


Report Title: Acute Dermal Toxicity of G0539.03 on SKH-HR1 Hairless Mice
Test Type: Acute Dermal Toxicity

Conducting Laboratory and Location: P&G Miami Valley Biological Testing
Facility, Ross, OH

Test Substance: G0539.03 is 5% Octopirox in propylene glycol/ethanol/water (1/2/1).
The test material was diluted in neutral and alkaline pH vehicles.

Species: Mice
# of Animals: 40 female (10 per group)

Test Conditions: Total of 40 female SKH-HR1 Hairless mice (10 per group) exposed
dermally 1) neutral pH vehicle, 2) alkaline pH vehicle, 3) 5% G0539.03 (167 mg/kg BW)
in a neutral pH vehicle and 4) 5% G0539.03 (167 mg/kg BW) in alkaline pH vehicle.

Results: No biologically significant treatment related effects seen in any animals with
regard to body weights, hematology and macroscopic anatomy. One animal exhibited
signs of neurotoxicity (myoclonus) which occurred in acute dermal treatment of the test
material in the alkaline vehicle.

Study #: B88-0215
Report Date: 12-5-88
QA Statement/GLP compliance: Yes

Accession #: 34922
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FINAL REPORT

ACUTE DERMAL TOXICITY OF GO53¢.53 B SEH-ME: BAIRLYSS ¥ic¥

(18]
(%]
bad
3\

Igeur Tete:
SUMMARY

The acute dermal touicity of GO539.03 in an alkaline (pB ¥} va. mevtral fp¥ 7j
pH vehicle wvas studfed using hairiess mice. Clinicxi signs were rlesaiv
wonitored for 3 days after dosing. Body weiphts were zesorded daily. fLonss
necyopsy of all animals on the fourth day after dosing was carried ut ta
determine amatomical snd clinicsl pathological effects (if anv) relared o
traatment.

One mouse showed clintcal signs of neuwrotoxicity which appearcd to be velated
to acute dermal treatment with GO539.03 in the alkaiipe vebicie. Wo other
treatment related effects were observed in all other asinmals with regard o
body waights, hematolegic ecellulav and heaoglobin vartables, and matssscopic
anatomical alterations.

Test substance identification punber (TSIN) #: 60539.43

Study #: B8E-0215

DRD §: FPHBSE 132

In-Life Start Date: August 30, 1988
in-Life Completion Date: Saprember Z, 1948

Tegt Site: 5-38, BIF, Mlami Vallay Laboratories, Ross, DH
Division: Beawty Care Technolopy

Study Divector: G&. G, Hillebrand, Fh.D.

Study Technicisn: D. A. Heitwmeyar

Divisional Toxicologist: W. B. Gibson, Ph.D., D.A.R.T.
Neurotoxicolopist: J, F. Ross, D.V.M., Ph.DB.

Yoterinary Pathelopists: R. H. Brumer, D.V.H., B.A.LC.V.P,, C. L. Alden,
D-V‘H-j D.A-C.V.P.

Necyopsy Tachnician: W. E, Wyder

Ciinfcal Pathologists: K, W, Weingand, B,V.M., PA.D., D.A.C.V.P. and H. J.
Laytart, M.T.(A.B.C.P.)

Statigsticians: K. D, Bruce, Ph.D. and P J. Sprong
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Pucposa: To dutermins the acute dermal tomicity porentia} of L2524 27 sn e
alkaline (pH 5,3} ox nautral pH wvabicle.

Tust Substanca: 100% GO539.03 ie a white powdey and srshls &i yoom
tepperature. Teat selutions will be preparsd izmediately hefors uze.

Test_Sygtem: Female albino Skh~HRl hzirless mice (RAB8-0471, (haries River) i3
weeks and 6 days old and weighing betwean 21 and 26.3 2 g- Irclugion issn tiis
study of the ons mouse thak weighed preater than 26 g {26.3 gJ ie & protazel
deviation and does not effect the results.

Experimental Design: There were 4 test groups (10 wice per greupl. The p?
values of the treatment sclutioms were slightly different frow the eszirared
valves stated in the approved protocol &nd are defined below as weil a5 In the
Protocol hmendment.:

Group # GCagefAnimal #s freatgent
3] 1-10 Treatment with neutral pd {6.9%}) wahicle.
2) 11-20 Trestment with alkaline pE {9.28) venizie.
1 21-30 Treatpent with 3X G0339.03 (approximazely
167 mg/kg boedy weight) in a meutral 8 {6.93)
vahicle.
a) 31~490 Treatment with 5% G0%39.03 in en slkaline pi

{9.12) wahicie.

The vehicle for these studies was propylans glycol:ethsnoizwater {1:2:1).
Animals ware dosed once, observed daily fur four days and then gross
nacropsied.

Location of Data:

All caw data pecvtasning to Study B88-0215 can be found in lab aotabook YS-EE
and VS-2358.

METHODS

Route of Administvation of Test Substance: 100 ul of the test pareriel was be

applied once to the dorsal skin {about 7 es®) of sach mouse with & Gilson
Pipetman and sprezd evanly with tha pipetts tip., Dosinog waz im order of animal
number, Afrar dosing, animals were vandomized on the cage rack by the Study
Tachnician. Therefore, monitoring of animals post-dosing wag in randem order.

Identification of Animsig: Animals were Individually housed a!\d identifiad by
cage mumbar. In addition, each animgl vas color-codad {tail markad with a
felt-tipped pan) according to group.
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Animal Wonitoying: Xach individual anioal in the study wae c&xciv*lv won RO
for phazmscological/clinfcal signa of toxicity by Dr. J. #. Rows, D.V.M.,

#h.D.. These monitoring sessiony vers done by observing the animxl's iccomeorer
behavior and zasponse to stimulation (&,%.. 2ic puffs and scisel. e initial
3 ponitoring seszions {the ficst just prior to dosing, the secoad § hour afzer
dosing and the third & hours after dosing) were carried cut wiik the mouse 1n a
slear plastic obwervation cage (without a top) separate from its home vage.

