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The Procter & Gamble Company
& NA Regulatory & Technical Relations
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) L S
1200 Pennsylvania Ave., N\W ro oS
Washington, DC 20460 ™~
Attn: TSCA Declassification Coordinator ™o
~" D
Re: Declassification Activity-Health and Safety Filing Z
8EHQ-0892-6341 (EPA DCN 88920004987) ~
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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Any CBI substantiation which appears in the original submission is no longer applicable as the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 CBl is disclosed in this revised submission.

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

Sincerely,
THE PROCTER & GAMBLE COMPANY
. g )

Julie Froelicher

NA Regulatory & Technical Relations Manager

The Procter & Gamble Company

One Procter & Gamble Plaza

Cincinnati, OH 45202

(515) 963.2501 AU A IA
froelicher.jm@pg.com

8EHQ-0892-6341 Page 1 of 2
EPA DCN 88920004987



Attachment 1

Public Display Version

Chemical Identity CAS BN

Sodium nitrilotriacetate
Sodium carbonate
Sodium hydroxide
Hydrogen peroxide
Sodium toluene sulfonate

Ethanol

C10-16 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)methylamino]
-6-(phenyl-amino)-1,3,5-triazin-2-ylJlamino]-,

disodium salt

Fragrance

Colorant

8EHQ-0892-6341 Page 2 of 2
EPA DCN 88920004987
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Document Processing Center (TS-790)

Office of Toxic Substances wéﬁ mvo g? S
Environmental Protection Agency ———
401 M St, S.wm,

Washington, D.C. 20460

Attn: Section 8(e) Coordinator (CAP Agreement)

This submission is being made pursuant to the TSCA Section 8(e) Compliance Audit
Program and the terms of CAP Agreement # BECAP-0003. This report discharges our
Company obligation to report the attached data under TSCA Section 8(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 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 (LDgp Value in Rats)”. Any correspondence relating to this submisgsion
should reference study # 1205-28071.

The attached study report indicates oral administration of the test material resulted
in pharmacotoxic signs including ataxia, hypoactivity, decreased limb tone, and tremors

following oral administration of 8000, 8800, 9680, 10648, and 11713 mg/kg of the test
material. Impaired righting reflex was also observed in the 9680, 10648, and 11713

mg/kg groups., The acute oral LDsy is calculated to be 9680 mg/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 liadility under TSCA Section 8(e).

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

The specific chemical 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.
Angwers 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
diaclosed, 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.
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THE PROCTER & CAMBLE COMPANY

4. Measurea for protéction dof the compositionsl information include “need to kaow”

internal restriction within the Company. #n 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 ox
promotional literature, MSD sheets, any publications or any other media available
to the general public or compatitors.

Disclosure of the information claimed as CBI would result in substantial harm to
the Company’s competitive position. This formula providas an important
commercial opportunity for a competitor. Knowledge of the exact composition of
this mixtuzre could enable a competitor to duplicate the formula without R&D cost,
thus providing an unfair compatitive disadvantage to the Procter & Gamble
Company. Development of this formula required many technically trained
personnel, hundreds of hours of research and development, and significant capital
inveatmant valued in aggregate at . Any competitor
would normally be required to make & similar investment to duplicate the formula.
Disclosure of this information would allow a competitor to duplicate the formula
without incurring significant R&D costs, thus doing substantial harm to our
conmpetitive 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,

%mmcmm
]

Richard H. Hall, Ph.D.

