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One Procter & Gamble Plaza (C-6)
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U.S. EPA
Office of Pollution Prevention and Toxics

1

8EHQ-0311-06351B %" 5:
Document Control Office (7407M) DCN: 89110000198 ;:3
1200 Pennsylvania Ave., N\W ~
Washington, DC 20460 __—
Attn: TSCA Declassification Coordinator = po—
o
Re: Declassification Activity-Health and Safety Filing b
8EHQ-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Any CBI substantiation which appears in the original submission is no longer applicable as the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@pg.com.

Sincerely,

THE PROCTER & GAMBLE COMPANY
"“\'/Ew A et o

J ie-Froelicher’

NA Regulatory & Technical Relations Manager

The Procter & Gamble Company

One Procter & Gamble Plaza

Cincinnati, OH 45202

(513) 983-2531
froelicher.jm @pg.com
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Attachment 1

Public Display Version

Chemical Identity CAS RN
Benzenesulfonic acid, mono-C10-16-alkyl derivatives, 68081-81-2

sodium salts

Sulfuric acid, mono-C10-16-alkyl esters, sodium salts 68585-47-7
| 1-Dodecanaminium, N,N,N-trimethyl-, chloride 112-00-5
Alcohols, C9-11, ethoxylated 68439-46-3
Alcohols, tallow, ethoxylated 61791-28-4
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)methylamino] -6-(phenyl-
amino)-1,3,5-triazin-2-ylJamino]-, 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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- Mu.l.on is boing made pursuant to the TSCA Section 8(e) Compliance Audit

‘ rzngnn #nd the terms of CAP Agreement # BECAP-0003. This teport discharges our
Company obligation to repoxt the attached data under TSCA Section 8(e). The filing of
thess 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: cmr.i.tomntu safety riasks.

- The material identified in the attached report as P1165 is a confidential mixture. The
eupounon of che mixture is appended as Attachmsnt 1. The report is titled “Acute

. rettcity {LDgg Value in Raxs)”. Any correspondence relating to this submission
-should reference study # 1144-27274.

#he attashed study réport indicates oral administration of the test material resulted
hacihnootoxit signs including ataxia, diarrhes, and high carriage following oral
tration of 1500, 1875, 2344, and 2930 mg/kg of the test meterial. Hypoactivity
‘obgitved in the 1875, 2344, and 2930 mg/k¢ groups and decreased limb tone was
jxved in the 2930 mg/l:q group. The acute oral ILDgy is calculated to be 2.5 g/kg.

do‘not. ‘believe ti.ndingt in this report reasonably support & conclusion of
#ubstantial risk to human health or the environment. Nevertheless, we are submitting
’;I\:l.t Teport to discharge any potential liability under TSCA Section 6(e).

‘!o our knowledge, this report his not been the subject of a prior submission to EPA
3 _& gw‘.lm— A‘ L i T} ¥

'Locuie chlui.ell constituents arid percentage composition of this mixture is
' a8 cmﬁd‘ntial business information. A sanitired version of this submission
&l&nim genaric chemical names has been included as part of this submission.
ol o the seven guestions required to substantiate this claim of confidentiality
TOV: ded below:

%!ldmtinuty of the chemical constituents and their percentages should be
saintained indefinitely. There are no plans for this information to be otherwiu
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 conatituents 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.




L

6.

7.

ProcereGamble

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

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.

Disclosure of the information claimed as CBI would result in substantial hatm to
the Company’s competitive position. This formula 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 coat,
thus providing an unfair competitive disadvantag. to the Procter & Gamble
Company. Development of this formula required many technically trained
personnel, hundreds of hours of research and development, and significant capital
investmant 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 costs, thus doing substantial harm to our
competitive positior.

The information we have identified as confidential is riot health or safety data.

