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Re: Declassification Activity-Health and Safety Filing
8EHQ-0892-10104 (EPA DCN 88920008405) P

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Any CBI substantiation which appears in the original submission is no longer applicable as the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

N

Ju roelichier

NA Regulatory & Technical Relations Manager
The Procter & Gamble Company

One Procter & Gamble Plaza

Cincinnati, OH 45202

(51 3) 983-.2531
fioelcher.m@pg.com A O A

EPA DCN 88920008405



Attachment 1

Public Display Version

The Public Display version contains no page for formula mixture P1928. None is provided here.

The mixture identified as P1906 is:

Chemical Identity

Benzenesulfonic acid, Cl0-16-alkyl derivatives

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

Alcohols, Cl2-13, ethoxylated
Fatty acids, C8-18 and CI8-unsatd.
1,2,3-Propanetricarboxylicacid, 2-hydroxy-

Glycine, N,N-bis[2-[bis(carboxymethyl)amino]ethyl]-,
pentasodium salt

Benzenesulfonic acid, 2,2'-(1,2-ethenediyl)bis[5[[
4-[(2-hydroxyethyl)methylamino]-6-(phenylamino)1,3,5-
triazin-2-yllJamino]-, disodium salt

Benzenesulfonic acid, 2,2'-(1,2-ethenediyl)bis[5][
1,4-dihydro-4-0x0-6-(phenylamino)-1,3,5-triazin2-
yl]-amino]-, disodium salt

Formic acid, calcium salt

1,2-Ethanediamine, N-(2-aminoethyl)-N'-[2-[(2aminoethyl)
aminoJethyl]-, polymer with methyloxirane and oxirane

Subtilisin

Amylase

Ethanol,. 2-amino-
1,2-Propanediol

Ethanol

Fragrance Mixture

Boric acid

8EHQ-0892-10104
EPA DCN 88920008405

CAS RN

68584-22-5

68585-34-2

66455-14-9
67701-05-7
77-92-9

140-01-2

13863-31-5

1264-32-0

544-17-2

68815-65-6

9014-01-1

900-92-4

Page 2 of 5




Attachment 1 (continued)

Public Display Version

The mixture identified as P1907 is:

Chemical Identity

CAS RN

Dodecanediperoxoic acid
Benzenesulfonic acid, C10-16-alkyl derivatives

2,6-Pyridinedicarboxylic acid

Sulfuric acid magnesium salt (1:1)

Sulfuric acid disodium salt

Water

8EHQ-0892-10104
EPA DCN 88920008405

66280-55-5
68584-22-5

499-83-2

Page 30of 5



Attachment 1 (continued)

Public Display Version

The mixture identified as P1472 is:

Chemical Identity

Benzenesulfonic acid, C10-16-alkyl derivatives

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

Alcohols, C12-13, ethoxylated
Fatty acids, C12-18

Glycine, N,N-bis[2-[bis(carboxymethyl)amino]ethyl]-,
pentasodium salt

1-Dodecanaminium, N,N,N-trimethyl-, chloride

[,2-Ethanediamine, N-(2-aminoethyl)-N'-[2-[(2aminoethyl)
amino]ethyl]-, polymer with methyloxirane and oxirane

Benzenesulfonic acid, 2,2'-(1,2-ethenediyl)bis[S]
[4- [ (2-hydr'oxyethyl) methylamino] -6- (phenylamino)l,
3,5-triazin-2-ylJamino]-, disodium salt

Benzenesulfonic acid~ 2,2'-(1,2~ethenediyl)bis[
S-[[l,4-dihydro-4-oxo-6-(phenylamino)-I,3,Striazin-
2-ylJamino]-, disodium salt

Formic acid, sodium salt
Calcium chloride
2-Anthracenesulfonic acid, 4,4'-[(1-methylethylidene)

bis(4,I-phenyleneimino)]bis[1-amino9,10-
dihydro-9,10-dioxo-, disodium salt

CAS RN

8EHQ-0892-10104
EPA DCN 88920008405

68584-22-5

68585-34-2

66455-14-9
67701-01-3

140-01-2

112-00-5

68815-65-6

13863-31-5

1264-32-0

141-53-7
10043-52-4

6471-01-8

_/
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Attachment 1 (continued)
Public Display Version
P (e )
Chemical Identity
[,2,3-Propanetricarboxylic acid, 2-hydroxy-
Ethanol
Water
1,2-Propanediol
Ethanol, 2-amino-
Ethanol, 2,2' ,2"-nitrilotris-
Sodium hydroxide
Potassium hydroxide

Fragrance Mixture

8EHQ-0892-10104
EPA DCN 88920008405

CAS BN

Page 5of 5
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Pubiic Display Copy
August 24, 1992

Document Processing Center (TS5-790)
Office of Toxic Substances
Environmental Protection Agency

401 M St. S.W. 88920002405

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 # S8ECAP-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 materials identified in the attached report as P1906, P1907, P1928 and P1472 are
confidential mixtures. Their compositions are appended as Attachment 1. The report is
titled "Acute Percutaneous Toxicity”. Any correspondence relating to this submission
should reference study # 1314-31925,

This submission provides data on the effects of 2 ml/kg of the test materials to
rabbits when administered percutaneously for 24 hours under occlusion. Each of the
test materials caused marked dermal responses including erythema and edema.
Adninistration of P1906 resulted in the death of 5/12 animals, and 8/12 animals
(including all animals which died on test) showed signs of fatty livers at necropsy.
Administration of P1928, P1472, or a mixture of P1928 + P1907, (mixtures similar to
P1906) resulted in no deaths and fatty livers in 2/18 animals. Subsequent testing of
similar mixtures has failed to confirm the finding of fatty livers

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 percentage composition of this mixture is
claime. 1s confidential business 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 plans for this information to be otherwise
disclosed, and this technology has significant commercial value.