Manager

Regulatory & Government Affairs
The Procter & Gamble Company
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Sodium nitrilotriacetate
Sodium carbonate
Sodium hydroxide

Hydrogen peroxide
Sodium toluene sulfonate

Ethanol

Alkyl Polyglycoside
Alkylamine oxide
Fatty acid
Substituted amine
Fragrance

Colorant
Subatituted stilbene

Public Display Copy




L International Research
11/ and Development Corporation :
MATTAWAN. MICHIGAN. US A 49071 TELEPHONE lolbj b8-3136
) SPONSOR: . The Procter and Camble Company - -
SUBJECT: Acute Oral Toxicity (LDgy Value in Rars) 3
DRD NO.: - BTS 2721 -

TSIN: P1082 -
REPORT NO.: 191-668

- DATE OF SUBMISSION:  November 25, 1981 o

N | RECEIVED BY
“ - _ | DEC "2 1981

" OPERATIONS SECTION

191-668




International Research & Development Corporation

SIUDY SUMMARY

Studv No: 191-668 Acute Oral Toxicity (LDgy Value in Rats)

Sponsor Ref: BIS 2721 Report of a biological test performed at:
International Research and
Development Corpotltxon
Mattawan, Michigan’

Deviation from " During the period: .
Protocol: None August 27, 1981 to September 29, 1981
’ According to the attached protocol

(P& G No. Cl)
Issue Date: September 15, 1980

Test Substance (TSIN) Description , Storage Condition
P1082 blue—-green liquid room temperature

Sponsor's Divisional Toxicologist: Robert L. Campbell

Source and Strain of Animals Used: Charles River Laboratories, Inc., Portage, :‘ﬁchigm
Sprague-Dawley Rats
Concentratlon and Amount of
Test Substance Dosed: Administered undiluted as recexved at the following dosage levels
and respective volumes: 8000 mg/kg - - 7.4 ml/kg; 8800 mg/kg - -

8.2 ml/kg; 9680 mg/kg - - 9.0 wl/kg; 10648 mg/kg - - 9 5 nl/kg
and 11713 mg/kg - - 10.9 ml/kg

RESULTS

Dose - Mortality Data:
Number of Deaths
Dosage Hrs - - Days Total
Level [ 2 3 % 5 6 7-14 Mortalities
(mg/kg) M F M F H F M F M F-N F M F Hale  Female — Total

3000 1 0/5 2/s - 2/10
8800 1/5 4/5 5/10
9680 2/5 4/5 6/10

10648 ‘ 0/5 4/5 4/10

11713 4/5 4/5 8/10

LDsg (95% Confidence Limits) Combined Male and Femalel»2,3: 9680 (7927-11821) mg/kg
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International Research and Development Corporation

Results
(Continued)
Major Pharmicotoxic Signs:

The major pharzacotoxic signs observed in all dasage levels were;
piloerecrion, araxia and hypoactivity. Ptosis of both eyes were observed
ia the 8000, 8800, 9680, 10648 and 11713 mg/xg dosage levels. High
carriage was observed in a few rats in all dosage levels. Most surviving
rats appeared normal by Day 4.

.

Body Weights: Ko major changes or differences inm body weights were observed duriang the
study period.

Pathology: There were no test article-related changes observed during post3ortem exim—
ination of animals dyiag during the study or sacrificed at the rérmination of
the study. Macroscopi¢ changes recorded were considered to be agonal or non-
specific.

\.!7 . (f ¥
Prepared Bm..,'/‘\ . /Z’-U«'Y

*— TLinda C. Uraih, D.V.X., M.S.
Staff Pathologist

P d’
Reviewed By: /,"L:’:’(//)A',//J
Ward R. Rachter, D.¥V.M., A.C.V.P.
Director, Pathology Division

“credence through research”™




International Research & Development C orporation
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Interpolation’" Biometrics, 8:51-54, 1952.
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International Research and Development Corporation

Technical Supervisory Staff,
Acute Toxicology and Special Studies:

Paul Moxon, B.S.
Unit Supervisor -

Adalsteina Olafsson, B.S.
Group Supervisor

Prepared By: <2V Q‘Aa—iy‘_'
&}J/ﬁe‘ L. Schmidt, B.S. '

nit Supervisor
Acute Toxicology
and Special Studies

-~
Reviewed By: {'&M E M

Dale E. Johnson, Pharm.D., Ph.b.
Associate Director,
Toxicology Division

STUDY DIRECTOR STATEMENT
The methods used in IRDC Study Nudber 191-668 followed the experimental

criteria specified in the protocol.

