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The Procter & Gamble Companyp a ; NA Regulatory & Technical RelationsP&G One Procter & Gamble Plaza (C-6)
Cincinnati, OH 45202
www. pg. corn

U.S. EPA
Office of Pollution Prevention and Toxics C
Document Control Office (7407M)
1200 Pennsylvania Ave., NW T"
Washington, DC 20460
Attn: TSCA Declassification Coordinator

Re: Declassifi!cation Activity-Health and Safety Filing
8EHQ-0892-1 0109 (EPA DCN 88920008410)

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Any CBI substantiation which appears in the original submission is no longer applicable as the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

Sincerely,

THE PROCTfER & AMBLE COMPANY

Julie roeliche
NA Regulatr & Technical Relations Manager
The Procter & Gamble Company
One Procter & Gamble Plaza
Cincinnati, OH 45202
(513) 983-253111111111I
froelicher.im @pci.com 1 12
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Attachment 1

Public Display Version

Chemical Identity CAS RN

Benzenesulfonic acid, mono-Cl 0-1 4-alkyl derivatives, 69669-44-9
sodium salts

Benzenesulfonic acid, 4-methyl-, potassium salt 16106-44-8

Fatty acids, 08-18 and C1 8-unsatd. 67701-05-7

Ethanol, 2-butoxy- 111-76-2

Potassium pyrophosphate

Sodium carbonate

Sodium bicarbonate

Water

8EHQ-0892- 10109 Page 2 of 2
EPA DCN 889200084 10
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Public Display Copy
August 24, 1992

Document Processing Center (TS-790)
of fice of Toxic Substances 0B4Q-9L- 10(09, (NiT
Environmental Protection Agency
401 M St. S.W. 9 9 10 6 1Washington,.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 # 8ECAP-0003. This report discharges our
Company obl~wation 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 K0216.01 is a confidential mixture.
The composition of the mixture is appended as Attachment 1. The report is titled
mAcute Oral Toxicity Study in Albino Rats with 1(0216.01w. Any correspondence relating
to this submission should reference study 9 1079-25736.

The attached study report indicates a necropsy finding of kidney nephrosis following
oral administration of 2.6, 3.6, 5.0, 7.0, and 9.8 g/kg of the test material.
Nephrosis occurred in a dose-related manner, with greater incidence in higher dose
groups. The acute oral LD60 was determined to be 6.114 g/kg. Nephrosis is an expected
eftect following high dos oral administration of phosphates.

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 the provisions of TSCA.

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

1. Confidentiality of the chemical constituents and their percentages should be
maintained indefinitely. There are no nians for this information to be otherwise
disclosed, and this technology has sign~ iicant comrcial 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.



4. Measures for protection of the compositional information include Oneed to know"
internal restriction vithin 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.

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. This formula provides an important
coimmercial opportunity for a coMpetitor. Knowledge of the exact composition of
this mixture could enable a competitor to duplicate the formula without R&D cost,
thus providing an unfair competitive disadvantage to the Procter & Gamble
Company. Development of this formula required many technically trained
personnel, hundreds of hours of research and development, and significant capital
investment valued in aggregate at .Any competitor
would normally 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, thus doing substantial harm to our
competitive position.

7. The information we have identified as confidential is not health or safety data.

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

Sincerely,

H, CER AND GI MBLE COMPANY

Richard H. Hall, Ph.D.
Manager
Regulatory 4 Government Affairs
The Procter & Gamble Company



Attachmnt I

Public Display Copy

Sodium alkyl benzene sulforiate

Substituted benzene

Potassium pyrophosphate

Sodium carbonate

Sodium bicarbonate

Fatty acid

Substituted alcohol

water
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* Procter & Gamble
Acute Oral. Toaieity

Acute Oral T6xcitv Stu&d in Albino Rats with KCO216s81

A sample detified aS K0216.01 receivedj from ThePreeadGabeCmn,
Cincinnati, Ohio for the Purpose of conducting acute rocter atuds Gamlase otny
cotining a Clear liquid "as received an May 11, 19181 The tes matera n cotin
cabihedt- .4 g am was stored at rOM temperature, in a locked test .eonpount

caie.A test mterial stability statemen~t was not Provided by, the sponsor.
ThObjective o hssuywstodtrieteL

