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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 EX
Document Control Office (7407M) oo
1200 Pennsylvania Ave., NW ~ooma
Washington, DC 20460 Ei B
Attn: TSCA Declassification Coordinator ;‘; PR

Re: Declassification Activity-Health and Safety Filing &

8EHQ-0892-6343 (EPA DCN 88920004989) D

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Any CBI substantiation which appears in the original submission is no longer applicable as the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 CBlI is disclosed in this revised submission.

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

Sincerely,

THE PROCTER & GAMBLE COMPANY

Julig’Froelicher

NA Regulatory & Technical Relations Manager
The Procter & Gamble Company
One Procter & Gamble Plaza

(515 ooz 02 IO

froelicher.jm @ pg.com

8EHQ-0892-6343
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Attachment 1

Public Display Version

Chemical Identity

CAS RN

Poly(oxy-1,2-ethanediyl),
alpha.-sulfo-.omega.-hydroxy-, C10-16-alkyl ethers,
sodium salts

Amines, C10-16-alkyldimethyl,
N-oxides

9-Octadecenoic acid
Ethanol, 2-amino-

Benzenesulfonic acid, methyl-,
sodium salt

Benzenesulfonic acid, 2,2'-

(1,2-ethenediyl)bis-
[5-[[4-[(2-hydroxyethyl)methylamino] -6-(phenyl-
amino)-1,3,5-triazin-2-ylJamino]-, disodium salt

1,2-Ethanediamine, N-(2-aminoethyl)-N'-[3-(tri-
methoxysilyl)propyl]-

Benzenesulfonic acid, 2,2'-[(9,10-dihydro-9,10-
dioxo-1,4-anthracenediyl)diimino]bis[5-methyl-,
disodium salt

1H-Pyrazole-3-carboxylic acid, 4,5-dihydro-5-oxo-
1-(4-sulfophenyl)-4-[(4-sulfophenyl)azo]-,
trisodium salt

68585-34-2

70592-80-2

112-80-1
141-43-5

12068-03-0

13863-31-5

35141-30-1

4403-90-1

1934-21-0

Sodium nitrilotriacetate
Sodium Sulfite
Fragrance Mixture

Water

8EHQ-0892-6343
EPA DCN 88920004989

Page 2 of 2



.O059-63Y3 £ Z ~.#¢ Public Display Copy

August 5, 1992

Document Processing Center (TS-790)

Office of Toxic Substances 4?

Environmental Protection Agency W

401 M St. S.w., ;m7434i
Washington, D.C. 20460

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

This submission is being made pursuant to the TSCA Secticn 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 P1105 is a confidential mixture. The
composition of the mixture is appended as Attachment 1. The report is titled "Acute
Orxal Toxicity (LDsp Value in Rats)”. Any correspondence relating to this submission
should reference study # 1096-26295.

The attached study report indicates oral administration of the test material resulted
in pharmacotoxic signs including ataxia, body tremors, prostration, decreased limb
tone, and hypoactivity following oral administration of 9500, 10925, 12564, and 14449

' mg/kg of the test material. Decreased righting reflex was observed in the 12564 and

14449 mg/kg groups and convulsions were observed in the 9500, 10925, and 14449 mg/kg
groups. The acute oral LDsy is calculated to be 10.4 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
il Tt t5 discharge any potential liahility under TSCA Section 8(e).

WwIAD & centialr

To our knowledge, this report has not been the subject of a prior submission to _rfA
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 submisgsion
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. Confidentiality 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.

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

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




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

5. Tha exact coupoaition of this mixtute has not appeared in advertising or
promotional literzature, 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. 7his formula provides an important

+ commercial opportunity for a competitor. Knowledges of the exact composition of

’ this mixtute could enable a competitor to duplicate the formula without R&D cost,

: thus providing an unfair compatitive disadvantage to the Procter & Gamble
Company. Developaent 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 significant R&D costs, tlhus 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) 627-55S51.