The vemainder of the obsarvation sessions during the study were dene viile the
anima) waz in 1ts home cage with the top removed. In addition, all animals ir
the study were vatched clossiy while in thalr home csges on the animal rasy
throughout the day for changes in thelr locomoter sctivivy by the study
Technictan {(this was done by viewing tha animal through the clear plastic howe
cage vhile on the anims) raek), If changes were noted, the animal (in itz home
cage) was pulled from the rack for more detailed momitoring by Br. Hoss.

Animal monitoring tecords were kept for vach apimal.

Animal Waipghing: Anicals were weighed usfng a top loading balance (Sarterive
Model J80ZMP, MVF16303, lab notebook # VEI25)., Weigbings were parformed just
prior to dosing and at the end of each day of the study.

Grosg Necropsy:
Animals were randomized for gross neeropsy aceording to the Standard Operating

Procedures of the Facility. Necropsy uas cacvried out by W. E. Wyder and
supervised by C. L. Alden lanimal # 32 only} and R. B, Brunner {ail other
animgls)., Body veights were determined just prior to euthanasis which vas by
ether asphyxliation. After suthanasis, dlood was coliected Snto EDTA containing
tubes from tha postarior vena cava using 8 syringe equipped with & needlse.

Statistical Anglysis:

Hematology dats from the G0539.03 rreatment groups (3 and &) were compared with
their respective vehicle control groups (1 and 2), the wehicle éontyol groups
were compared with each othar, snd the GOS539.03 rreatmant groups ware colpaved
vith sach other. Group average body weight data from the GU539.03 trestment
groups were compared with each other snd GO539.03 treatment grouy & was
compared to vahicle control group 2, The statistical eveluoations wers sade by
adalysis of variance techniques and were condusted at a 5%, two-sided visk
lewel,

RESULTS AND CONCLUSYONS

Clipical Signs:

One snimzl (#33) exhibited =igns of newrotoxicity (myoclonus) which appeared to
be trgatment related. These signs began approximately 4 hours after dosing,
contfinucd for at least the next 4 hours and were not present the following
moreing of day 2 {see strached report by J. F. Ross). This animal vas observed
not to eat or driak after the start of the myoclonus signs and was moribund the
worwing of Day 3 at which point the snims) was euthanized for gross mecropsy
No other significant clinical aigns were observed in the othar anipals,
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Body Waights:

Comparisons were made for the change in groub aversgs GO0y weigni Yrom the
inftigl weight to rhe final weight at either gecropsy 3z &b the end =f Day
(in-1ife phase of the study)., These cowparispns wess made for groug 2 vi.
group 4 and for group 3 vs. group & (in both tases growp & escluded anizal 432
whichk bacame moribund and was saerificad on Day #1}. B signifieant changes in
group avavags body weight which wvere decaed treatmant relaved weve stserved.
See attathad Susmary of Statistical Analysis of Bady Weighrs.

i

Animal #33 showed & cemtinvous decrsasa in body weight {from 23.2 g initis
waight to 15.7 g necropsy weight) from the time it wes doses oo the tine o
necropasy. Tais less in body weight probably rasulesd from the animzl
refraining frem eating and drinking,

?
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Anatomic Pathology:

Macroscoplic changes were not observed at grogss pecropsy in any aningi which
were considercd related to trestment with 60539.03. Seo the Gross Necropsy
Report which ita included with the Patholaogy Repoct.

Clinical Pathology:

No bioclogically significant test substance treatmert kffests uwsre evident on
hematologic cellular snd hemogloubie variablas in mice treated topicaily with
60539.03 when compared to vehicle contrals. A potantial synergistic effect of
test subgstance and alkaline vehicle resulted in mild iccremeatrs of ¥8L, HGE,
HCT, WBG, ancd Lymph. Thase incremenis were not thomgmt o be of hislagical
signifiranca. See attached Fatholopy Report.

%JMD/ - S Py

G. G. Hillebrand
Study Director




FROROCTS.
ACUTE DRRMAL TORICITY OF GG 5338.63 ON SER-HRI SAIRLESS sicz
Inwne Late: 2-754583
Test substenes identification number (TSINY # 50 $339.03
DD #: FHBSE 1312 Seudy # BER-92:%

Divisfon: Beeuty Care Technalogy

Study Directer: G. G. Efllebraud
Teat Site: $-36, BIF, Miami Vallay Laboratories. Rogs, G2

Pugprse: To detexmine the scute derwal toxicity potmmtizl of §0 $33.43 (= an
alkaline (pB 9.3} or neutral pH wehiclo.

Proposed Start Date: August 30, 1988
In-Life Copplation Date: September 2, 1988

Justifieation: Significant toxicity was fean in a previcus invesrigarfiongl
study whan GO 515.03 (5% solution at pH 9,3) was adsinistered o the dorsal
skin of chronically UV¥-irradisted Skb-HRL hairiess olee. In those experirents,
GO 539.03 trestment was followed 7 hours later by 8 full formula sunscremn and
irzadiation with sigulatad solar vadiation (lab notebook ref. VE-2108, pn. 12
and 14}, No toxicity has been observed in iavestigational stugies when GO
$3%.03 way applled in a neutval pH vehicle to haiviess mice. This study (s
baing run for ths purpose of detmrmining the texicity proiential of 6O $345.93 in
a alkaline or neutral pH vehicle withour sunsersen or ivradiation trestpent,
This study i3 being tonducted in accardance with GLP regulations.