The Iecive of hisstu y wa to detrmie t e L 50  of 'be test material followinga *ngle dse to albino rats. Study Authorization was ecived from The Procter andGaml Re a c Co ao ra yories; 191. This study was conducted at the Cincinnati f miiitesfof Wthee ah int atio at e Jc This report presents the results of that investigation,fro th intitio daeMay 12, 1981, to the termination date May 27. 1981.Proeedurft

Extermen~Animal=:
-Young adult a&bino rats of the Sprague Dawley CD strain were employed as; test-afiimas' on May 8, 1981, the rats; were received from aln nd s ie a dis ec d fogu ee a ~ h a d s i a i i y a test anim als. T he an im als w ere rando m l y l c d i

rat e e * a gesm l s f r t u i g a c m u e g en erated list of rando m n u m b ers. E achrat as exe4 weighed and ear tagged according to individual animal number and eachcage bore that numbe~r. The rats were individually housed in wire-bottomed cages:
suffe ded a bovebi t hepig Purina Certified Rodent Chow, 5002 and water wereofferedxadptbituringxthe 

24 hour period immeditely prior to oral intubation-'when0 food was withh~eld. Approximately I hour af ter dosing, food was offered.
T h e ~ a t s w e r q u r a n i n e a n a c l i m t e d t o l a b o r a t o r y c o n d i t i o n s f o r 4 d a y s p r i o r t ~oirkitiation -of the study. Animals were Observed twice dal uigthe quarantine period.On the last day Of the quarantine period (i.e. the day prior to initiation of exposure to thetes maeril) ixgroups cons-isting of ten rats 5 males and 5 females) was selected fromthe animal- shipment and used forthsud.Aiasrcveintsshpetwe

obseOrved to have intermittent loose feces, th eiet veiin wais copnttern
stated the anlimals were sutable test subj~cts Records kept durin h urnieprosubstantiate this. Body weights were measuredi and they rge from 200 ato n 48 r od

rage -rm201- 4gas
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%qL-81236
Procter & Gamble 7

Acute Oral Toxicity

-EXneriMentAl Desig
This study utilized five do~se levels and a treated control with ten rats (5 males and 5

females) per level. The treated control group animals were dosed with distilled water.

Actual Dose Dose
GruNumber Amount Level

mi/kg gk
I (Treated Control)* 5.05 0.0
2 2.38 2.6
3 3.19 3.6
4 4.42 .5.0 --

5 6.19 7.0
6 8.62 9.8

I ml Of test material weighed approximately 1.13 g.
Distilled water, W-2-, Lot 716781, Fisher Scientific- Company, Fairlawn, New Jersey

Test- Material Aduminislration-
knividtia1 dose armounts were calculated by using fasted body weights (Day 0, Ideans

Males = 209.73, FUmaleg = 200.90) taken- pror to dosing. The undiluted'test material was -

measured in a- Plastic disposeble syringe and administered directly into the rat's stomach
Vsing a rubber catheter andtubing adapter.
Body Weights-

All ayiials; selected for the study were weighed on days -1, 0, 6 and 1-4 and final body
*eights were taken- on those animals found dead.
Observations and Mortality:.

All -animals were observed -closelAi for gross signs of systemic toxicity and mortality
at frequent in-tryals during the day of dosing and at least twice daily 'thereafter for a
tbtAl of 1I- days. Room conditions, as well as availability of adequate food and water,
were checked and any noteworthy conditions recorded.

!I5c22p
All animals were sacrificed by carbon dioxide inhalation and a gross necropsy was

performed on the- visceral and thdracid cavities. A histopathologic examination was
conducted on the liver and kidney of the surviving animals.
Cal cula tion- LD 50

--The WIL computer program based on the techniques of Litchfield and Wilcoxona were -

used to calculate the LD5 0

5Litchfield, J. 1. and F. Wilcoxon, "A Simplified Method of Evaluation of Dose-Effect
Experiments", J. Pharzn. and Exp. Ther., 99-113 (1949).

