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1. SINMARY: 12-Day Subchromic Percatassous Toxicity
IRNC Study 191-1439
Brudy Initiated Jasaary 3, 1989
Doning Initiated Jasuary &, 1989

Teowinal Hecrapsy January 18, 198%

G28717.0L wae applied dermally undiluted as vereived to |
Hew Zeslend White rabbits five daye per wesk for a totsl
of 10 applications at a dose volume of 2 wl/kg. Cencrol
rsbbits veceived daionized worec by the same voute.
Seemaries of the merhods, results and conclusions are pre~
seated belaw,

A. EAIPERIHRHTAL DEILGH/METHODS

TEST ABTICLE

Identification: (TSINS) G2877.01
{DuW) SYORIQ

CONTAOL ARIICLE
dentification: Dajionixzed watec

TEST SYSTRM/IN-LIFEZ BXAMIWATIONS

soimalary Weu Zwalund White tadbicts; Mohican
Valiey Rabdicry, Inc., Loudouville,
Ohie: dpproximately 3 mouths of age at
study iaitiation.

Donage Groupe: Humbsr of Rabbits
Dosaga tavel Male  Temals
Watexr Centrol 3 3
100% G2877.0: 3 3

Randomigation Brocedure: Computerised vandow salection in a
block design hased on body weights.

Hougiog/Bnvircunentsl Condicioma:

Tadividually housed ia stainlesw steel
cages in & cemperetuve, humidicy and
‘Lighc (12 hour light/dark cycle)
coutrollad room. Food and water
available gd Libitum.

3191-1439
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Diac:

Observations:

Mgzsurements

CLINICAL PATHOLOGY
Study Deteraitationd:

fevatology:

ANATOMIC PATHOLOGY

Terminal Hecropay:
Macroscopic Patholopgy:

Tivsues Preservad:
Micrpacopie Fachology!

Tisauna Lxagined:

191-143%

Certified Rabbic Chow® $5312, ®rins
Kills, Ine.

Mortality cwice daily; detailed ghsec~
vations ovce daily; dermal ifrication
scoring daily prior to each applicatioa.

Bady weighte pretest, weeh I and ac
terminal asczopsy.

Perforaed on all rqhbits pracest gnd ga
day 14,

Hzpoglobic, hematocrir, levkocyte
caunt , evychrsdyte count, meen cog~
puscular valume, mean corpuscular
heacgiobin, mesn corpuscuiar bemogliobin
soncentcation, platelet count and d4ié-
farenrial white blood cell count,

All surviving rabbics Jsousty 18, 1989.

On all rvabbicy. Tissuss fixed i{a for-
malia,

all gross lesiouns.

Homatoxylin sud eosin staioed paraffin
blocke of all cissues Srow siach group
sod jacticoed at approximately 5
micrang.

All orevserved tispues,
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B. EXS0LTY AND COMCLUS{ONE

Tha spplicacica of 100X £I877.01 (2 al/ty) produced marked der-
mal irritevios over tha Z-werk study paeiod, Uhkile there were o
ovart sigas of toxicity, sniaals of boch sexes had reduced bady
weight gains.

Thave wers oo sigus of aystenic cogicicy at nasropsy, uor were
thuee any sotable findiags in che 2-uenk henetology data. Gross
lesions ware limitad ¢o findiags ac the gpplicatiam sice., Micvo~
scapically, chese lesiocns included severw ulcaracion, sxuddce oo the
epidernal surface, acanthosiy, hyperkeratqasis, choomic dermacicis,
sdesa sad sbacess forastion.

To the best of xy ¥nowledge, thers wre va sigoificsut
deviatinns From the CGoogd Laboratory Practice Beguiatioaes which
affected tha Quality or integeicy of che stwdy. This scady was cou-
duccad is conformaice wifh Good Laboracory Practice Ragulavioas.
This report sccurerely reflecks the raw data obtaiged duricg tha
parfarmance of che scudy.

[Bae EGU ¢ [20/84

Dale E. Jotoson, Ehacw.D., FR.D., D.#.0.T. Date  ©
Scisnciflc Dirwctor, Zxpericental

Toxicology bivisioo
Srudy Dirscror

191-1439
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QUALLTT AESURANCE STATEMENT

Study Title: 12-Day Subchrovic Percutimevus Toxiciry
Tast Arvicle: G2477.01

The zowducc of this study has bees subjested to periodiz inapac~
tions. The dates of izspection and the dates that Fiadings vere
reportad to managemant ant the Eyudy Uissctor ave listed oo the
following page.

This ceparet hee beao revieved by the Internatlioscs! Resasarch aad
Davalopsent Cosparacion Qualicy Assurance Dapartnsac in sccordmie
with the Onited Steres Food and Drug Administration Good Laborastary
Prantice Ragulatione of June 20, 1979 and ss modifisd by the final
role effective Outober 5, 1987,

Appecved By: .ﬁ_»?@,_;;&ga—__ .%L_,{.J;% £
Hexgery J. Wrteh, /9.8, Cate

Bivector of Quality Assuvance

191-141%
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Quality Assdurduce Lompections

Dates of Inspecticas
1~04-89
}~10-89
1-12-89
1-17-89
1=19-89
1~-31=49
2-Q1-a9
1-03-3%
&-14~89
5-0u~39
5-10-8%9
5-{1=89

i%1=-1439

Daten of Reports

b Mansgement
b4-14-89

Dates of Reports

to Stydy Director
4~14-89
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1.

INTEOBUCTIOR

The #Lody degoribed in this reporl waa conductaed in acordmce
vith the standard operating procedures of the Internationsl Hescacch
and Davalopmeat Corporation {IRDC) and the protocel &8 speaified by
the Spoasor. Procaduras percisent to chis study aze desceibud in
this report.

&. OBJECTIVR

To au3ess Lhe cutaneous wmd dyaCenmic toxicity of & subifance
whan it is repeatedly applied vo inracr skin cver 2 geriod of 1
daya.

3. SPECIES SELRCTION

Historically, the Hew Zealmnd Wnice vabbit has bean the animal
of choite due to the large amount of background informarion oa thid
species,

C. JUSTIP{CATION POR BROUTE OF ADMIMISTRATION

The devmal couts is, histovicslly, s acceptable mesne of eva~
lyating skin irritation ed/or dermal absorptian of the test srriclse
and is a poasible route of human expoeure.

D. DATA BRTERTION

Unless otherwisa spacified im this veport, sll raw data, spesi-
mens Aod raporte genersted duzing the ztoaduce of this study ave
cetaivead in the Avchives of the Internsaticnal Research and
Davalopment Corporation im Mattswan, Michigan.

191-1439
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TRST ARTICLE
A. RECEIPT AND DESCRIPTION

The test article way received from the Progter & Gisble Cowpaay,
Cincianati, Ohic pe Deceaber 24, 1983 as follows:

hb_all_ Duscriprion
TEST BURST. (TSIN) ¢2RY7.01 gress salid
DIV. REQUEST DOC. (DRBT BY0OR20 {4 boctlies)

DATE REC’D. (OPER SECTION) 10/12/88
TYPE OF IEST SUBACUTE PERC TOX
Geoss Wwr, (INC. LID, CONT,, LABEL) 1055.0%
*TARE 9T, 335.19 ¥ET wr, 699.9
STORAGE CONDITIONS AMBIEWT
EXPIRATION DATE §-~17-45 -
RAZARD  PLAMILE
D,0.T. HAZARD ROR-RAZARDOODS
AFTUNR 10 DIVISIOWAL TOXICOLOGIST WHEW TEST 1S COMPLETED
*CONTAINER, LID, LABEY ’
GATTTON: THE TOXRICITY OF THIS MATERIAL BAS WOT
BERH COMPLETELY EVALUATED.

PC 1 labsled &8 wbove. RO #2 hed the following diffevecce:r GROSS
WT 1073.15 g; TARE WT. 356.15;: WET Wr. 717.00; the larcars HUOWYE5%4
lefc lower cormer of label, PC #3 had the following diffevencen:
CROSE RT. L066.0%: TARE Wr. 354.50; WRT WY. §91.59; the 'letcexs
RODGT4-594 bottom of label. PC #4 hed tha following dlffarences:
GROBS WT, 563.48 g1 TARR WT. 353.28 g; NET WY, 310.20; the letters
RO0&76~59% zap of Label.
¥. STORAGE CONDITION

The batch of test article degeribed was otilized throughout Cthe
scudy pericd smd atored at roost temperaturs.

