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Dear Sir/Madam:

The Procter & Gamble Company (P&G) provides this submission to amend the Public Display Version
of our submission pursuant to the TSCA Section 8(e) Compliance Audit Program (CAP) under terms of
CAP Agreement # 8ECAP-0003.

This amended submission is composed of the following:

(a) new information provided in this cover letter and its attachment(s); and
(b) the unaltered original submission which directly follows.

Any CBI substantiation which appears in the original submission is no longer applicable as the
information which was originally claimed 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 @ Dp.com.

Sincerely,

THE PROCTE GAMBLE COMPANY

Ju ie Froeliche
NA Regulatory & Technical Relations Manager
The Procter & Gamble Company
One Procter & Gamble Plaza
Cincinnati, OH 45202
(513) 983-2531 1111111li 111li
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Attachment 1

Public Display Version

Chemical Identity CAS RN

Sulfuric acid disodium salt

sulfoophnyl aci-4droxy-, disum salt7582-

lyl]ai, dsodium salt13408

Fragranc
Werznsl ncaiC1-16akldrvtvs6542-

8EH-09O 12gen Pagen 2- of2853 2
EufpA ey~z]4-yrx- DCNdu 88900041



The Pfflec A o* Compory 92 AUG3 'JPHM 1: 29Imydse rtca eier
5299Spia Onw Awnw. Clnianus, Ohio 45217-1087

Public Display Copy
August 25, 1992

Document Processing Center (TS-790)
Office of Toxic Substances ?i -4 /17 mr
Environmental Protection Agency98,
401 14 St. S.W4. 99YZ0 0 +
Washington, D.C. 20460

Attn: Section $(a) Coordinator (CAP Agreemen.)

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 disc-harges our
Company obligation to report the attsched data under TSCA Section S(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 r..sks.

The material identified in the attached report as 30723-01 is a confidential nuxtura.
The composition of the mixture is appended as Attachment 1. The report is titled
"28-Day Subchronic Percutaneous Toxicity Study of B0723-01 (BSBTS 8625)". Any
correspondence relating to this submission should reference study # 1333-32209.

This study reports the effects of dermal application of the test material as a 13% w/v
aqueous suspension at a dose volume of 0.2 g/kg to abraded skin 5 days per week fcr
four weeks. Treatment produced slight erythema, edema, and desquamation. No
treatment-related signs of toxicity were observed during the in-life phase of the
study. Treated males showed increased absolute and relative liver weights with an
associated increase in centrilobular hepatocytic swelling. Similar changes with less
severity were also observed in the control group. Hepatocyte swelling is believed to
reflect glycogen accumulation, but this was izot confi.rmied in the presentstudy. A
repeat study with the same test material did not produce comparable changes.

We do not believe findings in this repo~.t reasonably support a conclusion of
substantial risk to human health or the %.nvironment. Nevertheless, we are submitting
this report to discharge any potential liability under TSCA Section 8(e).

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

The specific chemical constituents and percentage composition of this mixture is
claimed as confidential business informa.io.. A sanitized version of this *ubmission
c.,-ntaining Veneric chemical names has been incladed as part of this submission.
Answers to the snven questions required to substa.tiate this claim of confidentiality
are provided below:

1. Confidentiality of the chemical constituents and their percentages sho~ld be
maintained indefinitely. There are no plans for this information to be otherwise
disclosed, and this technology has significant commuercial value.

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



3. The specific chemical identity and exact proportion$ 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 "need to knowo
internal restriction vithin the Company. An internal code is ztsed 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.

S. The exact composition of this mixture has not aopeared 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 claim.ed as CBI would result in substantial harm to
the Company's competitive position. This formula provides an important
coumercial opportunity for a competitor. Knowledge of the exact composition of
this mixture coculd enable a ccmpetitor to duplicate the formula without R&D cost,
thus providing an unfair competitive disadvantage to the Proc~ter & Gamble
Company. Development of this firmulp required many technically trained
personnel, hua~dreds of hours of research and development, arid significant capital
investment valued in aggregate at . Any competitor
would normally be required to rke a similar investment to duplicate the formula.
Disclosure of this information. would allow a competitor to duplicate the formula
without inck-rring significant Pl&D costs thus doing substantial harm to our
competitive position.

7. The information we have identified a confidenti~l is not health or safety data.

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

Sincerely,
T"If - OCTZR AN KIL COW4ANY

Richard H. Hall, Ph.D.
Manager
Regulatory 6 Gove. unent Affairs
The Procter & Gamble Comp~any



Attachment i

Public Display Copy

Sodium sulfate

Complex sodium phosphate

Sodium silicate

Water

Alkyl benzene sulfonic acid

Fragrance

Colorant
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- 283-Day Subchzo ic Percutaneous Toxicity

I Study of W0723'-01 (BSXTS 962S) in Rabbits

ML* Study No- 6U4-129

Contxu tor

Thei ?roctex A Qimble Company Hlazleton Litboratorles Ameica. lc
11520 Reed Hartman Hie""m Life Sciences DivisionI Ciimisti 08 45241 3301 wi-sman Uou24vsxd

Madiscin 9I 53706

Dvgisii Toxculaogst Stud', Director

I V. 3rymce Gibom Wa yne A. Nadiso.

Final Report hmndunt Igo. II Effective May 22. 1965

This aednt modifies the foflaoing portions of the final report

1) Pagwe?. Ansto,.ical Pathology. paragraph 2, sentence I. To clarify the
uignificsnce of the centrolebular lesions seen in the liVer tissues. add

the underlined..

Tb&e only potentially creatment-related microscopic lesion was the
severe. ;entrolobular bepatocytic swelling in the Croup II male
animals.

1 2) Page 7. Orga Weights. sentence 1. To ca..ret a tpgahclerr
substitute the underlisted for 'Tables 10".

32the group mea absolute and relative organ weights are presented in
Table 10.

3) Page 7. Conclusion. sentene 4. To cLarify the significance of the
F1~or~rw-ie~oc...seen in the liver tissues, add the underlined.

Poteuti11l zrea~fntn-related leasions were limited to Ja E'rtrp %I -

(0.2 . mAlres! in which significantly increased absolu'ie and.-.
irlatIi- liver weights wih aasociated.,. nre um n&Vrt 1
cent-rolobutar hepatocytic swelling were ntd

& BiUdcWSsnwe i.s'-



Study go. 6114-119. Final Report Amendment go. 1page 2 of 2

4) Pa"e 9.* Patbology Report, Microscopic Lesions. and paragrwphs-. To
clarify the aiguxifianc* of the hepatocytic swelling seen by our
pathologists th, following have been rewritten.

!Iicroscopic Les ion.

5) Page 29. Table 8. RBC value heading. The units of -weasrt wr
intorctly stated. substitute the - te-lined.

AMC (XlO6Icinm)

I6) Page 104, (Addedu No. 1)- tisa s inadvertently omitted fro the final

I Addndm We- 1 is to he added to the protocol sectin of the final

K'Ia
7) To include the mayof Dr. Fields review in the final- reot

The resnlta of Dr. Field's blind review of the liver sectin will be-

ICorrected page. witbk the changes are attached.

I #NUM4ENT APPROVAL

Wayne A--aisnDae
Study Directior
Ha zleton Laboraries America. In&.

I K~aren P(.. Koct aria. P/nD 'Dt

Director. Toxicologyu Hazleton 2Laboratories America. *Inc.

Diana E. Skalitzky /Date
Inspector,* Quality Assurance Unit

Hazlecton Laboratories Aric. Inc.

0863 CjmWk

I7



Ii

3 QUALMI ASSORAIUZ STAXEENT

28-Day Subchronic Fercu-tameons Toxicity Study3 of B0723-01 in Rabbits

SbNAY Wo. 6114-119

7he final report a* herein attached for the abome-mentioneo stsdy has W is
rewiewed by the assigned Quality. Assurance Unit of Hatlerou laboratories
Aiserica,' lnc.. in accordance with the Cood Laboratory Practice Regula"-Ous asI set forth in 40 CFR 160.35 (b) (6) (7) It has be found to accurately
identify and/or describe the authorizea methoas and standard operating
procedures followeed in the conduct of the study and that the reported data .-

accurately reflect the raw data. of the laboratory study. FuxthermorE. Lbs
Quality Assurance Unit baa condh cted the- following inapeetions of the testing
facilities utilized in the conduct of thia stuay and has aubmccte4 witten5 reporta of said inspecrioons to the study direictor and/or manageent

Date of Inspection Type of Inapectsoa Date Used to Management

17/30/8'4 Animal1/Cage XD/Animal Care 7/30/Sb
Test Article Administration~

3 ~8/141/4 Test Htcrial Preparation8145

8/28184. Pa cbology/Macropsy/Recording 8/22/b4

1102/85 ReotReview 1102185

Wina E-. Skalitzeky- 'e
Inspector. Quality Assurance Unit



The Procter and Gamble Comnpany3Cincinnati. ai

28--Day PI~.Subchrou.ic Percutaneous Toxicity Saudy
of B0723-01 (BSBTS 862S) in Rabbits

Test Articl* B0723-01 (Z38S 863S)

I Divisional Daicologiat V. Brvme Gibson

Hazleton Stzady Director Wyne A. Hadiasu

I Starting Date July 30. 1984

3 Teru.ivatiqu Date Angusit 28. 1994

I Persnel

Director of Toxicology Karen U. Maclenzie. PhD-

1 Study Director Vsyne A. Madison

I Study Supervisor Steven M. Claza

pa tbolosist Wallc K- Hac. UVM
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3 OBJECT! YES

The purpose of this investigstics -was to 42s0ss the cwtafleous and systeait
toxicity of test Putterisl 80723-01 (35313 862S) sema it is repeatedly appliedI to abraed" Skin over a period of 25 days.

3 YES?1h"flCLE

Pa-rit.* Stability, and. ZIentificato

The test article, D0723-01 (331 62S). ws received from the Procter ad
Cable Company. Cincinati Oio. nd assigned KLA Sample 1b. 40701902.'
Information, om the strength. pority. and stability &a to be deter-ineO a"d
doce m adt by the Sponsor. 7he test article ws received as a green
crystalline solid and was store ina clear. scraw-cap. glass, comtainar. The
sample cotmimer wa stated at cooa tampertue.

Preparimoaf rewt. and VahitZe C~ontrol Solqtions (Snspensions)

7he vehicle xae test solution were prepared fresh daily thzougoa the 28-day

To prepare tkoeU taive) mixtere of 20723-01.* the ap~eopriarta san of cest
material was placm& into either a 50- or. 100-ml. volu meric flask nd distilled
water was addaed to she appropriate final volm. 7he test miurat was shai"M

vi goros ly thew trmfr-red to a suitably ixed glass beaker.

IF Each smple was cootiumausly stirred using a Teflon-costed anetic stic
bar and stir plate during the dosing procediare. After dosing the nue
portion was discarded-.

- TEST S13IM

Animal Model

Young &Ault rabbits -of the New Zealand White strain, an *qual numbex of both
sexes. were obtAined from Hazleton Datchland, Inc., Deaver. Pennsylvania.
Rabbits were selected from animels weighing 1.9 to 2.6 kg that had bes
acclimated in, the laboratory for a winimuu of 7 days (UHaaletoo Laboratories3 kerics. Inc. MAL) Standsard Operating Procedure C-LAR 135). Those rabbits

* judged to be of acceptable health sta-tus were selected for hematology
- screening- Only animals with an acceptable health status and notauI hemgraa

were randomized into study zroupe.



Identifict ion 3
Fsch rabbit was assigned an individual ear tax identification uber. lbac
niumber accompanied all data collected from that animal throughout the study
CULL Sttandard Operating Procdue OP-CE 24).