Sincerely,

{GAMBLE COMPANY

Richard H. Hall, Ph.D.
Manager

Regulatory & Government Affairs
The Procter & Gamble Company




Sodium alkyl ethoxy sulfate
Alkylamine oxide

Fatty acid

Substituted amine
Sodium nitrilotriacetate
Substituted benzene
Substituted stilbene
Sodium Sulfite

Silicone

Fragrance Mixture
Colorant

Water
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191-693 -

'DATE OF SUBMISSION: February 5,
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FEB11 1982
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191-693




International Research & Developmen:t C orporation

STUDY SUMMARY
———— o CTANT

Study No: 191-493 Acute Ora) Toxicity (LDgy Value in Rats)
Sponsor Ref: BTS 2738 Report of a biological testc performed at:

Deviation from ’ During the period: -
Protocol: None November 18, 198] to December 2, 1981
i O the attached protocotl
(Ps ¢ No. C1)
Issue Date: September 1, 1981

Test Substance (Tsin) Color Phvsical Form
P1105

Storage Condition

green liquid To0m temperature

Sponsor’'s Divisiona} Toxicologist: John Yam o .
Charles River Lnbora:ories, Inc.,
) Spngue¢Davley rats

Source and Srraip of Animals Used: Portage,’m

Cohcentration and Amount of

Test Subsrance Dosed: Administered undiluted

and respective volumes: 9500 mg/kg--8.3 ml/kg;
ml/kg; 12564 wg/kg~-11.0 ml/kg and 14449

Ze levels
10925 wg/xg~—9.6
wg/kg--12.7 wml/kg.

Dose — Pbrtal—ity Data:

Number of Desths

Dosage P " Total

Level 4 Mortalities
ng/kg Male TFemale Total
9500 . 1 0/5 s 3/10
10925 T L L 2/5  s/s 7/10
12564 . ; T T ) 2/S  s/s 7/10
14449 A S . 3/5  s/s 8/10

sto (952 Confidence Limits) Combined Male and Femalel: 10.4 (8.5 - 12.3) g/xg

REFERENCE

1. Bliss, C. I., "Tha Determination of ty Curve from Small Numbers”,
Quarrerly Journal Pharm, Pharmacol

P- 192-226, 1938,




International Research and Development Corporation

Besulzs (Cont.)

Major Pharmacotoxic Signs: ’ ' :
The major pharmacocoxic signs observed in al

1 dosage levels were: ataxia,
hypoactivity, prosis - boch eves,

decreased limb rone and body tremors.
Body Weights: No remarkable changes or dif

{erences in body veight were ocoserved during
the study period.

Pathology: There were no test article-relaced macroscopic changes observed during post— |
mortem éxzmination of animals dying on study or sacrificed at the ternination
of the study. All changes observed were cousidered to be agonal or non-
specific in rature. .

i " . : - H / ° . . N
Prepared By: >\ - .-4~.\,/[.\, /[— / /'.1:':_,.- o rm Nl s T
Linda C. vraih, D.V.M., M.5. Dace
Sthff Pathologist

- /-8
- wWard R. Richcer, D.V.M., A.C.V.P. Dace
Director, Pathology Division

91-e93 . U T B ' '
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~echnical Supervisory Staff,
Acute Toxicology and Special Studies:

Paul Moxon, B.S.
Cnit Supervisor

Adalsteinn Dlafsson, B.S.
Group Supervisor

Prepared By: =7 . {/,,‘

nlxe L/. Schmide, B.S.
“Unit Supervisor,
/ Acute Toxicology
and Special Studies

(Qascl it oo

Reviewed By:

Dale . Johnson, Pharm.D., Pb.D. Date
Auocute Director,
Toxicology Division

STUDY DIRECTOR STATEMENT
The methods used in IRDC Study Smber 191-693 foumd the uperxm;nl

criteria specified in the protocol. . -

To the best of my knowledge, there vere mo lxg:u,h:ult devistions from
the Good Laboratory Practice Regulazions which affected the quality or
integrity of this stody. This study vas conducted in conformance with the
Good Laboratory Practice Regulatisns. This report accurately reflects the

rav data obtained during the performance of this study.