191«15639
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C. DISPENSATION

A5 gppeopriate mmount of cha cast srticle was dispeased yadi-
luted «» recaived, by tha department parforndiag the dosiog proce~
durs. The tear saterial wuz waressd ta .lpprninat‘ly 40~55"C arior
to being dispensed iata syringss for individoal dosage wiministra-
tion, Neijonized uster wes dispenssd for the control group.

\Mtder Sy ¢focles

Naugsr Tent Huenal Conrrol

i91-L439
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v.

18-LIPE PRASE
A. METHODS
1. Animsl Acquisitiom and Maiotenanue

Forty (40) maglg end 40 female New Zealond Whice cabbits were
ceceived from ¥Wohican Valley Rebbitry, Inc., Loudoaville, Ohio o
Uecember 20, 1988 and were spproximarely two months of gge ab
receipt. Prom this initisl group of animals, ¥ male snd § femela
rdbbits wars arbicrselly ¢elecrad for possible wse on this study.
The rabbits were obessved fur evidence of diseasa and ochee physical
abnormalities during a 1% day coodirioning pericd. Bach rabbit was
identified by & Nonel® matal ear tag bearing the individusl mimal
nusber. Bar tags w.rs verifisd st initiation, befora and aftee
2lood collectian, while trausferving che animels to clemn cages and
prior to necropay.

Tha tabbits werw individually hocsed in stainless eteel
cages in a tempersture {727 + 0.9°F; mean + 8.D.), bumidicy (50 »
16.3%; mean * 8.D.) sud light (32 hour light/dark eycle} comtrolled
zoom. Cerrifisd Rabbit Chow® #5322 (Purina Mille, fac,, St. Louis,
Missouri) end weter wers avesilable ad libicwum,

Anglysias of sach lot of diet uvus performed by the ssnufac~
turer. The water supply of IRDC is analyszes quartecly for the pre-
samee of peaticides, henvy wetals md colifarme. The rasults of
these anslyseg are stored in the Archives of IRDC.

2. Animnl Sslection Procadure

Prior to randemitation into study groupy, the rabbits were
bled fnr control hemskological evalustion, weighed, ssxed, clipped
tree of haivr ar the test aite sres and examined for evidente of
disease and other phyaicel abaormalicims, incleding sbuoormelities in

191-1439
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the ahaven teat ared. Heezd on those critevia, all L8 rabbits
{males weighing from 2388~273ig sud femalas weighiog Crom
2580-25223) ware Fouud to be accepcable for study use. The rabbits
wgra rvandomized and placed into treatment geoups za follows:

Por aach kex, the permauvent snimsl ideacificarion oumbers
aud corvesponding body wmighte of Lhe snimals designated for use in
the study were engerdd anto a ssguacic disk, whick was used an che
data source for the following candomization procedure. A com-
pucerized sort dewaloped s listiog in order of ascending hoady waight
and blocked into o Blocks of x snimels, vhete n @ the mobur of ani-
mals per group 3ad x = tha oumber of groupa. Animals in ssch black
were thon disgributed awoug groups by means of o compuber-genarated
liats of x random uumbers,

Nusber of Rsbbizs

Teat Arcicla, Dosage Level le Pemule
Water Control {Deionized Water) 3 3
G1877.01 100X 3 b ]

Fandumization procedura excluded chree males and three fe-
malzs due to group size.

3. ‘tast Article Adwmipiaccgtion

frior to study imitidcion, the hair was cemoved {rom the !
bark of each vabbit (sn ares fram shovlder to vump, approximately 15
cm wide) with . electric clipper. The hair van clipped 4o i
necensary during the study pacicd to prevent the fux from becoming {
carved with che tast article and to facilitate accurate abser~ |
vaciong, Tbhe skin of che vebbirs cemmined imtuce.

Dosieg was initiaced oo Jouuazy 4, 1989 god che terminal
aocropsy was performed co January 18, 1989, The rabbits were domed
snce daily, five days per study week Eor & total of 10 spplicatiouns.
Individual doses were adjusied onve weekly based om the most current
body weights.

1¢1=-143%
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The coatrol #ericie emd cest azricle were admiaisteved ab a
constany dosage voluwe of 2.0 mifkg usiug & clean, 12 ¢c¢, plastic
syrings, and & glaws rod wae used to evanly distribure the dose oves
the cest sile. EFach dose coversd approxiwstely 100X of the test
surface. Pollowing adwinisecetion, plastic rescraioc collars (B-Jay
Sa€-T Shields) vere appliad. The exposure time tor each application
was approximataly 7 houvs. Heginning study day 2, the Tant aites
ware yaghed with tepid tup water snd drisd #ith clean, disposable
paper towsls after collar removal; test sites werw aot washed ov
viped v day |. Coliacs were ramoved following the 7 hour perind.

4. Ceneval Obpervativns

8. Morcalicy

The cabbits were cbserved twice daily for movrality.

b. Genaral Appeacance, Behavior &ad Pharmacotovic Sigus

The tabbits were observed oove daily for sharmecotoxic
signs and other findinogs.

. Deemal Irritation

The tsbbits warae cbeerved prior to dosing for devmal
irritation la asccordance with tha Spommor designated dcoriog scele
in the protecol.

1f oo derwsl ivritation was owserved for an individual
snimal, a checkmark wes recovded in the data to iadicate that wo
dermal icritstion wes present., In this evaot, (he individuil scores
in Appandix B are reported ss "WE”, i.e., dermel ireicatioa apt evi-
dant,

Where dermal irritacion was preseot in amy cetegory for
am individual snimal, the irvitarion score wee recorded as presnnted
in the protocol. In chis csse, the mmarical score rmcocded for
each dermal pavameter is prosscced ia Appeadiz B.

191~1439
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d. Sody Waights
Body weights wers sbtained and recorded ene day prior Lo
study initiation, weekly duriag the study peciod sod prior £o
gecrapsy.
D. REBULYTS
1. Mprralily

A tecoed of gnimal fate and dispositios is presented io
Appendix A.

All rabbits survived to study terminstionm.

2. Ganeral Appsavauce, Behavicr and Pharmscotoxie figos

Thete vere uo visibla abnormilities obeerved in amy cebbic

deriog the study patiod; therefore, wo cabular data ave presecced.
3. Dermal Ireitation

Devmal irvite ion in sumparized im Table !; individusl der~
wal scores are prassnted in Appaudix B.

Thera were oa signe ol devmal irritscion observed at the
applicacion sice of rabbits from che Water Coatrol group.

Dermal irritation uobed at tae application wite of the rest
arricle treated group included evythems, tdema, stania, denguana~
tion, fissuring xad mschar. Brythowa snd edeme were obmarved i
all rabbice from day 2, isitisglly graded 23 slight and guickly
increasing in seaverily to moderate an day 3 {arythema) or day 1
{edemt) in most rsbbite. Madersie srythema and edess persisted
through termination. EKsshar formation was obasrved im one aniwsl
(fenale #39381) on day 14.

Atonia wes initislly observed oo day § in all rabbits nmad
g}aded as sodasate to marked rthrough tevwinatien.

Fissuring, generslly slight to moderate, was coted in all
tebbite on days 13 and 164, and in some duving days 6-10.

191-1439
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Female #3933]1 exhibited alight to muderste éesqumti.on oz
days bels and mele $39347 sxhibited ced raisad aress on days 9 and
10,

4.  Body Weighta

Body weightes gre summgriszaed in Table 2; individus) body
veights arae prasented ir Appeudix (.

Therws were no remackable changes observed in the castrol
group body weights duriug the study peried.

Saveral rabbits from the tmsf arcicle trestead group loat
approximgtely 40 grams body weight 2t week |, By study tsrmiogbion,
body weights in eesc of the rabbits from this group vere greacar
thas the week L values, four rabdits exhibired a weight zais at tev~
nination chat exceedsd the pretast value.

191-143%
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CLINICAL PATROLOGY
A. METHODS

Clisical labotatory studims were conducted on all animels prior
to atudy initiacien and at the terminstion of the study (Dsy (4.
Biced ssmples were cbtained Erom the central ear arfery. Animals
uvare allowed free accesa o fosd and water prior to blood sample
collectien. The hamatological peramsters lisced balew were dater-
mingd uying the inetrument listed in fccordaneée with cthe veference
cived.

Summary of Clinical Pathology Dereeminations

Sgople
Bematology Paramecets Type  Instrument Used Reference
Leukocyte Couat L) Orthae BLY=-A¥ 1
Brythrocyre Count e czthe BLT-8® 1
Hemoglebin w Orthe ELTI-BP 1
Remgtocrit v Ortho BLT-A® 1
NGV, MCE, MCHC L (:] drcho ELT-B® 1
Platelets B Drths ELT-6% 1
Differential Leukocyte Count 9B Light Microgcape 2

W% = ihole Blood
MCY = Hean covpuscular volume
HCH = ¥ean corpuacular hemoglobin
MCHC = Mean corpusculer hawoglobia concentretion

$, RESTLTY
Hemztolog{cal values are surmarized in Table 3.  Todividuel
samarological values are presented io Appesdiz D.