!!o!Ling and Maintena

The rabbits were hous ed inivioually ina screenbottom a tajalesa-stal- cage
Cheery Smoge) in a room with a controlled enviromnt at 22*C 0,21). 502 to
78%. relati-ve bufidit3 . and with a 12-hoar lighte 12-boar dark jijgbtin, cyCle. 3
The czollecting, pacas for urines ai faces were climed daily aknd washed exace

evr7 weeks in a tunnel washer a S60C. Soth collecting pans ad cages were
acid cleaned prior to washing in the tunnl "aSkew.3

Feed and water were provided ad libitum throegnont the course of the atudy-
Tap vinter. partially desiieralixed by reverse osmosis. was available fr oa
automatic watering system (Systsum rfagimeering, Sepa California). while feed
was offered from food b'ppers on the cage docs. Fresh feed was provided
daily and monitored periodically during. the day. be, diet for all area
and control animala was PurinA Certified Rabbit Chow ft. 5322 (Lot Ame. .WSV
1984 13 andi J= 2684 2A).3

This study was conducted according to the protocol (Proctar and Gable No.* C21
issued 6/21182) and protocol smdimez presated in the Protocol Appendix-

Study Desicn

Ietfraonof Groupe in the ZO-Dey1
Subechronic Percu tapeoms Toxicity Study

Qroap Dose level Number of Raboa
~ev Treatmet (sps ale L -

I Distilled water 0.0 5 53

U1 B0723-01 0.2 5



1 .3

I Treamnt

Dermal. aPplication was daily. 5 days per week for 4 wee". (20 appiicatloosJ.

at a adosage volume of 2.0 .34kg of body weight. The vehicle controls

dsildwatAr, Was applied following the ease regi=m.3 All animnals were randomly assigned to each teat group by mse of a
* cuze-gesertedrandom numers list based upon indivimial body weights

* t~aken just prior to initiation of treatet- The hair was clipped from theI back of each animal, from~ sbouldir to rump, approximately 15-cm wide- 7his
was done just. prior to iniciatiom of the study sad as aeeded xbrought"t Che
stuidy before application of the test material.

IThe application site of each animal was abraded with a clipper bead prior to
each treatment by 'penetrating the horny layer of the epidermis without causing
bleeding. The test marmial was applied through a syringe onto the abraded
back and spread evenly ower the test site with gentle irnuction using a glassI rod. Care was Vaken to prevent run ff from accuimulating along the h6sirlive of
thse application site. 7he animals were restrained with collars to prevent-
oral ingestion of the te'st material.* The collars were remved approximatelyI 7 ho=*a post-retmnt and tbe animals were washed with tepid tap mate
patted dry with clean cloth towels and returned to their ca gas. 7he control

anias were handled in the sam manner "s the test animals except the venicleI was applied to the testC-site. Treatment was initiated on July 30. 1984 and
all' rabbits were euthanatized and neciropeied on August 28,, 1984.

Obserwations

Al £11 tbits were examined daily for groes pbarmacotoxic signs and morzaLitY
(7 days/week) and any abnormalities wer e recorded. Deily dermal irrittion
readinigs were read immdiaely prior to each application of the test material
(5 days/wqek) and again just prior to necropey. All animals were weighed at
i-niiation, once weekly to adjust the dosages, and at study termination.

Seaatolory and Clinical Chemistr"

Blood sazqles were taken, via the marginal ear vein. once before initiation of
treatment (baseline) an I once at termination (4 days prixr tonacropay). TheI following bemaology values vex-c determined on these samples.

blood Abbrviation Ufits

3- ite bodcell count WSC (XlO 3 Icu on)
* Nutrophils 2 Mi

L7=phocytes IL (M
Monocytes H(II Eosinophils M 2
BasopaMils l
iNeutrophil-bands (total Z open) BANDSfl(2



Tesat unrvitontits

Wazure neutraybilsa V-SEG (1) 1 .
R35C count - RBC' (21O 6 tca em.
XS Ccount. KUAC (/100 VW)
Umatocrit EC? gTL
Hemoglobin ~ l
Mean corpuscnlsr volume n(cm(Cm
Mean corposcular hemglobin Mfl (PS)
?%--n carposcular hemoglobin M (1)

c oncencratioar

Prior to initiation of the atia4y. thbe animals were* achedaled for smecropey..-3
1mndomaiztion procedures were used to determine the order in uibick the animalm
ueme sacrificed- All animals were sacrificed 4 days after conplenion of
dosing. The stimsls Wwere enthamacized with an intravenous overdose of sodium
pcncobarbital. and exasaginsted prior m cessation of heart ba by sevkrin"
tha femral and bracbial arter ies. Secropsy was s tarted within 1.0 *inutes
after euthanasia. A complete necropsy was performed on all animals mad all
gross lesions were noted-. The following tissues were tollected. with the
trimd tissues being placed in 101. neutral buffered formelin at an estimated
volume dilation of 1 pert tissue to 13 parts fotmalin. and prepared for

* ~~ hisatpe thological e-zaminationa.. Zenker's fixative was used for preaezving the1 .
* eyes.

Tissues C911ected for Hi atopatbolp ir-al 1.xamlfl-tiol

Het

Tongue
Trachea. esophagus,* thyroid

Sbaduarlymph nodeI
Ileocec-al lymph node
Stomach (fundic, cardiac, and pyloric regions)3
Liver and gall bladder*
Duodenum

Ieumu

Ce ca=, colon

Urinary bladder-
Kidneys&

*'raswihdat time Of necropsy.



3 3e todciw: Male -pro~stae, semizal va icle. epididymi ansd testes
- emela - vagina. both cariua horns, and ever!"s

Adrenals

Faces mucle

3 Dancea
floa* (vatohanra -ucie

ski (teat site)
ftaim3 lmsbax spinAl. card

sciatic nerve
Submiandibular saliwory Bland

Eyes. (hv

SytatigCa body wigi gain., orgoo weigbt, the ratio of org"n wjitateI teraasi boy wight and hematology data were analyzed using analysis Of
variace. Useat were *=alyzed4 separately freach se-Differences.er
considered statistically significanc at p - 0.05. ftowided that Sartletes
test for homogeneity of varjance was sac sigrnificant. creates grups were
compard co Mea control Wroup by the least Oignif2.cs difference (L1=)
cri2terio. -If Eertlatz s test was significsa. smltiple comparisons were us

by Iiicosou's coet

Lot tioa of DAn ata, Tiasoes. and Slides-

IAllI the records, raw data. vet tissues, -paraf fin blocks. and microscope slideo
witt scained c issue settions will, be retainewd in the Ardbies of Ralato.
Laboratories America. Inc-. at 3301 Xinsma Bloulevard. Madison. UjacoAsL, eat3Li

transfer is requesced by ]Procter and CebL*.

3 RESULS

Drl )Lr=itrion and Thasmcatoxic Signs

Sumries of the dermal irritation observacios ar, presented in Tables 2 mad
2.. Me daily dermal irritation observationsa with the number of animals
affected and categorized a.=carding to group. sex and study day are presented
in Appeodix A- Mie sam-y of observed pbarmacatoxic signs is presented i.1
Table 3.



Croup r -vehicle Control (0.0 Idwgday)I

No dermal irritation was producad by the distilled water control during the
a tody.

Al L animals appeared clinically uorma thrcugbiout the scady With the ezcap2.OM
of ona. animal. (FO5324. Sale) which appeared thin on Days 29 mad 30 of tb*
atudy-

Group II1 - U00723-01 (101 wiv)* 10.2- z/kgday

Sl ight derml ir-ritation (erythems. eaeema mad/a desquamtioai was obaervea in
four animals dwring the. first week of the Study. With the exception of a
a light- arythma response- Samr in one animal o Study Day 16, . erwst

irritation was observed during Weeks 2. 3. mad4 of the Study-

AllI an~mls appead clinically a Ia thrahout the smady.

A sumay of group mean body weights mad body weight gains is pressaad in
Table 4.. Individuaal animal body weight dateae pasentad in Appendix A-
Increasing group mean body 'weights were exhibitad by both groups thromsoont
the study. There were so significant differences ia the mean body weights
b etween ithe two groups.* A significantly lower mean body weight gain was
detected during Ueek 4 for the Group XX (0.2 "lk) female animals ime
compared to that of the centrol group.

Clinical Patholog

-A complnc, diacassion of the clinical pathology data is in the PathologyI
Report. ladividmal hematology values or* listed in Appendix 0; mean values
for each gxoup are in Tablea 7 and S. A saazy of the hesatological. changes

(terminal frou baseline) is presented in Tble S.

The Group 11 (0.2 g/kg) females had a Significantly lower absolute basopnil
mean value at termination when compared to their respective control group- 1*
Significant increses 'were detected in the change from baseline to termalu

* mean corpmaculer volume (IMCV) and mean corpuscular henoglobin (MMH) values for
the Group 11 (0-2 Zjkg) female animsals 'when compared to thoe of the cadrrol.

These chages * although sataistically sgnican, are not consideredI
biologically important.

Anatomical PathologyI

Individual values for macroscopic and sicroscopic' findings are liste* is
Appendix E. Someries of the macroscopic and microscop~ic findings arm in
Tables S and 6.~ respectively.

POP M



I CICTED FACE

All macroecopic findings wet* Incidentul "n not opparently treatment related.

The Only Potenti-41y treatm- t-related microscopic lesion was the severe
centrolobolar b~potocytic swelling In the Group 11 sale animals. All other
sicrosco-,!- leEcns wars inciderte' and rxnt treatmnt re~ated.

Organ Weights

The group mean. absolute and relative organ weights are presented In Table 10.
Ividual organ weights are preented in Appendix C. Significantly higherI aD*Olut* an-d relative liver weights lp c0.05) were noted for the Group 1!

sales wh*e coorpared to their respective control group. No other statistically
aignificant ditzerences were seen in the organ weights or organt-to-body-weigl'
ratio$ for test animals v~hen ccmopar*d to those of the control lGroup 1).

I ~CONCLUS ION

The tost aate: P: B0723-01, whe.' oplIe-! as a 104 V/V aquJeous ousper.sior. t
ar:ae-d ,- : C:.-a/Waek for 4 WarsI at a dosage level Of 0.2 S/kq, Las6...-I 1~ acroscopic changes in the skin and microecopic changes In the liver. No

* treatment-related signs of toxicoels were "een during the in-life phase of the -

study. Kocroocvpc observations during the in-lifo portion of the stady3 Included alight erythema. oes and desquanation. Potentially treatmbent-
related lesions were limited to th~e Group 11 (0.2 q/kg) males Ir which
significantly Increased aheolut. and relative liver weights with an associated

*1 increse in severity of centrolobular bepatocytic swelling were noted.
Uowwver, since siailar lesions were observed in all study groups including
controls, a definative canse and effect relationahip with the test material
could not be determined. The biological significance of this lesion isI unknown . A few sstolcqlc changes were found to be statistically
significant. but none were considered biologically Important or caused by
treatment.

IW
No"*e A.'Madiaon Data
Study Director

Section Supervisor, Acute Toxicology

Katen K. Nleclenris, Mh DateI Director, !Toiology,

by and for Ralleton Laboratories Ameica. Inc.
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3All macroncapic finding# were iscidastol end *at apporeatlY treatment related.-

* hs only trestsat-elattd microgcopic lesion was the severe costrolooular

I- hopstocytic swelliag in the Group 11 sale animals. All other mlcroacopic
lesonswer inidetalandnot treatment related.

or~gan weights

The group mean absolute and relative organ vei~hts ar* presented in
Tables 10. Individual organ weights are presented in Appendix C.
Sign' ficantly higher absolute and relative liver weights (p < 0.05) were
noted for the Group 11 males when compared to their respecti've control group.
No other statistically significant differences were seen in the organ weigl-ts

or orgarr-to-body-waet ratio@ for test animalsa wrien compared to those of the

CONCLUSIlON

The test material, B0723-01.* when applied as a 101 v/v aqueou.s suspenijon to
abraded skin, 5 days/week for 4 weeks at a dosage level of .Zr: resut
in macroscopic charges in the skin and microecopic changes in the liver. NoIt tr eatment-reslated signs of toxicosis were seo" during the in-life phase of the
study. Macroscopic observations during the in-life portion of tl.e study
included slight eryhbema dema and desquamacion. Treatment-related lesions

yere limited to the Group 11 (0.2 g,/kg) males in which sign~ificantly increasedIabsolute and relativt liver weights with go associated in tease in severity of
centrolobular hepatocytic swelling were noted. However. since similar lesions
were observed in #11 study groups including controls,* a defmnative cause andif ffect relationship with the test material could sot be determined. The

biological significance of this lesion is unknown. A fast hematologic changes
werea found to be statistically significant, but none were conaideredIbiologically importart or caused by treatment.