-2-
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WUL-81236
Procter & Gamble
Acute Oral To,icity

Results:

Body Weight Change Dt

Individual body weights and means are presented in Table 1. Mean body changes of
the test groups appeared not to be statistically significan when compared to the treated

9.8 g/k9 Reactions were fitst observed 1/2 hour after dosing and consisted of

inactivity, loose feces with fecal stains and salivation. From 1 howr on

reactions cqnsisted of tremors, inactivity, lethargy. prostration, cool to touch,
blue eAtemijies, and rapid and/or irregular respiration with lacrlmatlon
(females only) and blood in urine (females only). Three males were found dead

* 3-6 hours after dosing and the remaining survivors were found deacton day 1.
7.0 g/g Reactions were first observed 1/2 hour after dosing and consisted of salivation

and ataxia (1/10). From 2 hours wn, reactions consisted of tremors (5 bours),

inactivity, lethargy, atAxia, prostration, cool to touch, rapid and/or irregular

respiraim4~ congestion and blood in urine. One female was found deed 6 hours

after dosing and three females on day I and one male on day 2. All survivors
appeared normal by day 3-with the exception of three males with intermittent

loose fqces. Signs observed .ort days 1-2 for the survivors consisted of lethargy,
ataxia, inactivity, dehydration, cool to touch, loose feces with fecal stains,

blood in urine and decreased defecation.

5.0 glkg Reactigns were first observed 1/2 hour after dosing and consisted of salivation

and inactivity (1/10) and lethargy (1/10). Additional reactions were obset-ved

4-5 hours after dosing. and consisted of inactivity, lethargy, labored respiration
(1110) and blood around vaginal area. Deaths occurred in 4 animals during days -

1 -5. AUl survivors appeared normal by day 5 with the exception of intermit-

tent loose feces in three animals. Signs observed on days 1-4 for the survivors

eoilsisted of loose feces with fecal stains and decreased defecation.--
3.6 g/kg Reaction!s were first observed 1/2 hour after dosing and consisted. of -

salivation. An additional reaction was observed 5 hours after dosing and

Consisted of blood around'vaginal area. No deaths occurred at this dose level.

All animals appeared normal by day 3 with the exception of intermittent loose

feces in 6 animals. Signs olzserved on days 1-2 consisted of loose feces with
fecal stains, decreased defecation and severe bloody feces (IF).



Procter &Gamble
Acute Oral Toxicity

2.6- g/kg Reactions were first observed 1/2 hour after dosing and consisted of salivation~
(/).An additional reaction was observed 5 hours after dosing and consisted

of blood arud vaginal area. NO deaths occurred at this dose leveL All
anmas' ~ ared ntirmal by day t' with the exception of- intermittent loose

feces in 5 an-imals. Signis observed on days 1-2 consisted of loose feces with
fecal stains, congestion (IM), decreased defeeajion and blood in urine (IF)-.
One female (260) had a litter of pups on, day 13, as parturition time Is
approximately 21 days the animal became pregnant before it was received at
WIL Research facilities.

0.0 g/kg Loose feces were observed in animals% at this dlose level itritnl
- throughout the 14 day observation period. Onifmle(2 erhdm ittentlf

Pups on day 13, as parturition time is approximately 21 days, the animal
became pregntant before it Peetived was received at WI]. Research facilities.

Mortality is Presented in Table 2..

EXAmination of' the thoracic And visceral cavities of the test animals at neerops bythe'pathologist revealed the following findings. Thegrsanhsoatogifndg or
the liver and kidney are presented in Appendix A.
0,0 g/kg Right kidney slightly pitted (.23SAM).

No6 significant gross pathologic findigl (all other):
2-6-glkg. Dark red-rown material in. hindstomach, red material in intestines (259F).

No significant gross pathologic findings (all others).
3-6 g/kg No significant gross Pathologic findings (a1n).
5.0 gfkg Gastrintestia hemorrhage, renal congestion with blood i h rnr

bladder (278F).inthuray

Urinar ) Lladder co~ntained bloo, diffuse gastrointestinal hemorrhage.(277F).
Postmortem autolyis (229M5 and 279F).
No signif icanigrossj pa thologic: findings (all others).