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

ZEHQ- T2-/010% INIT"



3.

4.

7.

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.

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. BEmployees
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 harm 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 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.

The inform 'ion 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,

/ PRC)C’X‘ERg MMCOMPANY
\Cw\&

Richard H. Hall, Ph.D.

Manager

Regulatory & Government Affairs
The Procter & Gamble Company
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Attachment I

The mi identified P190€ is;:

Alkyl benzene sulfonic acid
Sodium alkyl ethoxy sulfate
Alkyl ethoxylate

Fatty acid

Citric acid

Substituted amine

Monc ethanol amine
Propylene glycol

Ethanol

Substituted stilbene
Fragrance

Boric Acid

Calcium salt

Substituted amine

Enzyne

Public Display Copy
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Attachment I (cont.)

T3 . id ified Pl472 is:
Alkyl benzene sulfonic acad
Sodium alkyl ethoxy sulfate
Alkyl ethoxylate

Fatty acid

Citric acid

Substituted amine

Alkyl trimethyl ammonium chloride
Ethancl

Water

Substituted amine

Propylene glycol

Mono ethancl amine

Tri ethanol amine

Sodium hydroxide

Potassium hydroxide

Fragrance

Substituted stilbene

Sodium salt

Calcium salt

Colorant

Public Display Copy
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THE PROCTER & GAMELE COMPANY
Miami Valley Laboratories
P.0. Box 29175
Cincinnati, Ohio A5247

L

ACUTE PERCUTANEOUS TCXICITY

J o

B85-0005
BTS 2200

P1906
P1207
P1272
i P1928

" .._.L._.A.,:‘.&A

May 17, 1985
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The .lowing study was reviewed by the Quality Assurance Unit:

LABORATORY: The Procter & Gambdle Company
BTF -~ Miami Valley Laboratories
P.0. Box 39175
Cincinnati{, Ohio 45287

STUDY NUMBER: B85-000S

DIVISIONAL REQUEST DOCUMENT: BTS 3200

TSIN: P1906, P1907, P1472, P1928

TYPE OF STUDY: Acute Percutaneous Toxicity

PORTION(S) COF DATE(S) OF DATE(S) FINDINGS
STUDY REVIEWED: REVIEWED BY: REVIEW: REPORTED TO STUDY DIRECTOR:
Gross Necropsy N.E. Gilman 1/31/85 1/731/85

The protocol was reviewed for compliance to the GLP regulations.

Significant audit findings (if any) were reported to the Study Director and
Facility Management immediately. All audit findings are reported to Management
on a periodic basis.

The final study report was reviewed for inaccuracies and procedural
compliance. The results reflect the raw data of the study.

/
NE Qlman: \gAO 5/17/85

Quality Assurance Ysit Coordinator

CINCINNATE OMIQ 435247
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B85-0005
Page 1

SUMVADY SND CONCLUSIONS

Test subatance P190€ produced death in S of 6 snimals within 2-8 days of
treatzent. The test site skin reactions on these animals were relatively
severe, however, they were not judged to be of a severity which would result in
the anicals’ death. Repeat dosing with this test substance did mot produce _

deat® azong any of the animals treated; although, cliniczl signs indicated that
the animals were adversely affected by the treatment. The skin reactions were.
relatively severe on these animals. T

Tes* substarce P1907 alore, test substance P1028 alone, and a comdination of
these test sutstances produced relatively severe dermal responses on all
animals. Trazrsient signs of anorexia were observed for 4 of 5 animals treated
with P1928 alone. There were no other gross signs of systemic toxicity or
deaths cbserved for animels receiving these treataents.

Test cubstance P1972 produced severe test site irritation on all animals plus,
in ? of & anime2ls, transient signs of sncrexta. There were no other gross
sigrs ctserved following treatment with this test substance.

Post mortem examination of the S animals that died prematurely following
adoin‘stration of test substance P190€ revealed severe dorsz] treatment area
skin erythema, and a possible systemic effect (fatty livers). A probable cause
for the cremature dezthr could, however, not be determined. The remaining 1906-
treated animal and all P1907-treated animals were necropsied according to
schedule, and 2]lthough dorsal treatment area skin 2lterations consistent with
~hcse ~eported in the final in-life observations were present in each animal,
theve wrs ne evidence of any other alterations. Tre significance of fatty
2lteraticns in livers of animals that died prematurely could not be determined
within *he confines of this study.

Twenty-four 2n‘mals that received undilute test substance P190&, PI472, or
P1328  or a mixture of 1 volume P1907 in 5.5 volumes P192% were sacrificed
aczording to schedule, and dorsal treatment area skin alteretions consistent
with those reported in the final in-life observations were present in each
animal. Grose exzrination also revealed cooparable liver alterations inm P1906,
P1472, and P1928-treated arnimals 3s well as a lung lesion in one P190f~treated
animal. Fach of these 2lteratiors was uncomeon to acute percutaneous toxicity
studles, and wz2s therefore considered freatment-related., However, factors
responz'ble fcr these tissue alterations could not bde determined within
confines of the present study.