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

Ruearcl and Developwent Corporation A.rchxvct. .

Tm . ‘(ver, B.5.
Study Director
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Dey of Deasth

4 < 2 o 3
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Iadividoal

_ Hale Nele | Female
Animal Nuwber 91370 97371 917374 931375 97318 165 93ubd 97464 92461
o v} i 8 hd 5 d B v tor ol B -] —w T—w
"o viswo vlmo yleo wlwo Ulwo MEE view ylwol v {ew v
- @ c Lrdid (=3 - - & - - = L 3 Lo = o = - - £ - - 3 - - [
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Pharmscotoszic Siga a< vla<lavla<jao|a<iav <lavja<laCla<lev|ax Vla<po < o
F
Clear stain around mouth °
Dty red material sround
nose and aouth & [
Hypoactivity a 3 a k]
Ataxia L a 4 ) >
Wet yellow stained
| __snogenital regiom 3 o
'Hnu.«. ios 1 1 oa °
Body trewors a &
Pecressed limb tone b []
Ptosis ~ both eyes 3
High carriage * 1
Prestratioa o 3
Sradypoea Y [
Hypopnea [] 1
Clonic _convulaioas L]
Day of Death 3 3
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Sex Hale Femala Female
Animal Numberv 9136 97368 97372 97316 97380# 974668 91659 9ikll 97473 94674 S
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Pharmacotonic Sige agjavjas<e a< e =X a a a a aga<iev
llzzsxacnniti\m 1o touch a 2 [y 4 2 [
Dietrhea ) 1 v |3 2 ]
Atazisa 3 2 » A - ] a  § < ) . { a [4 a { 3 p)
no stool on papet® 1 2 A L
Hz&mlivny 1 3 v [y a [ - £ 3 3 » [ a i . £ b3 b )
Wel yellow stain
- anogenital region 1 3 B L] __—————-«“
piloerection 1 5 [3 3 T I —
e —
Prosis - both €yes” T T a f s £ a f - t . £ s 14 2 )
Decressed limb tome - L4 b £ a £ b 1 2 2
"
Prostracion » 1 < S a | 1 2

Hypopnes
Body and tail rigid upon towch

pecreasad yighting seflen
Yel Jow stained

npopnlul regiom 4

Bradypess » \
i Body tremors » [{ a [ . £ [ K o}t 1 I
3

| Day of Death A l c —:— l i 1 ‘ < » 2 i
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| Pcosin - both eyes b < - f P { a t [ 1 3 2
Nigh carviage » (3 » e | 2 [ ]
Prostration [ ¢ a 4 » [ 4 » ] | 3 . -
| Bradypnes < [ 4 ] s [ 4 - L] Yy .
. Nypopaea < t 1 *
| Decsessed righting vefien » [ 4 » £ s f 1 2 L
Hypoactivity- s £ 1 3 3 3 - t - 1 4 1
Clear staia sround mouth a 1 a 1 2 o .
:  Acaxis SREANSEENRNY ) s 1t 3 )
Bry red materisl asouad . E -
nose and woulh 1 ) 3 3 2 L]
Yet yellow stained ]
| __saogenital region 1 ) ] 5 2 L]
Dry yellow stained L
ancgenital region & 7 5 1) 2 4 -
- Body tremors a f a [ a [ a { a L ] &
Decreased lind tome » t s £ a f ] 3 s
Lloaic comvulsions a 4 L] 1
-
Dey of Desth 4 < ¢ » < < ] < 3 3
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riios Individual Macrescopic Observet isss
Died o Study, MALKS
Sire .
. ~ OASERVATION 10925 mg/kg 12564 wg/Ng 14449 wy/ng
i -
i ANIMALS EXAMINED 91375, 97379 97372, 97376 97366, 91369,
97381
BRAIN .
‘ ~ Subdural vessels, hyperemic, mcdarste [ 222 0 T - E ’
| INTESTINAL TRACY =~ ) ’
~ Hyperemic, diffuse, mild/moderasta - 37364, 97382
INTESTING ’ R - -
=~ Filled with clear liquid/pink/red/can, wucoid matacinl 97313 97372, 97324 _
- Mucosa, hyperemic, modaisie 93375, 97319 97372, 371376 - .
Lives : . - B ’ : L
i -~ Color, derk 97375 . . - -
) - R o S . oL _ B
~ Comgestiomn, focsl, bilsteral, moderata - R R - - - - . s me - - ”’:))69