191-1439
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Sracistical analyeis of the hemazology daca was aor donm due
to che small sample size. TBowsver, e review of the azan valnes
suggests thers were no differencen bptumen animals in the cootenl or
treated growps for any parsceter avaluared.

-

Prapsved By: _@M@L@(/:——- 6f20/%9
Deie B, Johsson, Phaew.D., Pb.D., Bacs 4
3.A4.8.T,
Study Divactor

Eevieved By: _Q / ég%f

ub“t [} “‘l‘ D -noy n‘:ﬂ i
A.C.¥.?. Mplomars

Sciencific Director af Pathology
Division

19t1~1438
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VLI,

ANATONIC PATHOLOGY
A. MBETHODS
l. Macroscopic

All animals received g conplete postmorten exsminabicn under
tha direct supervision of a pathologist, All saimala were eutha-
rized by iatravenaus sedive pentobarbital followed by exsauguina-
tion.

After s thovough external exsmination, dach animal wes
opened and the conteuts of the abdoainal. thoracic and c¢racisl cavi-
tien wers axamined both ip situ and afcer removel and dissechion,
All macroscopic abnoemalities were recovdad an the Patholagy Becord
theet.

Cruss Iasione from 211 animals were collectad amd placed in
phoaphate-buffared ae-tral foomalin.

2. Microscopic

Gross Leslons were procesysd for cthe presarscion dud
wicrascopic examination of hemaraxylin~ snd ecsio~staioed psraffin
sestions for all snimsls.

Pellowing acceaptauce of the final teport, all ciswues will
be seat to the Bponsar.

A four-step grading system of {raca, nild, soderate aud
gevece was usad to define gradable lemiona for cowpariscn hetusen
doaage geoups. A cowplate listing of ocgan and rissue sccoua~
cability cao be found in the Tissue Inventory (Appendis ¥).

E. RESULTS
1. Mscroacopic

KagToscopic puthalogy ditas ars summevized is Table 4. Iodi-
vidoal wmacroscopic findinga ace presented iv Anpendix R,

&1l vabbics which received devwal applications of 100X
GZ2B77.01 nad test article ralsted skio changes 3t the applicatioa

1511439
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site. Thass chiages iocluded eschar formation, stonis, desguana—
tion, ededs sud avythena. Theve weze no aEcroscopic changes at che
application sire in costrol group rabbics.

2. Migroscopic

Aterascople pazholngy daca are sumgerized in Teble 5. Indi-
vidusl sferoscopic findiugs sve presvnted in Appendiz ¥.

All vabhity wvhich eageived applications of 100X CZSYT.01 hed
tast article relatad akip changes at the applicatipn site, including
aavare ulecerstioo. I sddicion, sowma also bad exvdate on the epi~
dermal surfoce, acsathiosis, hyperkersccais, chronic dermatitis,
odeta ang shecess formaticg, fThers aece D0 unicroacopis changaw at
the aspplicstion site io coakrol group rabbits.

P g i ’ o ’/ 4

Prepared By: \‘ l. e - -':"~/f”r
Aohart G, Gell, D.V.H., A.GC.V.F. OipicmiCe Deter
dciantific Divectes of Pathology Diviaianm

19t-1439
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TARLE 1, Conts Susaery of Oetiasl Ubgervaticns
Water Control (Rumber af Animels Zhowing figns)
Bawd —
Devwal Bign T % 3 & 3§ § 9 [0 ¢t I I3 =&
Erythema
Yooe A 6 3 ¥A WA & [ & ®A & 6 6
8light .13 WA HA NA A
Hodarare Ha NA  EHA R M
Marked NA Ha KA HA  RA
" Edwma
Rane ¥a 6 3 A ® & .Y & NA K & 6
Slight .13 HA N TR 7Y
Wgderare YA NA  HA A Na
Harked Ha NA  HA WA XA
htonts
Moae WA & [} KA XA b 6 6 HA RA [ &
glight Na KA N A %A
Yoderate -1 % HA B HA WA
Harked WA HA WA HA  NA
Desguasat ign
Bone R& 6 [] A NA & & 5 BA WA L] é
Slight N& A M B KA
Moderate Bk H& A WA MR
Marked NA Ra NA NA ¥A
¥iasuring
Yene A & ] A WA & 1 &8 RA A ] 6
Slight .A W TFA HA  MA
Moderate Ha HA HA M NA
Harked NA NA EA  w
Enchar .
Ko NA & 5 K. Ma ] & & RA HA B &
Yesu #A K& b7 9 RA TR
Exfoliacioe
No A 4 b HE  NA & & B HNA MA 6 &
Tes RA NA YA  RR
Humbar af
snipals KL & [3 WA WA B & & FA R 3 5
1911438 NA - Nor applicable
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Sucmary of Dermsl Obuarvations
{Nimber of Animals Showing Signs)

Devs

Bermal Sigo } 2 3 [ 5 [ [ S W I 1z 13 1%
Erythems

Rone 7. X Ha RA EHA

Slighs Bh A HA W ™

fhwderate RA 6 %A WA KA R

Marked MA & HA W 5 6 & 6 HE W 13 $
Edoma

Hane Ba ® HA e XA

Slight HA 5 2 HA NA I WA NA

Noderate NA 3 HA Ra & HA XA

Marked WA 1 A K& | 6 6 é WA Ha ] &
Atoaia

More HA 6 & ¥A RA KA R

Slight KA KA W3 BA WA

Modevate NA RA M &6 ] 3 2 WA W

Marked HA NA NA i 4 BA RA § &
fesquanation

Naae & 6 3 KA #®A 5§ s 5 5 NA R s 5

Slight HA WA ® ) 1 i I BA ¥

Modarate NA L S 7 HA WA 1 1

Merkad L% KA HNA NA WA
Fissuring

¥aue BA & 6 WA WA & 4 3 } M KA i

Slighe NA HA  NA 1 2 3 3 Bx Ha & 2

Modevate NA NA WA WA HA 1 k]

Marked HA A NA MA MA }
Bachar

Ko [T S 6 BA HWA 6 6 6 & ¥a Ea 6 5

Yes Wi NA HNA A B 1
Exfoliation

Mo A 6 & X Y& 8 6 b & HAa Ma & .

Tes WA RA WA HA FRA
Bed Raised Aress

Yo 13 ] & HA KA 6 & 5 5 WA ®RA

Yas 3 A ¥A i 1 MA MM 5 &
thmver of
Animala NA & 6 HA WA 6 & 1] 6 WA W & 6
191-1439 Ni - Mor applicahle
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TALE 2. Halac: Siwanry of (1) wlvet

HEEX

oF YRIER CONVRIL 0oy
Parmertecs Messursd STUOY 12, 5.0, ¥ _WEMN : ez:r;:m R
fody Uetght Pratact 2594 &@.7 9 2656 w2z 3
geams i a6 "e 1 2454 ®3  3

Terninal HE 6.2 1 2103 ma 2 o

191-14%9

S5 =~ Stondard Oeylatton
R - Nusber of Aaimsds
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S ] v -

ige 2. owt. i ; Swsvary gf Meignt ¥alues
wee R
ok KANR CONTROL 180% G2477.61
Parssetars Weasurgn  STUOY HERN 5.8, A L MEAK §D. M
Budy Welght Pretest 208 Bl 3 210 ne 1
grans H 3106 2. 3 s me 3 s
Tersinal 302 BE 3 278 20,8 3 W
191-1433

S.D. - Stonderd Deviation
N - Humder of Animals




TAALE 3. Hales: Summtry of vesaiological Vatues
£AY
oF — MATER COMTRDM, PR . 1t | I

Paramaters Westared Sfuny NiRy SB, N HEAH 3.0, ]
Leukonytes fretast 7.6 .37 1 8.2 9.7 3
#1067 omm Ternina) 1.7 .20 3 10.4 3L T |
Erythrocytes Pretest 4.50 8517 2 4.8% 0.1%6 3
%10 /can Tersinal §.28 o 3 s.14 0.08% 3