Test System: Female albino Skh-HR1 hairless pice (Charles Rivers) about 10
weeks old and weighing bLetween 21 and 26 g.

Test Substance: 100X GO 53%.03 is a white powder and stadle at roca
temperature. Test solutions will be prepared immediately bafore use.

Identification of Animgle: Animals will be individuelly housed and ldentified
by cage mumber. In addition, each aniezl will ba color-coded (tafl markad with
a fele-tipped pen} according to groud.

Experimental Design: Thare will be & test groups (10 mice per group):

Group # Cape/Animal 85 Ireswment

1) 1-10 Treatmest with neutral pE {7.0) vehicle.

2) 11-20 Treatment with aikaline pH (5.3) vehicle.

3} 21-30 Treatoent with 5% GO 539,03 (spprozimately
157 mp/kg body waipht) in & newtral pE (7.0}
vahicla.,

4) 11-50 Treatwant uith 5% GO 539.03 in gn alkalize pH

{9.3} wvehicle.
The vebicla for these studies is propylene glycol:atchanolswetar (1:2:1),
Animals will ba dosed once, obssywved daily for four days and then gross
necropsied.
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Aoute of administration of Test Substance: 100 ul of the vesi satevial walil te
applied once to the dorsal skin (about 7 c2v) of each mouse vith & Gilsen
Pipetman and spresd avenly with the pipette tip.

Animal Csre aud Diet: Hice will hava free gecass to laboratory clow 2ot weter
according tu the Standard Operatiwg Frocsdures of the Text Facilivy.

Pavironmental Conditisns: Will follow the Standard Operatieg Frocesuzes of wiw
Test Facility.

Diat and Water Analysis: None needad (no known contaminants expactes whiek
would interfare with this study). ’ '

Becords to be Maintsined: All records that would be required 1o reconsisurt
tha stwdy and demonstrate adhsrence tu gprotocei.

Skin Prepgration: HNone neaded,

jnimal Momitoring after Dosing: Animals will ba veighed before dosing.

Animals will be dosed in the woroing of 8-30~88. HNomitoring will take place in
a plastic chsevvation cage. Animals will be momitored for pharsdcolopinads
clinical signs of toxicity by Dr. J.P. Rasa, B.V.M., Ph.D. and nevro-
toxicolagist. Animal ponitoring will be parformed just prior to dosing and ar
laast every two hours for the first eight hours und st leasr 3 times per day on
the second and third days following doxing (8/31-9/1). Animals will be weighed
at the end of the fivsr day and the end of mach subsequent day of the study.
Gyoss necropaias will ba performed on meviband or expived enizals {as soon as
posaible nfter death or held under vefridgeration) by trained necropsy
personnsl (W,E. Wyder) under the supervision of a veterinary pathologist.

Algo, gross necropsies will be performed on animals surviving to the and of the
study {tha morning of Y-2-88).

Gross Necropsy)

Animals will be randomiged for gross necropsy accovding to the Staadard
Oparating Procedures of the Fecility. Tha gross necropsy will ba done
according to the Standard Uperating Procedures of the Favility and supervised
tw a veterinary pethologist, Body waights wiil ba determipned just prior o
euthanasia. Mice will be aukhanized by sther asphyxiation. Flond will then ba
collecrad into EDTA contalning tubes from the posterior vana cava using a
syringe equipped with a needle. A differantial vhite blosd count and hemcgranm
(iﬂclm “Bc; m; Ksh) ECT’ KCV. HW1 m. aﬂd ?&T) B‘lu ba éﬁﬂa on tha
dlood semple. All gress observatiuns fov all organs will be recorded. Any
tissuas showing gross aiterations that the sttending pathololegist considera
potentially treatmant vicleted will be saved (in 10X aewtrsl buffered formalin
at a dilution of 1 part tissue to »10 parta fizative) for possible
histopathological avaluation,

Statistical Analvsis:

Bemstology date from the GO 538.03 treatmemt groupe will be compared with th ..z
respactiva vehicle control groups, the wehicle control groups will be (omp..sd
with gach othar, and tha GO $39.03 trastment groups will (e compared w.th aach
other. The statisticval evaluations will be made by analysis of veriance
techniquas. Provided that Bartlatt's test of homogensity of variancs iz mat




gignificant, groups ghould ba campared using tha least 2ignificant differunce
{LSR)} critevion., If Bartlet:'s test ie gignificant, compaviconsn ghezid be made
by B t-tast technique which makes 2llowance for uneqnal vaciences. I this
iatrer case, Wilcoxon's renk sgum tast should aleo be applied. ALl stetiwvizal
tests should be conducted at a 5%, two-sided risk lewml.

A wsuitable reference for the statistical technigues mentiuned above 4c
sn‘dzwr’ Ga W. md Cuchtall, . Gr’ §Etist$gl ‘iﬁtﬁoﬂs. E-h mit:m; IW‘ SW
University Pregs (1967). Tha appropriate text i=: anaiymis of vavisnce, pp.
277-279; leaat 9xgniﬂcant differenca, pp. 271, 272, 27E; Barviatx's tesw, po.
296-298; Wilcozon's rank sum test, pp. 130-132; t-test, vaequal varisstes, po.
114-116.

Report:

A final raeport will ba prepared and will include the Sollwing data, suwmearized
by group: thea weights of animals during the study; summary of climical
observations; the number and ldentity of animals that died and the time of
death after dosing; contributing scientist's vaports partsining to hemstslegy,
grogs necropsy or histopatholegy (if any); a swemmary of all findings of
taxicological significance. The report shall confore to all requirements
outlinad in Sactien 58.185, sub part J, Good Laboratory Practices Regulations.