STomacs
- Liquid filled, vred/clesr/mized with ingests

NOS/moderate/ savere

YIS "
- congested, slight

~ Clandular mucoea, foci, dark red/hyperomic/hemorrhage,

91372, 9737

7372, 17376

32384

97366, 97369,
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rios - Individasi Kecroecopic Observal ioas
Died on Study, FrmaLES .
$ITE
~ OSSERVATION 9500 mg/hg 10925 mg/hg 17564 wg/hy 14449 ag/ug

ANIMALS DXAMINED

97460, 97465, 97454, 97463,
2.

97468, 97449,

9456, 97437,

97466 hbs, 97467, 621, 97433, 97458, 462,
) - 934722 24674 9470
AMINALS YITHIN MORMAL LiNiTS 97444 -
BRAIN B N
= Vessela iujected, mild - M7
INTESTINAL TRACT ’ - : )
=~ Hyperemic, ]ill-ul—nllifocul, wild/moderate 2247) 92434, 92a58
. ) - ) . 1470
INTEST tag ° - . .
- Materiat filled, ton wuwcoid 2463 h - -
- Mucosa, hyperemic, slight /moderate/severs 92465 93N, 97463 924469, 97473 .
LiveR Tl . -
~ Coagestion, focal, mild oo o - g o - SH36
Luwc : - e T T L -
= Coagest iom, diffuse, bilateral, shigw - - ’." -938%% e .
STONACH - et - _ ) - - 4 " e N -~
= Liquid filled, cleer © 87483 - - 97463, 93424 - -
= Glendular mucosa, hypcnnicllw—nrhqc/dorl red fecl, M
sild/moderste/severe 97460, 97443 7454, 97463, 92468, 97449, 97456, 97437,
Sli64, 27467, 27431, 9740), 97458, 97462,
- - 93472 R ilY1Y ALY 4
Tuvmss : IR - - . ; GRS -
— Coagestica, ef ight/mild .T - - - - 68, 97408, -
. . m = -
— Foci, darh, omall, few . .. .7 - i 2. 1. T “T - - -
- .l L = -
R 7 e - T . - .
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rhiOS ladividual Macroscopic Observat ioas -

Tesminal Sacrifice, MALRS

31T

~ OBSERVATION 9500 mg/hy 10925 wg/kg 17564 mg/ig 14649 mg/kg )

ANIMALS EXAMINED

97364, 97365,
27367, 92373,
7382

97370, %7371,
97374

97343, 97368,

97388

91377, 91318,

ANLMALS W1THIN NORMAL LIMITE

97364, 32343,
97367, 91373,

7370, 91371,
1324

97363, 97348,

97380

97377, %2378

97382
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Individual Macroscepic Observatioms
Terwinal Sacrifice, FemaLgs
81

~ OBSERVAT UM

9500 ag/ig
ANINALS EXAMI NZD
ANIMALS WITHEN MORMAL Liw1Ts - ’

27459, 92461
. 97459, 37463
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QUALITY ASSURANCE STATEMENT

Acute Oral Toxicity (LDgg Value

Studv Title:
Test Article: P1103

An inspection of the protocol for this study vas condocted oo
A randomly sampled phase of the counduct of this

on November 20, 198l. Pindings were reported to
r on January 15, 1982.