Study DirectorI Section Supervisor. Acute Toxicology

oLrn M. Nadenxie. phD A,- DaeNDirector, oiolg

by en4 for Hatleton Laboratories America. Inc.

(X1lS/tji)



st d y go. 6114-ll9 I tHL CT R P R

LETROSUCT ION

The pwrpooe of this study we& to assass the cutae ogaad systemic toxicity of
30723-01 which wooa repeatedly applied to abraded skin for 28 days. 11ew

Zealand albino rabbits weighleg 2.0 - 3.0 k& more readomly assigned to either
the costrol or the treatment group tc that &act. group contained 5 rabbits of
each sea. Distilled water was appiaod to tb. abredsmA skin of control rabbits
and B0723-01 In a 101 weight/volume suspension was applied tt abraded akin of
treated rabbits.

^11 rabbits were bled, sactificed and Decrapsied at the termination of the
study, hematology tests weret performed; selected tissues war* collected,I
presered In formalin, processed, and examined histologically.

RESULS/CLNICA FATOLOC
Individual hematology values for tho baseline and terminal sarrificos sr-
Appendix D; sumaries of statistica are !n Tables 7 and B. rapctlI.': A
statistics summary of differences In baseline and terminal mean values is in
Tabl.1

The Significantly lower abs lt baa., . brn 1. Lt.sa. alie
females was withim mormal limits. Therp were significant increases In two
erythrocyte Indices io the comparison of baseline to terainAl t.#m.3rriogvI
values; however, all values were vithin normal limits.

Slight deviations from normal ranges present In mean corpus. lar voluMe (ICV)
end mean corpuscular hemoglobin concentration (lsCiC) baseline valuoa and
hemoglobin (BCR) terminal sacrifice values were probably caused by small
sample numnbers for the normal value ranwe. These deviation*, the signifIcant
change In basophil sean, and the significant changes io base!ine to terminalI
comparisons, were not considered blologicall Important.

ILESLTS/XATWCALFATBLOI
Individual values for terminal body weights, organ weights, and macroscop~r
observations with correlating microscopic lesions are in Appedx E.1

The quality and quantity of tissues taken were adequate to evaluate this study.j

Organ UIghts

InDividual absolute and relative orgon weight values are In Appendix C. mean3
values of absolute and relative organ weights are summarized In Table 10. In
treated males, absolute sad relative liver weight means were significantly
higher. according to the least signific-ant difference (LSD) analysis.

Mqcrosapic Obearvatioma

An imeideece sumary of mcroscovic observations is in Table 5. All findings
were cemaidoed incidental to the study and oat treatment related.

17 - 771-7*AI



121croacoRIC Lefalms

IAn expanded incidece summary of microscopic lesions Is im, Table 6.
Centrlobular bapatocycic swelling %!as wore severe In created males sodIcorrelated with. the. higher absolute and rotative liver weights. Becas the
saverIcy of ceucrIlobular. he" toce IIla lr swelling appeared to be.
treetment-related, a second pathologist was ask"d to read the ]Liver soeo
fromel 1aduLs. The sectIons were read blind and th. results were In

gee al ngewent with those tof the study pathologist- Although theI curIlelsar mwll-tns. to possibly treatment-re klated, healthy. untreated
rAbbitsx of ten have variable. amoa a of slycoges, stored In 1wpatocyts end thise

3my be responsible for the swollen bepatocyces In thIs study. All ote* 5 l"ess wer, clearly incidental to the study-

IThe morphology of grasuomatws inflssbatibue in brats. heart. and hidusys was
compartible wIth a diogagns of eacephalizosoomasia.

The severity of cantvirobular hepetocytic swelling was more sees 1*crested

: fm leo and cn. 'related, with 4igher asolute and reltve liver talighcm.
3 Athogh the bepetacUnlar swelling is possibly treatment related, the lesion

wam also seect In central males and females. The specif ic cause of theIswelling could not be establi.shed but healthy. untretated rabbitte oftean be a
* varlahle anuts of glycogen In enlarged hepetocytee.

Other . weight and 14croscopic lestoos and all hematology and ocmopic
eb canges wiere clearly incidenrial to the study sad ant treatueat related.

(976)

ICA &anrY of. Dr. Field's review is In Appendiz D.



'An expaddIwdr- miar o trsic lesions t oTbo6

Centc% ala ientcc eya ng was wor* evtrir in ete al6 ~
!5 oer Xesions were cannIdlerad incidental to the study and not teaftt
relate& .

*The morpb&2ogy of graonlonatoos lnflanwtiess in brain, hart. end hidnays-w
U ~compatibl* with a dIAgoosis of niparsoci.

Traatmemnfr-wstr effects wqerq Ltutma tp hLIgher sale absoluto and raletiye

hepatocytlc eve.ling. Secano~ thwre were only five rabbit* p~r XrO.U and the

some lesion was preseDt lib reduced tewwrivy In coatrel males. a definitive
cezaeffect relationship witb DW723 -Ol co*ld not be arti..

Other organ w.eight and mieroscopic lesioos and all bemrml~gy and maerb~eo
chiges wer* consIdered InkIdew"s to the study and not treeuest related-

Mlate, N. Hauck, D1H az

1 (976)

IM
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IScudy Va- 6114-119

ZabI.. 4

Sumary of MeAn Body Weigmcs and Mean -15dy Ueigbt Cains '(g)

iledw Weight. Bod~ .yweigh Calas
Cevup 11 Group 11

Croup 1 30723-01 Croup I 5072$S01
Vehicle Control 102 W/v Vehicle Control 101 WIT

ek (0.0 g/kI/#AY) (0.20 zfkz.I40e) (0.0 ,d~riay) (0.20 af& &/day)

males

1251273209 138
2275261143 145
327927454 153

4 2.331 3.102 42 229

Females

ImitiaI 2.324 2.382 -
1 2.520 2.506 196 28)
2 2,701 2.707 l31 138
3 2,848 2.833 14*. 126
4 3.001 2.909 1537 1

I *Statistically different from the control (Group 1) at p -C 0.05.. 111 otber mMnns Aa
not significantly different from the centrol.
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Table I

DFF FPTXV Incideamc. Summary of Macroscopic Observations ~
roe:C&. asnep OMTetmrinal Sacrifice

-SUBSCI- OF-40 1USLS- AFFETED-

ODIN, -3- ~I -2I- -1- -2-

OT lews s 5 9

UNT QfD 5 5 s 5

~1~ sp"& 4 4 31

NEDFMlUVaN a a

WA Tf)M .1z 3MND 5 s 4

WA (U . ...... 5 5 5

U F514B3I I I

Lila (LU a .. .......... . . .... MVREMND 5 9 5 5
WsT X4-L' 5 5 5 s i

!P-± Cs" . ... ... ......~ KMF Mwel6e 5 5 s 5
Parw4p~M_ 5 9 9 1

........... :IAI 1

aF- MN 3 " OWN _1

7'I



WZU 70 LMOWM1S MUM c* Table 5 (Contiud) P11

MOO.hamj luc dencmf -Sii-rY of 2Macroswcopic observocions
Terminal Sacrifice SflDM KVSD 4114W

I R fR -E0F -. * a N 1 L5 - 4 F E t 7f

TOLEO. 5 5 5 5

OWN 00IY~XS *PN 5 5 5

10 MMKAL 9 5 5 5

79G OD AI rimmJ I5 5 5 s

soi ROSI~Uasi 5 5 s 5

NUT I:. 5 9 5 5

EMSC CS) .. .. KM~IM ouf 5 5 5 5

NM T%%ueE- 5 15 Is 5

U &AIP GM ..... ..... . .... Hm wamms 5 5

WIl"e,
I Mro w-----



SLWFIts NOW6 uc.. Table 5 (Caiud IH-
DOW-ff OF lw-Q~naidencAt Sumarw of Macroscopic obserati"Pm.

-muffall- or- an I IatS-aFFEEl Ev--
Te.EL- 1iOB -

NEa3 a~ 9

FMCN aw. ..... KM Dn~mm: 5 5 S

DWA 5 S S 5

aww59S51

JEZn6 ID ni -... t .. S 5 5
NoON&l 5 S 5 5 1
WX iewaez S 5 5 S

CEW U S 5 5 S

NO e Wa- 5 3 5 5

ty M~ 5 5 5 5
ICT evaw. 5 5 9 5

I40z (Sl3 ..11 ........ . ...... Suu 5 51
gnQAd; 5 5 5 5

-wo mum



E Uril LSMWMI ^,BSA. "L Table 5 (Continued) MM1&0-

M1~6M ~ Inlcidence Sumary of Macroscopic ObserwxicnmI Terminal Sacrifice avm I4Jk LUC"

- E-F - a Hn L S5- isF F I IE 0

I 11 4- -2- -1,-4

SLJC so .. . . noE 5 5 5 S.

DIna ass

SOWAIABL1OLA O 54 5 1

~1A.10 *~ E93W& S S 5 S

m~oa 5 5 1 9

to BWSS&5 5 S I

D.mmmLL no ....... WE iU3m~i S S 5 S

CIU GO W N5 5 5 5

ow fgima~Nja 5- 5 5 S

Kr DM SD F S of

flu. fej w-- -. aS 5 5

LALMW~~~y Ri= I --- ------- 5 5 S

1G. 19Fr~sE 5 5 5 5



WI30 LOOAE NS Fl D Table 5 (Continued) ~MQ4
WM PeIOJE Incidence Suzmtary of natroscopic Observations

t~2I~4. M~61*~37PTerminal Sacrifice3

7E bI1UWNf C E I
Gip 4.- - a -I--

owmwm 5 S I- I

wa klm 5 5 9 a

let Uie%%VWIF- S 9 1 S

aIF~L MDIa

OCT era 5 -V 3 S .1

DAnUMl~ CM) ----------....... uaUDWwM I 5 S

99btcmmCm--------- - 5 S S S I
WE7 Wv SZ- 2 2 2 3;-

fuTh-cjE awom Ma 3. 3 3U
DI-&~ Lc Ur -



GEW-ENT C ftTKLMYincidenc u nmr f!E:.cpi igossPW

rwsok- MMC m 3VTeruinlE Sacrific*f A.KIF W1

IM~ I

MA2 ma.. S.. . .... MMV MKDOMD 5 5 S

-aBm11s. - 2 4 34I~ 2)31
t' 21 1 0

SL'tIfl - 4 3 3 3.
1'2 13

I~ SI1I SI13I- 5 5

ILA 5 S 5 S

E ~.3..S a2 3 3 3

IL
20 1 -6 1 S

I N 71 W9 -71 W.. !"5O "



M-VAT9.t ( PATKSY ncidence S~may of Microscopic DiagnosesPC-2

S16: Termnal Sacrf ice s~* ymsa

Ie E II LS-6FFtC71
SX* -4wE- -fUWl-

........ cxW 7W 5*O 683 5 S S
-b(1EIOM NDlS. o4Lwunw - 2 3 3

2)2 9R 2I

TMILM3 1PAL 1 4 S4

1 S 5 S

-bBL ILa1) - s s 4

41 s 3 5

a) 2 5



Wl-r.D tF W41Wrsaitn Smmay of Microscopic Diagnoses rr3

MLI i"Cif mTerminal Sacrifice C

-~ NRIR O...unE.fF - NI LS-AFFIC7 ED-

3 0kP -I- -a- -1- -3-

mai 5 5 5 9

1 2 S 21
0 3 '1IIi

*-lOW IL IDJQIP FMV -3 0 3 2 2

23 2 2

GkLILW ~b----- ...... KRR Tr ONSEOW30 S 4 S 4

S~--h ~ --------- ---- OE -fTa r W I 5 5 S 3
-. i ..11. 3 3 3 9

ft 2 2 23

3) 6 1 1 *
3.1 S S 5 S

vms t"---- . ..... r 7 mB MN 5 5 5 S

TUCE ri).(.......1 ....... Ky M v -Eme 5 '1 S S

T.A--E% R ...:------..... A (UJ Bn1 r E DwL* 5 5 S S

--------- .~3 ..... ow E D=E S 5 5

"NI! ,R.T



I~T4 ~~flmiE..Iw. Table 6 (Cdntsmzad) MINED *

DeWPN M!IF prrc Incidence Sumary of Xicroscopic DiagoosesM:N oOFw 3VTerminal Sacrifice SPM0m "fl4