éd/w (s A Aok St

Hillebrand & W. B. Gibson
Study Dirvector Diviziona. Texicologist




PRCYOCOL AMERIMERT

Study #: BB§-021S

ORD ¢: FAESE 132

Test substance idantif:qation number (T9IM) #: GO 539.03
Study Direetor: 6. . Billebrand

Divisional Toxicologist: W. B. Gibson

Original Protocol: The pH values of each treatmenr vere deficed as folls

Group ¥ Cage/Aniwal fis Treatment

1Y 1-16¢ Trestment with newptyal pi (7.0} vehicle.

2) 11-20 Treatment wirk alkaline pE (9.3} vehicle.

3) 21-30 Treatment with 5X GO 339.03 {epproxizaraly
167 ogfkg body weight) in a neutral p8 (7.9}
vehicla,

4) 31-40 Trestment with 5% GO 53%.03 in an aleslive pd

{8.3) vehicie.

Revised Protoen): Tha actual pH valuas of each treatment were as follows:

Greup i Cagefiniral fis Trsatoent \

17 1-10 Trearment with seotral p# {68.59) vehicle.

2) 11-20 Tepatment wvith atkalina pit (9.28) vehicle.

3} 21-30 Traatment with 5% G0 539.03 fapproximetely
167 nglkg body weight) ic a nwtra‘ +H {6.85)
vehicla,

4} 3f-a0 Tregtownt with 52 60 539.03 4n an elkaline pH

{9.12) wvehicle.

Reason for Change: The original protocol stated estimates of the final pd
values for each treatoent. The actual pH values of the treatments determimed
the day of treatment preparation (8/30/88) ware slightly different from these
estimates and wevre deamed acceptable for the study by the Stedy Director.

ész PRRY - TSI A 20

Hillebrand . . B. Givson
Study Director Bivisional Toxicologist
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INTERDEPARTMENTAL CORRESPONDEINOCE

FROM: 5. ¥. Ross LDate Loi.an
TO: &, i, Hillebrand BoL: NUR~LIZTEER-
— . TISHLRY

SUBJECT: Observations in Study B83-0ZiE

The following sunmarizes obssrvations made during the cspdus:
acute dermal dosing of octopirox-containing solutionxz in mies.

o

st

1y

@

o
t

One anaimal (833) exhibited signs of neurotoxicity. These tegan SHELTOKiIRALALY
four hours afier dosing and were characterized by tight civeling ang
asyachronous oyoclonus invelviog ail four limbs. Muecissz 37 the khesd wers -t
involved at this time. and reaction %o external stimuiil ‘auoliery, tactiis,
were rnormal or perhaps even greater than ncrmal. Ro zigns. of sutsmzmsc
stimulation {drination, salivation. tearing) were exhidited.

ODuring the next hour the myoclonus progressed romurally $o insiude the museies
of the eyelids, ears and perhaps the mouth. At this time the mycclonie
contractions were gynchronous, althongh the Forelimba appearsd to be jeas
invoived than the hipndlimbs. This condition chapged littls duricg the
remainder or the day.

n the following morning (Day 2} myocclonus was no Jonger present. Howaver, <ae f

wouse had no spontanesus locometor activity. Thers wace depresssd cpinal

raflexes indicated by failure to extend the limbs when lifted by the waii. Thel

rasponse to tail ninch was poorly directed, aithough the reeponse te a pufs of
air was relatively normal.

During the day this animal remained depressed and was without lscomotse
activity. There was apparent aphagia and adipszia.

-

On the third merning. the animal was hypethsrsic and moribund ang was thereiore §

sacrificed for necropsy.

Additional cbservations of minor increases or decreases in iocomotor agtivity
or response o aily puff seen in other mice are deemnd ingidenral. Ocular
leaions consisting of blepharospasm and/or cornmeal opacities were cbEerved
ingidentally in other mice during the observations for neurstexicisy.

FCCen
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SENGOLE AFPUARING BEY 4ROUY AVRRAGES/HEDIAME KMbicark DIFFXRENCES FRON QROUP § F
+or¥, et HANOYE GIORTPITABCE OV DISTH,~-FASE NGIRGDS WRTH P¢.05,.01,.000 REAPKCTIVELY
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CONCLUSIONS

CLINICAL PATHOLOGY

Ho biclogically aignificant test substance trestment effecis were eviden:
on hematologic cellulaz and hemoglobin variables in mice treated topicaily
with G0539.03 when compared to vehicle controls. A& potential synesgis«ic
effect of test substance and alkaline vehicle resulted in wild increments
of of RBC, HGB, HOT, WBC, and LYMPH. Thege increments were not thoughr Lo
ke of biolegical significance,

ANATOMIC PATHOLDGY

Macroscopically, no slterations were neted which could be atitributed o
test substance administration.

INTRODUCTION

Pour groups of 10 female albino Skh-HR1 hairless mice (Chsrles River! were
treated oace dermally with either vehicle control substance st pd 6,99,
vehicle control substance at pH 9,28, St G0%39.03 ar pH 6.95, or 5%
G0539.03 at pH %.12 and cbaerved for § days. The purpnse of this study
was to determine the acute dermal toxicity patential of G6539.02 in a=n
alkaliae or neutral pH,

MATERIALS AND METHODS

EXPERIMENTAL MODSL,

TYPE OF STUDY: Acute Dermal Toxicity
BPECIES: Mouse

STR&EIN (SOURCE)}: Ekh-HR1 albino, hairless
5ex: Pemale

IRITIAL WEIGHY RARGR: 21 - 26 g

TEST SUBSTANCE DOBE: 5% G0539.03

VEHICLE CONTROL SUBSTARCE DUOSE: Propylane glycol.ethanol.uater {1:2:1)
ROODZE OF EXPOSURE: Dermal application
DOSING RECIMEN: once