7.0 g/icg. Diffuse. gastrointestinal hemorrhage; markced renal congestion and. -bladder
markedly contracted and filled with a bloody fluid (27 IF, 272F and 273F).
Hemorrhage of the hind and for~estomach and in:testinal tract (242M).
Dark red-brown foci in the hindstomxch, fOrestlonach appeared thickened
(233M and 253M).

Gastrontestia hemorrhage (269F).
No significant gross pathologic findings (all others).

- . . . .* , . - - - .. - . . . .
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Procter & Gamble
Acute Oral Toxicity

9-8 g/kCg !indstomaeh dark red, stomach distended with ped-orange. fluid itestine
reddened and congested aind contained. mucoid materia (281M. 282M4 and
283M.).

*Stomach dark red, intestines reddened and congested, blood vessels distended
with red-giOd water fluid, urinary bladder contained dark red-brown fluid
(280M, 284M and all females).

Calculation of L
-- From the data presented the LD5 of H0216.61 is 7.1,37 g/kg of body weight (9&%

* confidence limits 5.193.:- 9.809) and a slope of 1.29. (95% confidence limits 1.06 - 1.57 for
males and 5.237 g/kg, (95% confidencq limits 3.888 7 7.054) and a slope of 1.27, (9S%
confidence limits 1.07 - 1.51) for females and 6.114 glkg, (95% confidence limits 54.22 -
7.297) and a slope of 1.33, (95% confidence limits 1.18 - 1.50) for both sexes.

When K0216.01 was administered orally at five dose levels each containing 10 rats (5
males and 5 females) signs of systemic toxicity were observed at all dose levels,
increasinig in incidence and severity with dose amount-. Reactions ranged from inactivity,
lethargy, salivation to at-axia, prostration, labored and/or irregular respiration, body cool
t~b, touch, tremors And blood in urine. No systemic reactions were obseve in the control
animals. Mean body weight changes of the test groups appeared not to be statistically-
signifcn compared to the. treated control group.

* Deaths ocetirK-d at the 5.. (4/20), 74.(5/l0) and 9.8 (10/10) g/kg dose levels. Gross
* pathologic examination revealed diffuse gastrointestinal hemorrhage with urinary bladder

filled with a biboIIy fluid. Hisitpathologic examinatton revealed nephrosis in kidneys of
the sur'viving test animals.

Fr'om the data presented in the report the LD of K0216.01 is 6.114 g/kg for both50
sexes. I

Yvette Technician Date~

hMarty Criswell, Technician D-a-te
A- 

-7-14-E I
Arln eryI11 , 11 S .5 cton HedDate

Dale A- Mayhew, Ph. D., Director Dater

Ifarty Criswell is no longer employed at WIL Research Laboratories.
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Procter & Gamble
Acute Oral Toxicity

Acute Oral Toxicity Study in Albino Rats with K(0216.01

Table 2 - Mortality

Time of Death (Hours) . Total
Dose Group Sex 0 3 6 12' 24 48 96 120 Died/Tested

0. ae 0 0 G 0 /

Fe8Male 0 0 B 0 0 0 0 0 0/5
2Fmale 0 0 0 0 0 0 0 0 0/5

Fe6Male 0 0 0 0 0 0 0 0 0/5

3.6 Male 0 0 0 0 0 0 a a 0/5
Feamle 0 Q 0 1 0. 0 0 0 0/5

5.0 Male 0 0 0 0 0 0 0 2 1/S
Female 0. 0 a 0 1 1 .. 1 0 3S

7.0 Male 0 0 0 0 0 1 0 0 115
Female 0 0 2 0 3 0 0 0 415

9.8 Male 0 2 1 0 2 0 0 0 5/5
Female.0 0 '0 0 5 0 0 0 5/5

-12-
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WIL-1236
Procter & Gamble
Acute Oral Toxicity

Acute Oral'Toxicity Study in Albino Rats with 1K0216.01

QualityI Am trnce Unit Statement
Dates of Date(s) Findings Reported to

Inspection(g) Manazement and StudV Director

May 12, 1981 May 14,2981
*May 26, 1961 June 11, 1981

July- 9 1981 July 13, 211,

July 13, 1981 July 13, 1981
AUi phases. of the abovre study wrere-inspected in accordange with the Good Liaboratory

Pratic rgultinstheStnda~dOpeating Procedures of WIL Research laboritories,
Inc. and the* sPOnsor's Protocol. To the best of the sigiator's knowledge there were noSignifieant deviations from the Gbod Laboratory Practice regulation whic affce te
quality or integrity of- the study. Quality Assurance findings, derived from the inspect-
ion(s) during the conduct of the study and from the inspection of the final report, ame
docurnetted and have been made available to the.study director and to the test facility
management.