IMEUUDIM5 4E-@Fe U~-FeE -

-f -I.-

mlem Tso mw BE E% 5 5

enatf CM ---------- WW Mw; C M MM: s s 5 9

MR9 00) ..... ... -s1-- -m ---- 5 s

to (An. K1,~ Co ME Ow= 455

CPu ) ....... .......... - Y Tm CO IE DOs 1 375
1L 9 5 5 5

Una ~ ~ ~ ~ ~ ~ ~ ~ ' (X . .......on 5 mW ww 5 3

... ( . ..... .---- - rn7m a EE 1) VI 5 5 3 is

a~~~~~~~~~m~~. co -- ----- --- W5RTg-0 ED M 5 15 5

I W ....... . .. - ------- W5 w W E k 9U 5 5 s 5

NYR un ........ ---- T, rM F-U D S:I 5 s 51.

m~~~~LE~~ CMr . . J -bT " 1E 5 5
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I ~T~LBYTIE lA.tC Table 4 (Continned) 9IV
ME*9I- F PAOMM Incidence Samnary' of fti~croscopic Diagnoses Pw

ncsm aisawm 5370 Terminal Sacrjijc* snw~ ,UMb 6=4MI

I -NUER-SF-*NIU*LS-arFECTE9-

mp 4 -k- 4. -2-r

Sft.GMSnxA W) - M I A 5 9

* ff" " SD 9.......... 1"IV) IM amK5MD 5 4

*J (-~P to ............ NIvAM T~ 4'KDff~ts

KZ~LOz* MrVo .4 1 1 f 2

~1 2

5 2 5 1

(13)-M-U S . .... . ..... 5ERP. 0I W I 5 S

TOCA st f .......... st 1 T 00 IE mW S11N 5 5 S

I 1W1aW MY ----- POE MT Co EK I 5 5 S

u~i- i........ . .. l.. tfT CM BE aw.U~ 5 5 1S

..................... PIU S*-b MEE WI-5

emirrm IV ........... I ... ,PAMTT aw E DMOEP 5 5 1 1

C'tC. ......- ......... JM W C~ EE DWMS9 1 5



~~ ~~ - Mble 6 (cornztim) 3.O
Mt!SaL mtimsQ gPv Incidence S-izar of Microscopic Diagoe

Terainal sacrigicef Sw wis - &114W

L~DtSD= -4ins-- -euws-

atp f DIo Uimb19

1"9g0 ).--.------ ---- tMZ COO. N..in)gsEvw.lf 1 S 551

DXiX On KII cmM gW0 ElDl~ a 5 s
DOWQ L99



IStudy No. 0114-119

Mails 7

3 .Smay of sase-lime Beawtolog7

?ava Females
Gr Coup 11- i rupX

Group 1 DO0723-01 Gop15730

Vecl Ctrol1 1OZ W/w vehicle Control 10x W/W
(0.0 glka/daj)T (0.,20 &/Ikglday) (0.0 aLkalday). (0.20 gtkzlday)

5.Z5.77 5.10 5-31
s 0.6 0.345 L80-5

a5 55
Nasa4. 42

:1 3;. 3.0 2-.08

Bean 12.4 12-4 .11.3 n.S
S* 0.53 0.37 0.45 0.29

5 55

menfl62 67 65
4.9~ 5.1 2-9 1-

I , Staneard deviain

AlImmns- are net significantly 4ifforest fiau tbe, control (Group 1) at p 0.05.



Szudv Wo. 6114-119

frabla T (Continued)U

Senwaary of Sase-line Reatology

nalftu- Females
Group 11 Group 11

Vehicle Control i0: W/v Vehicle Control lax 1wv

(0.0 i4kgay (0.20 g/~ ) (0.0 &Iki.~dar, (0.20 z/k-/Jday)

IL 5 5 5~ - 3
Hem 21.3 2.5 2.3.0 22.3
S 1AIL 1.04 0.81 0.30

,"CU (1)

W.s 35.1 35.0 34.4 34.2
S 0.79 1.29 0.79 0.58

U 3 3
Usa6.5 7.5 7.7 6.8

S 1.83 1.55 2.41z 0. 61

mature, nestropails (2)
U5 3 5 5

Ben33 26 28 38
S 9-2 11.0 13.7 14.61

Sand inmature
nentropails (Z)

an0 0 0 0

S 0.0 0.0& 0.0 0.0

9 - *ember of sa~las.3
S - Standard deviation-.

LImeans are not significantly different from the control, (Group 1) at p -. 0.03.3



I Stud? 5lb. 6114-I19

Tab1e 7 (Conxinuaed)

- ~ Su-ary of laze-line Hematol'osp

Males - e..ales

VehcleCotro 17 wv ehilecat.I 10? wv

* yphcts(0. 0 &fk - dAIL (0.40 g/kgIdjy) (0.0. Z/icjca~i (0.20 alka/day)

Ma 62 71 67 57

s 10.2 12.6 14.3 1.

1. 05 06 1.

I £osimophils (2)

s 0.5 0.7 0.30.

BasaphiLa (Z)

X 5 5,S

1.7 1.9 182.2

I mature neutrophils
(z 10 3 /cumm)

35 S 5 5
Mean 2.06 1.90 2.03 2.52

S0.337 0.795 0-76-1 0.9o4

N umber of samples-
S- Standard dyvwimziom.

I All maams are not sig;ificantly different from the contreol (Croup 1) at p 0.05.

II



St-dY W-. 6114-119

Table 7 (Couziiue&)3

S'23aw" Of Base-2ine Ekatolongy

Group I 373%(00gkia) (0.20 gikdd&7j (0.20 2k/.W

flentrpb1.

Lymphocyzes (z 103 ICsuu..)I

4.17 5-32 5.04 3S 8 11..39113 3.269

monocyceS (z 103Icom) 1-3X.3"9
U 5 553 

-te a 0 -0 6 0 .0 3 0 -0 6 0. 8S 0.082 0.1.O005 0.0"
Essi-iophils Cz 10 3 /cuui) I

NeSS0.03 0.06 0.03 .0S 0.029 0-090020040

Basophils (z 103/cuwm)
x 5 

-Item0.18 0-103 0.25 02
CL 0750123 0.114 0L.153

- ber of Samples.
S -ScAnOsyd deviastion.

All =*sus Are net Significantly different: frcm the control (croup 1) at p ~.0.05.3



cCXtFED PACE

std KID. 6U10-11

Summary of Tegminal Remato~ogy

Males IIGoufp 3.1
Group I i9723-*1 Group 3. 90723-02

vehlcle2 Control lot v V~hf1. Control 200 V/V

90.0. u/.o4. L 820 gfkg/4ay t0.0 q/kn/d~iyl 90-20 iaav

He*6.88 65.67 6.36' 6.30
B 0.5480.363 0.~80-253

6.S. 2-2 0.7

S.S
Mem14.5 14.6 13.5 4.
S 0.79 0.47 1.80.79

B S S S )

men44.8 45.0 41-.7 43.5
2.65 2.77 3.S6 2-S&

ICV tobJ= =14=0")

6667 66 68
S 2-3 3-s 3.7 22

S - Standard deviatljew.

A3j p~ang are not significantly differenrt from the control (GxrcwP I)- at P 0-037.--

1; eA-. M-adison Date

Seto Sprisor, Acute Toxicology

I7



StudyTad No S1

ISumaty of Taraimal festcalogy

30a Is723-01 crop 1 30 723-"1
vehicle Control 10% W/V Vehicle Control 10t "IV5(0Q 9/kz/day)- (0.1i0 L/ki/day), (0-0, z/kg/day) (0.26 gAg/day,)

RAC (a 106 cu)
p 5 55

Ms.. 6.88 6.&.7 6.30 6-34
' S 05480.31.3 0-5"8 0.2"5

SS 5 5 5
Uan0 1 2 L
50.0 0.8 2-2 0.7

5 5~ a

14.5 14.6 13.5 14.1
s0.79 0.47 1.18 0.79

MejE4.5 45.0 Ak1.7 43.5
S 2.65 1..?) 3.S6 2.54

I cv (cubic mass)

6667 . 668
2.3 3.8 3.7 2.1

I u - er of samls.
StAndArd dWViAti=.

AI weas Are not xi-Fmftattl different foW the caazIrOl (CrOUP 1) At P.1 0.05.

IT
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Stuey Ned. 6114-119

T-ale 0 (Cncioueje

Sxmary of Terminal Semac-ology

KAI* Females30 Gou II
Group 11 Group LI

Gr-Yp B72-0 Gou ID723-01I
Veinicle Cgarrol 1= u/v Vehicle Control, lot V/v
(0.0 &/Mray) (0-0 hg,:ay) (0.0 g/kj~i AV) (0.20 g/kjdayP

21.4 21.9 21.A 22-.2
s 0-55 1-09 0.97 0.45

Mac (1)
a5 5 5 5

"9100 32-4 32.4 32-3 32-4
s0.77 0.87 0-92 0.61

Mac C, I&01 mm.)
3 5 5 5

7.5 6.1 6-5 5-9
1.I1 0.71 0.55 1.15

a..36 31 31 35

s9.4 153 14.1 11-2

aeutrophila (2)I.
05 55
Ma,0 0 0 0

s 0.0 0-0 0.-0 0-0

f - Number of sample*.
S -Sraud~rd deviation-

£.11 akeass are not signi-ficautly different from the cointrok (croup 1) at V 4 0-05.

-P, 7%1- - 0 Mp



Study No 1-119"' ---.

I table 3 (Omntinuea)

Supoary of lorxinal Heaxology

Ktes -Females

Croup 11 -Group 11
Gr oap, I - O723-01 - oap 1E - * 10123O1l

1ebic1e concro1 _______ _______ Vehcle________02V

I Lyipbocytes(ZM

S S£-
25.0cytea (Z)

U 55 3

'S 10 &A 1.3 2.L

I Eg iopil. ()

1 1- 1- 1-

matuetophils

mean 2-71 2-00 2.08 -2.14

S 0-862 0.884 1-1491.0

I ccber of Samples.

Al I means are not significantly d if ferent from cb@ czxrol (Croup 1) at p 0.05.



Study No. S11L-119

!ZAble S (Cbntinued)

Smary of Terminal ikmaWology

Croup I I Group 11
Gr oap 1 307Z3-01 Gr oup I 10723-OL

Vehicle control 102 ia/v Vehicle controla i 10/
(0-0 ilkg~edat2_ (0..20fj 04 &Yd.) (0.0 g/;I~dx) (0.20 afkgf-lay)

sand ixmatnre
oeutrrhbls

meam 0 0 0
.5 000-

iyuphocyeea Cx 1031cnm.)
3 S - S5

We.4.37 4.15 A. 12 3.51
S 0.934 1.305 06"4 0.339

80-i ytan (z 1O3Ic,,)

0.08 0.05 0.04 0.019
S 0.087 06031 0.089 0.117

Eamimaphils Cu lO
3 jcn,)3

5 .*5 5 5
Leam 0.07 '0.04 0.05 0.06
s 0.011 0.037 0.050 0.04.3

wasapbils (z 1O
3 Icem)

x 5 5 55
Pleas 0.28 0.43 0.25 0.100
S 0.37'2 0.163 0-137 0.056

N - Vaibax of Samples-
S =Stzuadad deviamtio..

-Sitiiifiantly differe~t froo the control (Croup 1) at p -c 0.05..1-

,&!I1 oter CzW2.s ore no= sigzificancly different from the-coitroL.