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

Sincerely,

(;;E\PROCTER BLE COMP
.“" /i '.‘ :

Rlchard H. Hall, Ph.DC.
Manager

Regulatory & Government Affairs
The Procter & Gamble Company




“Sodiim alkyl benzene sulfonate

‘Sodfum alkyl sulfate

- Substituted amine

“ Alkyl Ethoxylate

e Si;icéhi

' Sodium silicate

Complex sodium phosphate
s@im nitrilotxiacetate
Subatituted stilbene
Sodium carbonate

Sodium sulfate

Enkyme

Sodium aluminosilicate
!néunco

Water

Attachnent I

Public Display Copy




e -y
o e -y kel Bciy - N
el . o .
-» . Liaea -
> r o M -
— S -
R c.m N - - "
A A . " .
- Iy S, e
<o TE T SNt - PRI a0 e Si vt et 3 i bt

3

. SPONSOR:
SUBJECT:
Dp RO, :
TSIR:

REPORT NO.:

191-778

DATE OF SUBMISSION: June 17, 1982

IZXC

International Research )
and Development Corporation

MATTAMAN MICHICGAN. USA 49071 TELEPHONE 16161 6h8-31336

RECEIVED By

JUN 25 1982

OFERATIONS SEC’ k|

The Procter and Gamble Company
Acute Oral Toxicity (LDgg Value in Rats)
B1S 2771 -

P1163

191-778

“credence through research”™
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International Research & Development Corporation

STUDY SUMMARY

Study No: 191-778 Acute Oral Toxicity (LDgg Value in Rats)
Spousor Ref: BTS 2771 Report of a biological test performed at:
International Research and Development Corporation
Mattawan, Michigan . -

Deviation from During the period: .
Protocol: None April 2, 1982 to April 21, 1982
: . According to the attached protocol
(P & G Fo. C1)
Issue Date: September 1, 1981

Test Substance (TSIN) Color Physical Form Storage Condition

P1165 vhite . granular room temperature

Sponsor's Divisional Toxicolegist: J. H. Saylor

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

Concentration and Amount of .

Test Substance Dosed (Appendix A): Administered as a 40T w/v suspension in deionized water
at the following dosage levels and respective volumes:
-1500 mg/kg—-3.8 ml/kg, 1875 mg/kg—~4.7 wl/kg, 2344
mg/kg—-5.9 ml/kg and 2930 mg/kg—7.3 ml/kg.

RESULTS
Dose - Mortality Data:

Number of Deaths

Dosage Hrs Days Total

Level [ 1 2 3 4 5 6 7 - 14 Mortalities
wg/kg M F M F M FMPF M F M F M F M F Male Female Total
1500 - . . 0/5 0/5 0/10
1875 1 0/5 1/5 1/10
2344 3 1 : -6/5 &/5 4/10
2930 ° -1 51 2/5 S/5 7/10

LDsgp (952 Confidence Limits) Combined Male and Femalel:2: 2.5 (2.3-2.9) g/kg

REFERERCES .
1. Bliss, C. I., "The Determinations of the Dosage Mortality Curve from Small Rumbers®™,

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

2. Litehfield, J. T. and Wilcoxon, F., "A Simplified Method. of Evaluating Dose - Effect
Experiments”, The Journal of Pharmacology and Experimental Therapeutics, 96:
p. 99-113, 1949, .




International Research and Development Corporation
RESULTS (Continued) . :

Major Pharmacotoxic Signs (Appendix B):
The major pharmacotoxic signs observed in all dosage levels
were: diarthea, wet/dry yellow staining of the anogenital
area and high carriage. Other pharmacotoxic signs observed
vere: ataxia and wet/dry brown stainipg of the anogenital

ares.

Body Weights (Appendix C): Wo remarkable changes or. differences in body weights wers
observed during the study period.

Pathology (Appendix D): In animals that died during the study, test~article~related
lesions, charscterized as uild to woderate hyperemia of gastric
sucosa or red liquid stomach contents, were observed in males of
the 2930 mg/kg dose group and in females of the 2344 and 2930
ng/kg dose groups. No macroscopic lesions were evident in ani-
mals sacrificed at the termination of study.

Dark foci or congestion in thymus, seen in two females that died
(2344 mg/kg), were considered to be non~specific changes. The
nodule seen in the kidney of rat #5886 (2344 mg/kg) was con~
sidered to be & spontanecus lesion unrelated to the test articla.

lQW’. / (/V $/14) 82

Daniel Rajasekaran, D.V.M., M.V.Sc. (Path), Date
F.R.V.C.S. (Path) Sweden
Staff Pathologist

Prepared By:

.