CPJECTTVES AND BACKGPOUND

The ourpose of this studvy was to determine skin irritancy, potential gross
systemic and lethal effects prcduced by P1906, P1907, PI742, P1928 and a
zixture of 19C7 and P1028 when each was 2pplied to the backs of rabbits st a
dose level of 2 ml/kg.

.o
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J NUMPBERS: BTS 2200
STUDY NUMBER: B85-0005
NOTERPOOR NUMEER: YE-727J
IN-LIFE STARTING -
1 CCMPLETTION DATES: 1/10/85 ~ 2/19/8%
3 MATFRTALS AND METHQODS (PPCTOCCL ANT' AVENIWENT B TTACWED)
TFST SUBSTANCE
IDENTTFICATION: P1906, P1907, P1h72, P1928
CONCENTRATION OF TEST
SUPSTANCF TESTED: P190€&, P1907, P1R72, 2197B.Undilute; 1 part test
substance Pi%07 to 5.5 parts test substance P1928
TEST SUBSTANCE STORAGE
4 CONDITION: Roor temperature and hwwicdity
3
i “ONTROL SUBSTANCE: N/R
4
ANPLYSTS OF TEST
SUBSTARCE/CARRIER
ST XTURE: N/&A, See Protsco]l DNige
;
E TEST_SYSTEM
SPECTES, STRATN AND SOURCE
CF ANTVMALS: Rabbit, New ?ealand Aldbino,
i Razleton Pesearch Animala
INITTAL AN™AL WEIGHRT RANGE: 2281-3269
ANTMAL RESTPATINT: Farness or collar
4

STUDY TDENTTFICATION

STUDY DIRECTOR: G. A. Nixon

DTVISIONAL TOXTCOLOGIST: K. W. Miller

SPONSQORING DIVISION: Packaged Soap & Detergent
TESTING FACTLTITY: The Procter & GCamble Compeny

Miami Valley Laboratories
Riological Testing Facility

DIVISTONAL REQUEST DOCUMENT

B25.0005
Page 2
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GRCUP AFND TREATMENT:

KUMBER 0F ANIMALS

GROUP MALE FEMALE TREATMEMT

1 3621,8639 8640 84599,8606,54619 P1906, undilute, 2 ml/kg,
{Intact skin)

2 4617,8682, 8628 X501 ,8603,4611 P1907, undilute, 2 ml/kg
{Intzct skin)

k] 4787,2782,3806 5815,5818,4829 P1906, undilute, 2 ml/kg
{Intact skin)

5 5792, 4799,4804 8811,8817,8816 P1272 undulute, 2 ml/kg
(Intact skin)

5 k797 ,8200,4810 2812,4219,2826 P1928, undilute, 2 ml/kg
(Intact skin)

6 1801,4802, 4805 3825 %827,4828 P1907 & P1928, 1 part/S.5
parts, 2 »l/kg (Intact Skin)

IN-LTFE

The study w=s condudted according to the attached protoccl a2nd amendment.
There were no koown deviations.

Five animals were found dead on Janvary 12 apd 14, 1085 and postmortem
exazinations were performed on these animals on January 14, 1985 by
P. ¥. Long, D.V.V., of tre Pathology fection.

Scheduled postmortem examinations were performed on seven animals on Janvary
24, 1485,

Pcstmorten exzminations were performed on 24 2dditional animals on February 19,
1998, a3 per protocol smendments #1-2. The following pathology personnel were
in a2ttendance 2t the 1/24/3%5 and 2/19/8% sacriftces.

R. L. Xanerva Pathologist Designate

W. ¥. Wyder Necropsy Coordinator

D. M. Barmett ?rosector

F. P. Lefever Prcsector (2/19/85 only)

No tissues were taken at any sacrifice fcr histologic processing,

Gl ST,
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B85-0005
Page %

RESULTS AND DTSCUSSTOR

IN-LJFF:

Grevo ' (P10n£) - The abdonminal halr of all animals was molist when the
wrappings we~e removed following the 24 hour exposure period. The test
sutstance oroduced severe erythema (6 of 6) and slight (2 of 6) to

moderate (2 of 6) edema, slight (3 of 6), moderate (1 of 6) and severe (1 of 6)
atonfa. Hemorrhagic areas involving 25-50% of treatment area were observed {n
2 of 6 test sites. Beginning on day 1, signs of anorexia (all animals) and
gereral sorbidity (2 2nimzls) were cbserved. By days 2-4, S of 6 animals had
died. At the conclusion of the study, eschar and exfoliation were evident on
the test site skin of the surviving animal. Rody weight loss was 2130 noted
for this animal.

Group 2 (P1907) - This test substance produced severe erythema and moderate
edens on all sites following the 24 hour exposure. Severe atonia was noted on
each test site during the observation period. Eschzr (Day 7) leading to
exfoliation (Day @) developed on the sites which persisted for the duration of
the study on a'l animals. The test site skin of 4 of 6 anima2ls revealed a
high sheen and denuded appearance on the final 1-2 days of observation.

Group 2 (P100€) - The test sites of »nimals treated with P100€ displayed
moderate (! of 6) to severe (5 of 6) erythema, moderate (4 of 6) to severe (2
of £) edeza, slight (4 of F) to moderate (2 of 6) atonia, marked (5 of 6)
desquaration and slight (3 of 6) to moderate (2 of 6) to marked (1 of 6)
fissuring. Sschar and exfoliation were obs=erved on al)l sites beginning on day
7. Skin responses persisted at the conclusion of the study, however, overall
irr{tation »24 decreased.

