cyclohexene, 1 -methyl-4-(l -methylethenyl)-, (R)- 5989-27-5
Cyclohexene, 1 -methyl-4- (1 -methyl ethyl idene)- 586-62-9
Cyclohexene, 1 -methyl-4-(1 -methylethenyl)- 188-

1 -Naphthalenesulfonic acid, 3-[(2,4-dimethyl-5- 4548-53-2
sulfophenyl)azo]-4-hydroxy-, disodiumn salt

Benzenesulfonic acid, 2,5-dichloro-4-[4,5- 6359-98-4
dihydro-3-methyl-5-oxo-4-[(4-sulfophenyl)azo]-
1 H-pyrazol-1 -ylJ-, disodium salt

Water

8EHQ-0892- 10141 Page 2 of 2
EPA DCN 88920008442



CO-)MPANY SANITIZED

92 ALI" 1 11

Public Display Copy
August 20, 1992

Document Processing Center (TS-790)
office of Toxic Substances 610Q' vZ If-/
Environmental Protection Agency
401 N St. S.M. 8 7 0 0e +
Washington, D.C. 20460

Attn: Section efe) Coordinator (CAP Agreement)

This submission is being made pursuant to the TSCA Section 0(e) Compliance Audit
Program and the terms of CAP Agreement # 8ECAP-0003. This report discharges our
Company obligation to report the attached data under TSCA Section C (e). 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 an" significant
human or environmental safety risks.

The material identified in the attached report as B0429-01 is a confidential mixture.
The composition of the mixture is appended as Attachment 1. The report is. titled
"Acute Oral Toxicity k, D50 Value in Rats)ft. Any correspondence relating to this
submission should reference study # 1105-26478.

The attached study report indicates oral administration of the test material resulted
in pharmacotoxic signs including ataxia, high carriage, hypoactivity, and piloerection
following oral administration of 5000, 5750, 6613, 7604, and 8745 ag/kg of the test
material. Tremors were observed in the 7604 and 8745 mg/kg groups, and impaired
righting reflex was observed in the 8745 mg/kg group. The acute oral LD50 i.s cal~culated
to be 7.0 g/kg.

We do not believe 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 8(e).

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

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

1. Confidentiality of the chemical Lonstituents and their percentages should be
main~tained indefinitely. There are no plans for this information to be otherwise
disclosed, and this technology has significant commiercial value.

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

3. The specific chemieml identity and exact proportions of the constituents of this
mixture havw isot been disclosed outside the Company. Th'ce are no plans to
disclose publicly the exact composition of this Mixture at any time in the
future.



* 4. Measures for protection of th~e compositional information include "need to know"
internal restriction within the Company. An internal cov, is used t -rotect the
identity of the material. Information is maintained in locked files. 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 harm to
the Company's competitive position. ThiA formula provides an impoitanrt
cormmercial opportunity for a competitor. Knowledge of the exact composition of
this mixture could enable a competitor to duplicate the formula witnout R4D cost,
thus providing an unfair competitive disadvantage to the Procter & Gamble
Company. Development of this formula required many Lechrically trained
personnel, hundreds of ,lours of research and development, and cignificant capital
investment valued ir. aggregate at . Any corVpetitor
would normally be required to make a similar investment to duplicate the formula.
Disclosure of this information wo~uld allow a competitor to duplxi;ate the formula
without incurring significant R&D costs, thus doing substantial harm to our
competitive position.

7. The information we have identified ai confidencial is not health or safety data.

Any questions concerning this submaission, nay be directed to mue at (513) 627-5551.

Sincerely,

THE PROCTER AND QA.MBLE COM4PANY

Richard H. Hall, Ph.D.

Manager
Regulatory & Government Affairs
The Procter 4 Gamble Company



* Attachment i

Public Display Copy

Alkyl bonxene aulfonic acid

Potassium hydroxide

Potassium pyrophosphate

Isopropanol

Pine oil

Mixed terpenes

Colorant

Water



~ International Research
and Development Corporation

SPONSOR: The Procter and Gamble Company

SUBJECT: Acute Oral Toxicity (LD5 0 Value in Rlate)

DUD NO.: BSBTS 734S

TSIN: B0429-01

REPORT O: 191-722 R RECE IVE D

DATE OF SUBMlISSION: March 16. 1982 2

RECEIVE1D BY
MAR 22 1982

OPERATIONS SECTION

191-722

"credence Through resarch"



Internat'ional Research & Development Corporation.