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




International Research and Development Corporation

Technical Supervisory Staff,
Acute Toxicology and Special Studies:

Paul Moxom, 3.S.
Unit Supervisor
Adalsteinn Olafason, 3.S.
Group Supervisor =

. . 7 r -

o-rr- 82

Prepared By:
. Date

1e L. Schmaidt, B.S.
it Supervisor,
Acute Toxicology

and Special Studies

Revieved By: Mdzﬂ'e"\ ' 5]""‘"—

Dals E. Johuson, Pharm.D., Ph.D. Date
Associate Director, .
Toxicology Division -

STUDY DIRECTOR STATEMENT

The methods used in IRDC Study Number 191-778 followed the experimental
criteria specified in the protocol.

To the best of my knovledge, there were no significant devistiouns from
the Good Laboratory Practice Regulations which sffected the quality or
integrity of this study. This study was conducted in conformance with the
Good Laboratory Practice Regulatiouns. This report accurately reflescts the
rav data obtsined during the performance of this study. »

All data including the final study report are stored in the Internationoal
Research and Development Corporation Archives,

QM-\RM*-\*-' ‘o\ ‘o \‘E‘L .

James R| Myer, B.S. & : Date
Study Director . -




APPENDIX A

Dose~Volume Calculations
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Individual Pharmacotoxic
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APPENDIX C .
Individual Body Weights - )
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International Research and Development Corporation

QUALITY ASSURANCE snmmxr

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

Test Arzicle: 7P11635 . .

An inspection of the protocol for this study vas conduited om
March 25, 1982. A randonly ssmpled phase of the conduct of this study
was inspected on April 2, 1982, Findings were reported to management
and the Study Director ou June 8, 1982. - )

This report has been reviewed by the International Research and -
Development Corporation Quality Assurance Department in accordance with
the United States Food and Drug Administration’s Good Laboratory
Practice Ragulations of June 20, 1979. 2ol

Approved And \ - =
Submitted By: ﬂﬁﬂf(’%—/ ‘/J/A' .
rry W. Bensoa, B.S. Déte .

Director of Quality Assurance .
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INTERNATIONAL RESEARCH AND DEVELOPMENT CORPORATION

PROTOCOL REVISION OR CLARIFICATION

Protocol Sheet No. 1 Study No. 191-778

TITLE:

ACUTE ORAL TOXICITY (LDsq VALUE IN RATS)

ITEM JUSTIFICATION -

1 Study initiatiom. ) -

2 Clarification of IRDC Quality Assurance procedures. -

3 Clarification of submission to reguht‘ory agency.

4 Clarification of wehiclas.

ITEM PROTOCOL REVISION OR CLARIFICATION

“ D Conduct study in accordance with the sttached

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 wvehicle will be
deionized water.

: J 7/7&1'»‘-—&_ .?A’-’//Z,
Sponsor's Representative Date
Study Director James R. Myer, B.S8.
Neaan NN, 3/17/82
¢ STgnajure ) Date
IR9O-49-5 - - - - - ' )
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. Issue Date: September 1, 1981
i Supersedes Issue Dated: September 15, 1980

Test Substance Identification Number (TSIN) #__ P wo&

Divisional Request Document Number {DRD) #_BTY 5—]]]

k. ’ Sponsor: The Procter & Gamble Company -
Cincinnati, Ohio . ) c -

JTeating Facility: International Research and

: Study ¢__191-778
(To be filled in by Develoment Corporation (To be filled in by
Operations Section) Mattawan, Michigan 49071 Testing Facility)
e Purpose: ' To establish the acute bral toxicity and/er the LD 0
E ’ value of a test substance in the rat so that it na? be
compared with more familiap substances. . -
: dustification for = - » 2o
Selection of Jest e -
Svstem: The rat is the animal classically used due to its small o
s size, ready availability, and the large amount of back- = 7-‘ :
- ground data. : ‘ E
31 -
Route of Administration o
of Test Subatance and .

Reason for Choice: By gavage. This is a method ro}- adninistering a known
] quantity of test substance and has been the route of
r choice historically.

Analyses Required: - None (no known contaminants expected which would
" interfere with this study)

: All records that would be required to reconstruct the
’ study and demonstrate adherence to protocol.