The raw data and a copy of the final, repbrt will be kept in the archives at WIL Re- 4
search Laboratories, Ine.

Ralph- Anderson, 8.5.
Manager..qualityAsturance Unit

-1n-
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Dr,. D. A. Mayhew. Study Director

FROM: F. W. SiglerW, 1.V.M., Pathologist

DATE: Junhe 24, 1981

SUBJCT:Pathology- Report for study No. WIL 81238

L M!hOdIlg-,

The necropsy and issue prcsii were conducted according to WIL SOft

II. Results (Liver and Kidneys onIYY

Animal Ptooia id

No. a Sem~ Level ahogclFnii

231 M 0.0 Liver
Throughout, the centrolobulflr hepatocytes either

have oval, clear cytoplasmic vacuolelS of acidophilict

homogeou * ae'a of varying. size. This intra-
cytoplasmic material displaces the nora yo

plasmic RNA material to the periphery of the cell.

238 M 6.0 NSCO(1

*239 M . 0.0 Liver Same as 2 3 7 M'

-.
240M 0.0 LvrSome-as i 3 7 'M

254 M' 0.0 Liver -Simnilar to 257 M4

255 F 010 Liver
iiiia hpatocytic, cytcplasmaec ruicermacuoles

256 F - 0.0 NSCO

257 F MO0 NSCO

264P 0.0 NSCO

265SF - 010 NSCO

S Represents Gross and HistopatholooY

(1) Ngo sgnficanft changes observed
17
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Memorandum
Dr. Dale A. Mayhew

APPENDIX A
Animal

o.&SeMx Dose Level Pathological Findings

2S9 F 2.6 NSCO

230 M 2.6 Liver
9Thjffar to 237 U

231 M 2.8 Liver

SiMila- to 23? U

234 U 2.6 Liver
91 milar to237 M-

i35 M 2A Liver-
SimilAr to 237 M

236 U 2.6 Liver
i~ilar to 237 M

260 F 2.6 Kidney
Throughout the cortex of both idneys, the proximal
convoljited tubules are'lined by hyperebromatie,

- basophilic epithelium. These. tubules contain intra-
lurninal ca~ts, which are either cellular, (composed
of neerotie debris) aceflular dull, gblden hernoglobin,
neutrophils, or blood. The intersitium.in these areas
are infiltrated by lymphocytes and theie are a few
hernosiderjn-Iaden macrophages present. These
changes are *consistent with an endogenous nephro-
sis.

Z61 F 2.6 NSCO

262 F 2.6 NSCO

263 F 2.6 MSCO

241 M 3.6 Liver
Siilar to 237 M

243 M 3.6 Liver
Sim'la to 237 M

244 M1 3.6 Liver
Similar to 237 Pd

249 11 3,6 Liver
Simiar to 237 M1

-2-



WIL riJLls
M1emorandum APNI
Dr. Dale A. Mayhiew APNI

Animal Ptooia id~
No. & Sex Dose Ley PtoogclFidi

ISO ULiver
Sm.-Ur to 237 M
Kidnevs
Yocal cortical tubulet are dilated, eontuning. aeed'
Ruler, easinophilic hyalinized casts, indicative Of aft-
early glomerulonephro6si.

252 F 306 Kidney -Same as 260 M

258F 3.6 NSCO

2" F (3: j) KidatySimnilar to 260M

267TF Kidne- Similar to 260 M

268 F 3.6 NSCO

245 M 5.0 Liver - Similar to 237 U

24611 5.0 Liver - Similar to 2.37 U

247 M 5.0 Liver - Similar to 237 M
KinySimilar to 260 M I/

248M 5.0 Liver -Similar to 237U

275SF &.0 Kidny - Similar to260 M

-*276 F 5.0 Kidney - Similar to 260 M .