STUDY SUMMARY
Std NO: 19 --722 Acute Oral Toxici ty(LD~ aValue in tt)Sponsor Raf: flSBTS 734S Rep rt of abiological test 'performed at:

Intvrnet innal Research and Development Corporation
Mattawan, MIichigan

Deviation from During the period:Protocol: gone December 29, 1981 to January 19, 1982
According to the attached protocol

(P& No. co)
Issue Date: Septenber 1. 1981

Test Substance -(TSIN) Color Physal Fors, Storage ConditionB0429:-01 amber liquid room temperature

Sponsor's Divisional Toxicologist: James R. Benedict
Source and Strain of Animals Used: Charles River Laboratories, 'Inc.. Portage, HI

Sprague-Davley rate

* Concentration and mount of
Test Substance Dosed: Administered undiluted as received at the following dosage levels* and respective volumes: 5000 mg/kg--4.6 .1/kg; 5750 mg/kg--5.3mI/kg; 6613 mg/kg-- 6.1 =1/kg; 7604 mglkg--7.1 al/kg; 8745 mg/kg--

8.1 xl/kg.

RESULTS

Dose -Mortality Data:

Number of DeathsDosage Mra - DyF* TotalLevel 0-4 1 2 3 4 5 6 7- 14 mortalitiesmg/kg M F HF HFF M F MF HF H F MaleFemale Total
5000 

0/5 0/5 0/105750 2 2 0/5 4/5 4/106613 2 1 0/5 3/5 3/107604 1 2 1 1 1/5 4/5- 5/108745 4 4 14/5 5/5 9/10

LD)5 0 (95% Confidence Limits) Combined Male and Femlel* 7.0 (6.4 - 7.7)g/kg

REFERENCE
1. Bliss, C. I., "The Determination of the Dosage Mortality Curve from Small Numbers",Qu!arterly Journal Pharm. Pharmacol, 11: p. 192-216, 1938.



Inernazionwl Research and Developmnent Corporation

Pharscotxic ignsResults (Cont.)
Phamactoxc Sgns(Appendix A):

The major Pbasrmacotoxic signs Observed in all dosage levels we re:Itaxia. high carriage.hpatvt 
iorcinadpsilrespiratory congestion.h'ociiY iortonadPsbl

Body Weights (Appendix B):
No remarkable changes or differences were observed in the body weightsduring the study period.

PaholoY (Appen dix C):
Treatment related changes were seen at 6613 mg/kg and higher dose levels,
in the gastrointestinal tract of animals that died during the study. The
changes consisted of 'Micosal hyperemia of gastrointestinal tract with or
without a reddish mucoid fluidycontent. '40 macros copic changes were evi-eninui.r ta were sacrificed at the termination of the study

Prepared By: L
Daniel Rajasekarn D . . H.V.S.(ahDt

F~k~.C. (Pth)Sweden
Staff Pathologist

Reviewed By: __ _ _ _ _ _ _ _ _ _ V -,Ward MI. R !htr, D.V.M., A.CVp 
DateDirector, Pathology Division

191-722



International Research and Development Corporation

Technical Supervisory Staff,-

Acute Toxicology and Special Studies:

Paul Moxon, B.S.

unit supervisor

Adalsteinn Olafasoo. B.S.
Group Supervisor

Prepsrdy _____ 2r__2

'<~4 fl j L.Schmdt, .S.Date

and Special Studies

Reviewed By: 69U L-L i
Dale E. Johnson, Pharm.D., Ph.D. Date
Associate Director,
Toxicology Division

STUDY DIRECTOR STATEMENT

The methods used in IRDC Study number 191-722 followed the experimental

criteria specified i-n the protocol.

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

the Good Laboratory Practice Regulations which affected th& quality or

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

Good Laboratory Practice Regulations. This report accurately reflects the

raw data obtained during the performance of this study.

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

Research and Developmaent Corporation Archives.