B . ‘ TeST P - Protocol - Page 1 of §




Issue Date: September 1, 1981 ' .

- DRD —— Deacription Expiration
ISIN g Nurber - Lolor Physical Form —Date

Pues BTS 21 White QGranules~ ¢/ 83

Storage Conditions: (Check one) - R _ .

[ X} Room temperature [ ] Refrigerator- 1) Freeieq;
[ ] Other - . . - ) ) )

- Hazards: (Check one) ) . -

[ x] None known. Take ordinary precautions in handling.
[ ] As follows: .

Special Instructions: (Check one)

{ g4 None
[ ] &s follows:

Animals: » A Qurricient number of rats, Sprague-Dawley (cp), 190-
300 grams prefasted weight, so that each test group
will contain five (5) males and five (5) fenales.

Animal_;azgf ; Follow the approved Standard Operating Procedures of
the Test Facility.
Environgental
Conditions: Follow the approved Standard Operating Procedures of
the Test Facility.
Animal :
Identific=tion: Follow the approved Standard Operating Procedures of

the Test Facility.

-

Protocol - Page 2 of 6




ik fr'-, u—u««)
Rt "’\ LTSl

awe ot owre ER 1

Acute Oral Toxicity (LD Value in Ratal

Issue Date: September i. 1961

Eslimated LD., value of the undiluted test subatance: _&__J;/k;
(If unknown, conduct a range-finding experiment follouing the Standlrd
Operzting Procedures of the Test Facility.)

Group Asasignzent: Determine prefasted body weights and select animals
weighing 190-300 grams for study, .
. If the range finding experiment or- Sponsor's estimate
indicates the LD, . value to be >20 g/kg of test
R substance, admin?ster a single dose of 20 g/kg to ten
(10) animals (5 males and 5 females). If the dose
volume required to administer 20 g/kg exceeds 25 ml/kg,
contact the Sponsor's LDivisional Toxicologist for fur-
ther instructions. If the mortality of these animals _
indicates that the LD 0 value would be >20 g/kg,
report an estizgted LBSO value of >20 g/kg.

If the range finding experiment indicates an
value of less than 20 g/kg, choose four (&) dosége
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, contact Sponsor's
Divisional Toxicologist for further instructions.
Place ten (10) animals in each group, divided by sex
(5 males, S5 females). Assign animals to groups
following the Standard Operating Procedures of the Test
Facility.

If Sponsor's estimate indicates an LD_. value of leas
than 20 g/kg, five (%) dosage levels an be used, if
necessary (to better bracket the estimate), in lieu of
running the range finding experiment. R

Dose Preparation: Test Groun(s): A(Check appropriate box)

[ ] Dose test substance undiluted

[ ] Dose as a freshly prepared ____ % (w/v)
solution/suspension of test substance in

[x] Dose as a freshly prepared &0 % (w/v)
solution/suspension of test substance in

[ ] Dose per Special Instructions (see page 2)
Sgntml !imm ) B - i -

A control group ahould be [ ]; should not be (s}

included in this study. If included, the control
substance should be tested
concurrently with the test substance :t a dosage

level of .




Issue Date: September 1, 1981

' ' E B Hote
Tty . A concentration analysis of the test substance -
i vehicle mixture(s) will [x]; will not [ ] be required.

.>.‘ ’ . If a concentration analysis is required:

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

[ ] other’

shipping Instructions

Send approximately _/(C ml. Send [ ] frozen;
{»] under ambient conditions; [ ] other

[ 1 Analyze the test substance - vehicle mixture(s)
for test substance concentration using the
-2 analytical method in Appendix

Do=ing Instructions: 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.®

-3 If additional dosage levels are required to establish a
.3 death-to-dose response that will allow the LD.. value
to be calculated, the Sponsor should be contadfed prior
to further work.

*Determine density, if required, to calculate dose levels for all test sub-
stances dosed undiluted or solutions prepared for dosing on a weight to weight
(w/w) basis.

Protocol - Page % of 6
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Dosing Instructions
2 ' :
3 Option A {13
2 LD50 Only
Qption B [1

Protecal Changes

&D§gmptoms

Qption C [x]

L.Dgo
+ Symptous

+ Necropsy

Issue Date: September 1, 1981

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 ad
Aibitum feeding.