Upon removal! of the wrapping a2fter the 2% hour exposure, the abdominal area of
all six animals apoeared wet. By the seventh day, the abdominal area and hind
legs of all € 2nimals displayved one or mc~e of the following: stripping of
hair, skin appeared raw with scratch marks and/or bite marks, scabs, thickened
skin and several bemorrhagic sress,

On day -3, 211 anfwmals showed sfgns of anorex!a, ¥ animals appeared lethargic
and 2 animals displayed labored breathing. Two animals continued to show signs
of arorexia fcr 6-7 days. One female showed a terminal body weight loss (78
grams) while all other animals gained weight.

Group Y (P1472) - Test sites of animals treated with P1U72 exhibited severe (6
of §) erythera, moderate (€ of 6) edema, slight (6 of 6) atonia, moderate (1 of
6) to marked ‘% of 6) descuamation 2nd slight (4 of 6) to noderate (2 of 6)
fissuring. Eschar (6 of 6) and exfoliation (¥ of 6) were also observed. Skin
sffeocts persisted throughout the 14 day period. Two rabbits displayed areas
of thickered skin in the abdominal area on day 6 which persisted for 3-6 days.
Zeginring on day 3, ? znimals showed signs of anorexia which persisted for 1-2
days. All anizals showed a weight gain.

Group 5 (P1028) - The test sites of animals treated with P1928 displayad
moderate (U4 of €) to severe (2 of 6) erythezma, moderate (6 of 6) edema, slight
(5 of 6) to rocderate (1 of 6) atonia, moderate (6 of £) desquaration and slight
fA of ) fissu-ing. Eschar (5 of 6) and exfoliation (1 of 6) were also
obse~ved. Skin effects, while appearing less severe on day 13, persisted
throughout the observation period. Prior to eschar formation, two rabdbits
exhibited numerous superficial herorrhagic areas 0.5 cm or smaller in diameter.

Beginning on Zay 2, 4 animals showed signs of anorexia. This condition
persisted for 1-2 days. 211 animals gained weight; however, one animal gained

only 19 grams during the observation period.

- —
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Sroup 6 {(P1907, P1928) -~ The test sites of animals treated with a mixture of
test ssbstance P1307 (1 part) and P1928 (5.5 parts) displayed severe (6 of §)
erythe=a, soderate (4 of 6) to severe (2 of 6) edeza, slight (6 of 6) atonia,
moderate (5 of 6) desguamation and slight (S of 6) to moderate () of 6)
fissaring. Eschar (3 of 6) and exfoliation (2 of 6) were also observed. Skin
effects persisted throughout the observation period; however, overall respouses
“ere less severe at the cooclusion of the study. Beginning on day 3, 3 animals
showed signs of anorexia. This condition persisted for a 1-2 day period. All
animals showed a weight gain.

Individual animal body weights for all animals are summarized in In-Life
Table 1. Individual animal skin and health observation sheets are attached.
(In-Life Appendix 1,2).

ANATOMIC PATHOLOGY

Five of 6 animals from Group 1 died prematurely. Postmortem examination of
each of these animals revealed severe dorsal treatment area skin erythema,
little or no food in the stomach, and evidence of a fatty change in the liver.
Evidence of pulmonary congestion was also observed in two animals, and was
considered tne probable cause of death of one of these animals. A probable
cadse of death could not be deterained for the other four animals that died
prematurely. (Pathology Appendix 1).

The remaining animal from Group 1 and all animals from Group 2 were
necropsied according to scheduie, Gross examination of each of these animals
revea.ed dorsal treatment area skin alterations consistent in degree and nature
<ith the final in-life observations. No evidence of any other treatment-
related alterations were observed. The significance of the fatty alteration
observed in livers of all Group 1 treated animals that died prematqrely could
ndt 3¢ deterzined within the confines of this sfudy. -~
All 24 of the animals in Groups 3-6 were sacririced according to schedule, and
had dorsal treatment area skin lesions consistent in degree and nature with the
final in-life observations. 1In addition, 3 of 6 anizals from Sroup 3 had liver
lesions characterized by multiple, scattered, yellowlsh-white YTocl observed on
7_external an Surfaces, Up incision these lesions appeared to —
represent foci of caseous 3 “1al walled off by connective tissue. Lesions
wer® 3Ian gFO¥Sly VISTULE IN WM& Telt Jung Of ONE Grodp 3 aaizal. The lung
lesion was characterized by the presence € Wl s ard dodales
visidle on external and cut surfaces. Liver alterations consistent with those
imrGroup 3 anisal3 wWere also observed in 1 of 6 from Groups 4 and 6. One of
the remaining S animals 1{n Group 4 and 1 of the 6 animals in Group 5 had
consolidation in the apical lodes of their lungs.

The liver lesions and lung lesions observed in some animals are not commonly--
S538rved—at the-conelusion of acute-perewtanecus—tuxteily studies, suggesting
tHese lesions are, in the present study, freatzent related. However, their
tvivIogical significance cannot be deterwmined-withrtrm the confines of the present
study.