. Hemoglabin Pratest 12.3 0.9 3 12.2 o4y 3
yhdt Termipal 13,3 a3 12.8 842 3
Hemstocr1t fretact 6.7 2.95 3 3.2 L0 3.
5 Tormingl w.7 200 3 B .16 3
HoY Pretest 5 3.7 3 ? 1.5 3 I:‘
nicrgnst Teratoal 4 FA R 1 b2 1.9 3
2] Frelen 5.3 0.8y 13 6.2 6.6 3
rg Teraina) 5.2 6.&s 3 .8 4.6 1
HCHE Preteast 3.6 [ 3 b 3.3 [i 113 3
9ful Termlagd 3.3 s 3 3.4 0.6 3
Plateiets Frotest 258 10 3 14 117 T Y ’
103w Terminal 151 %e 3 vg 119,33
193.148 -

5.0, - Sigwdard Beviatton
¥ . Number of Anlaals




YASLE 3. Oonte Nales: Summary of tismatglogich? yslues

O’Y

aF WALER CONIROL § (3]
Partmetans Bensursd STUDY REAR 8.8, H . HEAl §,0. ]
Segmented fretast 2. 81 3 2.7 0.50 3
Haulrophils Foermionl 1.6 0.58 3 3.4 £.28 3
K10} jeon

LN

Lywghacytes Protest 5.2 100 3 5.4 0.9 3 v
«10° fcam Termingl .4 1.3 9 6.8 1.0 3
191-3432

5.0, - Standard Deviation
M - dumber of Anfeats



TAMLE 3. O3t ... Fenales: Sumsary of tiematplogical Valuas
i
oF KATER COATRAL 00E 6397203
Paraneters Measurnd STUDY L] 5.0, ¥ BN 5.0, L]
teukocytes Pretest 10.0 1.2 3 8.5 .69 3
a10% fonm Terminal 7.5 150 3 0.5 3.9 )
Crythrpcytes réeten 4.79 0.2% 1 .09 garz 3
210% 70 Terminal 4.72 0212 3 5.02 0416 3
Hemag tobin Pretest 12.% 6.26 % 12,9 6.% 3
afal Teraine! 12.} 8.5 3 129 a,81 3
“Hemnlocrit Protest 3%.) 19 3 7.6 06 3
£ FTermtinal 35.7 2.5 3 r.a 2.85 k !
N

ncy Fralest 76 20 3 n . 1 (4 3
stcrus? Terming) 7s 1.5 2 75 1.5 3
HeH Pretest 76.1 1.9t 2 6.4 o5 3
o Terning? 26.1 .57 3 25.7 0.8 3
WOHE Protast M.4 0.5 3 1.3 o1 3
gldv Ferainnl .6 0.8 3 4.1 B.80 k!
flatelats Hratest 85 9.1 1% 299 4.5 3
x1t6¥/cme Terniasl 336 6.2 3 448 7.8 3
190-1419

5.8, - Stendard Deviatioh
§ « Nugber of Anlsals



INUE 3¢ Dont. . Femates: Nuysary of Hemal loqicel Velses

oy

oF . __WATER COMTDL _ Wiz 6z877.01
taramcters Heasured STUDY R MEAN 5.0. ] MEAY 5.8, ]
Segoented pPretest 2.8 0.20 3 3.3 1.9 3
weulrophils Terninal 1. 060 13 3.3 .80 3
110 Jcrmy

uv

LymghoEytes Pretost 6.3 8 1 5.3 0.5 3 ™~
4107 fcnm Tecainat &.2 146 3 59 {.42 3
TTNTY - Tttt T - -

$.0, - Slagard Devistton
8 - oser of Anlmals



- Cyst, ¢lear, wild

SHIN, APPLICATION 81TEB
~« pesquanatliou, wild
~ Atonla, mild
~ Eachar, wild
~ Brythema,

tdens,

1

Fissuring,

- aild
~ modecate
- mild
- moderite
- mild
- wodecate

[ ]
TABLE 4. INCIDERCY OF MACBOSTOPIC OBSERVATIONS
Teewinal Sacrifice
HMale and Famale
BITE T T T “Watex Control Bl
-~ Qbeecvation Hale Femsle M
| RNINBER OF AMINALS EXSHIKED 3 3
HUNGER WITHIH KORMAL LIHIT8 2 [
KIDHRY
]

B L R T R

191 ~1439



TAELE 5. Incidence of Nicroscapic Obpervationa
SITE Yatex Contyol

~ Dhgervarion

~

Male FPezala i

K1DREY
- Gyet, mild

OKIN, AFPLICATION 8118

- Ulcer, sgvers

-~ EBxudate, wmila
Acguthopie, aild
BDeraatitie, chronic, mild
Hypacrkecatosia, nild
Bdema, wild

- abscesy, nild

y 11t

(0} (1)
i
(3] to)

191-1439

{ ) = Yuwber of animele wxaminzd
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Racord of Animal Pete and Disppaition

Graup, N
Animal Clinical Pacholagy
Kumber  Bax Pace Oay Imrecval of Analysiw
Water Contvol:
39326 N §s 15 Pretest, Doy L&
39340 | 53 s Pretest, Day L4
39352 H 38 15 Pratest, Bay 14
19377 b:4 58 18 Prateat, Day 14
38378 ¥ 33 13 Pretest, Duy 14
39391 F ss 13 Protest, Usy 14
100% G2877.01:
39330 k. gs 15 Prateat, Day L4
39347 o1 85 15 Peacaat, Dey 14
319355 o 58 s Pracest , Dxy 14
33367 F 88 15 Pratest. Doy ia
39379 F s, 15 Preceat, Day L&
39381 4 85 15 Pretesc, Day i4
5% - Scheduled Sgevifica
191-143%
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APPENDIX B
Individual Dermel Sceces
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Individual Deemal Scores

WYacrar Caatral

Epxt

Dermgl Siga:

L -l ]

1Qy ™ D

Ll o Bl o

™ N

iRl -

fiabbit Rumber:

Edeme

$in Traszment

Day

FRESSEBYeRESRE
APESFRPRLYIZEE

SYHSIEEREEIERE

EYEsSpHRREEREp
FREZAREBRUSAARY

SnRiSHENpESIRE

LR RN B DA O N
L I N B B ]

HA - Hot Applicsble
HE - Hot Evident

191=1439

1 = taract
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Yager Control

lodividuel Dermal Scocen

fex:

Dermal Sign:

a3~ o I -

Lall SRR i -

Ll W B o o

™5 ON a1y

MmO

"R ey N D

Rabbit Humber:

Aconia

4

gkin Treatmane

Lay

spHEsEyENpsdEY
ARNZCERRENI IR

SEpGSERENEsSYR

SRESSERNNRISER
FRpSfsRppNEsIYeE

SEpZspeReEssel

Ha ~ Kot Applicable
HE ~ fiok Bvident
1 ~ Intact

191~-1439
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L1
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% ]
o m o
2l & =
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S$kic Teeatment

Day

EREnFURpRYEIRE

Fepisunppessee

FENSZBUEUEIIRY

SRS REER SIS EE

FopdspbieNg

-3-3

SppsippeYRIIEN

WA ~ ¥ot Applicable
HE ~ ¥ot Svident
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Individual Dermal Scores

Funy
4
%o
[
1
b3

LE]
e
L4
-

Sex:

Darmel Signa:

Lan iR I ]

LB - B A

e X0 (N 3 I 2 e

Ll - Rl de A |

Ll ol B~

Ll ]

Ezbbit Kumber:

F188ur Ang

Skin Tregcment

Day

RS IR EREIRY
FEESSNENBRIRRE

EHREZEEREREARY

FHESSHOEREAEEY
SEYESPERRESFNY

SHpSSERpEENSERN

HA ~ Not applicable
1 = Iatsst

HZ - Nor Ewvident

191=-143%
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Ladividual Dermel Scorves

-t
-]
[
g
L¥ ]
i
4
m

Derwmal Sign

r On v BN e

[ X WL -]

LB B o

Ll R I LR )

Ll R B =]

D ND

Rabbit Bumber:

Exfoliztiom

1

fkia Treatmant

Gay

fomdlaesraiden

MHRMMVaNNHHMM’E

 BzrnlfunzzaTHex
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g2
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HA ~ Bot Applicablae
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Individual Dermal Bcares

1602 G2877.01

Dermel Sign:

M D .-

[ R N -

[ - i ]

" Oh W N

Ec R R o I

Mmoemmn

Ratrdit Numbers

Edena

Skia Trestweat

Tay

S ESememmmESmn

ﬂl!ﬂm,33333m&33

MIIMMZBH.S!MM.S,

m11&%13333um33

M NTM VOO (Y
— e et

¥A - Kot Applicsble
f = Intact

191-163%
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Iudividusel Devmal Gcores

100t c2877.01
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Sax

Derwmat Sign:
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Individual Bermal Scores

»

100X, 62877.01

Sex:

Dermal Jign:

Lk e

[ B RN ]