To the best of my knowledge, there were no significant deviations from
the Good Laboratory Practice Regulations which affected the quality or
incegrity 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 Development Coryoration Archives.

QMQ VV\"“\H \\\1“'\\9.\
Jameq R. Myer, B.S. ~D Date )
Study Director

“credence through resesrch”™




191-668




Aest it e Feporadiom 191648

e dest ard cle, Teoe 7282 (cortemsr 1) s
;n;c-rz__ Jer cleserg i e same momrer  o» on
eizrfer.  Fomr o Test A Ppardan b
sPfe  proadues.

l Grister
~ 4/ sTa

Smede (7'0».'{7

Tht Speadu ‘i’a“‘y of TR0 B (gmt.ru E/)
will be e same a» e ome akuloted Ui s
Spude groudy of Zroc 7"z(mu«: & /o7 15/.,/.
Tfer 4o dec rame Sechon of stdy Hor

{ <~y

spade  proadure . 2
. & G/csle =3
p~ 7/' 57’}: ~r ]
Dos oferz. Caleulatians _

The, dose wolemis of Teor 1322 (omtornr #) ux/e -
calwlaied usung tig ./;/kdun? dormuk.

Qg:._b_a_L.fmsL“_) : deose Uolme (,,4/{5) ) '~

Secte (:/au(7 (5/»-/) : e -

8090

8200 m5/4q 701 & 1my - 79 ”"/"f ,
178 mi /% 2

113 ”5"9 remd cfml T 70-7 ‘:'I/"’j .
i olste) 3

L~y 57>




TEST CQPOUND
IRDC xO0.
DOSE VOLUME. 23/KE: so¢ (fu wofume codenin by SPECIES
ROUTE OF ADMINISTRATION Ocal DATE ANIMALS RECEIVED __ S/wo/#/ SOURCE Clhg cles Biver
FASTING TECENICIAN
DOSING TECHNICIAN

TIME OF FASTING®
TDM{E OF DOSING

p 1082

ACUTE TOXICITY (LDSO) RECORD

STUDY NO. (G /-6C2

73> L;(,n‘c.auefd-!l

100

rl

SEX A

Loty

DATE Ei20 /44
DATE _g/2 1 /2

A
P~

ANTMAL NUMBER K395 |9 1233 197773 l9,9¢7 | Spmpo | TECENICTAN 2 DATE n‘;ﬁ s
%] PREFASTED WEIGET (2) 22 lzpe l2ze Vaar |29 I '
®|_INrT1a 30DY WEIGHT (2 2c7 laes loarlsuvelaee I
QL_ACTUAL DCSE (ml) 2.2b2a2l201l201 2.2 Por /2218
9l DOSE ADMINTSTRATION s S/ o— /erf,
e ' — 2 e ed 4 < Sor
DAY 7 BODY WEIGHT (g) 2,9 T304 | Dvyl 2,2 K 2/7/
E DAY /& 30DY WEIGHT (%) 362 d;.:{ 3YL | 321 XD /;7 o/
@l bay 3CDY VTRt
“| Dav BODY WEIGHT (g) : ! ————— -
=4 ANDMAL NTMBER e ’Two t‘l/‘ﬁt L?/S‘o-f 12 — e 3
§_' PREFASTED WEIGHT (g) 2e | 259 Loer loge lowy ln g =
7l 1¥ITIAL 3ODY VEIGHT (3) 239 1252 lewre Voes 1286 lan - , S
. ACTUAL DOSE (ml) 2.2 1 2.3 2 logl 2.5 O— vt o B
% DOSE ADMINISTRATION YA /| N
°| bar 7 scpY weicHT (o) 27255059 30315 uk 7o B
| DAY /4 BODY WEIGHT (g) 302 |7 | 35| 5gl i, a7 Wrelly |
2| par 30DY WEIGEI (X Fromtt R 7 ;
“| pay BODY WEIGHT (g) ! —_— i
é ANDUAL NDMBER ke y3rg i lorms bee lysce | 7= g1 fi
3l PREFASTED 30DY WEICHT (g) 273 L2979 1o loer 2s¢ | !
ISITTAL ECDY WEIGHT (g) 2sv 1292 1oy Loy lost @ i
o L_ACTUAL DCSE (m1) 2.5V 29lacl 2yl 2.1 o S/
T! nOSE ADMINISTRATION s/ V7V s/ .
8 nay v soDY WEIGET (g) 27012191303 | 2772129/ J& /715,
»|_DAY ¢+ 30DY WEIGHT (g) 33§ '34/1{‘! It | At | 30 2?2 S re/tr
E DAY 300Y WIiGHr o | i ! '
2 pay ooy wEmeRT (@) | i R I e ?
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PREFASTEZD 30DY WEIGEIS