Observe all animals for mortality at frequent intervals
during the first 4 hours after dosing (at least once
during the first 30 minutes) and daily thereafter for
the next 14 days. Record time of death. On day 1%
discard survivors following the Test Pacility's
Standard Qperating Procedures.

Observe 2ll animals for mortality and pharmacotoxic
svpptoms at frequent intervals during the first

4 hours after dosing (at least once during the first
30 minutes) and daily thereafter for the next 14 days.
Record all pharmacotoxic syzptoms and time of death.
On day 14 weigh and discard survivors following the
Test Facility's Standard Operating Procedures.

Observe all animals for sortality and pharmacotoxic
symptoms at frequent intervals during the first

4 hours after dosing (st least once during the first
30 minutes) and daily thereafter for the next 13 days.
Record all pharmacotoxic symptoms and time of death.
Perform a gross necropsy on all animals tbat 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 findings. Discard
animals following the Test Facility's Standard Operat-
ing Procedures.

It 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 Sponser's Divisional Toxicologist.
This document is then attached to the protocol as an
addendun.

~ Protocol - Page 5of 6




« INE KDCItR TAMBIT COMPANY

R ’ ,'

r Issue Date: Septemder 1, 1981
T S : Report: Report dates of study initiation and ternination.

= _._-—-—‘-—.- Report individual dose levels, body weights, mortality,
T S pharmacotoxic signs, gross pecr

Opsy resuits, ete.,
where appropriate. Report the LD

'y Value and 95%¢

o R . confidence limita of the preferabdbly
G . calculated by the Propit Method® by the use of the -
- - computer program BLISS17%¢, Other calculation methods

NP may be used. The method used should be specified in
e T the final report. This report shall conform to g1}

: I - requirements outlined 1p Section 58.185, Subpart J,

: . Good Laboratory Practices Regulations.

A ’ . Sponsor: ) M- 94‘1{'1/ -
B . Divisional Toxicologi:t

2 Date Approved by Sponsor's Divisional Toxicologiat  J- %~ i

Eronosed Starting Date: ___4/2/82

)
)
s Detined as day of dosing )
SR Eroposed Completion pate: __ 4716782 )
- )To be completed
o - ¥ Defined as day of last observatiog Jby the Test
. 2 - JFacility
e Study Director: QM W\w»— = ).
4 )James R. Myer, B.S. D )
- Date: March 17, 1982 )
: )
Study Cost: $1,200.00 )
*D. J. Pinney, Probit Analysis, 3rd Ed., Cambridge Unty, Preas 1971,
pp. 50-90. t

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

Protocol - Pue‘s of 6
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Agute Qral T exigisy (L0 ., Valye {7 Rats)

Issue Date: Septeaber 1, 1361
Supersedes lIssue Dated: Septeszder 315, 1583

Test Substance Identification Nuzber (TSIN) # BO447-01

Divisional Request Document Nuader (DRD) #_ BSBTS 743

(To be filled in by
Operations Secticn)

Selecticn ef Test

EQH:’ ﬂz !,d..l nl ::I’S‘ﬁn

of Test Sydstance 2nd
aaaagn m f'hr(n.:

Diet andsor Wazer
) ena[v(== mﬁr.d;

Records X0 be
ua1-\:a(-:§:

The Procter & Gaoble Company
Cincinnaty, Onle

Study #__191-731
International Research and (To be ;;II:;—I;_Sy

Develcpment Corporation .
Mattawan, Michigan 89071 Testirg Facility)

To establish the azute oral toxieily and/cr the LD,
value of » test substance in the rat so that it =2§ %e
compared with czore familiar substances.

The rat is the animal classizelly used due to its s=z:ll
size, ready availability, snd the large azount of backe
ground data. .

By gavage. Thfs 13 a zethod for admintstering 3 known
quantily of test substance and has been the route ef
choice historicazlly.

None (no known contaminants expected which would
interfere with this study)

A1l records that would bde required to reconstruct the
study and dezonstrate acherence to protocol.