3 33
3scody ISO- 611&.-11%

Table 9

3 5$atay of Differ-na~ isn laslise and Termisal plag values

I male

?afenal Croup! XO 1 crepX

mam atd. dew. u ad.d

BC 1.02 .0.25 0.90 CL55
2.16 0.64 7-15 0.77

1C:4. 4.2 SA~O 7S
NCR 0. 1 .90.0 16

Vehicle Coutrol B0723-01 1= i
0.2 xik&Aiay

soa= ad. d*w. sms -sd. dew.
1.1.2 0.;1 x-03 0.11l

RGS 1.56 1.38 2.22 0.51
BiC? 6.9s 4.10 8.80 1.62
IC" -04.0 1.52 3-20& 1.30
MCUN -1.64 2.14 -0.L A- 0.40

h~C-2.06 1.11 -1.8 0.74
D;-1.15 2.31 -0.86 1.6.2

**Signifir-nely diffvrent from Conmtro IKan Valugs at p<AO.05 ewcording Cto
LRast Siguiljcmnz Differen ca st-

WW961) !vi



stuity No. 6114-419

Tablw 10f

Summary of Absolute and Balative Organ Weights

Mates - . Femnales,
Group 11, Group. It

Group 1 20723 -01 Group 1 40 723-$A

(0.0 1~487Ly (0.20 p/kdpday) (0.0 Aikdj/4av) W"-20 glkald-ay)

weight (a)

Naa2.855.8 2.899.5 3.022-5 2.952-03.
S 307.1 345.at 102.7 156.2

(4)5 55 S

79-M3 120.45" 112-576 90-"9
313.959 13.960 25L0,23 X-929

Nem .110 9.1"3 5.692 7.704.

S 1.10, 1.9-32 1-512 0. &AM

Right kidney (g) -

5 5 5
3-0 .934708 7.92ft

S 1.013 1.524 1-:1063

5 S 5. 5
Naa2-7960 3.8196* 3-7457 3-0724
S0.3537 0.3421 1.0339 0.2033 5

N 5 5 5- 5
Ne.a 0.2839 0.3164 0.2s73 0-4620
S 0. 0197 0.0710 0L0al." 0.0295

35 5 5 S
Naa0.2603 0.3104 0-2839 0.2695

S 0-.01512 0.0582 0.0492 0.0404

Num ber of samples.
S =Standard deviation.- .
*Signific&=tly different from the control (Group 1) a t p '0.05. Al11 ozber meaua

aenot sig-nificantly different from, the control.
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3 StudY. Mo- 1-1

3 Rabbit Aody weigh"s (6g)

W Wek 
eek 3 Ufte

C~~~aupI CO - e.ireCarbl 0 0.0 /gd --

Kale*

2034 -UM0 2.47 2,623 2.761 2.841P05333f 2,328 2.672 2.833 2.866 2."83F65369- 2,385 2-S62~ 2681 2.813 2.76vF05324 2,442 2.640 2,694 2.479 2.36670533" 2,455 2.6"9 2.4 3.026 3.1"4

U 5 5 5-5S2e 2U32 2,591 2.735 2.789 2.63168.2 77-5 97-0 197 29fa.8

F053"6 2.177 2.379 2 503 2.662 2."6F05323 2.232 2,410 2.5"4 2,774 .9
705370 2,352 - 2.505 2.727 2,856 .7F053522,0 2-,620 2.778 2.929 3A04.032 2,454 2.684 291 3,015 3i,196

3bea 2.324 2.3 2,0 2 54 ~ @
S116.7 L32. 1 162.2 14.5 10.6 

.1 Grong r. - 077-1 fin- -- I-% -- 0 2k/day

Kales,
F 05326 2.109 2.213 2.304 2,361 2,547F05362 2,321 2.3*9 2.532 2.635 2.655F05321. 2.334 25335 2. L 2,656- 2.806705355 2.453 2,758 3.o04. 3.186. 3.354
F05351 2.456 2.670 ZA853 -3.030 3.150

155 
S5 5ea2.335 2.473 2.621 2.774 2.90,2S 141-3 231.2 2196.9 331.3 339.9

Nubro1snls
S trIr eiaIn



Studyv No- 611419

Table- am (coutimued)

3.abbit Body Weights (S)

Animal
NUN~e. iniinion week I We-em 2 lievI 3, week

Zomales

105318 2.223 2.373 2.549 2.9.. l79ft

F05310O 2.230 2.5"4 2.7"4 2.5Sf 2.969

105316 2,338 2.469 2.574 2.49) 2,743

F 05311 2,382 2.603 2.796 2.627 2.576

F05380 2.736 2.81? 2.9*4' 3.058 3.6

U5 5 5

aa2.382 2.569 2,707 2.33* 2.9"9

S 209-2 16L01 165.9 151-1 1L67-7

v - Wube of samples.
S - Scan4ard deviatiou.
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3 ?E~s LMMES MMM, M Table Cl Fli.u~4
Or* W (IFviua AFout rgnVegt aue la

MCA MVIflMr 00 - LEFT XWMY, IMI - 019 KOD, U - M

mw mm" owM 1 IS 10-I

I: 93 fi 213.1 7.25 7M29 VWA
* I M5 3013 II169 &A"I 7-3

1 60253W2 36. crii 7.63 .04 4.24
If 9f molime 12J'1 '11.52 X04

KmIN at0359 331399 9 1.
ifm 2M.55 391 IL21 I.U2 793.2f

STOA UEI: .5- ]LIU 1.54 13.590

I O SL -9 .4 r
IM M -7 .4 ""
or 2 11I2 7 .1 1.11 1.5 .4

2I55 3& -o - 1.!
2 I 1e 11m 71 "7
--------------------------



Lw1r!S afAIIM er, Im Table C2PWD.IIc
WP.OfB 0*.ZEI ndlidoa~l flalative, Organ Ueigbt Values M ales Pla* 11 I

ImmleI
opo ABIL-"Mmxm- LB!7 EowC, le - elm ama, LI - Low

1 915340 1- -527 6 _03 3.MM 3t
*1 ff5%9 23L1 JM N3 2.M

I~ WO 301 .A2m -212 2-

MjwIs af 5 5 9
flff 2M9.0 312M AM 2.7M

2~a 08"f 34.8L -27% .2M 3

I__ IRMIM 2" 2M3T
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* .aE134 LMWTl1-- N*, DC. Table C3hW~ 41*
* VF"LiIT(F Pao-iJY PmP: 2

nWI)fi, U!SCPGDL 532P Individual Absolute organ lweisbt Values reale lm tw 144

-~ maV4e IM - LM1 NOW, 1= - *RIDE KIUEY, U - W

%x mw wqwL is'.. --- - - - - - - - - - - - - - - - - - - - - - - -
GMV rm mvrlq Uf o M n L

IF 1 S53 S IL277 IL4 164-M
F 1 '39323 ZYIS. 7.3"2 7.136 W121
I9 I1 " 3 5933 a4 LM 13a- 222-336
F 1 051a 300- 7~- 7-M~ 72.5* 3F I S3935 334L. & 191

STOV CPU, 3.69-2 1-60 122..

IF 2 39535 V34.0 7.171 ZW97 974
F 2 xfSM 2WA.g 7.393 7-391 2-463
F 2 Offm1 2m. I 3.9 7.19n 36.233 F 2 N33931 23.1 3.673 9VAN 9.=3

UF 2 IRM U174.6 7-511 7.69 90.54

I rr inpr 5 9 5
S 2m 77 7-VA 93.d

STA OEM 94.2 L. .7 3-929

WW
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*~E! L~~~R5 K3T able Cf ubi

MOSM Vurmm ST MIAltive Organ Vtight Vain.. Female

VOW WAMA"M I LEFT KMW, 1= - 61W4 KKWVI! U - LIWR

-- - - - - - - - - - - - - - - - - - --_- - - -

waPv ar niam 1 UMV=

F I Sm53" 3w" 2M~ _7M SAM
W" 271 53_ 6.3 .W2 _2"y 4.40"

F I WN 3A.2 _3M 350 3J629
F1 W5334 86L ..2 ..24 L3j

F I U53M 314CI .31ft _3w SAW

tEV* ~.M8 _2M _2M 3.A7
sT"CA UE" IU_ -240 AM Lon

F I W322 2764.9 45M
F 2 W5318 VA.: _2V .t3K 3.1198
F 2 K15316 M. _2" _221 Mw52
F 2 "85311 2M.: -w _3M ).WV
F 2 61536 MIAL -23V _2W 2.)SB6

M"M n pn 5 9
PEw 52.8 ..26= -0 3.9724

ROOM MW IS2 -am~ -ad" .2w
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TAble D1

Individoal CliniCAIl SCE&O109 Va9lueS

RI
I Aklia B BD BCT (Cuabic awn CC I

xu-!.e ,T l Cx /0cc 61 ( wt) (2) Ii--us) (Plicagrama) (1) (par I00 UC)oICraup I -t Vehicle Control - 0-0 gjkgfday

705324 6-28 12-8 35.5 57 20.4 36.1 46
F0332 -9 Z7 3&.6 57 20.2 35.5

FD39 -9 116 33.3 6823.6 36.8F5349 5.72 L2.7 37.3 63L 22-2 34.0 23 05369 5.69 12.0 349-4 60 21.2 34.90

U5- 5 5 5 5 35.78 12.6 35-3 61 21.3 3-5.1
0L562 0-53 1.51 4.9 1.61 0.79 3-6

IIS~l - 0723-01 (102 w1w) -0.20 tlkstlday

V05321 ".7 12.7 36.8 54 20.6 36.3 is
F05326 5.62 12.6 365 65 22.4 36. 2

055l 5-6z 12.6 36.3 65 22-4 34.7 1I 05. 3 56 11. 35:5 6622.0 33.2 2
F05362 6.09 12.3 34.3 54 20-2 35.9 a

5. 5 5 5 5 5 55.77 M2. 35.5 62 21.5 35-0 4s CL34S 0.3 7 0.94 5.1 1.04 1.29 3-0

S - Stard 4e.iazjm-.

Pa:IVr



cmCC me CCCC ll

Inf

r- 4- e0 2 " "
Cl ss00iO o0v n
cop 04 42, C 4 bz 4c i l z

ve~ p.O 2c 3 CC.. 4P
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.0 .0 0 4
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CD - .0% 9 " . eo C wt 'n 0
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Study, M. 6114-119

I Taole DI (C;,nimmsd)

Individual1 Climical Hemacelogy Values.1 Baseline - Milss

utro- Lvvkpbo- Man&- En aino- L.A4- lm"a cure
Animal Phil& cytes cytes Phil* Pudils Neutroplils

SI -Vwhicl* Copcrol - 0.0 Zfkj~day

105324 37 60 0 1 2 03 05333 26 69 3 0 20 -

105339 45 51 0 1 3 0
F05349 22 76 0 0 2 0
F05369 36 55 2 1 6

~5 5 5
meana 33 62 1 1 30

S 9-2 10.2 l.A 0-5 1.7 0-0

C roup 11 B 0723-01-(102 /v) -020 Xjk&dy

105321 33 65 1 0 10

V05,326 12 86 1 1 a
F05351 25 69 0 1 20
1F05355 is so 0 1 1
105362' 39 56 02 5 0

35 5 35 5 5
Da .26 71 01 20

S 11.V 12-6 0-5 0..? 1.9 0.0

5 unUber of samples.

S -SCLandard diviation..

11 ! p 1 5 , 1 p! M M - " 0 --



Study Fe. 6114.-419

TAbl& D2

7Mdividnal Clinical amtogy Values

Baseline - Females

'Cv
Aniumal DEW OS NCX (cubic PO MERUMc
rCazber (z lob /cz. u=) (Z/dt) m1 ficrons) (Picogrs). (2) tPer 100 MAC)

Croug I - VEhbjs qngol -00 RALksIday

F05323 5-11 12.3 35.8 70 24.1 34.4 0
F05334 5.60 12.6 37.2 65 22.2 33.9 2
105352 4.6.2 10.9 32.1 69, 23.6 34.0 7
F05366 5-21 11.7 32.5 63 22.5 35..? 1 I
F05370 5-30 12.0 35-5 67 22.6 33.8 A

h4ead 5.18 11.9 34.7 67 23.0 34.4 2
£0.31L2 0.65 2.135. 2.9 0.41 9678B 2-8

Gt~qp II Wl723-01 (10?Z wt,,) -0_20 zfgLtdM

F05310 5.59 12-2 35.8 6421L.3 34.1 1
F05311 5.27 11-3 34.9 66 22.A 33.5 0
1F05316 5.11 11-4 32.4 63 22.3 35-2 0
F05318 5.32 11.9 35.2 622.4 33.8 1

F 05380 5.26 U--9 - 35.0 67 22.6 34.0 - 0

*5 5 5 5 5
5.31 11.8 36.7 65 22.3 34-20I

S 0.175 0.29 1.31 1.6 0.30 0.546 0.