BALANCE NO. _ QeliY x
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2ALANCE X0.
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B sty S
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ACUTE TOXICXTY (I_D ) RECORD

TEST COMPOUND P I0%Z STUDY NO. _ /®/-¢££

IRDC NO. T3 22 (condoivevs i)

DOSE VOLIME m1/K8: gee gfre: s - uesar cofok Loy SPECTES Rots SEX

ROUTE OF ADMINISTRATION _ ool DATE ANIMA'S RECEIVED _S)ic /e SOURCEChca r/ry Rover
TIME OF FASTING? ¥ FASTING TECHVICIAN DATE

TIME OF DOSING DOSING. TECENICIAN DATE

> -

-+

- »*

TECHNICIAN 2

T x//i

ANTMAL NUMBER: l9,cor lﬁﬁw Luﬁ) k, ex s.u5°7

PREFASTED WEIGHT (g)

23 l

2t/ 222

276

217

&

INITIAL BODY WEIGHT

(g)

211

JTe ) 2¢y

2e

R d

ACTUAL DOSE (=)

/- €.

L2 3 L2

-2

o~

DOSE ADMINISTRATION
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v

4

/

Z/Zv,/?/'
Y/Z 7/;"/

7

Nl&
2

/x a1
-

s

o=
e

—-f‘ﬂ‘
bz

’\-
Ea

7 3lsy
sho/¢(

V4
Y
7

DAY 7 BODY WEIGHT (g) 231 v

DAY s+ 30DY WEIGET (2) 202 5.

DAY Sony Tr Rt ——t |

DAY  BODY WEISET (g) N |

G151
fih ]
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l e
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e
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ey
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74/ BODY WEIGHT (g)
EODY '-f-:.-unz ~=r—
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(=)

3:/27/rr

.

7/ 3/%)
9/s0 b1

DAY

DAT

A

IS

‘DAY
DAY
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ACUTE TOXICITY- (LD,,) RECORD

TEST COMPOUND Progr STUDY NO. _1G/-(48
1roc No. 26l crrdeir 4)
DOSE VOLIME ml/kg: Oy gzd soeme cn'awctms  SPECLES - SEX ~/F
ROUTE OF ACMINISTRATION _ Jra! DATE ANDMALS RECEIVED _ 9/2/2/  SOURTE Charés » =7
TDME OF FASTING® /616 _FASTING TECENICIAS _ /%, DATE _ G/ /8,
TDME OF DOSING Ary DOSING TECENICLAN _ 4 DATE __ 7/
| axpiar suvser g3700 | 92509 | 937 | 93707 | 927e) TEGNICIAN &) DATE g
] PREFASTED WEIGHT (g) 2 | 235 | 290 | 2vE | 27 [
€| INITIAL 30DY WEIGHT (g) 224 | z2r Lo Voos | 283 &
2| acteal posE (m1) /72 Vel it t7 L g < aLe |
% DOSE ADMINISTRATION S/ /17 ) C G
S| paY  720DY WEIGHT (g) 1275 1264 |2¢4 12¢7 1397 = Y3
| DAY /4BODY VEIGHT (g) by 125020905330 {393 me 9127
§' DAY BODY WEIGHT (g)
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| prerasTED WEIGHT (g) 22 L 7w | 2 225 | 220 &)
f INITIAL BODY WEIGHT (g) 203 | 230 | 200 | 204 | 209 | far
3| AcTvAL DOSE (m1) s 2 lsslyslis| # /s
DOSE_ADMINISTRATION < 1/ /Y7 1/ %) s
| pay 7 30pY WEIGET (g) e 200 e | 222]234 = V22
=| DAY _ 4 BODY WEIGHT (g) = 273 '::_”f“"" 2Lro 25T /ME -
g DAY  BODY WEIGHT (g) s e
DAY 80DY WEIGHT (g)
;JM NOMBER L crey iy wxifel i shilt
= PRETASTED ¥_WEIGHT (g) R R N SR
*| 1xrTIaL BODY WEIGHT ‘
ACTUAL DOSE (ml) .
DOSE ADMINISTRATION I
DAY 30DY WEIGHT (g) T~
«| DAY __ BODY WEIGHT (g) T
2| may  soDY WEIGHT (g) , T~ |
& pay 30DY WEIGHT (g) | T~