James R. Myer, B.S. Date
Study irector

191-722

-credence through reseach-
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APPENIFI A

Individual Pharmacotoxic Signs

191-722
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ACU 1Z TOXICITY (L ) 50 RCORD

TEST COMPOUN~D K~9 2-ft~e STUDY %O. fqf- 7 12 -z

IRDC NO. 7 5'C0

DOSE VOLLY.E ml/kg: c.j. ..- SPSCIES Dtr- SEX

ROUT! OF ADfINIS-MATION ., DATE ALS RECEIVED _________ SOVAcE ~ ?~

aI 07 OFFASTINGa_ ______ FAST=l~ TzD-CLACt%_ 1 DAME W____

TL'IE 0F DOSINC_________ DOSING TECIVICIAN _______ flAX!

PRASTED WEIGHT (g) 3 2tL j I -

DOSE AD41'lISTRATION -fI 5

DAY Hi BODY WIGHT7 (g) .23I. 3/ 1 ~ , O

DAY BODY WEIT (9)

I DAY BODY 16EIGIIT (9) .i1Z I-

ACTUAL DOSE 1__ ____________

DOSE AlIIRAI. I___________
DAY BODY_ WEIGHlT

SDAY BODY WIJGHT() __________

SDAY BODY WEIGHT (R) _____________

PRE1ASTED BODYIJEICHT (g) ___________

IN1ITIAL. BODY WEIGHT (it) __________

ACTUAL DOSE (ml)______

DAY BODY WEGT (g) __ __ I___________iIDAY BODY WEIGHT (R) 1__1 ~ iN
XA - Not Applicable a -food removed J-Dose in:!--cared was ad=.izisz:red

PRETASTED BODY IUtIGHTS DAY I f BODY DAY BODY U-EIGH
BkAXNCE NO. 4 BAL _NCE Z BALASCE 'CO.

flNITL BODY IWIGHI-S DAY 30DY VEIGHT DAY BODY VEIGET
BAI.ANCE NO. 1 BAL;_CL %0. ~ BALANCE NO. .

* . _ ~~-<.A27'. t.:* 7-....



ACUTE TOXICITY "50~ ECORD

TEST CI:POUND 3C'. 2qcr S CD NO. t~-'
I flC NO. 7 Lg?

DOSE VOLL'f _7=/kg: LPEIZ ._-f SS j.4..

ROUTTE OF ADUESISMATION t.I. DATE _t4.S .t ICEIzvE j/, soact R )TIM OF~ FASTING8 a FASTING TECHN-ICIAN r ATE -gt-)1;

TIM~E OF DOSM' _______ DOSING TECHICLLI_____ DATE _____

kL UMERQ'- 7 ie-'42-1TECHICIAN DE'J
-PREFASTED VIGATr (g) 2~ Let _________

IITIAL BODY VEICH .12. - i 2 .85 4
SACTUAL DOSE (ml) 0-13 I1.01 cv ''

DOSE AflMINIS-RATION a.i. * ~ .Ii~.

DAY 4 BODY WJEIGHjT (g) ~ _ _ _ _ _ _,~

____B____ 
__*

- PRETASTED 'WEICHT 2.,I7-4 I1 -.- lit.__ _ __ _ _ __ _ _JINITIAL BODY WMEGT (g LD T-5z7i~
ACTUZAL DOSE (l

DOSE ADMINISTRATIO.4m

DAY 1-( BODY WETIGHT () I.-z& ' ___________

SDAY BO

SDAY BOYWIT(2
DAY BODY WEIGHT (g) I-

AN!IMAI NUMBER 5 ___4 944 ..I%7 ". 11.
?EASTED BODY WEIrHT .7~ C'2 '12.1

INITIAL BODY WEIGHT f g) .1 iL .L ' 32.1' I '1

ACTUAL DOS-, (Ml) L.L Iii .3 3 1.l ,c
*~DSE AlMINISRATI.O -

DAY (BODY WEIGHT OA//.~~.