U-Nab.r of sample*.
S -Standard dewiatiom.
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St udy No 6114-119

Table D2 (Cantinaed)3

Individual1 Clinical seataolo" Values
Baselne - Females3

5. uiio- Lymph..- "Hon- LEa in.- Baso- Immature
Animal phils cyzes cytes phils Phil$ we-tropbil&_iue M) (2)()

Group I -ehicle ontrol -0.0 1jala

S*33 13. 223 0. 18 . 3
*5352 23 70 0 a 1 0
F05366 .50 45 0 1 .4 0
k05370 22 7 2 0 6 0

S 1. 13-7 14 3 0. 3 - 2. 0.01I

Gru 11 r~e of71 (10 wUp0-0 ftz

S031 53 40enar dewiti

*M531 .45 67 3I
F05316 46 31I
E05318 22 76I
E0536 22 7 2 0

5 5 5
loan 33 7 1 3I
s 14 6 M 91.3 .5 2 2 0.

*ube of 
- ..-



CIA
Study Wo. 6114-119

Table WlI Iftdwidu- Clinical ruacology Values
T-rinal - male.

Nakub- "3Cnc (Cubic MMZ .CCJU&- Xub~(x 061u )(g~~ C) Hc~w.) (Picog.k) 12. (per 100 w~c)

* ICroupi I.- Vehaicle Counm3 - 0-0 Salkldll
10324 7.55 15.A 47.4 63 20.7 33.10F 05333 7.05 14.5 4-7.2 6? 21.0 31-4 03105339 6.15 13..6 42.Z 69 22-1 32-2 0F039 6.41 13g £1.8 45 21.7 33-3 0F05369 6.86 14-7 41.-7 6-7 21.4 32.2 0

5 5 5 S 5
Has 6.80 14-5 44.8 66 21.4 32-4 0* 50.548 0.79 2.65 1.3 0.55 8.13 0.0

Grougt 30723-O1 (IQ% -Iv) -20 ~k/I 15321 6.55 14.4 45.1, 69 2~A 3.1326 6.13 14.4 43.7 71 23.5 33.01
F351 6.72 14.0 43.9 65 20.8 32.9I035 7.11 14.9 44.2 62 21.0 33.7

105362 6-9 152 1.0 7Z23 37I 1-lme of smles. 8; 7 3 12

5I tnaddvaim
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Study %a. 6114-11%

1 Table D3 (Qntizued)

Individual Clinical Hematology Values3 Terminal - holes

mature Lind
Ne utro- Lympho- Mono- Eaaino- 3a4.- lpature

Animal pbils cytes cytes phils pbils Mentropbils
lNumbt (1(1 1 Z) M2 2

GrouP I -VehicLe Cocktrol -0.0 gI1I/dAy

F0532#6 21 76r 0 1 20
P05333 32 S(0 1 U 0
10533S 47 50 2 1 a 0

105369 3

M 5 5
ean 36 58 1 1 £L -

S- 9.4 10.7 1.0 0.0 5.0 0

I r~p I-30723--&L (102 wlw) 0.20 aftzljev

105321 is 71 1 1 0
P 05326 43 .51 0 1 5
F 05351 34 57 1 1 7 0
E05355 12 82 1 0 5 0
M03-62 47 46 1 0

5 3 5 5
Sen 31 61 1 1- 803 -S 15.3 14.8 0.4 0.5 1L.7 4L0

U -uxi of s~vqle.
S P.Standard deivistica.



Study No. 6114-119

Individual1 Clinical Hawatoloff Values
Terainal - ]Females

AnJimax EJBC oc aCT (cubic P~s 1=IC
*umber (x IC/cq no (L/40) (2) Micron&) (Picoamis) (1) (per 100 E-30

Group. I -VebicleControl 0.0 gatulday

F95323 5.62 12.1 38.6 69 21.5 .31-33
F05334 7.06 14.9 45.0 8.4 21-1 33.10
105352 6-64 14-3 45..7 69 21-5 31.- - 0
F05366 6.24 12.5 33.0 fi1 20.0 32.9 5

-F05370 5.94 13.5 41-0 69 22-7? 32.9 1

355 5 5 5 5
.sn6.30 13.5 41.7 66 21.4 32-3 2

S 0.568 1.18 3-56 3.7 0.9? 0.92 2-23

Group- 11 - 0723-01 (I=2 w) -0.20 azltzIday

T05316 6.71 15.0 45.9 6822-4 32-7 1 -
F05311 6.42 14.6 44.6 -70 22- 32-7 0
F0531&r 6.01 13-0 39-8 66 21.6 32-? 1
105318 6-24 13.4 61.9 67 21.8 32-5 2
F05390 6-35 14.1 45.1 71 22-2 31.3 1

35 5 5 5 5 5

mean 6-34 14 .1 43-5 22262-8
S0-255 0.79 2-54 .21 0.4 0.61 0.7

S Wb*r of samples.3
S -Standard deviation..
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SEUdy SO. 6114-119 I
Iwndividual Clinical samalogy values

Terminal - Females I
Matuare - 41d
te urro- Lympho- Mono- Eo s io8- lAsC.. Immacaff

Aimal . phils cytes cyc.. pbils phils Keropil.ftaber (Z l ) ) (2)()

Croup,.I--- yelkiele Comtral - 0.0 n kz/da
F05323 30 640 1 56
F05334 1.3 85 0 1
F05352 38 533 0601
P05366 50 46 a 0 4 0F05370 23 72 0 2 303

5 5 5
Na 31 641 4

S 14.1 15.4 1.3 0-8 1-9 0.4

OrouR II 073l (102 %Fw) - 20 X~ZW/daz

P05310 27 682 1 20
P0311 25 64 5 1 1
F 05316 42 54 0 2 2 -03~
P05318 26 70 1 0 30
F05330 51 48. 0 1L 00

-~~~ 5 .S S
u. 35 -61 2 1 2 0S 11.2 9.4 2.1 0.7 1.1 0.0o

5 - *abr of samples.i
S - Standard deviation-

T - I M F "
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Indepeod-et Review. of Liver Slides for3 Study Zo. 6114--U9

- SLIdee from rabbit liver* were sub~mitted for blind reading- Th uo'egiY.
* grades as Listed below were obtained from this reading-. In thaso L"Et~ices

wbere a bigher "erity of iwpkAtOcytIc uwuIng was ses. the distzrIbcon Of
the swelling was diffuse, Wfrh bepaetocyrfr velU~nZ seerIttes of 3-or less,
the di~triboatou was cenczolobular. The changes noted are. iin my experiene.
co In the rabbtt and X namally consider them re be so-treas neated-

3 eotocytIC Swelling Severity Ctsioe

3 Group 1Creep 2

Sumbev Sem Credo Vibr SOS CCe4d.

P 05324 H 0 105323L a 3 3)
10533 m 2X F05326 a 4
10O5339 30 105351 a S
F05349 it 3 105355 K 3
105369 K 0 (1) 10362 A 4
F05323 7 5 M0310 1 2
105334 F 0 F05311 v 3 (5)
105352 r 3 (3) 705316 1 3
F05366 7 5 105318
F05370 r 0 105380 IF I

C)isdicates the secn reading of duplicats -l4des.

WM.Fleld. D16-4. HS Dorle
Diplomare. American Collegg of

Veto rfx-ery Zatbelogists
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r11V N:r9E 9u:153A4 SXZ MWE M% GV.: I ScUOF ICE S;TuS5 S2CzeU. 1E~!q S;CWIC-:

ORS "E ftO f OF £? OE ": 06/!144 FR2CTr TM. LLEIEIV 4 W iCv DlIRI
IIX 4,E2C- WCT AMIUL.E FR*#ZL7: IWLAM .41 sEQC- WCr DWEJIj4
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I ~ .11 !!W~aii/r Water
kS*lvses IeSrwd: NOCe (00 2koau CO1MtAU1Mt* OXP&Ctad %&14h t.N

iTer* with this study)

psatain~d- An1 reord that wuld be required to recostruct -tbe

study sod dvoowatrateo adb~rance to protecol.

3 rtOc0 oPge? of 16
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as
Y..6 POOCiw &aUM

Pt27O. go~. C-TI (cnt'd

7313Number Co ~ Physcal Te

stores! congtiona: (OM )

[13 Otha SanIad- pata±m -

Nazordsz_ (chck one)

1 13 zone ft~w Thija w-d1ary praeout1w In honalog.

S~t~ Tn*tructlons: (fChok aw)

mimi,:~ RabbIts. New Zealand a.1Mm. obtained froa a aoswc.
t4.t -has bee CPVobwa d by the Test FaciiIty. MMe?
le-4 be SL *2%cd-test group for Oach tast smbstaM

Itstd aoveplusoneveh c catrol group. Eacb
tea% t~pWncl~ss fto(0 anias m-ale.
5 r..a..) weighing 2.0-3.0 kg.

mnisi -Car* und Mi~tz falow the approved Stanard Operrating Proc~dwe3 of
the Test Facilty. CAccllsatioa per-tod wat be a
s~ial-M of seven C) days.)I

Protool F ag* 2 of 161
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I £ a-ai ~ 'OTD. 3. C11 (coted)

2!!..4a Sehcfavolc Prta.taneoU3 TOZICItY

sasws Dwte. Jue 21. 1962

CodV.ec:ftllu the OWWod Sadard Catlag Fr..edures of
the TM iFcultY.

____ __ 1Hw the apie Std operating Proceduresato

the Test Paclity..

3g rieue-is: Rabbits w1n1be vi-ws~d fso anias, that have be
GafCclMated In the, laboruto-y a silaoa of saves (7)
days add heme been wood in noprevious studies.

Aiaswill be gi-ven a Visual examination by a
qualified Imd1-gwuo md only those ahIts judged to

. d o apt elh satsawiln be selected fur

con3ect blea soures Into collectice tub"a .oevtaiala
EM ant4-ooagulent. flonag the apps-v .d S.eedwiF
Operating Proceduwes of the Test facility.. Specify the
method Used. Determine I globin. beatacrlt. 'ishte
blood call ammyt red blood call coxo. * mean corpiuscola
volimne., mea catp ulsa- beaftlobin. sma eoepuscular
havoglobin o cetatizim. and differential A,4to blood1 call, eamxt. Cilnate thaoe animals Judged to, have on-
aboawaL bmoWm as dwsled by the Standard Operating

Poewsof the 'ZRA Facility. Dusing will beI-started itidn moew C72 days of the baseline bla

On~y slals wigln between 2.0-3-0 kC with an
ace~table health stsum an normal hernogras will be

- hudb admzd1- grup by grops wn axwt

apjr.owed St -dard OperatIng. Prceduez- wE the Ust

Faclty (Appendix I or eqvivolent)-

Test F~srt c.: lp tbe are* on the- back of each smat fro shoulder,
to rump. approilasta'ly 15 in wide. using a small animal
clipper.- Clip acimas as needed WV-2 the teat is5 in
progress to 6. ev c the talt sub stmoce free mattifig in
the bair. Abrade t.he sbin of tbe rabbits follotdng
the *Vpowed Standard Operating ?roc-e4d'ea of the Test
Fscii1ty prior to each troa-seri by penstrat~ISM the
borny )Ayer or the *PfderwiS without causing bIloeiflg..
Di scootinue abrading if thte skin becomes fissured-

Protocol F ag* 3 of 26



P207= NO6 C*T? C ist 4)

28--day Soebe cc eetosoxi?

issue DB"a: Jam 21. IM6

Paoe ]Prepartion Test CW~o(sI: (C wck approprite box)

t 3 moss test mbsaet. 1sa

of test Wibznf In-,

k3Doe as 4,10 S CW/v) aolwIVE/a1speas; o
ofSet ubZOM n e~stt±Ued ws ta

t 3 10004 per S0mc;-71 Ifstructi.oe. (a* Base 2)3

note_

If a test subtm - vehice =Uxmu 1.5 reqI1Jd.
fall"w dreclamm 20 Apea1z T

Control OVO

A ecatrol g;cu abold be ZE 3: abould ae be t I
iseluded Is SbIz tUody. %r included. the .etrel
substance disr 11I vae shoul~d be tested
Concurrently with the teat substance at a dosage
level of 7 .. -

Dosting Instriooscv Apply appsaprIst.w epecentratloa Cam Dove ProperatIon)I
of test mcbstancefs3 or control substance'dally. 5 days
per eaebmir 4 weeks (20 applcations) st a doss"e

voluma of 2.1l/kg of body weigh....
Apply the sbstaes ith a syringe.. Me Test TaclU-
ty's 3tanard Operatizg Procodures to evenly distribute
the Matanees ewer the clipped area. Record time of
dantog. Meigb the animals *nce weekly mad adjust the
dome levels accordingly.