TEST DOSE VOLDME: 100 pl

CRSERVATION: 4 days
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ANIMAL GROUP ASSIGNMBNT
GrROUZ ANIHMAL §/BEX TEIN and DOSAGE (1CT mis
1 § 1 - lo/sfemale Vehicle fubsErance 4t pE £.33
2 $ 11 - 20/female Vekhicle gubstance ag pi §,2%
3 § 21 - 30/female $% GOUS533.03 av pY £.3%5
4 $ 31 - 40/female 5t GD535.02 s¢ pH 9,:2

CLINIDAL PATHOLOGY

Blaond for hematovlogic analyses was cellected 2t hecropsy ou $/1/82 for
animal #33 (moribund} and on 3/2/88 for all other mice. Wiole bBlood wss
collected from the vena cava into tubes contalning en appropriate amoauntg
of BDTA anticoagulant. Hematologlc analyses were performed at the
Cligical Patholugy Laboratory {MVL).

Hematolony

white bleod cell count (WB(C)
Red blood cell count (RBC)
Hetoglobin (HGB)
Hematocrit {HCT)
Mean corpuscular volume (MCV)
Mean corpuscular hemoglobin (MCH}
Mcan corpuscular hemoglobin concentration (MORC)
Platelet count (PLT)
Differantial leukoacytes count
Segmented neutrophils (SEGS)
Band neotrephils ([BANDS!}
Lymphocytes (LYMPH)
Monocytes [MONO)
Bosinophils (EOS)
Basophils (BASO)

Hematologic tesults were analyzed statistically by B, D. Bruce and P. J.
Sprong using Prockter and Gambie Computer Program ¥BHS44. This program's
output has listed statistical comparisons of each group (2~4) to Vehigle
Contrel Group 1. Group 2 is the Vepicle Conteel Group for Treatmeant Group
4, The statistical comparison of Group 4 to Group )L is not experiaenkally
meaniogful and will not be diacuszed further,

mll statistical tests were conducted at a 5%, two-sided risk level. Data
from the Clinical Patheology testing apmd statistical analyses wexe further
evalvated by k., W. Weingand, D.V.M,, Ph.D., Diplomate, A.C.¥.P. and &, J,
Laytart, M.T.{A.B.C.P.},
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ANATOMIC PATHOLOGY

Bafer to the report submitred by Pathology Associates, Iuc, {4nxtogic
Pathology hppendix I)-

RESULES i

CLIMICAL PATHOLOGY

Supmariess of the hematelogic statistical analysex are given in Tliniesl
Pathology Table 1. Individual animal hematologic Gats are gives in
Citnical Patholoyy Appendix i, Data for asimal $33 (woribundl zze siven
in Appendix II. Data from the study are lovsted in notebook YE-1Z5L in
the Clinical Pathelogy Laboratory.

Some data values are missing (see table below) and are noted as ~¥- in the
data tables. The amount of pissing date was small and 4id not affect the
overall evaluation of the data.

TABLE OF MISSING DATA

Groyp Animal # Test ®eason
1 1 All Ho sample recsived

dye to techricsl
difficulties in
obtaining blood

1 3 Differeatial Quantity Yot
Sufficient [(0ONS)

1 4 Differential o] 34

2 15 Differential QN

2 16 pifferentisl ons

2 20 Differential QB

3 24 Differential QNS

3 24 Differential as

3 30 piffarential ons

4 33 Pifferential o123

4 35 All sample c¢laited

Bo statistically significant group differences weve 3een in the following
variables: MCH, PLT, BRANDS, BR30O, EO5, MOWO, AND 5BG3. Wo statistically
significant differences were wnoted when vehicle Control Groups 1 and 2
were comtpared.
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ANATOMIC PATHOLOGY

Refer to the report apbmitted by Pathology Associates, Ife. {Anzcamir
Pathology Appendix I},

RESULTS
CLINICBL PATHOLOGY

Summaries of the hematologic statistical analyses are given in Ciiniecal
pathology Table 1. Individpal animal hematologic dsta ars give®h 3
Clinical Pathology Appendix I. Dats for animal #33 (moribund) asre givem
in Appendix ¥I. Data from the study are located in notebuok ¥E-1261 iv
the Clinical Pathology Laboratory,

Some data values are migsing {ses table below) and are noted as -M- in the
data tables. fThe amount of missing data was smwall and &id no:r affect the
overall evaluvation of the data,

TABLE OF MISSING DATA

Group Animal # Test ReEa&Ch
3 1 All Ro sample seceived

dae te technical
difficulries in
cbraining bloed

L 3 pifferential Quantity Not
Safficient (QRS}

1 4 Differential QNS

2 15 Differential gNs

2 16 pi€ferential QN3

2 20 Differeﬁbial QNS

3 24 nifferential QNS

3 25 Differential Qus

3 g pi Eferential ous

4 33 Nifferential Qus

4 35 All Sample ciotied

Mo statistically significant group differences wete szen in tue follewing
variables: MCH, PLT, BANDS, BASO, ROS, MONO, AND BEGS. N statistically
significant differences wore noted when Vehicle Control Groups 1 =20d 2
were compared.
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Statistically significant differences wore Sewn “hen Tresigent $rozp 3 was
compared to Vehicle Control Group L. The avezage KOV and NOHT were
gtatistically significantly increased and decteamed, respectively. o
Treatment Group I when compared to Vehicle Cantrol Gesap 1. &
statistically significant difference was also seen when Treazwmens I7sup §
was compared to Vehicle Contro) Group 2. The avezage MIHC was :
statistically significantly decrzeaged in Treatment Group 4 when compared
te Vehicle Control Group 2. Although statistically significens, +%

—ad

magnitude of these mean gtoup differences wes minimal. These crhanges aze
net thovght to be bioloygically aignificanr or treatment-rzlated and will
net be discussed EurtheX.