LPj AY BODYWEGHT )I

AY BODY WEIGHT A

%A - Not Applicable a -food removed J -Dose indicaced was ad~diListezed
PRJEASTED BODY WIHS DAY YI BODY '.EIGHg DAY BODY WEIGHTBAkLA.NCE NO. *ALNCE N b ALNE O
INITIAL BODY VEIGHTS DAY BODY WEIG4T DAY BODY wICHTBALANCZ No. B ANCE N:O. 14r BALANCE NO. f,

IR36-61-



ACL7E TMtICITT (LD 50) RECORD

TEST CM20U'D G..Ix-Cf SflflY NO. leqI--rLx

IRDC NO. 7O

DOS -- VOLLE ml,/kg: -... ' SpE-CIS X'~t SEX ~
ROUTE OF ADYINISTRATION 0 DATE ANMMALS UECEIVED I5~ SOIC (/

TIME OF FASTINGA a FASTr;G TEOVICIA24 ______ -DATE _M______

TIM!E OF DOSING _________DOSI TEMC1ItAK a DATE £

?REASWfD WEIGHT (JE) 24 ZwL3T ~,_r(f
INIIAL BODY WEIGHTr (9) 2i.q 54 -,, 64 250 4

ACTUAL DOSE (--d) 1Ul. ~'.7 ____________

DSE ADNDISTRATION 7-I b- I

IDAY J BODY WEIGFT (c) -1 - -- -7 3 ___0____ I____

uDAY AOYWIW( I -I ___________

DA EBDY WEIGHT (t) I
D
1
IA BOY WEIGHT (9) 1 I1____________

DOSE AZMINISTRJATI I 1 1..
DAY BD EGTC I 1 ___________

AT BODY WEIGHT (122 T II
DAY BODY WEIGHT() I___________
DAY BODY WEIGHT (S)___________

ANIMEAL N'BER L. 4~ kI
PR ATDBODY %MIGHT C)t____________

'INTIAL BODY WEIGHT 00 - ~ z >
ACIlUAL DOSE (l1) *L.
DOSE AfNISTRATI-1 1 . _____________

DAY BODY WEIGHT ) I L i

DAY DY UEGRT (a) )_________________

DM BODY WEIGHT (1) __I _ _________

\A - Not ApplicablIe a -food removed J -Dose indicated was admi~iistered

PREFSTED BODY l:EIGHTS DAY 14 BODY 'WEIGHT pi DAY BODY WE' .GHT

BAlA -'CE- NO. -V BAL-MCE NO. 6VL.2i /I % BALAN'CE NO. A~

IITIAL BODY WEIGHTS DAY BODY IWEIGHT DAY BCDT WE.IGHiT

BAL XCE NO. -4BALANCE NO. ______ BALAN CE 0NO.

.........................................................



AC,TE TOXICITY (LD ) RCOO

TEST CateonD 0t4qc- -I STUDY NO. IC41-72X.

IRDC N;O. 7 'I

DOSE VOL2ME ml/kg: ~..Ir. .e-- SPECIES it f SEX 41
ROME! OF ADMIISTRATION ,r I DATE A.flMULS RZCEIVM SOLRCZ -
TMEM OF FASTING & /(./o rASTING TECH-ICA5 Ifl( DATE L L
TIE OF DOSING o- DOSING TWCHICAW M L DATE _I___rAl

I AxnrAL ".,ER I1&( I'qNIJ63 I.,l4q I ThcMICIAN A!
?'UEvA-STE!) 1.tICT (it) :2 -71 263 ;-27qj 2&-5 _______________

E INITIL BODY UEIG1VT (W 17 20~Iz I;i :-,f h!2. __________

ACXrAL DOSE (ml) 1. I'1. x~ J'. ' .0 C'I__________

A. DCSE AD4IITL4TP0TIO\ - . I i~ z izf
DAY s-1 BODY UEIGHT W ~e) 1 3 313 1 _JJL3

DAY BODY -OEIGET Wg 1
IDAY BODY UMCHGT () I II 1 F -----

AMIA NI-MEl 14C21 -q3 of-

4P5.EFASTED I'EIGRT W ~ ____- _______________4

l NITIAL BODY WEI-GHT 21 ze~ -1 X'4,; 12-0 l22A

DAY BODY VEIGHT (R) -

IDAY SODY WEIGHTiANIMA NMNER 1  gNZ ( .932 -ur1"- b.7 1y2 1 n
P E A T D B O D Y E I H T ( ) 3 7 > 2 1- S1 l j q ; f 7 3INITIAL BODY WEIGHT z-0 ____ 2___ 57 ___ ___________