232 M 7.0 Liver - Similar to 237 M

233 M 7.0 Kidney Similar to 2 60 M

251 M, 7.0 . NSCO

253M- 7.0 NSCO

270 F 7.0 KinySameas 
2 6 0 M /

-3-



Dr. Dale A. Mayhew APPENDIX A

An 'uuW hepatic alietiation was found iii the males of all dose groups ji~ncg
the controls, the incidence was as follow.-

ebos Group (g/kz No. and SO lpeidence/Sea'

0.0 5 M,5 F 4/5 M's, 1/5 F's
2.S 5 M. 5F S/S Ms, 0/5 F's

.65 M. 5F S/S , 0/5 '
5.0 4 M,2F 4/4 M'si0/2F'
7.0 4 M, IF 1/4 Ms, 0/1 F'

77ii5 hepatic alteration consisted of mild to marked. centkolobular eytoplasmie
vacuolization or acidophilc degeneration. Zimmerman, Ita (Hepetotoxicity.
Applenton-Century--Crofts, N.Y. 1978. pp-S9-64) considers eytoplasinie vacuc-
Iizatibn at steatesisi, while Bruni, C()(Lab. Invest- Vol 9, 1960. pp*209-:215)
considers acidophic degeneration as hyalin degeneration.
Concurrently,.according to Banniascb, P. ()(Rat Hepatic Neoplasia, Newberne, P.
and Butler, W. editors. MIT Press. Cambridge, Mass., 1978. p-67) stealosis an
cytoplasmnic acidophilia (acidophili degeneration) are cytotoxic alterations which
ZimmermaP)states' are the. result of a number of drugs and other chemicals
Thus .since these hepatic alterations were found in the control animals, (they may
well represent evidence of prior treatment by the animal supplier), t4~ arq not'
considered induced by th~s test material.
However, a~eng"i itephrvsis was found'ift all tr-eatment groups, but not the
controLs. Accerding to Casey, H. et-el. (The Urinary System, In. Pathology of
Laboratory Animals. Benirschke, K., Garner, F. & Jlones, T. Editors. Springer-
Yerlag. N.Y. 1978. pp.14S-149) this represents changes from toxic substances. Thus
this is most probably test material related.

The acute oral administration of either 2.6, 3.6, 5.0, and 7.0 g/kg produces; a
nephr~osis inthose aitimals surviving-the 14 day post treatment period,

'Pathblogist

FWS~pf

. - -. . . . . . . . ..-4 -..



t..t #CCU L AM*~I jeu~te Oral i~t

Issue Date: StPte--ber 15. 19.80

Supersedes Issue Dated: January I, 198

Tes Sus ane detificatiofl Number- (MSIN) *Kv216.oi

Divs40S] equstDocumnt gumter (DRD) 0 C-STR-97

The Pro;_ter & Gamble COWpanY
Cincinnati. Ohio

Study -MI e

xeiZ±.)jX~l1 iiIM Resach Laboratories. Inc (To-be filled in b7

(TO be f ilecd i~n by 3154 Exon Avenue- Teoting Facility)

*Operations Section) Cincinnati. Ohio 45241

TO establish teL value Of a test susanei

uthrat~' beta i 7k compared wi-th more famniliar

The rat is the animal lsiclY sedutoits small

size. ready availjkbility, and the large amOunt Of back

LtA~g~ ~ . By gav-We . This is a&ehdfrawIitr3
Quinti.Y of test Substa)c*- and hsbs h.ruta

eboice historically.-

hzal.I-y'ier.A m omdn (no - Iao n contaminants expected whxich wiould

interfere wlith this Study)

i2&if~j~fld: £1 records that w~ould be required to recontruct the

- study and de~onztrate adherence to prOtOcol.

Protocol -page I of 6



A-uIt e 0-2!1 Toxicrity(L0VleIRas

Issue Date: Septeaber 15, 1980

*DRD Descrlntion .Expiration

colo thnia Zj Date

KDZIC.Ot CA-STR-97 - Clear, water Liquid S/1/82
white

At2A Cpnd.t±2na-: (Check cw

CX] Rom. texperature, C 3 Ufrigez-gtor E 3 Freezer
O ther

* flj~L~:(Check o)

CX) None knois. Take. olldinarr precaiztl6ns Uw handling.