Protocol - Page Y of -




oy

ik

Test Substance(s)
Nugber
BSBTS 743

ISIN 2
B0447-01

Storage Lord<tions:

E ] Roox temperature

[( ] Other

Hazard4s: (Check cne)

[ ] Nere known.
{x] As follous:

Snncz u x-:;txvqo 3 gaosl

[!] -None
{ 3 As follows:

Ideniificazion:

PRQTOCOL %2, €1 (Ceztta)
m;:_QuL_IthcLLy_LLQSO_!{uLL&_Eu:).

Issue Date: Septesber 1, 1381

Descriztion Expiratica
Loior Ehyaszel forz —Rate
saber 11quid R/X

(Check one)

[ ] Refrigerator { ] Freezer

Teke ordinary precautioers in handlirg.
Ignitable liquid, flash poiat ¥ 100°F.

{Check cne)

A sufficient nuzder of rats, Sprague-Dawley (CL), 1%i-
300 grazs prefasted welight, so that each test growp
will contain five (5) cz2les and five (5) females.

Follow the approved Standard Operating Procedures of
the Test Facility.

Follow the approved Standard Operating Procedures of
the Test Facility.

Follow the approved Standard Operating Procedures of
the Test Facility.

-

2

Protocol - Pagze 2 of &

Avoid sparks and open flazes.




PN ey B Ol My v ettt 1%

VYT A e Vo B s 4l I T P L e e CSfman T e e e

AT v e W

. " H H

IR o B O i T L2 3

Acute Oral Texielsy (LD o-—Yalue in Rats)

Issue Date: Septezder 1, 1981

Eatiragea LD o Y2lue of the vndfluted tess sut-tance: P Y 7,
(1f wimova,“conduct a range-findinrg experigent followirg the Standard
Operating Procelures of the Test Facility.)

Srod Assigmoens: Deteraine prefasted bocy weights and select anirals -
velghing 190-300 gra=s for study. o
If the range finding experizent or Sponsor®s esti~ate ,_,

indicates the LD p ¥alue to be >20 g/kg of test Rx
substance, ad:in?::er a single dose of 20 g/kg to ten 3

" - (10) anicals (S cales and 5 fezales). 1If the dose
voluce required to administer 20 8/kg exceeds 25 ml/kg,
contact the Sponsor's Divisional Toxicologist for fur-
ther instructions. If the zortality of these anirals
indicates that the LD, value would be >20 g/kg,
Teport an essicssed LDso value of >20 g/kg. s

If the range finding experizent indicates an pR.J 3 T
value of less than 20 g/kg, choose four (3) dosfae :
levels, based upon the range firding experizent. bWhen -
feasidble, choose dosage levels followirg a geogetric
progression of 1.8, If high dose levels require dose
voluzes which exceed 25 ol/xg, contact Sponsor's
Divisional Toxicologist for further instructicns,
Place ten (10) anicals in each group, d¢ivided dy sex . -

(5 rales, 5 fezales). Assign anizals to groups A
followirg the Standar¢ Operating Procedures of the Test <.
Facllity. .

If Sponsor's estimate indicates an LD 0 value of less
than 20 g/kg, five (S) dosage levels gay be used, 1f
necessary (to better bracket the estizate), in lleu of >
running the rarge findircg experiment.

Dose P catlon: Ieat Group(s): (Check appropriate box) ;-

{X) Dose test sudbstance undiluted A
[ ] Dose as » freshly prepared ____% (wrw) :
. solution/suspension of test substance in

[ ) Doseas s fresbly prepared _ % (w/v)
solution/suspension of test substance in

LA bl

- [ 1 Dcse per Special Instructions (see page 2)

Lontrol Grovg

A control group should be [ }; should not be IX )

iodiage L "

E g ‘ : inclucded in this study. If Included, the contreol
4 subatance should de tested -
E concurrently with the test substance at a dosage .
; level ‘of .

foge 3 3

ekl e
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Issue Date: Septecber 1, 1981

Note

A concentration anily:is of the test substance -
vehicle mixture(s) will [ J; will not [y} be required.

If a8 concentration analysis is required: Lo

[ ] Prepare s sufficlent quantity of the test
substance - vehicle gixture(s) so that a portion
can de returned to the Sponsor's Divisiornal Toxie
cologist. Store solution/zixture a: [ ] rooa
tenperature; [ ) refrigerator; [ ] freezer;

{ ) other

shipping Instruztlons

Send approximately _ _  pl. Send [ ) frozen;
[ ] under asblent conditions; [ ] other.