XA - Not Applicable
PREFASTED BODY WEIGETS
BALANCE NO. A

INITIAL BODY WEIGETS
BALANCE NO. =2

DAY 7 BODY
BALANCE NO.

DAY /¢ BODY
BALANCE NO.

a ~ food removed
h’EICB’I e

et OO

J - Dose indicated was adninistered
DAY +# BODY WEIGHT
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R36-61-4 @E’a::r » Seay u&.?f'# Faod AL 44511
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BALANCE NO,
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ACUTE TOXICITY (wSO) RECORD

TEST COMPOUND Pk N STIDY NO. /74L&l

TROC NO.  7ivi { (ondouer ¥ 1)

DOSE VOLLME ml/kg:ly —ogwe ~ (rbuind g SPECIES _ Bt SEY o /Z

ROUTE OF ADMINISTRATION _ D-ri DATE ANTMALS RECEIVED G/z/&i  SOURCECimris P.ozr

TIME OF FASTING® ~ FASTING TECHNICIAN » DATE "

TDME OF DOSING ~ DOSING TECHNICLAN ‘ DATE -
ANDUAL NMBER 230951 7372 | 5275 Lg3wp |53721 ] TEGIcIaN A4 Daresd B

X PREFASTED WEIGHT (%) o ) 26v | zyv | zev | 26t & .

#| mviTraL BODY WEIGHT (g) za3v lzwg | z2¢ | =30 | 22| A =

Z| AcTuaL DOSE (a1) Zblaer lzylaselae # s g

| DOSE ADMINISTRATION i SN/ /| s W, >

S| pAY 7 BODY WEIGHT (g) Sl P28 vl il el I 2= SV

| DAY Y BODY WEIGHT (%) wl Bl 170 0Tl me G/ '

S| DAY  BODY WEIGET (g) i s A0 P .

“] pav BODY WEIGHT (g) e
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S| PREFASTED WEIGHT (g) 23 |20 \zeg \azy | 91| & 3
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T|_ACTUAL DOSE (=1) Y |s5 |23 |4 1 40 &) 8/
DOSE_ADMINISTRATION A NE WS RN, ) 9 3
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“| pay BODY WEIGHT (g) ) ’:
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S| Dpay BODY WEIGHT (g) 1
NA - Not Applicable a ~ food removed J - Dose indicated was administered ‘
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International Research and Development Corporation

QUALITY ASSURANCE STATEMENT

Studv Title: Acute Oral ioxicity (LD5O Value in Rats)

Test Article: P1082

An inspection of the protocol for this study vas conducted on.
August 26, 1981. A randomly sampled phase of the conduct of this
study was inspected on August 27, 1981. Findings were reported to

m3nagenent and the Study Director on October 30, 1981.

This report has been revieved by the International Research and
Development Corporation Quality Assuraoce Department in accordance

with the United States Food and Drug Administration's Good Laboratory
Practice Regulations of June 20, 1979.