AMMtA DOSE (=I) L.SL L -. ,~ -AL
DCSE ADMlNS--TRTO\ ~ ~ J -L__I- I

DAY SODY WEIGHT (it)liL

DLAY DY EIGHT() I____I I I___ _______

NA - Not Aop.licable a -food -ewoved ,/-Dose indicated was ad~inistered
?REASTED BODY WEIGBTS DAY/I' BOWY :IGC1,iv DAY BODY WE-IG-T
SALANCE NO. 4 BALA NCE NO 0. BALANCE NO0. jL
INITIAL BODY UTEICWrS DAY BODY GH DAY BODY VEIGHT
BALANCE NO. 'BALX:CE NO. /V)r BALACE N~O. 14

IR36-61-4 -A'rhAI1 ~4.. .ef - , ,;

*~(~Ld 717

-7-r-s~-----.-~



ACMI TOXICITT (LD 50 RECORD

TEST CCM20ND 30 Y.9 -of ST-D m~. fq-z

DOSZ VOLIt T ol/kg: .Z-,. SECIES Zx4 SEX I
ROMT OF AD4MISTRATIO., _OrCLl DATE Afl-ALS RZCIVED Q//j SOMRE Char~ Ek&t.

ME' CF TASTINC "t, 0 7 FASTIDVC TECC0ICIAM DATE _____

TLiE! OF DOSIN 1630 DOSING TEM1OICIAN4 10i DATE fIL--

VMIVAL %~3LM9;a 1q97.3 q 751 q q7e.q6 ,q YE CIAI; Dk-TY-
PRE7ASTED 'EIGF~T (2) i.!4- 4. 1 .77 u

INITIAL ODY IIGT (Q) 5 .;r, t. 73 --.,-

DOSE ADMIN7STRATION

- DAY 14 BODY WJEIGHT W( ~o) -0-47 l~~'I, ~ __________

DAY BOOY WEIGHT (it)________f DAY BODY WEICHT ) -___________
DAY BODY WMIGHT )---

*AN.VI.k NUIBER ___(, __f- 5 _7177 <D 'I

PRtEFASTED UIHTH (a)JJ INITIAL BOD I.tIGHT (9) W .3 ;?I /16 W/d4, .ZI3 (

DOSE ADlNINISTATION4
ACTfAY /IDYE GH m)i. i1'7 _ __ _ _ _

DAY BODY WJEIGHT (it) ,''.[DAY BODY ;.EIGHT (R) I - ~ _ ________

DY BODY WEIGhTr W

PREFASTED -- , WEIGHT (g) .__ ~'.-t.-.-
INITIAL BODY EGT . _____ _____

ACTALDOSE_(ml) _____________

DOSE &DMtINISTRATION

DAY BODY WEIGHT (g)j __

DAY B DY W EIG II (9)- _ _ _

C DAY BODtC .40 2 _ _______

N4A - N'ot Aplicable a -food removed e Dose indicatee was adinistered

PREFASTED 3CDY *,;EIGHTS DAY 14 BODY '-E-:GHiT DAT A ?BODY-W;EIGET
E.AI)ACE NO. (4.f BALe_,C- \O. 4 /,/b BAN~~CE NO. 1;4

INITIAL BODY VEIGHTS DAY j4 BODY WETICF~T DAYWJ4 30:)y WE:IGHT
?AL ;CN. BlANkCE NO. ,.J4 3ALANCE NO. p;4____

IR36-61-I. CL -.', . AExl-,,~ 1 &
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APPEND~IX C
Individual1 )acroscopic Ob servat ions

- 191-722
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Prt~n1 Tee: o. St'~dv :o.191-722

ITMI J1tSTIFCTIONI

1 Study Initiation

2 Clarification Of IRDC Quality Assurance. procedures

3 Clarification of submission to regulatory agency

ITEt PROTOCOL REVISION OR CLARIFICATION

1 Conduct study in accordance with the attached protocol

2 This'study is subject to IRDC Quality Assurance flepartznr
standard operating procedures, with the exception that the
final report w1ll not be reviewed by the IRDC Quality Assurance
Deparmosnt.

3 This study will not be submitted to a regulatory agency

StudT :)ireczor James R. Myer. B.S.