C3As follows:

* nr.J~Forfty (40) rats. Sprague-Dauley (cearean-dervied),
20 males and-20 fvmwales, 190-300 grams pref~sted
weight. Additi-onal animals will be required if more
than. four groups are requested. (See pp. 3 and 4.)
Fewer animals3 will' be required if only a single group
in requesttd (See P. 3.)

Inral rAM Follow- thle approved Standard Operating Procedures of
the Test Fatility.

Enptraleltal

Follois the approved Standard Operating Procedures of.
- - the Test Facility.

Identi firsti nn: Follow the approved Standard Operating Procedures of
the Test Facility.

Protocol -Page Z of 6



!bop VOLKCff L C CLV F. ': C1 (rmnt 'd)

- - &,L;*- 0-F- To-~igit (WD.02Wju. in aala

Issue ])at*: September 15, 1980

'g-tiate L250 valur _U xgiI ilu~t .Ita. Tutstance ... Eki

(If unknown, conduc~t a range-finding experiment foll.owing the Standard
Operating Procedures of the Test Facility.)

GpunDetermine prefazsted body weights and select animals
weighing 190-300 grams for study.

If the range finding experiment or' Sponsor' a estimate
iidiCates the- Acute Oral Toxicity/LD value to be
>20 g/kg of test Aubsfance, adminitu a single dose or
20. g/kg to ten (10) animals (5 sales and 5 females).
It the dose volume- required to administer 20 g/kg
exceeds 25 ni/kg. contact the Sponsor's Divisional Toxi-
cologist for Ni-tber Instructions. If the mortality of
these animals indicates that the LD value wioud be
>20 g/Ie, report an esftae LMD. ;lie'ot N20 g/kg.

50

If the rtae finding experiment or Sponsor's estimate
indicates an LD value of less than 20 g/kg, choose
four (4) dosage eV-el3, based upon the estimated LD
value and/or range finding experiment. When fea"IbR2 ,
chopse dosage levels fol ILsing a geometric progressioni
of 1.4. If high dose levels require dose volume3.hIch
exceed, 25 mI/kg, contact Sponsor's Divisional Toxicolo-
gist for further instrUctionst. Place ten (10) anIMals
in each group, divided by sex (5 Sales, 5 females).
Assign anim*ls to groups following the Standard- Operat-
ing. Procedukres of the Test Facility.

II Pr-Zaln jtlGron): (Check appropriate box)

[XI Dose test, substance undiluted
C]Dose As a ... ~(W/i) solution/suspensioaU

of test substance in___________

E I Dose as A __..% .(ti/V) solution/34spe=3icon
of test substance ina___________

( 3 ose per Specisa Instruction!s (see page. 2)

A control group should be [X]; should not be [ I
Included in this study. If included, the control
substance distfl ed water 3hould be tested
concurrently with the test substance at a dosage
level of 5- ft/kc

Protocol -Page 3 of 6
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T it POOClIR & AOL1 C0.-1 N9~'t ''. C1 tC--.t'dl

16-21P Or-1 17rji'ty- (2 Vlpi a~

Issue Date: September 15. 1980

A concentration Salaly3siS Of the test substance -

vehicle mixtw-r(aYiii3 willwi not [xi be required.

If a doncentration analysis i3 required:

[JPrepare a sufficient quantity of the test
substance - vehicle mixture(# so that a portion
can be returned to the Sponsor's DIVisioa TOzi-'
cologist.