L7 S /%/ L

Study Digector Pathologist = Pathologist Designate
T T e S g T 3 T P T~ W™
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In-Life Table 1

B85-0005
INDTYIDUAL ANTMAL BODY WETGHTS
GP  TSIN ANTMAL 4/ SEY TNTTIAL (g) FTFAL (g) CHANGE (g)
1 P1306 2619 F 3092 3072 -20
’ uego F 2787 L
4606 F 2801 )
4621 ™ 2981 .
5629 M 2828 .
a6Lo M 2091 s
{ 2 P1907 1591 F 3269 7N 362
k ug02 F 2956 2267 3
4611 F 2997 3249 252
ug37 M 2995 2162 168
u6u2 M 3092 3265 173
i 462t M 2924 3177 252
1 3 P1006 u81s F 2525 2676 151
ue18 F 2265 2612 2u8
4829 2 2805 2727 -78
: 4787 M 270% 2852 147
: 4788 M 2842 2091 249
4806 M 2566 2821 255
u P1872 PEER F 2L82 2706 264
1 ygt2 F 2664 2952 288
] 4816 F 2847 3200 353
3 4792 M 2477 2596 119
4799 M 2810 3066 256
ugoY M 2767 3169 102
1
1 S F1928 Bg812 F 2801 2139 238
ag1g F 2cus 2564 19
] w826 F 2281 2676 295
§707 M 2590 2908 u08
: 1800 M 2618 2739 121
4810 1 2208 2690 295
6 P1907 & 1825 F 2577 2912 3236
{ p1o28 uR27 F 2964 2152 188
4828 F 2674 2913 239
1 1801 1% 2719 2002 3Tk
1 4802 ¥ 2355 2577 222
i 4205 M 2U64 2750 286
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. Pathology Appendix 1-1 .
HERS (093¢
ANIMAL HEALTH EVALUATION PEPORT N _
FCRIBUND OR -ZAD ANIMALS Bt ooy
Date:/ il §y Study Director: Y /A .o Anteal Re, #:__.° 77

Division: / 74 Jo¢. Joasr
— - Yi

. ‘,,7 g .- 4 »
Spec!ea:((}?ﬂ«f Supplier: &ﬁEZZM Animal 07{}/72_ Sex: F

Body Weight: - Time: 0.5 " Moribund: Dead:
Disposition of Carcass: Placed in Formalin : Placed in bag in cocler.i/_'

L7

Symptoms Observed: 1, rov -

b
[-1a-§>
22 - P
Study Directors/Technicisn Signature [’ Aridos P siawti Date /-/Y/- s
NECROPSY REPORT
Method of Euthanasis: A A .
L4
Exssnguination: Yes Lung Perfusion: Yes ‘/ . .

Gross Recropsy Comments: @ [,Q‘“ ﬁ f{jW / ‘JQ_ @ ﬁr/«[@({ . /

//"',/ - Lot ,2«4211/1 %&/ﬁjz / Zﬁ‘gn,«v Z.jm/-w el

//t/yl/(lﬂ/\/ ot I,I'/,Z{.«(
7 7 4

See Other Side

KHistopath Specimens According to Protocol: Yes No Other

1. 3. 5. 7.

2. L 6. 8.
Additional Specimens Diagnostic Tests

1.

2.

3.

Gross Necropsy Diagnosis: Cw-/ Md&uﬂ J(A ,aaLw
ar /[ /ﬂ-&/pﬂ W"-’ W%

/ -
Veterinsrian //%L Datel (s lecorder. M’é/ pate/ /¥ 63

Revised 7/23/84 P4

Ny
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Pathology Appendix 1-2

HERY pefd.0¥ 3¢
ANIMAL MEALTH EVALUATION PEPCRT _
FCRIZJND 0P DEAD AKIMALS BI 5. Coe,
. 4 . . L
pate: ='U/-0 7 study Director: 12 7', /mv Animal Ra, #: 7

Dtvision:ﬁi(/\/dg Jeesr
va 7

-2 . - ,J'
Sp-ecies;'.&f,-/-zf Supplier: ‘/‘—%)/x’z/ Antral ¢ L2 1 Sex: s
Body Weight:™ Time: ¢ /S, = Moribund: Dead:

Disposition of Carcass: Placed in Formalin : Placed in bag in cooler -~

Symptoms Observed: Jircye /e M it 1-79-35

b4
Study Directors/Technician Signature .U—wm« ‘E/ﬂr«/’L Date /-//- £ >’

- -~ .

MEZROPSY REPORT

Method of Euthanasia: Ve =

Exsanguination: Yes Lung Perfusion'g . No 7
(7% -4

Gross Necropsy ComntQéc, 744, /A 3//;.»'4,( f/’ J %75,,./
by i, D T I LT L Ll e

Lo s Kl

!

See Other Side

Histopath Specimens According to Protocol: Yes No Other
1, 3. S. 7.
2. A, 6. 8.
Additional Specimens Diagnostic Tests
1. .
2. -

3.

Cross Necropsy Diagnosis: Cawf_ﬂ_-/a@ii/ Ca—uﬂy.-\}{/k p(,{f;«»z’/
e /m-—'-o/ov\ et LAt il

Veterinarisn /77 %/}V Datel:ﬁi{ Recorder: [3 /) Date/ /¥~
o /Q—@é_—_

Revised 7/2378%




e - ~ v

ot 0 araiConaniibh e i

PR eT

PUTTTYN T DT ey

ey

b

- Y

> ...
) Pathology Appendix 1-3
HERS MOV 3
ANIMAL MEALTH EVALUATION PEPORT _ .
FORTEUND OR DEAD ANIMALS YRR
Dete: // §3 Study Director: .o W D Lim Animal Ra, f: ~’// 7

Diviston: y:z(,(d.;,.z, {sap

) "7 M
Species: ./Ja’ a/ Supplier: Z’L:r‘c':,j—:“s , Animal # ‘!Z‘)"/ Sex: /31
Body Wefght: - Time: 7 /¢ /2 Moribdbund: Dead: —~

Disposition of Carcass: Placed in Formalin ; Placed in bag in cooler_o -

. - . coT
Symptoms Observed: wove o *“*ﬁ%ﬁuﬁ@ﬁ,.; P RN AL L 5

Study Directors/Technician Signature o @'/-c‘(z Dete /- -1y

- .