. I4
’ Vad
/ Y / 4
Approved And ‘. ., - A /' G
Submitted By:/,’/l.jf LA Jh '*/,’1' e I’,/://
B

Barry W. fensom, S4 "Date
Ditei(on’ f Qualjfy Assurance

v

“credence through research™




INTZRNATIONAL: BESZARCE AND DEVELOPMENT CORPORATION
PROTOCOL REVISION OR CLARITICATION

?rorocol Sheer No. 1 Study Yo. 191-668

Zizle: ACUTE ORAL TOXICITY (LD, VALUE IR RATS)

JUSTIFICATION

Study {nitiation
Clarification of IRDC Qualiry Assurance procedures

Clarification of submission to regulatory agency

PROTOCOL REVISION OR CLARIFICATION
Conduct study in accordance with the attached protocol
This study is subject to IRDC Quality Assurance procedures

This study will not be submirted to a regulatory agency

/

Approved by:

‘@: / i 3lll” oo/a/?%/

Sponsdr's Represeazativé Date

Study Director _James R. Myer, B.S.

8/17/81
Date
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THE 2eQCTER & Samdi2 CTmliny

) spre (ral Toxiediey (19 Value io 2a~a)
v

- Tasue Tate: Septexber 15, 1520
Supersedes Issue Dated: January 1, 1980

Test Substacce Idemtificaticn Nuzber (TSIN) #, P l082

pivisional Request Document Nuzbder (DED)MJ 7‘zz

The Procter & Gacble Ccmpany

Q»Qpngc:
Ciccirnati, Ohio

Study ¢_ 191-668

Teesing Cacility: .

(To be t‘wzlled i by Interzaticnal Research and (To be filled in by

Operaticns Section) Development Corperation Testing Facility)
at

Mattawan, Mizhigan 45071
To establish the LD_. value of a test substance in

Pur-ose:
the rat .so that it Zay be compared with more fa=miliar
substances. . '

Justificas=ion for

Seiepnicn of Tast L

Svatex: The rat is the animal classically used due to its swell
size, ready availability, arnd the large acount of back-
ground data.

EQH‘: 2{ e:-ﬂ w3 or—gvl 3]

QL I--: S!"":’E""“ ind
Rezaon Lar Choige: By gavage. This is a petbod for administering a aown

quantity of test substance and has been the route of
choice histerically.

24 ar av-d !2” '.'=¢=v-

Arzlveape Seciivad:

Nope (nc known contamizants expected which would
irterfere with this study)

411 records that would be reguired to reconstruct the
study and demornstrate adherence O protocol.

Protocol ~ Page 1 of §




THE PRCCTER b SAmILE JTMPANY

~aue Sphatane (:!
oo g

r3.lapualniel 8. {0 [ogi] (f‘..—:l:l

dnse g Neal “agdaley (19 Vatlve $e Saca)
<0

- Issue Date: Septeader 15, 1580

DRD Desgrintign
“-H i ““"’"‘:" ;A or :hv(4nz1 fm

P08 P=7AY

=72/ Bloe inn /&juid

PR 2

Srorize foodisiors:  (Check one)

[vd’;ooa tezperature [ 1 Refrigerator

[ ] Ctier

Ea=zrda: (Check one)

.- P A

[bd/;Cne wrowe. Take ordinary precautions in handling.

[ 1 as follows:

c’,:,.l =21 ‘I’—.»..,.cf.t g":: (Q.Ck m!)

{ ] Aone
[\d/ia follews: A

e—# - Y. ;E”:i

Togd -ap—-—b=1
Conginicna:

e—&—a\
TAgmed £l agbd ,.a:

V01D SN axd Eyr coraet”

Forty (30) rats, Sprague-Dawley {cesarean-dervied),
20 zales and 20 females, 150-300 grama prefasted
weight. Acdcitional animals will De required if zore
than four srcups are reguested. (See pp. 3 and 5.)
fewer anigals will be required if only a siagle growp
is requested. (See p. 3.)