Statistically significant changes were seen when Yreatmens Groezs 2 and 4
were comparxed. The average RBC, HGB, HQT, WBS, and LYNM2H were
statistically significantly increased in Treatment Qrocp 4 wnen compared
to Treatment Group 3. These changes may be treatment-related.

ARATOMIC PATHOLOGY

kefer to the report submitted by Pathology Associates, Inc. fanszesnic
pathology appendix I}.

DISCUSSION
CLINICAL PATHOLOGY

There were ne bicloglcally significant test-spbstanree treatment effects
evident on hematologic analytes when comparing Treacment Groups 3 and 4
with Vehirle Control Groups 1 and 2, vespegtively. The compari{son of
Treatment Groups 3 and 4 showed statistically signiticant incremesnts in
2BC, HGB, HCT, WBC, and LYMPH in Trestment Group 4. The inpreased HGB and
HOT are due primerily te the increment in RBC. The increased WBC ls due
primaxily to the increment in LYMPH. Thz magnitude of thyse ohanges is
minimal and probably not biologically significant or specifically test
substance related. Thaese mild changes may be the result of alkaline
vehicle test substance synergistic effects, Mild intrements in a
maltitude of hematelogic variables, sveh as observed in Teeatment Group 4,
are sometimes related to systémic dehydration and hemsconcentration.

ANATOMIC PATHOLOCY

Refer to the report submitted by Pathology Associates, Inc. {Anatomic
pathelogy Appendix 1),

REVIEWING ANATOMIC PATHDLOGIST CLINICAL PATHOLCGIST
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SEATINPICAL ANATYSLS RACUARY

CLINITAL PATHOLOGY TABLE la

MRS E-URMATOLOAY MRIOD L FALULS
KERPOMAK: BBC ¥oA acr =y -] neae WEC PLAYELEY BANDS 23] L] LR
RILEICH  {GQN/DL) £ 1] (..} 9.4 {h]  SEOURAWD THOURAWD YHQUCAND THOUSAKD THOVSARD WHOLSAND
4Eb9¥ 1 Avu, 2.05%¢ 1i4.1% 43.16 41.7 18.3% 34.13 2.41 $52.6 Q.000 2,008 8.01% 3.9%9
1 4 £.2. 8.11s [.N-19 8.5¢ . 6.2 D.10 [ 9% £ .24 82.2  D.000 2.609 8.9%0 6,118
SROUE 3 AVG. $.373 15.14 .37 49.2 1652 4,53 a.54 8T G.000 2.000 g¢.613 3.80%
r 52, 4382 [ 1% ] €.08 8.4 9.13 0.7 6.22 52.4 o.0d0 B.000 0008 a.24¢
Bt d.&2 8,368 0.335 0.133 9.456 o.ém 0,406 9.60q 1,099 —m ¢.e0n £.344
<ROUR 3 MG, IR . 48 43.3% .5 16.2% 313.3% 7.5%  1028.7 ©.003 9.08¢ 0.01¢ 2.137
y E.%. 8.232 [ %1 e.7 B.3 9.08 5.10 9.12 3¢.2 0.805  O.00¢ 0.00% 0.39%
PpiC) b.%0 6.4t 0.2 0.R43¢  31.000 0.03% ©. TR ¢.968 ¢.%10 -y 0.902 2. 646
GnovE ¢ AV3. $.412 38,33 46.30 4.4 1%.33 PR E] 3.3} w0 9.998 0 ,4g0 Q.808 3.7
3 PR £.200 8. 1% 5.87 .4 9.35 o.47 b.2p 12.% s.o02 0.000 4,000 8. 163
ey 0.1%5 a.133 0.005** g.0ié+ 0.37D 0.021+  G.02D* 0,743 1.008 -y 5.)49 3.0130
ORPALIAL PIO} 4,346 4.533 R 068 8,482 D.9%3 g.016+ qQ.0M ¥. 460 1.008 -pe- o389 [ M 1)
CRPBLEM Bi0] Q.046*  0.030%  0.807%% 333 2.%33 ¢.43 0.018% Q. 886 Q.42 - 0.180 .84
Pic) SXEVIRS P-VALUZ FOR CORPANISON OF CRUER GRCUPE WLTH OCHIROL, GROUPF £ F .
Pil} DRHORED P~CALUR p0f LINGAR RBORESSSON DR FOR & CONYRASY.
4449, 4% SENOTE SLARIFICANCE DV NOAKAL GISTWTEUTION WETRODS MESA P¢.05, .0f OB .90} FEFPECTIVELY.
¥y ¥4, obe DENOTR STORIPYCANCK GY DEATRIBUTION+FRAR NUTNODR WITK R<.0%5, .01 OF .00) RESPRCTEVELY.
- IBDICATES & STATISEICAL TEIT WOT PEAFOANED BECAUAE OF WO DMPA OR WITSTH-GRAUP VARIANCE = .
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AVG

AVG
S E.
PiCy

L0y
rio)

PLCH
P{O})

RUNRY

THOUSAND

©

9

0.100
0.027

0.092
4.020

. 688

0.102
0.020
901

0.100
0.009
993

.635
¢.

S04

STATISTICAL ANALYSIS SURMARY

PERIVUD 1 VALUES

SEGS

THOUSAND

v,

[\

DENOTES
DENOTES

U.400
0.077

v.131
0.058

. 440

V.42
0.077
[ 38 ]

V.341
0.02)
299

.902
Q.

364

P~-VALUE FOR COMPARISON OF OTHER GROUPS WITH CONTROL, GROUP 1 Fr

P-VALUE FOR LINEAR REGRESSION OR FOR A CONTRAST.