MEZROPSY REPORT
Method of Euthanasia: A/

Exsanguination: Yes No '/ Lung Perfusion: Yes

Gross Necropsy Comsents: @5«)& éq 639 ,‘uué C /fﬂqjjc&c faﬁ/
Qé,«c QiU Jw]ﬁa«(@ QMJMA ff,fﬂﬂ{/% Z,(.Lﬂ
St a7l f/ Jo Fomd Afﬂ«z fm//mmm Ct"‘-ﬁiaz""*

See Other Side

Histopath Specimens According to Protocol: Yes_ Mo Other
1. 3. S. 1.
2. 8, 6. 8.
Additional Specimens Diagnostic Tests
1.
2.
3. \
Gross Necropsy Diagnosis: Z/V\UL‘—-M ZMM\-C‘M&;W Oa"‘;@thrv\ -
AL . 0D

Veterinar{an M\Z Datel-f§- J{Recorder.ﬂ(/////é(/ Date /—//’b,

Revised 7/23/84
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Pathology Appendix 16"

HERS Re S/-CcPTC
— ANIMAL HEALTH EVALUATION REPOPT -
®CORIBUND OR DEAD ANIMALS BES VI
Date:/-/Y- 37 Study Director: ."‘/J 2/ Mw«/ Animal Rm, ¢: C’,,-7

Division: I/Z([d,q,_ J&df

Species: -Z '//’/;/ Suppl!er:_Z%L_ Animal # ‘/ét’é Ser: {

Body Vefght: -~ Time: /0, /4t Moridbund: Dead: .~

Disposition of Carcass: Placed in Formalin ; Placed in bag in cooler__;/'

Symptoms Observed: &AMW 711#""&»4\—“(7 | Znapfnt .é{/««A
7

Sosih Dol 11955

Study Directors/Technician S!gmture&yljl[w \ Date/~/V-py~

- e,

¥ECROPSY REPORT
Method of Euthanasia: A A

txsanguination: Yes ¥o / lung Perfusion: Yes
Gross ,Necropsy Comments: 8«/5; #ob .ﬁr“/ o ﬁfa"%/m

/OéJﬂ T Lot Gty MQ %"4‘% 4}:2 44’1@/0/.4«14
T e A Lol Tl /MZ‘/«

See Other Side
Histopath Specimens According to Protocol: Yes o Other
1. 3. S. 7.
2. 5, 6. 8. .

Additional Specimens Diagnostic Tests .-

“

2.

3. - ] ‘
Gross Necropsy Diagnosis: 6/;142 ?/;MM/M/% ﬁéfa;\»a/
Veterinarfan é&% wfeeorderwﬂw p.g./’//ij

Revised 7/23/84 P ug,q\)'.n#
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Pathology Appendix 1-5
HERY e iy 09 3¢
ANIMAL HEALTH EVALUATION PEPORT B ~
FORTETND OR DEAD AKIMALS - BSD - 200
Date:/ /-7  Study Director: 2 -7 7/ag<w= Animal Rm, #: ../ 7

Diviston: /2(‘(117#/&«;/* )

/

pec!es ,{lf// Supplier: "ﬁ..,jé,é[-r/ _  Antmal ll/[' ‘/0 Sex: M
P4

Body \lelght: - Time: ¢, ¢ - 4 Moribund: Dead: “

—a Y

Disposition of Carcass: Placed in Formalin : Placed in bag in cooler £

Symptoms Observed: Frwpeuid sLovwd fond /-/F -5

7
Study Directors/Technician Signature Aﬂﬁeqw_ Date /,/yrj)’

- -

MECROPSY REPORT
Method of Euthanasis: _ A/ 4
Exsanguination: Tes v Lung Perfusion: Yes /

67“23’ Necropsy Coments'@go 1-7 Véy(," ,Mg (ﬂ a/am

Loslewed b - preset_so] Brce O Lo oo Tl @ i,
/piﬁ Lew

See Other Side

Histopath Specimens According to Protocol: Yes Ko Other

1. 3. S. 7.

2. _ 1. 6. 8.
Additional Specimens Diagnostic Tests

1.

2.

3.

Cross Necropsy Diagnosis: ﬂ& /MC»—\-L/ 'Vj(
Wém M,QM.

Veterinarian % Date‘"“r( Recorder: @ Vé/ﬂ/(/ Dnte/’)'/’lb’

Revised 7/23784
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THE PeOCTER & Camdit COMPanY

PRCTOCCL MC. €10

Acute Percutaneous Toxicity

Issue Date: May ), 1984
Supersedes Issue Dated: June 15, 1983

Test Substance Identification Number (ISINY ¢ P 90 o~J Pi%o2

Divisional Request Document Number (DRD) # BTS - 3200

Sponsor: The Procter & Gamble Company
; Cincinnati, Ohio
Testing Fecility: I::e i?n:,ct”er & Gamt‘:le Comzany Study ¢ 4335- Qoos
(To be filled in by c;:c'?r: :eé Laboraiories - BTF (To be filled in by
Operations Section) nat, OH 45247 Testing Facility)
] rs
3 Lady 7stchl #VE137T
1 Purpose: To determine the skin irritancy of a test substance

and its potentiel gross systemic and lethal effects when
applied to the skin.