™o

” O M AN

Lalh - U e 2= 28 oY

L Bl e WK~

Babbit Rumber:

Desquamation

L

Skin Trmalgent

Day

maomulllilmuzz

moammvoonammoo

‘MOQQMQOﬁOOMMOG

“00”“00000&”00

“UGMWUUOOOWMOO

MGQMBUOOOO“”GQ

NGO OO TS
oy o -y ——

icable

#A ~ Hot Appl

L91-14%9

I - Intact




B YOO DD o - MOU&MI,II.I.LMM!.J
B N h ] MOOMMOOOOOMMI!
[V R R Y Mﬂﬁwﬂ«ﬂ@.ﬂ!llﬂﬁl? .
-
Led
.
l S ©1 O 0 Aan - MUOMNGODII“MII .m
B 2>
L] «< o
3 < w3
M x [ R B 3 - NOQM“OODQO&MQ[ “Ovm
L]
[}
] -~ ] o
m x MMM [ NOO“MGQOOO"M[! o
< a
4 -
a1 - . "
35 3 g
5 £ &
4
. L = 2
J & =
-4 =
L B
o o
-4
[} N
. s
el 2 0w
Sl @ 3 &
[T - b )
[ ] 3 brd
5| B & > =
m m a8 o A N oy U D R O3 RN £ e BN [- 3
—r [ f=1 — —

PP TSRy

-]




47

APPENDIX C
Individeal Body Weighta

19i-143%9




{ndiuidus) Body Walght, Grems

GROUR, ORSEAVA TGN FER!OD% {gny)
AHINAL MD. sex Invetagton ? ]

o, Egne

326 “© 2604 2802 a8t
I0 - *0614 2818 FEild
WIZ2 | BN 2977 LETR
WY ¢ It 3832 347
MBI F 2849 3080 3458
388 ¥ 2703 oa as2?
1 2 1

36330 M 2646 2562 2183
kil " amn 2820 2%% . °
2D36S ] 2684y 2600 2704
aaday r 213e 186y J123
383712 € - 2612 2529 vy
29381 F 2704 2464 53

ar

Wi 140
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APPENDIX D
Individual Remetological Valuas
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Codes for Individuzl Rematological Values

A - Brythrocyte Agpesrsnce Grades:

G - Wirhin normsl limits

§ = 25% cells effecrad
26 ~ 50X selle zffscted
$1 v 75X calls affected
76 -~ 100% cella affscted

B b e
4+ 81

Other Rorstigua

WBC - White blood cell = Leukocyte
NRBC ~ Fucleated tud blood cell
BBC ~ Red blood cell
H8 - Kooe seen in 100 cell differrorial

141-1438




Fodiviougl Memgtaioglen! Vatues =« Pratast

————.

Group,
. Ratent Erythro-
Humber LouRarytes gslau Hamagliobin Hempeucesy Nlv a HCH [ raiv Plagsiete
Lmx *30Y feme [} femee plut % wmicrans T wiat =10% Fommh

g&fﬁl SONIHQE ¢

842 [] a.9 $.487 2.0 36.12 T ®.o 13.7 &1
3INFA0 " a.7 430 ".3 8.2 2 26.3 Ju.6 258
20362 LJ Tt 6.2 (3 % 3 3. 14 4.6 33.2 289
3237 F 8.8 4.8 .4 3s.2 %0 .3 i5.2 26%
19118 F 9.9 4.0t 2.9 a8 F{Y 6.6 33.7 3u3 .
19301 L4 .3 &.01 128 37.2 19 28 .4 EL kot

190! 2037 .87,

m?u W o5 4.83 1.2 .7 13 26.% 34,2 360
18247 -~ 2.7 4. 97 2.2 ar.2 15 .8 34.1 22t
JQUSS M B4 462 3.1 8.7 0w 28.8 98.9 425
a6 F 7.5 a_ by 3.1 1.6 6 28.a d4.7 259 wn
WI3te £ A% 4 84 13.0 W2 15 ¥8.9 34.0 2@
3828 ¢ [ 10.6 4.85%5 2.8 6.8 16 28.a b} k2 H

191~ 1439




fndividusi Hamsdolapizal Vaiuas - Fretast

Grdup, Segmanted aano
Antan) Hyutru- Haudea- Lynprin~ Eoniea~ ather
Humtnr agil; pslw :!u- pgiu Hongcytas aougphuu Cglte

Sk X10¥ femm 230¥ foouw »10% Fomm w0 Zewm «10% Jemm =103 fown « 0¥ foam
wATEA CONTROL:
wae ] .8 (3 5.9 NS 0.3 HS (3
G140 " 1.5 1Y &5 ns .3 ng n§
36362 o 1.1 N5 §.8 HS D2z L -] Hs
S0Ary .0 NG &7 0.2 G 4 NS 3]
3mya ¥ 3.9 g &5 NS [ 4 a.2 NS
InNzgt F 2.8 NS 7. 3 o.8 w5 5 .
1ans GaB?z @i )
39330 %l 2.2 HS 4.6 g.t g.8 W3 NS
NIy “ 3.2 [ 33 &.0 ny a.3 [ % N3
19388 L] €. f NS 5.0 13 a.a [} HE
INAIGT 1 2.0 Lt 5.0 1) au NuE ns o
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Individval anigal Data Racocd: Pathology
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Tadiviouid Animsl datg Batacd: Pathulogy

Yormingl Spryifice, Rpnoisg

caoue,
aniMal  Sex  farg! TESSUEL ODSERVAT LONS:

NUMAER

worgr Contrai
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hin, Applicatien Stle - Within normat dimity.,
MECROSCORIC
ALL YRASUES - HISTOPATHOY OOy nOT REQUIAED.
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Hicroscopic Tinsue Ipvantory
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IHTERNATIINAL RESEANCH AND DEVELOPWENT CORVORATION

Protocel Sheet No.

PRATOCHL DISTRIBUTION SHEET

1

A ———-

{ISIN® G2877.01)
Study No. J91-1438 (DRDE Bynaint

TITLE: 12-DAY SUBCHRORIC PERCUTARTOLS TOXICITY

Page I of 2
fei L} JUSTIFICATION

b1 %eudy initiation.

jd Snecificacion of aniwal sourck.

3 Test arcicle identification.

& Tdenrificstion of the dier used.

S Clarification of IRDC Quality Assurawce pracadures.

é Clavificacion ¢f the numbec of snimals in esch
study group.

7 Clerificatiog of the contiol gfoup Lreatmens.

) Clarificacion af necropsy/saczifice regimen.

fiy:] PEOTUCOL BEVISION OB CLARIPICATION

1 Conduct this wtudy in accordawce wieh che
attoched protozel. The lercsr of avthorizarion is
considered part of the protecol.

2 The source of the test anisals i{s WR, Inc.,
Leudonville, Ohio 44842, 'The crabbirs will be 2+3
wanchs of age at study iniziacioa.

3 The test arvicle is identified a3 G2877.01, IRDC
9881,

[y Certified Rabbit Chow® #5322, Purina Mills, Im.,
will be used.

S$tudy Director _ Dr. Dule £. Jobnsos
(G ; 1}\,1—“--——-.._~ 1/03/89
31gunacyre Date
LRYO-549~5

A, St — o = = -
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Pratescel Ehers No.
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{RTERVATIORAL RESBARCH ASD DEVERCTMENT CORFORATION

FROTACOL DISTHRIBIZI1% SHTEY
{TsINE G2RTV.61)

! §eude Ko, 193-143% {DADS BYONID)

“1o.2:  3i-has SUBCHIOSIC PERCUTANEOUE TOXICITY

Page & of 2

PROTOCOL BEVISIOB CR CLARIFICATION

All eriticel phases ané the fimal report will be
ingpecced. The cricical ghases Ry Yo defirned by
che IROC Quality Assurance and Study Director.

Thete will be & snigals {3 males and 3 femates) im
pach of Cwo study groups (comtrol and tent ).

The sontrol grosp will e dosed with IRDC deionized
water ot ¢ dosage volume of I alfkg.
Randomigation/selection procedures following the
1R0¢ $tandard Operating Procedure will be used to

decerming which aniwals will be mscrificed euch day
sad tThe order in whish chey vill be sasrificed.

appraved 8y’

Mt— e 1/8

Hponmer's Represantative Date

IRO0=49-5

Saudy qiuctar pr. Dale E. Johnaon

L. V/' A, ot} 1033/ 82

Signatuve Date
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THE PROCTER & CAMBLE COMPANY

(CALAXEN TS R 1: 18 4 L X

LELIRE N e ‘ AHITEIAT TR
PG R Ve T UM T LTS e
e [ et o T ELa T W EET SECSLALIN « (FRRLE S

December 27, 1958

Dr. Dale Johnson
International Reres:~h and
Bevelopment Corprinicm

500 Nerth Hajin £r.
Battaven. Mizhigan .977)

Dexr Dr. Johason:

This ix to authorize vou 1o carry ¢ut the folleving stud:. arcording to the
attached pratecol. and i agreement vith the sripulations of gur current
Laboratory Services kgieement.