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

Deprive the anizals of focd for 18-20 hours before
adsinistering the test substance. Deter=ine fasted
body weights. Calculate the dose for each animal
according to fasted body weight to give the specified
Quantities of teat 3substarnce 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 contazged prior
to further work. .

®Deteraine density, if required, to calculate dose levels for all test sub-

stances dozed undiluted or solutions prepared for dosing on a weight to welght
{w/v) basis.

Protocol - Page % of 6




Issue Date: Septecber 1, 19813

The test Substance, ¢ the concentn ton speeqriey
under *Dose Prc:ant:cn'. will be 8avage¢ ronm.-z.-.; the

Test Facllity'a Standarg Operatina Procedures. Recorg
all 1nror=abicn Eecessary g Cocizent ani=jy} velghts
80d yolume of test Substanee adainistereqy Lo each

anizal. . .
Inzedlately after dosing, return ghe animal to ad T
feedin
ml:anm,_;_
‘ Dotion A £ Observe a1l anlpaly for Eortality ¢ frequent intervals A
LDSO Cnly during the first & hours aftep dosing (at least once N

during tne firse 39 Bigutes) and <311y thereaften for
the next 14 days, Recorg tice or death, on cay 14 s
discarg Survivors folloving the Test Fac.llity'a ¥
Studard Operazzn; Procedure:.

Qotion 3 L Cbserve all anizays for TOrtality and phamegn !

,'2;0 AYTDtome at freguess intervajy during the firat E -

* Symptens 8 hours after dosing (ae least once during the first E. -
30 Binutes) and datiy thereasfser for the nex: 14 days. =
Record all phar:acotaxic SY=ptoas ang tize or deazh, o
On day 14 weigh ang discarg Survivors following the -
Test Faclligtyry Standarg Operating Procedurey, 3

. Optien ¢ [x} Observe 213 anicals rop DOrtality and phaprea -
‘L‘ng AXTRtese st fregquen: intervaly during tre firse %
* Syaptoas L} hours after dosirg (at least cnce during the first >
+ Hecropsy 30 Binutes) apg Catly trereartep for the next 18 days, :
Record aly phar:acotcxic 3y2ptezms ang tize of death,
- 233Y on al) &nizals thge die follow 3

ipg Procedures.

zmml Lhangea: It 1t becomes necessary ¢ change the approved

Protocol, verda) 2greezent tq Cike thig change 3kould

soon as Practica), this cRange ang the reasons for {t .
Should pe put in writing ang signed by boty the Study 3
Director and the Sponsor'a Dlv!sional Toxlcolcsi:t.

This docuzent 44 then attached to the Protocol a5 an
addenduq,

b t
ek L i
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Issue Date: September 1, 1681

Report dates of study initiation and terzination.
Report individusl dos= levels, body veights, mertality,
pharzacotcxic signs, zross cecropsy results, ets.,
where appropriate. Repert the LDQQ value arnd §3%
confidence lizits of the tesf suh¥lonm-e preferadly
calculated by the Prodit Methed® by the use of the
cooputer pregras BLISS17%¢, Other calculation cethods
may de used. The method used should be specified in
the final repor:. This report shall confora to all
requirezents outlined in Section 58.165, Subpart J,
Good Labaratory Practices Regulations.

1]
Sponsor:_J+ He Benedice IM%,,M

ivisional Toxicologist
Date Approved by Sponsor's Divisienal Toxicolegist //I//9/3/

R : Proposed Startipg Date: 1/21/82
Defined as day of dosihg

Proposed Corpletion Date: 2/4/82
JTo be cocpleted
Defined as day of last observation Jby. the Test

. JFacility
Study Director: :\mQN-—-—— .
\Ja:zs R. Myer, B.S\)
Date: Januarv 6, 1982

Study Cost:

*D. J. Finney, Probit Analysis, 3rd Ed., Cambridge Univ. Press 97N,
pp. 50-90.

$SFortran version of BLISS17 program, written by D. J. Finney.

. Protocol - Page 6§ of 6
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