Justificetion for
Selection of Test

System: Historicelly, the New Zesland elbino raddit has been
4 the animal of choice due to the large amount of back-
i ground information on this species.
1
Route of Administrastion
1 of Test Substance and
1 Rezson for Choice: Place on clipped sres of skin under occlusive
dressing. Historical. Based on Draize
} procedure,
3

Diet and/or Water
Anelyses Required: None (no known contaminsnts expected which would
interfere with this study)

Records to be -
Mainteined: All records thet would de required to reconstruct the
study and demonstrate acherence to protocol.

Protocol - Page 1 of €
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Tt PROCTER § CAmBLE COMPANY

PRCTOCOL KO. C10 (Cont'd)

Acute Percutaneous Toxicity

Issue Dete: May 1, 1984

Test Substance(s)

DRD Description Expiration
IS ¢ Number Color Prysical Form Dete
Plaot BTS- 310 Vellow Liguid Tudefiaite
Bis- .
P o7 1$-3100 wk\h:, opague L:’“;g with 1/1[(:
Storage Conditions: (Check one) Suspendel Solds
{X] Room tempersture [ ) Refrigerator [ ) Freezer

[ ] Other

Hazards: (Check one)
[ ) None known. Take ordinary precautions in handling.
I[X) As follows: PY9oC - f°3‘:5’c shen 4 Q’e veritend

P19y~ possible severe skim awlepe irrifont
Special Instructions; (Check one)

X None
[ ] As follows:

Animals: Each test group will consist of six (6) New Zealand
slbino rabdbits (3 males and 3 females) weighing
2.0-3.5 kg.

Animal Care

and Diet: Follow the approved Standard Opersting Procedures of

the Test Facility. (Acclimstion period must be 2
minimum of seven (7) days.)

Environmental .

Conditions: Follow the approved Standard Operating Procedures of
the Test Facility.

Anime}

Tdertification: Follow the approved Standard Cpersting Procedures of

the Test Fscility,

Protocol -~ Page 2 of 6
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TmE PROCTER 4 GamBLE COmPanY

PRCTOCOL MO, C10 (Cont'd)

Acute Percutanecous Toxicity

Issue Dete: May 1, 1984

Site Preparation: Clip an ares on the back of esch animal from shoulder
to rump, approximately 15 cm vide, with » 3m2ll animel
clipper. The skin of all anim2ls is left intact.

Dose Prepzration: Test Group(s) (Check sppropriate bores)

) Dose undiluted as follows: DNJ 2 miskg, [ )2 g/kg

{ ) Dose as a freshly prepared 3 (w/w) solution/
suspension as follows: [ J 2 miskg, [ )2 g/kg
Vehicle:
1
E f 1 Dose ss » freshly prepared $ (w/v) solution/
i suspension as follows: [ Y2 mi/kg, [ ) 2 g/kg
‘? Vehicle:

[ ) Dose per Speciel Instructions (See page 2)

Aoly

™

Control Group

A control group should bde [ J; should not be [ﬁ
included in this study. If included, the control
substance should be tested concurrently with the
test substance st 8 dosage level of

e

ey .

Siote

A concentration snalysis of the test substance -
vehicle pixture(s) will { J; will not DYJ be required.

PV

If a concentrastion analysis 1is requiredrs

j [ ) Prepare 3 sufficient quantity of the test

substance - vehicle zixture(s) so that a portion

1 can be returred to the Sponsor's Divisionel Toxi- Q
cologist, Store solution/mixture at [ ] room
tezperature; [ ] refrigerator; { ] freezer;
[ ] other

Shipping Instructions

[ Send approximately ml. Send { ] frozen;
[ ) under amblent conditions; [ ) other

{ [ ] Analyze the test sudstance - vehicle mixture(s)
3 for test substance concentration using the
analytical method in Appendix

Protocol ~ Pege 3 of 6

[N




\ o e e SeSrh aih agad * o)

o el g

& Tet PROCTER & Camstt COmPANTY

jowe

Dosing Instructions:

TR -

Laam a0
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T

-

Observetions:

ORI YU PRy

Necropsy:

el

Protocol Cranges:

L aial aaa )

i it bt i

Optior.xs H

b

PROTOCOL RO. €10 (Cont'd)

Acute Percutasnecus Toxfcity

Issue Dete:

Spresd the test substance over the clipped srea.

May 1, 1984

Cover

vith » layer of B-ply gsuze, rudder dam and several
wvrappings of 2-inch Elestoplast tape or equivilent

vrapping raterisl. Restrajin the
from removing the wreppings.
stances ere placed directly onto
containing the dry test materisl

" of rubber dam and wrapping tape.

his back over the test substance
wrapping tape around the trunk.

anipsl to prevent it

Dry or powdered sub- N

the gauze. The gauze

is placed upon a lsyer

Place the animel on

and secure the

Repeat this procedure <

for the remaining snimals.
{ ] See Cptions on page &

After 22 hours, remove the anizzl from restrziners,
uncover the test sites, remove the test substance with
wvet disposadle geuze, paper towel, or egquivalent,
Observe daily for next 18 days for signs of skin irrite-
tion using the sttached scale (ippendix 1). Observe
twvice daily for mortality following the Test Facility's
Steandard Operating Procedures. There should be st

least 3 hours between odservations, or the maximum
possidble elapsed time on weekends of holidzys. On the
t4th dsy, count, weigh, and sscrifice the surviving 9
snimals.