Follow the approved Standard Operatisng Procedures of
the Test Facility.

Tollow the approved Standard Operatipg Procedurea of
the Test Facility.

Follow the approved Standard Cperatirg Procedures of
the Test Facility.

Protocol - Page 2 of 6




TeE SRCTIER b ShmELE JTmPANY Falondalsia) M NI PewstA)

frrs Aral Tavicity {19 Valym imn Parae)
5o~

Issue Date: Septezber 15, 1580

Catimarad '-Dc walve ;:_ sue pedilorad teet aphetsnne: p‘/oxlkg
(If uwmxacwn,”cenduct a range-fizalzg experizmeat following the Standard
Cperatirg Procedures of the Test Facility.)

Greun Aasizmoani: Teter=zine jrefasted body weights 2nd select znizals
welghing 190~300 grass for study.

If the range f{inding experizent or Spemsor's estizate
indicates the Acute Oral Texicity/LD 0 value to be

>20 g/kg of test sgbstance, ad:inistgr a single dose of
20 g/kg o ten (10) animals (5 cales azd 5 fexzales).

If the dose volu=e required to aczinister 20 g/kg
exceeds 25 ml/xg, ecntact the Sporscr's Divisional Toxi-
colegist for further imstructions. IZ tte zortality of
these animals =dicates that the LD.. value would be

>20 g/%g, report anm estinated LDSO 221ue of 20 g/kg.

If the range finding experizent or Spozsor's estizate
indicates an LD., value cf less than 20 z/xg, chocse
four (U4) dosage’levels, bzsed upon the estipated LD
value and/or range finding experizent. when feasible,
choose cdosage levels followirg a gecmetric progression
ef 1.3, If kigh dose levels require dose volumes which
exceed 25 ml/kg, ccntact Sporsor's Divisienal Toxicolo-
gist for further iratructicas. Place ten (10) anizals
tn each group, divicded by sex (5 cales, 5 females).
Assizn anfmals to groups following the Stancard Cperat~
ing Priocecures of the Test Facility.

Dese Prenzration: Teat Groun{a): (Check appropriate box)

[Vﬂ/(Dose test sutstance undiluted
[ ] Dose as a % (w/w) splution/suspexnsion
of test substance in

[ 1 Dose as a % (w/v) solution/suspeasicn
of test substance in

{ ] Dose per Special Iastructions (see ;age 2)

& ccotrol group should be [ ]; should unot be U/f//
inclucded in this study. If include?, the contirol
substance . stculd de tested
concurrently with the test substance at a cosage
level of .

Leptrel Groun

Protocol - Page 3 of &
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Pel Tayindey (11 c Value ¢m Ravae)
.

Issue Date: Sestexter 15, 1580

‘\i . n:.: ’9—¢n=v-,"gn
" !ggus"‘!' En:: r'i-mm(-! (?‘;n:"!

Hote

| ! A concentration analysis of the test subs ce -
] vehicle mixture(s) wiil [ J; will mot [|] be required.

If a concentration amalysis is required:

{ 1 Prepare a sufficient quaatity of the test
substance - vehicle noixture(s) so that a portion
can be returned to the Sponsor's Divisional Toxi-
cologist. :

Srimping Irnstrustions

Send” approxizately ml. Send [ ] frozen;
{ ] under azblent conditicns; [ ] other

hralyze the test substance - vehicle mixture(s)
1 ) for teat substance concentration using the
; analytical method in Appendix .

atrg Tnatructicra: Deprive the arizals of focd for 18-20 hours before
) ’ administering the test substance., Deterzine fasted
body weights. Calculate the dose for each anizal’
according to fasted dody weight to give the specified
quantities of test substance per unit of body weight.*

More than four dosage levels zay be required to
establiah a ceath-to-dcse response that will allow the
LD_, value to be calculated. (Nuote: If the data
gefierated frcm four dcsage levels do not lend them-
selves to statiastical analysis by the Test Facility's
Standard Operating Pricedures, the Sponscr should be
contacted prior to further experimental werk.)