Novesber 17, 1981.
study was inspected

mapagement and the Study Directo
wed by the International Research and

Developwment Corporation Quality Assurance Department in accordance
with the United States Food and Drug Administration's Good Laboratory

Practice Regulations of June 20, 1979.

This report has been revie

Approved Aod B T S
- RN

) ’ Sutmitted By:
S - - Barry W. Benson, B.S.
e X Director of Quality Assurance - B
191-693 -

“credence through resesarch™
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INTERNATIONAL RESEARCH AND DEVELOPMENT CORPORATION

PROTOCOL REVISION OR CLARIFICATY i
Protocol Sheer No. 1 Study No. 191-693
Tirle: ACUTE ORAL TOXICITY (LD., VALUE IN RATS) )
ITEM ' , . JUSTIFICATION
1 Study initiarion
2 Clarification of IRDC Quality Assurance procedures -
3 Clarification of submission to Tegulatory ageucy
ITEM ‘ ' PROTOCOL REVISION OR CLAKIFICATION o -
1 Conduct study in accordance with the attached protocol e T .
2 This study is subject to IRDC Qualiry Assurance procedures . -
3 This study will not be submicted to a regulatory agency o ’ .

: Appyd by: 4}_ ‘ Sl
| Sponsor’s Represenrative Date
' Study Director James R. Mver, B.S.

ERd Sign‘ a}:ure Date
. TR90-49-5 ~
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FROTOCOL NO, Y

Apgnsor:

JIasting Facilicy:
(To be filled in dy
Operations Section)

n_: 'T‘-o: s"h-bgnza m
Beascn for Lhoice:

Riet z2>d/or Water
Analvaes Recuired:

Tesat Substance Icentification Nucber (TSIN) #

- Route of Aeainisiration

Acule Qral Toxiciry (1D - Value in Rats)
S

Issue Date: September 1, 1981

Supersedes Issue Dated: September 15, 1980

Prios

Divisional Request Document Number (DRD) od

The Procter & Gamble Cecmpany - i
Cincinnati, Ohio o

Inter;nztional Research and
Developzment Corporavion
Mattawan, Michigan 45071

(To be filled in by
Testing Facility)

To establish the acute oral toxicity and/or the LD 0
value of a test substance iz the rat so that it xna?
compared with core familiar substaaces.

The rat is the animal classizally used due to its szall
size, ready availability, and the large amount of back-
ground data. -

By gavage. :\'his is a xmethod for ada.nistering a xnown
quantity of test substance and has been the route of
choice b.i:torically. -

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

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

Protocol -~ Page 1 of 6
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l’)(] Room temperature

B N N RQTo n 1 A " .
! Texicirty ( Value < 'f

Issue Date: September 1, 1981 ..

Iesr Subatance(s) 3
Descrintion Expiration -

ISIN ¢ Number Color Phyaical Form w—Date o
Pros 137:?729:! &reen I(fZ'—t‘Zd( A/ /=2 A
Storegs Coaditicna:  (Check one) C - =

[ ] Refrigerator

{ ] other

Eazar4s: (Check one) T oL T i
(XJ Nere known. Take ordinary precautions in handling. ! i :
{ 3 As rollows: 3 R &
Special Inatructiony: (Check one) ~ : - LT . ’
D] None R \_’.” ﬁ P i LT :_
{ 1 Aas follows: ~ - ) S - 3

R

A sufficient aumber of rats, Sprague-Dawley (CD), 190-> '
300 grams prefasted welght, 30 that eech test group . R <
will contain five (5) males and five (5) females.. ) -
Follow the approved Standard Operating Procedures of -
the Test Facility. L . - I i
* * - ;
Follow the zpproved Standard Cperating Procedures of :
the Test Facility. g
Follow the approved Stardard Operating Procedures-of ]
the Test Facility. :
X Protocol - Page 2 of § ) b
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© s Ml L Tbart- PROTCCRL NO, €% (Cont'd) -

Acute Cral Toxs~i-y (1D 0 Value in Rats)
5
Issue Date: September 1, 1581 A
Zatizated LD, v2lue of the undiluted te3t auhatacce: 42w o .