Sestr3 Do Not rwStrxa.

Px]Netrain the aciala to *-event oral ingestion.3
Resove the-restraining device approajeately

- 7boorS after the start or treataet -

Protocol- Page 4 of 16
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3 218-day -CbCbrqic Purc=taaeoua Towicity

Issue Date: 4o- 21. 1902

z.1 23 to nt o

3I* Wash anl Zet sites with tepid motor approxi-
mately 7 mows posttreatment. Gently dry witb -
disposable Pavr towels or .quiwalemt.

3. [ &3 *4sb T woaafut tepid water If sigalflcant
amount& oc Cast a~:ce accln-lateS O the test
altas. Mr may amlmals ieqadre washiug. all-3 anisis saou4 be wusbod md gently dried with
disposable pape towels or equwvaleat. Secord

time n* a mals aire wasbed.

3rdw M=Pd:Atie IpW t trOataat each day (after day )
theOkl atospang heattacbd scle (Appendix

23_ or a x5alo Draik **i reaction scoring system.

Obsa-waioss ~AU aimasI daly~ CT dxys/vaek) up~ to the
day of secrapsy. recoring aU findings including my'

walitie&s. SeC?-opxY al4 animals as goe anI - xuiha that are foud moribund or dead during the
coweof tvex perl-sent. If sacrop*y Is delayed.

refrIgmi..e the carcass metal proseetIon begins.
wecropales w=llbe superviasd by a veterinarian.
acuare all. cbmawarlos. rWpossible. determine the

Taxicologist. QolIoct tetissues listed in Appendix
from all inial iihether die or or* sacrificed
prematurely anleas tbe supervising we?ainsati judges
thet autolyals present precludes a seanIngf~1 micro'-I cpie exanintiou of the tissues. If any deaths o~cur
aftzer srt of dos:ng , s replacesent animals w'411 be
ate" w atbrsto of the Sosr

PrW-.A to intiation of tbae study. schedule the animals
for- xec-opsr with. as nearly as possible. an equal-1dListrVbutIoc as to sa and group number for each
necroMs day. Randai itias Vtocedures winl be used to
de-Lersize iticb animals %ill be sacrificed each day and,
the ord4& ia -A-Ich they will be s.acrifflced (Appendix 3I or equl'walent). All1 animals will be sacrificed 'ibi
tbroe (3) days after coepation of dosing-.

Protocol -Pace 5 of ig



2"Mdb Subceuoac Percumewous Tdzr-OIty

X26000 D"O: Jue 22. 1992

Socrox (Cont'd): Between days an O y of voeropey. obtain Mooed
s-nlas via the tachalque used ia the pro-stu$7 a*
aayze as described In the Petrtent beattaog

screening onpage 3. Walsh all sain~als on the first
day ot aecropey for use in ossess&ng la-life body

ouf~al di r p vno lt in rulat ive U

eeszettin of heart, beat fb 104mg the appoprIat
3tnatOperating Proced we of the Test TsclIlt.

Uetroaa' should be started 1lthis too (10) minutes.
afte- sssm~ze. Newr*pay all srviving aials mo
recomd! m= vsa olserwatians for a12 organs following
the Stadw-d operating Procedure. of the73 TeF acility.
LUMIS eSPI1 %M V~fused with fasmalIS latratrsceaelly
alt a PiessUxe- or mVppuovia-tey AD Mn Of Voter. filjoVg
the proceduwe Zm £pmIx 5 or a equivalert. Ipac%"."
Take tissue spectiume end use triming atha gives In
Appeodli AL 4ny dev~ieos. from the, protocol _uch 0.
sising tilsses.' baeatology resulig. et c.. Abold beI
noted in the raw date. All secropsies w122 be soperv'ised
by a voterinary peathologist. =f aseerop*7rm assist-

-ont % be trained mod qualed.3

Organ vegft Determlae .bsoluto weights of liver ad Adnoeys en

R ~ ~ ~ ~ acisteptoe e~aaa organ to body weight rtte.

EistapthologTk 2l& all tist-ws listed In Appesdiz 4 mod prepare
paraffin blacks ad atz aides LallawIng the appe oveO

* Sta dard Operating Procedures of the Test FCluf.
Slides of all tisses will he eained *icruscopIi*ny
by a vetarinary pmtbologist.

StatIstcsZ AnalysIs: 7The statistical Ovaltton should be ad* by awdals
-of variaoce- techniques. Provided that Bortett** test
of beeogenelty of varienee Is not significauzz. treated
groups should be ecpervd to the c-ctrol grocp using
the least aignificast tffrence (L=) criterlon- W I
Bartlett's test lia significant. cmparisons with Vhe
control grup should be ade by Vilcesse's ram
test. Xt the study include~s omly one test &-oup and I
mne control group.* than they sbuld be cmpared by the
t-test for equal varlancos provi.ded that the group
variances are not significantly diffeet by an -tat.3

Protocol -Page 6 of 16



*53
n. wciue£ 64~1 CIW ge-. C11 (Cooftld)

28.-day Subcbrva1c Percutano-gs Toxicit?

I Issue Date: Jun 21. 19w

ztastitca ralyal
Ifthe S-x Isa slgniflst %ban VlcozuO's am

text sheod be perfersed. fr the test Ilmlas txw or

m uch substance; t wsaalysis should lacude tests o
3, liaw regreamlo sa lack~ ot fit. All statistical

ttsZiW be honducted at a 53. tw.atded risk

_______________ It 2 bes" necesary to chage the appood
P om verbal agrwmet to .ak. this Aba*CO should
be undo between the Study Director sd the Spdueo. A
soom asprctical this ahiagmad the resao for It

s hould be put in %mitin ad signd by both thm Study

m !s~ aport do"S af. stady ImItlaUio ad teamito.5 desths. skin raac~sm. body wmights * relative ad
ObSol Me Mr wwgZbs. gros aboormasllt1*0. bistopethe.-
logical mmid boatological resmata. Patlilogist's3report abouldinclude a Xtatafit that In hiS opinIOn
the- qmtIty and quality of tiss take was "dequate
to enmate the Stuy. Stsatizt~ally anlyza the final
bodj weights. body weight gafts. erg-. -4ights . agOM
%& wo=psy body weight ratai. ma the changes fro

belefor 4amoglobln baotoclt. total Wite blood

saaf oomopr to all requirawants outlined in Sectom
58.18. 54* part J. Good Laboratory Practices

I " awdecor. G. Wad Cah .r V. G_. Statistal Mmathds. GthiEImR

ILeasti f.a igaIfcant, diframs pO. 27 1. V72. 271
Bartttts tet p. 296 r-ZSS

Vixcoson-s rank sm tast PP.. 130-132
t-test * equal voraces pp. 1O-ImS

(2) Drpr.1. 2 e wt.N.ApldXCeco "Ws. Viley (1966)

of rotocol Page 7 of 16



Twa ~ ~ ~ ~ ~ pO~~ Peca L o-&W9. ell (Cotod)

issue Date: Jwe 21. ISW

________n of WUisto-
pohl~ irl.- An wt tissues. blacks mdslides. *Dc~dn9ldu bX000

slid". * Inectad at Coatrat laboratories Shuld be
rot~r20d 20 tbe SPaewj ft. retOUtIOG fQO~lod~ks

c.vnane of the final report. Te Stim5Y Dt,.cter
I h e matied in uwlmLn W! the -psort bahen h

*cftve*& zntructt fin- rwtmfln the-e mat-axl

Bae Akprawod by Spanscewa ftwis. M.n1 G

rroposed Strn ate: MMo f7/03

Defined a ________________________

~ Cosplet~an ! - f 21127161 -

)TO be amplted
Defined SubrhfSsicji o fwIaIeport CDU&1r )by te los

Dae: 7 av

- f Potocol rag Pas of 16
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*~*~ SOCYBO G5~E ~m-vP?@tOCOl A £ppendixz I l

R~ndm~s-l ofAni'mas luta Study Groups

12w C*22ow4t.g promedin-e will be ralled separaealy for tbe sale an rmae

animals.
1. AinlZg a on number ( fro a tale of random minhe. r fta a compater..

Zred SwoOD o-endom number Cmanrator3 to *ec aal aceptable under
prwlsia outLined coder Gkoop Asiniguammt Neato & fro-Ze 0*4vlimats.

2, Ir the* r sar ww aneptablv Msala than seeded to fill the study Ap ap.
GUSInst th Untia *1148 by ene of the fblloming setbods:

a) 4e1smimt& the flwast animals.
b) 4alminae the bieaer aijmls.
C) aullat.A the 0"mla; with the largest Tus Dumb*".

3, Sbt the Animals 101 4Wdm ftan ligbtat to beewlaSt.

4. Deffte the block, *rlm Ch). Xt an1 groups we of equal size. b Is the
nmiber or study gruwe.. Otherwise.* determine the greatest uomon, divin
of the group sizaW ou 4di'de each of the Wo Alzt" by the greas
commo dVIor-. MW MU or these qutloa IS In. For SMMiP10. OP

Ar,#Wre' -tM" frof.est cmo:dvsris Sadteresulting
obtained -by d~widlog We

bezic the block msie 1* 3*2&.a 9.

- I S. Gathrough the sorted list of animals abe~ a time. starting %dth the light-
gst:anial. orteachbftp of b animals Into ascending order bsped- upo

them randouactb m a- Thn- If the groups. mr equal In size.. a$sign.th
firmn aa to group 1, the second to group 2. etc. If thot ginti oat
Im im slze, then ths, awjers of anial* assigned to eek maaeseziw
group are' given by the apotiants calculated Is the preceding 5ta.

- Cotinuing tMe esmPle: 0- aoe.thet f1rt 3 aims would be Pat is-
growp 1. the nert 2 InM WCUa 2 sand the a aimals With the uighSt random.1 noibera 2 woldb assipmeto goup 3. Ths pedced ue Is repeated for e~

* .Asxign individual sciat numabers (a) by soting the animals withi each
group Into order incrvasing randomnumtbers-. The first amal Is.at sortedu.W gopIS assigned mndmw 1. the secod. sumer 2. etc -
The calwter nanber fin- ech animal Is wor obtained from th forsuda

Group Nuber a 100
pAnimal. Nmber (a)

4. so if female.

This entIre prooedur way be performed either anually or by comptter progda.
*- U The remilt of this procedure LS to stratify the group assignmenit an animsl

U wtight. Vrovided that b Is le*s tha the total number Of animals. With Certin
group sizes. bouvver. b w-1ll be equal to the tot-al number of animals and theIreseult. then. is a szlapi. random assignment of siaals to groups.

ftotocol - rage 9 or 16



T.~o*~ O 4W A.G." co-Spamw
Protoco - Apefft 2 6/82

SCUMZ FOS rTALVATM~ SKI IRUCTZ0

I - SMigtj (bes-eZy pmiueptibi.) 5
2 - Node--at* (Wel~l define
3 - Sevee (beat red)

a - Now
I - S1XgM (barely p--eept~biE wal dal efud by definit, ralIing)

*2- N.er-ate (raised appraziaately 1.m)
3 -Severe Cralsn a ri tbai I m)

At* *- Islfe mt-wn

2 - Iet (oM rwtwu to sionel)
3 3- mwo CU e*stinty)I

sDumat± (not Including *ocw wom)
a - no
I -Lgh t alIgbt mcal)3
2 -ModersUt (scabs nd flakes)
3 - Nad (prooooma flaking i't deftuded w)

.:- Vlgtc Ccrackze ind min s) ead

rxfbllatam (sioughing ofth an echor Ussue)

Protocol P ago. 10 of 16
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TbP ft11omt±& ~inw= winl be fr.o4.oed fbr the wame ad famale animals-

I-. Asign a MU& imbel ffrf 0 tamle of wdn vaers or fr a vompaitee
lied peftadm-r".4m i*b ene~rator) to eac Maai in the study. This sat
of randqw numers a~ mt be Ithe sam as the set usd In group *gslgit.