*Deterzine specific gravity values, if required, to calculate dose levels
- -
test

for all test substances deosed undiluted or soiutions prepared for dosaiag
on a weight to weight (w/w) basis.

Protocol - Page &
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R e : PROTOCOL NO, £1 (Cene'g)

Acute Oral Toyimiry (1D c Valne 4m Para)

LIRS -

Issue Date: Septe=ber 15, 1680

Q.,,.J.... 'P-qov-.‘no(:a:
(Camttd): The test substance, at the copcentration specified

under "Dose Preparation”, will be savaged intoc the
stcmach of the animal fpllowing the Test facility's
Standard Operating Procedures. Record 21l ‘aformaticn
necessary to docucent anizal weights and volume of teat
substance acsinistered to each apimal.

I-mediately after dosing, return the ani=al to 24
libisun feeding,

Observe all anizals for mortality at frequent intervals
during the first 4 hours after cdcsing (at least once
during the first 30 zinutes) and datly thereaftar for
the nex: 14 days. Record tize of death. On day 38
welgh and discard survivers following the Test Facil-
ity's Standard Operating Procedures.

| S . i LC Ctserve all anizals for martality 202 gham=azotoxic
T Avzotons at freguent intervals during the fisst

8 hours after desirg {at least once during the first

30 minutes) and daily thereafter for the next 1% days.

Record all pharzacotexic symptecs and time of death.

On day 18 weigh znd discard survivors following the

Test Facility's Standard Cperating Procedures.

V{ Otserve all anizals for mortality znd pharm

K a¥zoiczs at frequent intervals during the first
| : B hours afier dcsing (at least cnce during the first
| p 30 minutes) and Zaily therealter fcr the next 14 days.
Record ail ptarmacotcxic symptems and time of death.
2arfons 2 £rs=a zacranav oo all arizals that die follow-
irg the Test Facility's Standard Operating Procedures,
Cn day 13 weizh and perfora a £TC23 necropsy on the
surviving anizals, Record all findings. Discard
anizmals following the Test Facility's Standard Operat-
ing Procedures.

ronggnl Changes: If 1t becomes necessary to change the approved

. proteeal, verbal agreezent to zake this change should
be zade bdeiween the Study Direcicr and the Sponscr. As
socn a3 practical, this charge and the reasons for it
ahculd be put in writizg and sigaed by bota the Study
Directer and the Sponser's Jivisioral Toxicolegist.
This document s then atiached to the Prrotocol 23 an
addendum.

.
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frite Oral Tayiadiry (11 Valye ‘o Bavae)
Il

Issue Date: Septezzer 15, 1580

Report dates of stucdy initiation and terz=lmaticn.

. Report all cata regarding dcse prefaraticn, individual
dose level, body weigats, zortallty, poarzacotcxic
signs, groas necropsy results, etc., where appropriate.
Report the LD__ value and 953 ccnfidence linits of

the Leas ayubatirce preferably calcuiated by the Probdit
Method? by the use of the ccmpuler progras ELISSIT9S.
Other calculation methods may be used. Ihe method used
should be specified in the fin2l report. This report
arzll conforn to all reguirezents ocutlized in Section
58.185, Subpart J, Good Laberatory Practices
Regulations.

//Divi:ional Féxicolofist

Date Approved by Sponsor's Divisional Toxicclogist 7/34/5/

Prorgsed Startinz Date: Week of 8/24/8} )
) )

Propoaed Commlation Date: _ November 4, 1981 ) :
(Fizal Feport Available) )

)To be. completed

Jby the Test
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The following correction is made in this report originally issued
November 25, 198}:

Appendix III, Terminal Sacrifice, Males

Delete
Stomach
= Glandular mucosa hyperemic, diffuse, moderate

Delete animal number 91440 from table

<::>\cu,,x¢f<;i N\~ a\ealey.
James \R. Myer, B.S. A Date
Study Director

“credence through research”™
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