(If unksown,”corduct a racge-findicg experizent following the Standard
Operating Procedures of the Test Facility.)

Group Aasignment: Determine prefasted body welzhts and select animals
weighing 150-300 grams for study. .

If the range finding experiment or Sponsor's estimate
indicates the L3., value to be >20 g/kg of test

substance, adminfater a single dose of 20 g/kg to ten

(10) animals (5 Dales and 5 females). If the dose

volume required to administer 20 g/%g exceeds 25 al/kg,

contact the Sponsor's Divisional Toxicologiat for fur-

ther instructions., If the portality of these an:mals

indicates that the LD o value would be >20 z/kz, ’
report an esatl-oated L.Bso value of >20 g/kg. 3

If the range firding experiment indicates an LD 0
value of leas than 20 g/kg, choose four (4) dcsgse
levels, based upon tie range findirg experiment. When

- feasible, chorse dosage levels following a geooetric
progression of t.4. 1f high dose levels require dcse
volumes which exceed 25 ml/kg, contact Sponsor's
Divisional Toxicologist for further instructions. ;
Place ten (10) animals in each group, diviced by sex 3
(5 zales, S females). Assign animals to groupa
following the Standard Operating Procedures of the Test
Facility. -

If Sponsor's estimate indicates an LD,O value of leas
tban 20 g/kg, five (5) dosage levels &3y be used, if
.- gecessary (to better braciket the estimate), in lieu of

- °  running the range finding experiment. i

Dose Presaration: Jeak Groupfs): (Check appropriate box) 3

S

' 0X) Dose test substance undiluted . 3

, - [ 1 Dose a3 a freshly prepared % Curw)
N solution/suspension of test substance in A

[ 1 Dose as a freshly prepared 2 (w/v) P
solution/suspension of test suybstance in :

{ ] Dcse per Spectal Instructions (see page 2)

Lontrol Grauo

4 control group should Ye [ J; should not be X
included in this study. If included, the control y
substancn should be tested 3
concurrently with the test supstance at a dosage kS
level of . =




VOF ST .m0 e 4 am o seaBlres

r

Dose ..._.nax:.r...un"- =14

A »u-,..k‘ee;;(_—-.r: & v'-zu. TiaR A e

1 Tayipgiry ! Valr 4o -

Issue Date: September 1, 1981

{Conz'd); Zeat Groua(a) (Cont'd) -
A concentration analysis of the test substance -
venicle mixture(s) will [ J; will not DXI be -equired.
- If a ccncentration analysis ‘s required:
[ 1 Prepare 3 sufficient quantity of the test
N substance - vehizle mixture(s) so that a portioenm
can be returzed to the Sponsor's Divisional Toxi-
cologist. Store soluticn/mixture at [ ] room
temperature; [ ] refrigerator; [ ] freezer;
{ ] other
- Shigping Ipatructicns
Serd approxizately pml. Send [ ] frozen;
{ ] under ambient conditiocus; [ } other
[ ] Analyze the test substance - vehicle mixture(s)
. for test substance concentration using the
analytical method in Appendix .
Dosing Ipatrussionars 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.®

Ir additiocnal dosagu levels are required to e:tnbliah 3
death-to-dose response that will allow the LD

to be calculated, the Sponsor should be contazged pr‘or
to further work.

Deterzine censity, if required, to calculate dose levels for all test sub-
stances dosed undiluted or soluticns prepared for doains on a weight to weight

(w/w) basis.