Notjce: 1} Thit € w4t i¢ erpecled to bw wubmitted g the f~llovipg cegulater;
sgency: FDA.  The stipulations of the protocel are to be
implemented in cosplete conformance vith ihe FDi Ggod Laboratory
Frectice Regviationz (21 CFR, Part 58).

2y Documentation of the derivation, chavacrerization, end stabilicy
tegring »t the tect rubstance will be the responsibility of the
Sponsoy

3) The res: substance is to be used fer research and develppment
purposes only.

Test: 12-Day Subghronie Percutanegus Towiciey
Frotocol No: Special Protocol Dated October 11, 1983
Test Substance No: G2877,01 Doe. Reg. ¥o.: BYN8ID
Physizal Forr- $elig

e
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or. Dsie Johnson

International Research ano
Development Corperation

Decanb¢: 27, 1986

Page 2

Hatters involving the scientiffe aspects of the wark can be handled directly
vith the Sponsor’s Divisigoal Toxicologist.

Dr. A. L. Kraus Telephone (513) §30-24]10
The Procter & Gamble CTompany

11511 Reed Hattman Mighway - Room HB2DA3
Cincimati, Ghiec 45241

Complets beth copier of the atrached pretocol by adding rmier grudy nurber,
propeased start and soepletion dates. siudy qosy and Pave the Study Dizester
sign and date them. This ftudy iz Scheduled to stary the veek of Jsnwary 2.
1988,  The Study Divector sheuld define the starc and completion dates on the
protocol. Retain one copy and return one copr to me, gleng vith a Jetter
stating that you agrec 1o do the vork specified in the atvazhed prorocol.
Three copies of the drafc veport are needed g5 soon ag possible, and are to be

sent (o me. Alsy. roeplete the attached animal accounting form and roryrn it
a5 inscructed.

The invoice for this srudy and sll unuaed samples are to he returngd In the
the folloving addres: {the cogt of shipment should be inzluded in the syudy
zost)s

Mr. James Y. Matthevs

The Proctes & Gamble Company

11511 Reed Hartman Bighwsy ~ Rnom HB2D33
Cincionati, Dhjo 4533

Sincerely,

THE FROCTER & GAMBLE CONPANY
Research § Bavelopment Department

Aj{{?zﬁ.c¢amt

G. A, Wixen
Protereional Standards Depariment

nh
ce: Srudy File

4. L. Kraus
Qualtiy Aesurance Unit
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12.DAY SUBCERONIC PERCUTAREDUS TOXICITY

issue Dates OCTOEZR 31, 198¢
SUPRRSENES 1ESUE DATRED: Rey

Test Substance Jdentsfiecation Number (TSIN) & 92.3'77. oi
Gi-isional Reguest Documeny Wumber (DRD) ¢ &¥° &1}

fpgpsors
Tesiing Faciliry:
(To be filled in by

Operations Section)

Purpose:

Justification for
Selection of Test
WAy <y N—

Eoute of Administratien

of Iest SubStence and
Reazon for tholce:

Diet and/or Vater
Anslyses Eeguiud:

Becords to ke
Kaiptained:

The Procter & Gasble Company

Cineinnuti, Ohie

INTERNATIONAL RESIZ -2k 3
DEVELOPKENT CORPORATON
MATTAVAN, RUCHIGAN 45071

Stydy ¥ 1§1-1439
(To be 133Y20 in by
Testing Faciliey)

To asswss the cutaneous and systewic toxicity of a
substance vhen {t is repsazedly applied to sbraded skin
ove. 8 petiod of 12 days.

Bistorically, the Nev 2ealand albino radbit has been
the animal of thoice due to the large smount of
background information on this zpecies,

&pplimd topically to abraded skin. Historical.
the posyible routes of hyheh exposute.

Ohe of

None (no known contaminents sxpected whiech vould
intecfern vith this study)

all records that vould be required to reconstruct the
study and desonstrate adherence te¢ pratocal.

Protocol - Page 1 of ©
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12-DAY SUBLHRONIC PERCUTAREDUS TOXICIYTY DOXT‘D
$ague n-u_s OCTORER 131, 1988

Ter: Substance(s)

DRD Descriptiogn Expivation
TSIN ¢ Nueber tolor Physical Form Date
- e A———— STy SRR R

Gzi7101 Eyoe 3o foen B 21

Sterage Conditiona: (Check one}

|—}’{ooe temperature { ]} Refrigeravor | | Freeger
| 1 Other )

Harzards: (Check one)

t-f( Rone known. Take ordinery precavtions in handling.
| | as follova:

Specigl Instructions: {Check cne)
!t: d¥one

[ ] A3 follows:

Animals: Rabbits, New Zealand albino, obtsined preferably from

_ Eszleton Rexsarch anisals or, if not evailabie fvon
Hazleton, frem 2 source that has besn approved by the
Sponsoy and the Test Pacilicy. Thers will be at least
one test group for each tert substance listed above
plus one vehicle control group. Each tast graup vill
congiat of six (6) animals (3 males, 3 females)
weighing 2.0-3.0 kg.

Animal Care ang Diet: Pollov the approved Standard Operating Procedures of

the Test Facility. |Accliontion paziod muyst be a
sinisum of seven {7) days.]

Protocol - Page 2 uf 9
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Eevirpmrantal
sruironnanial
Cond:tions:

Animal

identification:

Group hssigrament
wachnds and rré-Dose

Reguirenents:

Option |

Test Site Preparation:

}

12-DAY SNBCERONIC @ZRCUTANBOUS TOXICITY CONT'D

72

Issue Date: OCTOBER 11, 1988

Fallow the approved Srandard Opersting Proredures of
the Test Facility, If the temperature or bumidity fall
out of SOP 1imits for more than tve conservtive days,
the Sponzor will be metified.

Follow the approved Standscd Operating Procedurss of
the Tagt Facility.

Rabbits 9ill be selected from animals that have been
geelimated fn the laboratory ¢ minimum of seven ()
days and have been used in no previocus studies,
Anjuals vill be glven ¢ visusl exsnination by »
gualified individual and only these rabbits judged to
e of accepcable health etatus will be seleeted for
he-atelogy screening.

Collect blood samples inte coliection tubes sontaining
EOTA anti-coagulant, fallowing the approved Standard
Opsrating Frocedutes of the Test Facility. Specify the
nethod used. Netarmine hemoplobin, hematoerir, vhita
bload cell count, red blood cell count, mear
corpuseulsr volume, mean corpuscelsr hemoglobin, mean
corpusculny hemoglobin concentration, plavelet count,
and differsntial vhite blood cell zount. Eliwinare
those anigals judged te bave an eboormnl hasogram as
dnfinud by the Standard Operacing Procedures of the
Taat Facility, Dosing vill bs started vithin seven (7}
days of the baseline ¥lood collections.

Only enimalx weighing betveen 2.0-3.0 kg with wn
acceptable bealth status and norwsl hemogras will be
tandomized into tast and control groups. Animals
should be randoslzed into groups by veight and sex with
% walex and 5 females §in each group according 1o the
approved $tandard Operating Procedures of the Tast
Facility.

Clip the ares on the back ¢F sach anissl frow shoylder
te rump, spproximately 12-15 er wide, using & =mall
animel elipper. Clip amimals a5 neased vhile the test
is in progress to prevent the test subsiance Irge
patting in the hair. :

Abrade the skin of the zabbits pricr to szch trestmant
vith n clean clipper blade nr other apprupelate davice
by penetrating the horny layer of the epidermis vwithout
causing bleeding.

Protozel - Page 3 of 9
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12-DAT SURCHRANIC PERCUTANEOUS TOXICITY CONT'D

Qoge Freparsticn:

Dosing Instructions:

Bastraining:

Issue Dates OCTDBER 11, 1988

Test Group(s): {Check appropriate box)

ly{ Duse tast substance undiluted
[ ] Doseas s Z (v/v) solution/suspension
of test substance in

| 1 Begea: a “X [v/v) Solutipn/suspension
pf test substarce in

| } Dose per Special insiructicss (see page I}
Contral Group

A contre) group should be | 1; should not be | 1
included in this srudy, If included, the control

subsrance . should be tested
t.yeurrently with the test substance &t a dosage
Javel of .