12/17/81
:a90-49-5~ Date



Acu-te crsal -cvcvy l

Issue Date: September 1_1981
Supersedes issue Dated: September i5, 1980-

Test Substance :dentification Nuinber (TSI) B O429-01

DiV1310ral 1equest Document NIumber (DPD) # BS 734S

Spun-o":The Prcocter & Gamble Company
Cincinnati, Ohio

(To est f1xz in b International Research And Study 0 191-722
(oeatilles S in) Development Corporation (To be filled in byOpattaicns Section) nS7 Testing Facility)

Purpose,-To establish the acute oral toxicity and/or the LD0value of a test substance In the rit so that It ma; be
compared with more familiar Substances.

Jusiica±2fl Z=

System:The rat is the animal classically used due to its small
3ize, ready availability, and the large amount of back-
ground data.

Reso J= Coij: By gavage. This is a method for adzinistering a known
quantity of test substance and has been the route of
choice historically.

Anlyej,!Cj4 red: gone (no known contaminants expected which would
interfere with this study)

All records that would be required to reconstruct the
study and deconst.-ate adherence to protocol.

Protocol -Page I of 6

-* ~ ~ ~ -771 .- 77.-r F4.~-*'777 -. '7.'-..



H'PcV'ICOL so, C1 (Cent'd)

Issue Date: September 1, 1981

It~...hDR'Cs Exviration

B0429-01 BSBTS 734S mber liquidNI

St~AI Ccnd't4CnA: (Check cc.)

~CIBoom temperature I Refrigerator C]Freezer
E IOther

B aa: (Check one)

N ?orae Imovn. Take ordinary preCautioQs in handling.
(]A3 follows: Ignitable liquid, flash point 7 1000. Avoid sparks and open flames.

S21cial Instruttions: (Cheek one)

I X Nona
C]A3 follow3:

An___1!% A aufritent number of rats, Sprague-Dawiey (CD). 190-
300 grams prefasted weight, so that each test group-
will contain five (5) males and five (5) females.

AM mzat Cr,= Follow the approved Standard Operating Procedures Of
the Test Facility.

Fnvitcr'ental
Candltins:Follow the approved Stan~dard Operating Procedures Of

the Test Facility.

Ania'
__________ Follow the approved Standard Operating Frocedure5 of

the Test Facility.

Protocol -?are 2 'of



*.. ~*. . *- -. '..'PROTOICOL MO C1 (Cent'd)

Acute Oral VleI p-

Issue Date: Septesber 1. 1981

(ir irnknow.n, 'corduct a rauge-rind-,ng experinent following the Standard
Operating Procedures of the Test facility.)

Gru Aj~sen: Deter-min~e prefasted body weights3 and select animals
weighing 190-300 gr&ats fc-r study.

If the range finding exppri~ent or- Sponsor's estimate
indicate the 10 alue to be >20 g/kg of test

ubtne. idn nter a single dose or 20 g/kg to ten
(10) animals (5 cales and 5 females). If the dose
volume required to administer 20 g/kg exceeds 25 .l/kg,
contact the Sponsor's Divisional Toxicologist for fur--
ther instructions. If the ocitality of these animals
indicate: that the LD value would be >20 g/ka.
rtport an esti-rptd D value of >20 g/kg.

If the range findirng experiment indicates an LD
value or less than 20 5./kg, choose four (4) des ge
levels, based upon the range findirg experiment. When
feasible, Choose dosage levels following a geometric
progression of 1.4. It higb dose levels require dose
volunes hlch exceed 25 n=lfkg, contact Sponsor's
Divisional Toxicologist fr 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 0 value of less
than 20 g/lcg, five (5) dosage levels gay be Used, if
necessary (to better bracket the estimate), in lieu of
running the range finding experiment.

D=s Prn-tion: tA;LL GrounLaI: (Check appropriate box)

DO Dose test substance undiluted
(IDose as a freshly prepared ... J(wiiw)

solution/suspension of test substance in

(3Dose as a freshly prepared ~..J(w/v)
solution/suspension of test su~bstance in

E I Dose Per Special1 Instructions (see page 2)

Contr1 Group

A control group should be ( ;should not be CK
included In this study. If Included, the control
substanct should be tested
concurrently with the test substance at a dosage
level of___________



-r~ppoTCL NQ. C1 (Co'it'd)

A-ite Ora' 7oe4
leq'v (D V -i as

Issue Date, September 1. 1961

vehicle mJiXtUre(3) Will 1 ; will not Ct] be required.