1. 3r all anIXals tril be macrupld Gb sah e day. diw. Ord this atop.
MSe wAUAMS Of eCOh group an SOX to be necropeied onthe f'irst day Idli beI - ae",ta by taidag the amIUa-S fwithin the group with the lewSat 0.0erA

numom -The near das a A vdl be flned by takin the melt
higba amberd animals. *a-

3. f~or Oecb 407 ME .cPSY. th 1uals"Ill be Ite o ioreder fro the
lowac t ibi the Mhat rwane number. Milo qwder wll22 be %be order of

Udis OWLS"e Wrew may bg performed either NMOLl-'y or by vonater Program-

13ea laadniztice of aimals Into StudY V--*s for dtfizitioM of cepIWter
nmber.

rotoeol - page II1of 16



T"S VOCTO 4 Lz C-L^"vProtocol -Apyandix a

x~rpr- T~u dad 7rlmiin TAtheds

Lg Sctises to Include ajoan atomic altos frrm left un ight
ajd..- (Lungs shall be parfused Intratrocheally at a
pewspw at of proxioutal7 SO M of waer followinag te
pseud uIn ffipandiz 5 or so equivialent procedure.)

EwMt Sectios to Iscl. major etto altow

hwt ~ aveegsAuctiseon atte straiO pwZo of the thoracic aorta. 3
Tmagw Trass auction milE'a betwon tip and base of tpeue

Trachea. aophnt. Obtained togvthar b7 tUosvusaly sectiomig at the 2&v~l of.
and thyroid the tb3reid.. (The parothrroid to eected so viewed his-
(arazbhrold) tolof1~cal1y Ir It is Included Is the plne of nationig.)

SubmandlaW Intact Mark, Var vctlmn right for move) -

flceommine Com AWaution; aso for go

Stomach Coprdloc- Open te stmach -1 o Its gfeatest muvtme nd obeve a"3
tamdi. pyrloric r"ov* ingeitu. Cu a strip of stomach fk-vaoardIst. fundla

* iaginpl sdpriori-. ragions..

Livar sogall Viswei a. mctlo tw lawge lobes or the 2ivur. on coc Iai
bl gall bladdawr

umomTranzosm actla

jelim Trersae sectIs

nlaw f1ruim section

Cociin. 00les Tranaverse sectiam or oeh

Urinary bladder Section-

Xidne" Section -of right kidney ma f left kidney reresenl-Ing cor toR

Sapoductive- Male -Sbatias of the wastate nd seminal vesilelo. Left testis
in-%to with tunic nicked and .pldd'mi attaebd

-RA foirtth save).

-OLE Both WearlWXeare takAn Inta*Ct. (SaWs right
amar7; section left.) Cross sectIon both uter-ImeI
hons. Cross section vagi'a.

Protocol -Page 12 of 16



Tm voc& C-w omoaw P-otoca - Appnix a tcote Glen1

3.e~mmedea 1TrImmng 1!tLhod

Adr~sma".Left lsact adram is taken for sectIclac:. we t~ght for sae

3ectim ttouig te vastesat diaessiin

musc mle ~ sea ~ti
I 5-Section-

* Pesarl

CIamb ainrsu) Section left 52 mttha Junction (~anov right aide)

33Sk13 (tr UidA) are MItf

Nr~~~xw to liftoe ONebrm add brain. careaellu and stem

.1 PIn& saw*~ Trsew-*r settles taken frimi tho-colodi region

Satee serve- krswm secti

3.SubM=&ZMW - SeWS rlght ad M*ZAe left
seimW7 -I

3 ?lttt- &Lmm TA"a mu" gland ro- Poce*2aig

Eyes Dbth eye we taken Intat- Savy right eye and amotla

Lost="* Cuqm= pramstaff-wo section of' my grs leslse that
wouM sat be rewpoesented Is the zt odard amples described
*bow* that a" ±dred by the atteading potholoelat to
patencially rvp-~ tes sustane effects.

IP1ct .MA o tII holdb c.1Iected from obtisu

3 ki~e~s. Is. m.otoue 1 the I ~nd.d fr-_!.ig Mthoes. Each
k~doey shoIhX4 be tsmetha above. leth CUPLIcste ses73*
ceeted bran eb - a" frbstaoethology ad me. for save..

Trimmed tissues aia plaedI 101 ovutral baffe-wd formalin at amI *St-iaie4 woo1e dilr*.lee of 1 part tissue to is parts formeliS.

Note: Smve TIssues: (Save tLsues we WWi"s tissues oftlef are ollectiwely
pac*T -in nerarI. buffered rorxml im soc possie. frature reference-)

I Protocol -Page 13 of 16
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method fo ar f1uion or Raftit Lg

1. 7he tracbew is as posand tho vrtral thoracic wall Is wMN. to *,as

the ventral aspect of h heat. so lofs-

2. A piam Of obl.1Cal tap.f Is Ottscbe l00sel7 WOU'd WW tr*chee.

3. 7he trachea is CU. A" l t10 tape Sod Clmoulated wIth typ tobuf. MIA
Or Ul*&5 &WOOMu02 inPO tbe 812 Of the tr Ia-

4. 7he "ain"I "a is saco tightl Aron the ta..

S. UM Jug We Vta emph t al, bufft~rad fbrWlJA ftr I Mint- Vith
a onstant, llhau p-wx e nointaimea by a 2 maam Plastic Jig wdtb 0
spigot am 12.- Mh tfla, tmbzg Is attached to the WWiCt The beight fa.
gaiheim is 40 A-

AfMter 1ngbal. Uft ub12a to" se I C ewd to the "Ionhe Afta UNA
tflca. bas bean r e d. 3

7. The lngirso heart ore =We~fuy diseect,@d free ft-n the thorsqc ewilty.-
* the heart Is separatad from the luns. Sections from the difforeat lobes,
* of the longs can be Immediptely takam fbr hlstopet~o~ogy. mod stored Is'

buffrrd fowuallna at least 24 bowts prio to hixtologica procesus. Car*-N
auz e takes to prent. the aciantal, puncture of the 1-,g durin tbis

renowal stp-.-

L02: Ibis metho pralee the wighlfg of the lungs and thu. this
Information winL ba. e obtained In the Study.

Protcl-Pag34 of~ 3
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vtU POC72A SOG&.4" OMOVAs Protocol £ppeneiz 6

IA ssra c wicu f Tn To1i OP r PROC &!S CK3. ?h.WP

10at tise be b hat-iealed In Plasttle bags. Be" MehS wKapk Povucee
by Uotchpak mv excellent and available fro most scentIfIc supply houses. *k
6-1/ZO t 3 bag :is satisfactory for mot laboratory misaims. Place only one
animall's tlsjes so a bag together with a mal amount of Jos buffered neutral~j
rorwafu-. The inouwt. at formui i shomld be adequate to thoroughly moisten all
tIsaaw-Several sassould be made %ith anIdenifyin label (study numberv

parMMI sioc -

Slocks, eds~ eVXedo nd (with the label visibhle listing the study
sumor- w uO nd ndmd nmbes) n nmerical arder by groups In special tir *

bases vftfkf csist or a cardboard tray 160 90 s ZO plus a protectIve cam
Tw&xew hese boxas; wll accowwdste wpriitmwtaY i75 to 2obuocks and:

are awallattra from John Gkn= Buckeye Box Go~. 601 IL. agu Awenoe. Columbus.
Cblo 43204 ~ L45 (Part EIW-l). I abal the and of the box to 1d"Mnt3the ctatcr.. Z.s perusnenL lael sould list the study nmber and goups.

MIcuo ie

if SlIdez wisr be packed! Or masorea order by Groups Is -plastic baxss
*Individual slides Pust bw labeled to indlzatdi the study nuodwr. group an

anmali xuw-er,. 7he, boxes to be used ou" be Identical to S..P. 0"300. Luds
shquld be- secured with tape. A poaldm ateri-a such s, P021-ro. peper
towel-s. *tc-. should be placed inside of the 144 to prevent breakage- A
PeM=Mndnt label should be placed no the- outside of the ld 1deotityiing the
*Loft zoamber emnd Vpe

An Itoozd list should accompany eac Ship-aot. Thi- list should indicate the

U 7b mumbe ar vots in the shipment: i.e. * the mbse of sblPgdng catons.

12. 7b nmber of *1ides. blc~. mid indiv4da--l Contie of wet tissue Is

Ancostscurr-ed in shipment of these ustertals to the 30"ow shaud bit

Al11 materials fto: ctract laboratcrries -saold be sent to the attention af,,

should be referred tor

I I6r- George C. Stewart1 he Procter & Gamble Cumy

Wool Valley Laborsarles - he.. 003X220
Bss (Butler CotY). * to 5061



TV Paciie a& GA- OW COMPANY
Protocol- Appendix 76/21

IrXSC=M3~ M2 1M PRU!YETION AWD RAM Or

T S 33T13CE - TtCL MIXTMUS3

1. Test susac - vehicle mlsztwe should be prepared:5

[73 daly-. weekly- I I se Special Instructions an pae 2

2. Uixtores that We gt trw solutions should8 be mixed by use of a magnetic 3
atirria ba while dosing. ll nmxture should be shaken or stirred before

bamocne~tydoteadukton I required. aple the mixture fro the tov.
3. £dge.i d tomitlem x[T~g 3 if;n d . o erqie,

1 3 Return all tsee safpes. a ppropiately labele. to the Sposra I
1xvisional Ticaielogst for- 00.012*iS.

wrpn Instruct'

Sn apprximately ml * Sn t 3 rowznI I 3nw mbles

Aw3 ayaw bil thre. samles uing the analytical meto Imn

4. A cceomU tlce and/or Xtability smalvaig of the mixture t 3 will:
C 12 will mo be required- If ma- nalss 12 required.1

CIPmpw. a sufficient; quantity of* the test subance-
Vehicle mlirtuw so that a potao ca be retormed to
the soopsow a Divsiomal Toxicoloist-

In Lslyze the tfs*t 3stiwc* - 'veicle mixture for itest
sbstance ceo : tratlon emin the analytical method In

protocol -Pagw 16* of 11

We F70101 s F! I M-'O- 50 W-



HAZLETWN eowA~ms Au&Rc&__r~

3M NFM §" - P.MS 5 &g ~ f VA 53- on 34s-a41 TI 70M A.-.h"

14-Dv Sbc~roicPercutaveous Toxicity vItb 30723-01
Doc- "e. 14o.: IISBT -62S

study me. 811A413

Sponsor o~

?be Procter 4 Ckwb1 Coupaoy UAsz~etoo Laboratories £narfl Mae..

11520 Read vrmm Mighesy Life Sciences DIvisico
Ciucimai, Oft 45241. 33 Kimsn SoulawatE

4uiwmu 53704

MdvIWITT!A. ThxIt1*tUI Staft mratovr

W. AmudmM czb. 1&O - u

AUG 3J ~4 !fTctlve, 3mayi 23. 2944

This amoun modi fies zhe fo3Iawiug portico of tbe protocAl.

1) ?jag* 5 of 16. llecropww. Ipata4rapb 1. searence 3. to acrMoatit tbft
termina smcxlftcq of the ani1s.u substttte the u-mderLized below foce.

All solmis will be sacrificed within four day) £57 ar coeepalec

XMOLt'A APPROVAL

Birmc *'b00 Date

Studi Director. Acu~te :ojricolaiiv
Raleron taborator-±*s America.* Te-

In svecror. Oisali tv As euvaflce unmit
qaxlecoo Laboratocries America, Inc -

So/c is 6hmwa A~ lMeaca) Sciences DOv'sjon



5~T SB= 862S
H~zI~ ~aiy 6114-229

Pt"Mo 0o. C22

ITa MwsteIgaial10~723-01

&&. pre1iniary sumay of t~bbet-Epatbalogy dw- -wx
to W..U.Gibs by Mr. Wayne Notdiicn (per ,po couvewsaticm CC 11/29/3

3appended to tba stud n pot

The above prtcocl ehan hbs bedul t e for thm ?zactE~w Gwb3*

I i. groace Gibsi.P- .bx

Th *bw* Orcioco1 h b e pte- for NAZIer iahacatoci*s3Amrica I2m. byx

L.=M 9. /,1/553Vaybemt M=
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