Apply appropriate concentratyon (see Doze Preparatien)
of test substancels) or costrol substance daily, 5 days
per week for 2 weeks {1G applicationz) at = dssage
volume of 2 ol/kg of body weight.

Apply the gubstances uwith a syvings, Use Tegt Facili-
ty's Standard Operating Prucedures to evenly distribute
the pubstances ovar the clipped eres. EHecord ties of
duging. Weigh the moisals once veekly and sdiust the
dose levels accordingly.

[ 1 Do aet restrain.
ll'( Restrzin the anisals to preveat oral ingestien.

femave the vestraining device approximately 7 hours
after tha start of trestmsnt.

Pratocol - Page 4 of 9
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vash:ng:

Grading:

Gbzervations:

Necropsy:

PP
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12-DAY SUBCERONIC PERCUTANEOUS TOXICITY CONT'D

issue Date: OCTOBER 31, 1988

[1 Do not vash

i ] Vash 91l test siies with tepid vater approwi-
sately 7 hours post treatment. Gently dry with
disposable paper tovels or egquivalent.

[l/ Yash animals vith tepid vater if significam
ampunts of test subxrance aceumylales on the test
pites, If any anizals requite wvashing, all
anipals zhould be vashed and gently dried vith
disposable paper tovels or squivalsnt. Record
time and dates when animalr are wvashed.

Innediately prier to treatsent esch day (after day 1),
grade the skin sites using the sttached scale (Appendix
1y, of & similar Draize phkin reaction scoring systens,
If fissuring is noted cn sbreded animals, cousult the
Divieionxl Toxicelogisc for instructionz on comtinged
sbragion.

Note:

All snijmals that are caused undus strexs or discowforrt,
as ludged by the Study Director and the Tasr. Paciliry
Vetesinarian, vith the concurrence of the Divisionsl
Toxicologist, shouid be sacrificed {mmediavely for
humsne reasons,

Observe all anisals dally (7 days/usek), up to the day
of necropsy, recording all) findings incluwding any
sbnorsalities. Negropsy all animals as soon as
pogaible that ara found weribund or demd during the
course of the experiment. These necropsiss will he
superviged by.a veterinarian., YE neceropyy is delayed,
refrigerate the carcaxa until prosection begins.
Recerd all observations. If possible, determine the
cauee of death and notify the Sponsor’s Divisional
Toxicologiszt., Collect tissues exhibitiag gross
observatiuns from 3ll animals vhich either die or are
sacrificed premagurely. Jf any deathe occur after
start of dosing, no replacement anigals will be used
vithout authorigation of Sponsor.

Prior to {nitiation of the study, schedule the anismals
for necropsy with, as nearly as possikle, an equal
distribution ar to vex and group sushar for exch
necropey day. Bandomization procedures following the

Protocnl Page S of §
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12.DAY SUBCHFZAIC FEFCITANZOUS TOXICITY CONT'D

Necropey (Cont'd):

Hisvopathology:

Starigtical Analysis:

Feotocol Changss:

Report:

Yzsve Date: OCTOREX 131, 15B8

Betveen day 12 and the day of necropsy, obtals blood
samples vwiz the technique used {p the pro-study and
analyze as described in the pretrestment hsmatclogy
screening on page 3. Velghet all aniasly ow the firgt
day of necropsy [or use in assessing in.life body
veight chenges. Sacrifice the animalsy vith an IV
overduse of sodivm pentobarbital. Exsanguinete prioc
to gessatrion of heart bear frlloving the appropriate
Standard Operaring Procedurs of the Test Facility.
Fecropsy all surviving animals and tecord all gross
nbservationg foy all orgams folloving the Srandacd
Operating Procedure of the Test Pacility. Take tizsue
specisens for any organs exhibiting gross obgervarions.
Ahy deviations from the protocwl suvch as sissing
tizsues, hemarology reaults, etc.. should be nated {n
*he tav data. A1l schedulad nwcropties vill be
sypervized By 8 vetarinary patholegizt. All necropsy
room assistancs «ill be trained and quelified.

Trinm all vigsves rollected {sew Neccopsy Saction) and
prepare paratiin blucks and B&E xlides followving the
approved Standerd Opsrating Procedures of the Test
Pacility. Slidex of all tissues will be exasined
microscopically by a sponsor-approved veterisery
patholegist,

Due to the small nusber of animxls on this study,
calevlate only geans and stxndard deviarians.

If it becomes necessary to change the approved
protocel, verbal agreement to make this change should
be made batvesn the Study Director and the Sponsor. As
spon ay practical, this change and the reason for it
should be put in vriting and signed by berh the Study
Dirwctor and the Sponzecr’s Divistional Toxicelogisr.
This document iz then sttached to the protecol 2s an
addendus.

Report daces of study initiation and termination,
deaths, skin reactions, gross abnormalities,
histopathological snd hematological results.
Pathologist’e report should include & statement that in
his opinion the gquabtiry and guality of tl:sue taken
vas adequate 1o evaluate the study. This raport shall
conform to all requiresents cutlined in Section 55.1IES,
Subpart J, Good Laboratory Practices Regulations.

Protocol - Poge 6 of ¢
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32-DAY SUBCERONIC PERCUTANEOUS TOKICITY CONT'D

Izsue Date_e OCTORRR 13, 1988

Betention of Risto-
“patholegy Marerdmls:  all vet tissues, bocks end slides, including blaod

slides, vollectad at contract labotatories shpuld be
retorned to the Sponsor for retention following
pceeptance of the final report. The Study Director
will be aotified in writing vhen the report has been
accepted. Instrucrions foc reterning thess saterisis
are givan in Appendix 2.

duality Assurancs? Quality pssurance insdpecrions shall consixt of all

critival phazes 95 defined by the Q04U and the Study
Director or as defined by the Test Faciliry's SOF's.
The final veport vill be ravieved by the QAU.

Sponsor: é%"‘ ﬂ'p-' $§ite EYo=2win
visi~nal Toxicologist Telephohe Na,
Dace Approved by Sponsor’a Divisional Toxicologist fﬁé".ﬁ

Propused Starting Date: 1404788
Defined as First day of dosing

St S S B g Nt

Proposed Completion Date: 1/18/8%

Yo be compieted
Dafined as Day of necropgy by the Test

. YPacility
Study Director: {2 Qj'-ﬁ_;_u;_ & jlj/\"'“‘*

Dale €. Johnsom, Pharm. 0., ®h. D.
Data: 1/0%/89

A A VA A 4 4

Study Cost:

Provocol - Page 7 of 9
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PRSIVl - AFPENOIR 1

SCALE YOR EVELUATING SKIN REACTIONS *

Erytha=a2 (not $neluding esthar aread
¢ - Nene
i~ Slight {barely percepiitle)
2 - Hoderate (well deflned)
3 - Severe (beet rad)

Edema {not including eschar area)
% . Wone
1 - Slight (barely perceptible to well defined by definite raising)
Z + Moderate (Yaised approximately 1 em)
3 . Severe (raised vore than 1 mm)

Atonia {not including azchar area)
0 - Normal
1 - Slight (impafcment of elasticity)
Z - Hoderate [slow retun to noreal)
3 - ¥arked {no elssticity}

Desquamation {nor lncluding eschar area)
0 - Nona

1 - Slight (9light scaling vithout evidence of peeling)
2 - Modezate (lazrge [laskes vith sloughing)
3 - tarked (pronounced flsking with denuded areac)

Fissuring (not including escher nrea)
¢ - Nane
1 - Slight {(definite cracks in epidermis)
1 - Moderate {croeks in dermis)
3 - Matked (cracks vith bleeding)

++Egchar
N - No
Y - Yas

~+BxFoliation (sloughing of the eschar tissve)

N - Ko
¥ - Tes

+ Grades assigned gbould be based on the most severely affacied ares except
vhen srea 3s Judged to be < 20X of the tremtment site. Severe reaciions
occurring on € 20X of a xite shovld be descrided in a foornote.

++ Discontinue scoring on portion of test site with escharfexfoliarion.