CLINICAL PATHOLOGY TABIL 1o



CLINICAL PATHOLOGY APPLNDIX [a

DATA LISTING

BBBO2L5--HEMATOLOGY PERIOD 1 VALUKS
RESPONSE : RBC HGB ncT ACy NCH MCHC WBC  PLATELET BANDS BASO ROS LYnPR
RILLION (GM/DL) (%) {rL.) {PG. ) 3) THOUSAND THOUSAND THOUSAND THOUSAND THOUSAND THOUSAND
GROUP ANIMAL
GROUP 1 1 ~ ;- —-m— ~m— - - -»- - -m— - -8 - —m-
| 4 2 9.4 15.5 45.1 4. 16.4 34.4 3.2 1093, 0.00 0.00 9.00 2.46
k] 9.14 14.9 43.8 4. 16.3 34.0 1.9 1066. -l - - -
4 9.25 15.2 44.1 4. 16.4 3¢.5 2.2 324. ~m - -, -
b 9.35% 15.1 44.1 47. 16.1 34.2 2.1 97S. 0.00 ¢.00 9.00 1.66
[ $.213 13.3 39.7 48, 16.1 33.3% 2.8 1056, 0.00 0.00 Q.00 2.30
7 #.08 14.3 2.9 7. 19,7 33.3 2.3 3. © 900 $.60 .97 1.86
[} 9.13 14.7 43.0 47. 16.1 3¢.2 1.8 9. 0.90 ¢.00 0.900 1.92
v 8.93 18.7 42.7 4. 16.5% 34.4 4.4 1123, ¢.00 .00 .02 Z.0%
10 8.90 14.9 43.0 48 16.7 34.7 2.2 1089, Q.00 9.00 v.00 1.74
AVERAGE 9.05¢6 14.7) 3. 1o 47.7 16.20 3e.13 2.43 vel.¢ 0.000 ¢.v0v 0.03y £.030
SYD.ERK. 9.118 0.2} 0.50 0.2 0.i0 g9.15% 0.14 82.2 0.000 ¢.000 Q.00 ¢.110
tesncuE & [ ¥Y 9 1o ie /) 5.0 40 . iv.v i3.e 32z v, [ TT) .00 Y. Uy i.62
v Y] A0 42 171 9.8 . 16.¢ ¥e. 3 2.7 8. ¢.00 0.00 .00 .48
i o 43 13 o IR «7. 6.1 341 X2 1015, v.uu .90 0.02 1.00
i LI2Y 14 9 “3.1 0. e 7 3.8 1.5 [P U.00 0.900 U.ov 1.08
1% 8.9 14.8 43.6 9. 16.6 33.9 3.2 933. — - - .- -
le 8.79 15.2 44.3 $9. 17.3 34.3 ) 9 ) 688, -~ - - .
17 8.75 15.2 43.1 49. 17.4 35.3 3.0 1151. 0.00 @.00 .00 2.40
is 9.11 15.2 44.7 49. 16.7 34.0 3.7 1037. 0.00 $.90 0.04 3.18
19 9.00 14.7 44.2 49. 16.3 33.3 2.9 $53. 0.00 9.00 0.0} 1.38
20 10.21 16.0 47.2 46. 15.7 33.9 2.2 1046. —— - —m— —~m—
AVERAGE 9.173 15.14 4..37 48.3 16.52 3¢.13 2.68 948.7 9.900 e.000 @.013 2.307
STU.ERR . 0.202 0.29 0.83 0.4 ?,17 6.17 0.22 62.¢ 0.000 9.000 0.006 0.244
GROVP 3 P 5.0 14.1 +3.0 49, 1.2 3.9 2.1 3098, v.vo .00 9. 00 1.9%
| 4 12 8.69% 14.1 42.1 49. 16.2 33.5% 2.0 1079, 0.00 9.00 9.08 1.72
23 9.36 15.1 4%.3 48 16.1 33.3 2.7 983 . 9.00 $.00 9.00 2.00
24 9.38 15.3 46.1 49. 16.3 33.2 3.1 1182, ~-— - —-— -
25 8.63 14.1 0.8 .7, 16.3 34.6 1. iz, -, -— —-- -,
26 9.50 16.0 46.6 49. 16.8 34.3 3.3 965, ¢.00 9.00 ¢.0) .67
27 9.02 14.3 43.7 4®. 15.9 32.7 3.6 1062. 0.04¢ 9.00 0.04 2.66
28 7.92 13.3 40.4 51. 16.9 32.9 3.1 1026. 0.00 9.00 9.00 2.3
29 9.44 15.2 45.4 48. 16.1 33.5 2.1 1081. 9.00 ¢.00 ¢.00 1.8
30 8.21 13.3 40.2 49. 16.2 33.1 1.6 861, - ——- - — -
AVERAGE .88/ 14 .48 43 .36 88.0 16.29 33.39 1.5 1024, 0.00% 0.000 0.016 2.15%7
STO._ERR . 0.172 0.28 6.77 0.3 0.09 0.20 0.22 30.2 0.005 ¢.000 0.007 0.155