Send approximnately ------ 4. Send E I frozen;
( lnder amkbient conditions; [Iother _

(3Analyze- the test substance - vehicle mixture(a)
for test substance concentration using the
analytilcal method in Appendix

DblZnr Igstruct±.gnn: Deprive the animaL s of food for 18-20. bour3 before
adiinlsering tho test substance-. Determine fasted
body weight-s. Calculate the dose for each an imal
according to fasted body wieight, to give the specified
quantities of test substance per unit Or body. veibt.0

More than four dosage levels may be required to
- establish~ a death-to-dose respon3V that will allow the

-LD value to be calculated. (Note: If the data
ge~rated -from four dosage levels do Dot lend the*-
selves to statistical analysis by the Test Facility's
Standard Operating Procedures, the Sponsor should be 7
contacted prior to further experimental work.) --

ermine specific gravity. values, if required, to calculate dose leVels--3
for all test bubstaiices dosed undiluted or solutions prepared ror do.sing
on weight to weight (viw) basis.

Protocol. Page 4 of 6 -



l oo -* 
O 4 J. C-M~ 

- . . ' *. - . . *A - -=

s'7 Issu Dae.etmbr1.1

D-AnstIn-4trrt.on

1Mgnde "D034i~ Prpkato" willS~ beAM gaae intoC the(C~it

Stnad prtngP*eU. Recor all 
-Lfrut

subsetaate:aSeptesbered5, each Animal,

. N T me d ate lt u a ft e d o st g t e t r c oe a i m a t A ter . ,
IuIndetr- foe eng. l ii egvae nt

wteiah ond tisae sunvmal following the Test Faity'

IaStandard operating Procedures. cr ~~ nomto

nnlo E I Observe all animals for mortality Atd requent Xirvl

drg-tert1hours, after doming (at least once drn h is

d3ig0 e is 0 minutes) and daily thereafter forthnet1das

the ext a dha.-Xi syetorad time of death.y1

ada14weigh and discard surivivors following theFi-

Tet aiity's Standard Operating Procedures.

Qn jr E 3 Observie all animals for mortality A~nd nhaL Acnyoyj
nvS.ntZ.S.C t frequent intervals during th first

Condct hstoptholgic hours after dosing (at least once during the first

examnaton f lverand 30 minutes) and daily thereafter for the next 14 days.

kidny (oe Oe saple er ecord all pharmacotoxic symptogs and time of death.

surviing nimal incudin daypr A Aejg and-c discard si-ors th i follow

cc~ntrols. Fasuilitto b Standard Operating Procedures.

in thU bsre allt aialis rmraiy~ .hz4~

kidey(oted veal sitn O aylwihen perfr aeor gr parotoi y oss an time o deth.

11. days of sacrifice. surviving animals. Record all findings. Dis~t~rd

animals following the Test Facility's Standard Operat- -
IMg Procedures3.

Prtoa Lj=:l It it becomes necessay tQ change the approved
-protocol, verbal agreement to make this, change should

be made between the~ Study Director and the Sj onsor. As

soon as practical, this change and the reasons for It

should be put in writ-ing and signed by both the Study

Director and the Sponsor's Divisional Toxicologist.

This oocumceft is then attached to the protocol as an

addendum. 
-1. ....
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1.( ofCut' A-btE CG,.1.'.V !;n C, (Cent _ _ _)

Aruite Or-%1 Tcx- 1cty (L! tf

Issue Date: September 15, 1980

k~rA:Report dates of study initiation and termination-.
Report all data regarding dose preparation, individual
jiose level, body Wieights. mortality. pharmacotaxic
signs , gross necroP3y results, etc., where appropriate.
Report the LD r value and 95% confidence limits of
the J&_ ,tbtn. preferably calculated by the Probit
Method* by the use of the coeputer program BLISS1700.
Other calculAtion methods may be used. The method used'
Should be sPeCified in the final report. This report
shall conform to all requirements outlined in Section-
58.185, Sub art J, Good Laboratory Practices
Regulations.

Sponsor:. ~ .4A-Cf, 1"~~~
Divisional ToxicQoiot, J. lavicoli-

Date Approved by Sponsor'& Divisional Toxicologi~t 5/11/81

(Final Report Available))
)To be copleted
)by the Test

Study Director: IN"~-~~)Fclt

D~ate:-

S tudy cost:- fA 30. Ll; tvs ' SeX 0 6n/ b

*D. J7. Finney. Probit Analysis, 3rd Ed., Cimbridge Uiii. Plexs "1,
pp. 50-90.

*'1Fortran version of BLISS 17 program, written by D, J. Finney,

Protoc ol -Page 6 of 6
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