Protocol - Page 4 of &
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Qbaervaticrs;

Qotion A
LD;, Only

e

i

Qotion B

0
+ Syzptoma

+ Necropsy

Erotocal Changes

RPNy

R

g% s

{
37
"

ZRQTOCOL NO, €1 “2oprtd)

A2ute Qrat Toxiniry f1p Valye ‘n Pata)
ﬁv

]

1

. od

- ?m:m‘

Issue Date: September 1, 1981

The test 3udbstance, at the coencentration apecified
under "Dosa Prepmtion', will be gavaged following the
Test Facility's Stancard Operating Procedures. Recora
all information necessary to docuszent anizal weights
and volume cf test substance acainistered to esch
animal. .

Irmediately after dosing, return the anizal to a2d

Jihiiun feeding.

Observe all animalys for mortality at frequent intervals
durirg the firat & hours after dosing (at least once
durirg the first 30 oinutes) ard daily therealter for
the rext 14 days. Hecord time of death. On day 1%
discard survivors following the Test Facllity's
Standard Operating Procedures. N
Observe al} animals for mortality and pho-~

SY2piomy at frequent intervala during the first

5% hours after dosing (at least once during the firs:
30 minutes) and daily thereafter for the next 14 cays.
Record al: pharmacotoxic symptoms and time of death.
On day 14 weigh and discard survivers following the
Test Facility's Standardg Operating Procedures.

Cbserve all animals for mortality and

AYDOLC2Y at frezuent intervals during the first

4 Pours after dosing (at least once during the first
30 minutes) and daily thereafter for the next 14 days.
Record all pharmacotoxic symptoms and time of death.

Rerfors a grosa Q2CrTRY on all animals that die follow-

ing the Test Facility's Stapdard Operating Procedures.
On day 14 weigh and perform a £T033 necropsy on the
surviving anizals. Record all findings., Discard

animals followirg the Test Facility's Standard Operat- .

ing Procedures. )

If it becomes necessary to change the approved
protocol, verbal agreezent to make this ctange should
be made between the Study Director and the Sponsor. As
300n as practical, this charge and the reasons for it
should be put in writing and signed by both the Study
Director and the Sponaor's Divisional Tox{cologiat.
This document is then attached to the protocol as an
addendum.

Protocol - Page § of 6




ThE #eDCTER & CAmBLT TOMPANY

S0T0CCL NO, C1 (Cons'd)

Acute Ora) Toyseies (1D 0 Value 3 Rata)

Iasue Date:

September 1, 1981

Renort: Report dates of study initiation and terzination.
Report individual dose levels, body weights, mortality,

pharsacotcxic signs, ETS3SS recro
vhere appropriate. Report the LD

confidence limits of the teat

v3Y resulis, etc.,

value and 95%

ikl.ance preferably

calculated by the Probit Methcd® by the use of the
couputer pregram BLISS179%%, Other calgulatien methods
may be used. The method used should be specified in
the final report. This report shall conforam ts al)’
requiremects outlined ia Section 58.185, Sudpart J,
Good Laboratory Practices Aegulations,

-

Sponsor: \¥4 M M

Pivisional Ioﬁicologizt

Date ipproved by Spensor's Divisional Toxicologiat, 10’/“(/1'/
Proposed Starting Date: 11/18/81 )
)
Defined as day of dosing )
)
’ ?
JTo be completed
Defined as day of last observation )by the Test
) JFacility
) .
Study Director: QM ;i . M—-—‘\-‘*‘ . ) -
]James R. Myer, B.S. <D ) T
Date: November 2, 1981 - y ~3
- - ) ~
Study Cost: )y - .

*D. J. Finmey, Probit Analysis, 3rd Ed., Cambridge Univ. Press 19771,

Pp. 50-50.

**Fortran versiom of BLISS1T program, written by D. J. Fipney.

Protocol -~ Page § of §
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