Necropsy snimals that died or were sacrificed during
study and examine grossly for any abnormalities.
Perform the necropsy following the Test Facility's
Standard Operating Procedures., Record all gross
necropsy findings.

(Y] See Options on page S

If 4t becomes necessary to change the approved

protocol, verbal agreement to make this change should

be zade between the Study Director and the Sponsor. As

soon as practical, this chenge and the reasens for it

should be put in writing snd signed by both the Study

Director snd the Sponsor's Divisional Toxicologist.

This documert is then attached to the protocol as an 3
sddendum. .

{ } Abrade the skin of eales and
fexales to make » total of snimals/group
(including abraded and intact skin). Abrade
sccording to the Test Facility's Standard Opersting
Procedure 30 as to peneirate the horny layer of :
the epidermis without causing bleeding. 3

Protocol - Page A of §




TR PROCTER & CGamELlL COMMNY PP oL KO C1e (Cont'd)

Acute Percutancous Toxicity

Issue Dete: May 1, 1984

Options (Cont'd): ("] Perform a gross necropsy on all animals surviving
at the conclusion of the li.day observation perio
sccording to the Test Facility's Standard Operati
Procedures., Record all gross necropsy findings.

FORIP J g

Report: Report should include how study was conducted, dites o
study initiation end termination, and the individual
animal observations including desths, if any, degree o
skin irritation as » function of time, dody weights,
signs of gross systemic effects snd necropsy observe-
tions. If no deaths are observed 2t the 2 ml/kg or
2 gr/kg dose level, the LD, value §s reported as
greater than 2 ml (liquids] or 2 gm (solids or semi-
solids) per kg of dody weight. If deaths were observes
8t the 2 ml/kg or 2 gm/kg dose level, additionsl dosc
levels may de requested to procduce » sufficient number
of deaths to cslculste an LD o value. If additionel
dose levels are not requested, the velue will
not be reported. This report shall conform to s}l
requirements outlined in Section S8.185. Subpart J,
Good Laboratory Practices Regulstions.

AL

chhiinadnitid St

)

4
3 Sponsor: ;‘;MNZQ: CJ 27&1{1,«
T Division21 Toxicologist
1 Date Approved by Sponsor's Divisional Toxicologist /&y
Y A4 4

Pd
Proposed Starting Dete [-]0-£5

3 Defined as ,?'A-Q:M /éLé

Proposed Completion Date: [~ 2d-§s

N N Nt N o

)To de completed
Defined as ,(511"044 Nty &&.ﬁ )by the Test
. T v

YFacility
Study Director: Aa( /(I/Lv«\

1
* vate:___ ¢ [7(1r>
" Study Cost: {/éoo
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THE PROCTER & GamBLE COmParnY

PRCTOCOL - APPERDIX 1

SCALE FOR EVALUATING SKIN REACTIONS

Erythema

E 0 = Kone

1 ~ Slight (bsrely perceptible)

2 - Moderate (well defined)

3 - Severe (beet red) - 3

il

None

Slight (darely perceptidle to well defined by definite reising)
-~ Moderate (raised approximstely 1 mm)

~ Severe (raised more than 1 mm)

1 Atonis (not including eschar srep)

0 ~ Normal

1 1 - Slight (impsirment of elasticity)
~ Voderate (slow return to normal)

- Marked (no elasticity)

Desquamation (not including eschar ares)

- None

Slight (slight scaling)

Moderate (scabs 2nd flakes)

Marked (pronocunced flaking with dﬁnuded areas)

W = O
t ¢+ !

s
5

Fissuring

j 0 ~ None

1 - Slight (definite cracks in epidermis)
2 - Moderate {(cracks in dermis)

3 -~ Marked (crecks with bleeding)

Eschsr
} K - No
k Y - Yes

Exfolistion (sloughing of the eschar tissue)
N < Mo
Y -~ Tes
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Amendments to Protocol No. C10
Study #BRS-000S, DRD #BTS-2200

Amendment #1

ooy

Animals: Each test group will consist of six (6) New 2ealand albino rabbits
{3 males and 3 females) weighing 2.0-3.5 kg. There will be four (4) test

j groups.

k Amendment #2 ’

1 Test Substances: There will be four (4) test substances. Hazards for Pi472
and P1G2% are the same as for P1906.
TSIN # Color Physical Form Expiration Date
P1gNns yellow liquid indefinite

1 P1472 blue liquid 1/1/86

3 P1g2® yellow liquid indefinite
P1Q07 white, opaque 1liquid with suspended /1/85

i solids
Amendment #£3

3 Special Tnstructions: Dose test substances P1906, P1472 and P1928 undiluted at
2 m'/kg.

Add one (1) volume of test substance P1927 to 5.5 volumes of test substance
P182% and mix for 2 minutes. Dose the fourth test group with this mixture at 2
ml/xg.

Sponsor: 2/[4] :
K. W. ¥iller
Divisional Toxicologist

R A’ﬁ//'% 20yl

1/31/85

Date: a7//lar
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