Protocsl « Page 8 of 9
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APPENOIT 2

INSTRUCTIONS POR RETURN OF TERATOLQCY SPRECTWERY, ¥PT TISSUES, PARATFIN

oal

HLOCKS, AND MICROSCOPIC SLIPZS Yo THE PROCTER 6 GAMBLE COMPANY

vet Tissues: must be sealed in plastic bags (preferably hest-gezled). Bags
auch 85 "Yapal Pousher™ by Shotchpak ar: exceclent snf avpiladle Ircr mast
sclentific Supply housss. Place only one animal’'s tiss=es in a bag topgether
with an amount of JOX buffered neutral formalin sdeguste to thoroughly moisten
all cizsues. Several seals should be made (vith an identifying label vritten
with waterproof ipk vhich includes study nusber, group, animal nusber) betveen
the seals. '

Paraffin Blocks: should be placed on end {with the label vinible) in numerical
order by groups in specisl tray boxes vhich consists of n cardboscd tray

16" x 9" x 2" plus & protective sardboard sleeve. These baxas will accommpdate
approxirately 175 to 200 blocks and are available froc John Green, Buikeye Bex
Co., 601 N. Hague Avenue, Columbys, Ohle 43205 {614-274-BoBa) {Part wuF-1).
Label the end of the box to identify the contents. Thiz petmanent label should
ligt the study number and groups.

Microzcope Slides: labeled to indicate the study number, group and animsal
number Dust Ba packed in npumerical order by greups in plastic boves. Lids
should ba secured vith tape., 4 paching material such as polyfoam, paper
tovels, etc. should be pleced inside of the 1id te grevent breakage. A
permanent label should be placed on the outside of the lid identifying the
study number and groups.

Teratology Specimens: A1l cleared specimens and sofr tissue slices should be
returned in spprapriate containers (preferably plastic). See ¥at Tiszues
instzuetions on labeling and pealing,

IHPORTANT

An ltemized lixt should aceompany each shipment. This list should indicate che
folloving:

1. The nupber of uyniis in the shipmenty i.«., the number of shipping cartoens.

2. The number of slides, blocks and {ndividual contximers of wet rissue or
teratology specimen: ip study.

Conlract Laboratories: Proctar & Gamdle vill request {in writing) the return
oY specimens, iﬁfc&cing approximasely vhan they yhould be shipped. &1l costs
incurred in ghipment of these materials to the sponser should be included in
the fixed study cost(. Vhesn ready, please notily and send to:

Archive Technician

The Proeter & Gamble Company

Miami Valley Labaraveries - RN OON216
11510 k. Hiamé River Hoad

Rogs (Butler County), Ohio 45081
Telephone: (513) 245.2288

BADrnh
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TNTEREATIONAL RESEARCH AXD DEUELOPUYNT comoamstyax

PROTOCOL DISTRIBUTION SHEFT

\ISahe GIBIT.IE

Protscel Sheee Ro. 2 Scudy Yo, 191=1439 (DR RYQHEIN)

s———— -

TITLE: 12-GAY SYSCHRONILC PIRSUIANTOVE TOXICITY

aecrampair e mne

TTEM JUSTIFICATION
| Clyrification of the text sive sian frestwens.
z arification to allow warming of she tese srcicle

priar to sdminiscration.

o o o e e O 4 N U S v T 0 O o A 00 T O o o S AL 0 D G e ot 0 -

1TEM TROTOCOL REVISION OR CLARIPICATION
1 The Spansor clarified that the aniwale should heve

intsct akis sites duriag the study.

2 The Sponsar autharized that the test wmsterial could
be worned so that il could be accurately weasured
iaro syringes. ‘The material will be placed in a
water bath hmated To #sproxizately 40-50°C. The
material wiil ba allgwed to soften/sele and then
dispanaad into syriunges for individwal dose ad-
ainistration.

hpproved by:

Spbuser's Eapresantative T Bace

Study Diyecter

Signalure

IRGG~59~5
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TEST ‘SUBSTWICE CWARATTERIZAYION REFGRT
LAT: BY 433?;247_"

; wsen o XTI/

e A T T

‘ Ir  Tost Articie Nane (Froguct/Inpreprent)
Bl with 5% _CQesnpion 2, Prand Hotesonk: niDATE~ST4

3. Physical Formi __ SQet® . e pHy __ L e O e
Lotor: __ AGuA GREEH. ... Eapsratior Datws _ B2 8¥
Stgrace Sonditions: hazards: _ FLORQME .. .

<] Aoos Tespurature [ 3 Oteer ______ —————

4. Stabiliity Yestsn) >s:
T 1 Coapieted %) 1ln Progress

5, DOT hazard Lisssificarion: Nen - Hasardous = Spaulstierv th;;is:@?_‘gjﬂ&

e T o o e o e -

These chepicaieitest artizips nave been checled
sgainst the TILA insentery fest? ¢ 1 Yes U3 Lk

4. Forbuse compdsition:
Henbaal  Nensnal artual

¥ 3 fompon t Laicul 'd Calevyi' v Steck Wt
Coeconent Rurbor Level Yagsav"  "Resav’ Lose Hyaser

SIFRGFYLENE Butwliil 3iu-%E-8 +8.300 Za.4y 28.368 45338 z
Einhhb. RO 3970248 - 24,000 ZR.GEL Z4.0CA 4510 0
FPB-5 “iRISTYL E7~Eh &t -b0-0 17,583 17.560 17.438 7B b4
IS DYLLLhEThiLGRE RO TITOMI-dic2 16,45C 14,85y 14,488 £7370 e
DCTGRIRLSA L IO T 5o 858 1.8at BiikB .
LOILiY STEdRATE £2-18-1 L. 000 B0 5.9%E <B1es i
$GY BEak (Thi154-10 IRAay 14500 LenUl  aPATS z
&L Gak:l

o stk EdoeNTI(K- C.ive T pes 7 ppe BR728 1
oMs kL lle-2 Golut §.20s 0. 200 XPAZS .
3GIi0Y mVDAGALTE 0.4b% 250 ppm  ATH ppa 45297 <
iRes:aual

RolPr tand n,43rs)i - 0.724 0,724
Totels: $00.00C¢ 100.900G 100,000

tal Use {henical or LTFA names which uniguely identitiss Sach tomgonent.

(h? DAS Husbe:s shouls he incluged whenever avariable. They are esperially imporisnt fes
S ®aih components pf the formula.

- VALSOUESS - 2/BB CFURMZLTATY



)

RS 3T 2 SO

W G222 o/

Page 2

7. AXALYSIS
Date Subwitrar Code Heasurad Luboratory Tescisg
Submicend  Cv Lgb Netsbaok Anslysls (I} *  Valus Linice Ut Deta Spurce
¢ -19-42 bF 304 wer x Pass fhust Pass B
», o
§.19-79  (306-0272  *io ExOH 231 % api-a4sie ANYTION
. Ap st .
$-11-88 HoOdIL-594 e OcAnpirar TE3I%  ptedushit A RE-3N49

* Angiyeis requited by coxicologist or wicrebiolegise

Lo |

&,
Acceptable Microblal Susewpothilicy:

sleshs
- (Jata}

2770 &} D e SF
“~{Foaan Bo. s (n.;:- ’.é;?

Approval FOT Dalesst: 1Ibe Caat susetance &9 WRde #0d CDATACGLATLIAd 13 # Tepresentacive
exagple of che incended formulation. Making tacords for pluntemade produce ave
buing/bave basn obtained oud avaiuaced dy Products Besearsh.

7
Procasz Developmant: - Ak &2 3.'_/36'
£ur (Date

L

GP GQuality Assurasca? W EA S8y
[>T - i .)

{Atcash dacch vecords for G review)

{ fintatad produecs will be retained by Quality Assursace
T sazplas)

’l
This subatance kts buen appropristely chevacterizad and i sccepeadla for testing outlined

iz the attached TAD.

Bivision Toxteplogiar: __&‘“"/ A ltjee
tare) (Cate)

YALSO05/5
i3

Hads By:

Preducts Revearch:
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INTERDEPIRTHENTAL CORRESPONDENGE
o b O Qe oue: lofe |98

TO: Qperstions Section « R/L:

SUBJSECT: MONCLINICAL STUDY RECULATORY STATUS

Hotiftoatian pertalning to: DRD ¢ 65{0 ¥30
4
s G180}

1. The atudy described in the above protocol i3 Lo be considered:

11 satery
[ ] Regulated 3afety
[ 1 Investigational

2. [ The data is expacted o be submitted to the following
regulatory agenty:

(1 Fou
{ 3 EFA
[ 1 Othar

L 1 The dats 1z noc axpedted to be subsitied ©o & regulatary
agancy. {Boxas ¢4 and #5 below need Ot be checked)

3. i/ The teat subatanes hag beso charscterized asd rescllts are shown
on the Cest substancs characterization rapors (TECA).

., ['1/ The 2athod of synthesis, fabrication, or derivstfan of the taak
ralated subatances has deen documented (required for regulatad
studies).

S. tv]/ Stabilicy teating has bean donw or will s dons ov the test
substance (required for regulated studies).

3ponaor’s Diviatonal Toxicologist M‘W

Datas ﬁﬁ/’/ﬁ{jﬁ

bg: RECSTAT
10/23/86