If' a concentration analysis is required:

C3Prepare & sufficient quantity af the test
substance - Vehicle MiXture(s) so that a portion
can be returned to the Sp>onsor's Divisiona Toxi1-
cologist. Store so1Lztion/aixture at t3ro
temperature; E I refrigerator; C3freezer;

C3other ___________________

Send approximately ----- m. Send C3frozen;
CIunder ambient conditions; C3oter........

C3Analyze the test substance - vehicle mixture(s)
for test substance concentration Using the
analytical method in Appendix

Dniz Tstcins: Deprive the animals Of food for 18-20 boM ~
administering the test substance. Deterie iLfd
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 dCsage levels are required to establish a
death-to-dose reaponse that will allow the LD 'valute
to be calculated, the Sponsor should be conta~ed prior
to further work.

gDetermine density, if required. to calculate *do3e levels for all test sub-
Stances dosed undiluted Or solutions prepared for dosing on a weight to weight
(w/w) basis.
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(Cen'd):The test substance, at the concentration specified
under 'Dose Preparation', will be Savaged fol'.oving the
Test Facility's Standard Operating Procedures. Record
all Infor~ation necessary to document ani.a: weights
and volume of test substance adm!Cistered to each-
animal.

I~sed.'ately after dosing, return the animal to A
11bJtun feeding.

Opion A []Observe all animals for mortality at frequent intervals
L 0Only during the first 4 hours after do3in& (St least Once

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

opio C Observe all animals for mortality .ini n'ha-contox~e
11 0 n--ntom at frequent intervals during the first
Y~pt0C3 hours after dosing (at least once during the first

30 minutes) and daily thereafter for, tbe next 14 days.
Record all pharmacotoxic 3ynptoos and time of death.
On day 14 weigh and discard survivors following the
Test Facility's Standard Operating Procedures. -

Opio [XI Observe all animals for mortality .n-ni phaacotoxic

1D1?mp mymi on at frequent intervals during the first
. ympoms hours after dosing (at least once during 'the first

+ NecropsY 30 minutes) and daily thereafter for the next 14 days.
Record all pharmacotoxic sYmptoos and time of death.
Perfor= a tZi necrg~ on all animals that die follow-
ing the Test Facility's Standard Operating Procedures.
On day 14 weigh and perform a gross necropsy on the -

surviving animals. Record all findin~gs. Discard
9 animals follcwin=g the Test Facility's Standard Operat-

Ing Procedures.

Protocol. C.ghans: If it becomes netessary to change the approved
protocol, verbal agreement to cake this change should
be made between the Study Director and the Sponsor. Us
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 docuent is then attached to the protocol S3 an
addendum-
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Issue Date: September 1, 1981

Repo~t RePOrt dates Of study :Lnitlaticn azd terzInation.-
Report individual dosie levels. 'Ody We!&.ht3. oia_1ity,
;harmaeotcx~c signs, gross necrepsy results, etc. ,
w~here appropriate. Repor-t the L:) value and 95%
confidence limits Of tte tet _tae preferably
Caleu*,lated by tbe Probit Methce. by the use of the
computer program BLISSl-#*. Otter calculation met!%ods
may be used. The method used should-be specified 1z
the final report. This report' shall confra to 41l
requirements outlined in Section 58.185, Subparr J,
Good Laboratory Practices Regulations.

Sponsor: James H. Benedict

Date Approved by Sp or1:41LS It coogs Yn 39
nal Toxicologi .s en

fr2=1Ie ZStrIng PAtz: 12129/81

Defined as day of dosing

!22noacd Conpletn Da~tj: 1/12/82
)To be completed

Defined as- day of last observatiou -)by the Test
)Facility

Study Director: .. \.

Date: Dele~er 17, 1981

Study Cost:_____________________

ID. J. Finnecy, Probit Analysis, 3rd Ed., Cambridge Univ. Press 1971,
pp. 50-90.

"lFortran version of BLISS17 program. wr-itten by D. J. Finney.
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