CLINICAL PATHOLOGY APPENDIX Tvu

DATA LISTIRNG
DABLLLY HEMATOLOGY PERIOD 1| VALUES

HESPONSE . MONO SEGS
THOUSAND THOUSAND

GRUUY AN Inal

GHROUUP 1 1 - i
[ 4 1 vw.1l3 0.61
3 ~-— -

4 - -

5 0.06 U.3s

[ 0.14 0.36

H ¢.499 Q.18

) 0.0} 0.7

9 Q.05 0.24

10 U 24 0.22
AVERAGE V. 106 0.400
STD.ERR. 0.027 0.077
GYroue 2 (8% ¢.19 Q.3s
r 12 0.11 0.11
13 ¢.04 .11

1 0.06 0.36

15 -m- -.—

16 —-— —.—

17 V.09 ¢.51

18 0.0+ 0.44

19 0.12 0.3

20 - — .-
AVBKAGE 0.992 9.331
STO.ERR . ¢.020 0.0%8

4

wRUUY 3 21 0.0s 0.19
[4 22 G.04 2.20
23 0.14 0.57

P - - —

13 - ~-

F {9 .13 0.46

27 0.18 0.68

28 2.12 0.59

29 0.0¢ 0.25

10 - ~n-
AVERAGE 0.102 0.420
STD.ERR. 0.020 6.677



CLINICAL PATHOLOGY APPENDIX T,

DATA LISTING

8080215 HEMATOLOGY PERIOD 1} VALUES

KESPONSE : : RBC HGB HCT ncv MCH MCHC ¥BC FPLATELET BANDS BASO o3 LYRen
MILLION (GM/DL) (%) (rL.) (PG.) {8)  THOUSARD THOUSAND THOUSAND THOUSAND THOUSAND THOUSAND

GROUP 4 31 9.22 15.5 45.9 50. 16.8 338 1.4 $60. 0.00 0.00 0.00 2.92
4 32 10.35% 147 49.90 47. 14.2 30.0 1.8 107s. 9.00 0.00 0.00 2.3%

34 9.60 16.4 1.7 50. 17.1 34.4 4.0 1042. 0.00 0.00 0.00 3.52

35 bt — - —- - -~ b - —~ - bt L A - -~

36 .66 15.0 45.2 $2. 11.3 3y.2 2.9 1082, 0.00 ¢.00 0.00 .92

37 9.01 15.¢0 44.7 50. 16.46 33.6 3.5 1033, 0.00 0.00 0.900 31.920

3s 10.09 15.9 47.4 47. 15.8 33.5 1.9 1025, .00 0.00 .00 1.42

39 2.30 15.4 6.2 50. 16.6 33.3 ..5 7. 0.00 0.00 V.00 4.0}

a0 9.1t 14.7 4.3 49 i16.1 33.2 2.3 1025, .00 9.00 4.00 1.3%
AVERAGE 9.418 15.3s 46.3¢ 9.4 16.31 33.13 3.23 10289 0.000 9.000 v. 900 1.77%e
STD.ERR, ¢.200 0.21 0.57 0.6 0.33% 0.¢7 v.29 12.8 0.000 0.000 ¢.9000 U.282
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DATA LISTING
BHOULLD HEMATULUGY PERIOD I VALUES

KESFUNSL AONY SEGS
THOUSAND THOUSAND

GROUP 31 0.10 0.37
¥ 32 0.1 0.34¢

34 0.08 0. 40
15 —m -~
36 6.12 0.26
37 0.14 0.46
38 0.08 ¢.21
% Q.14 8. 36
40 0.08 0.3a

AVERAGE ¢ ilo v.3si

STO.ERR. 0.009 0.027



Report:CLPXPRIS CLINICAL FATHOLOGY -
Study (Ref) nc.:

Ferioc:

Gry Anima:
lé. 1é. Sex

“ e e e emamawe - ..

0001

0002 11 F
12
13
14
17
18
19

0003 21 F
22
23
26
27
28
28

0004 31 F
32
34
36
37
38
39
40

B8B-

-

021:

Platelets

PLTS

PLTS
PLTS
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NORM
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NORM

NORM
NORM

NORM
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NORM

NORM
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.........

NOTED
NOTED
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NOTED
NOTED
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NOTED

NOTED
NOTED
NOTED
NOTED
1+

NOTED
NOTED

1+

NOTED
1+

NOTED
NOTED
NOTED
NOTED
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NOTED

1 . - N
e T - -

HEMATOLOGY ALPHA RESULTS Run date:10/28/8¢
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Report:CLPXPRSS CLINICAL PATHOLOGY - HEMATOLOGY ALPHA RESULTS Run date:10/28,/8¢

Study (Ref) nc.: B88-021%
Period: 1

Grp Animal Plt Plt
Id. 14. Sex Decrease Increase

e e m ecEawer G e CHSBEEenes e smmse

0001

0002 11 F

0003 22 F

28 .’

0004 32 F

Run time: 09:0C
File noc.: 88000617

Plt mkd Plt mk¢ Plt Plt
Decrease Increase clumped glant

....................................



CLINICAL PATHOLOGY A0y iy o

OATA LISTING

BOOULILY muishund listing FPERIOD 1 VALUES
KESPONSE : . ROC HGB HCT RV new MCHC WBC  PLATELEY
MILLION (GM/DL) %) (FL.) (PG.) (%) THOUSAND THOUSAND

QRQUY ANLMAL

QROUPF & 33 10,86 171.7 51.1 4. 16.3 34.5 0.7 550.
AVERAGE 10.860 17.70 51.10 47.¢0 16.30 34.60 9.70 $50.¢
STOD ERR. - ~- - ~@— -~ - o -~

»
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ANATOMIC p
GROSS NECROPSY REPOR™ ‘ APPENDIX 1

FOR
PROCTER & GAMBLY
STUDY #B8&-02!¢
THE ACUTE DERMAL TOXICITY OF 6G0539.03
TO SKH-HR1 HAIRLESS MICE

Gross necropsy examinations of 35 Skh-HRI hairless mice used to
evaiuate the acute dermal toxicity of G0539.03 were conducted on
September 2, 1988. All procedures were supervised by R. H. Bruner, DVM,
Diplomate, AC.V.P An additional mouse assigned to this study (animal
#33) became mortbund during the exposure period and was sacrificed on
September 1, 1988. The necropsy for this mouse was performed by C. L.
Alden, D VM, Diplomate, AC.V.P.

Macroscopic changes were not observec in any animal which were
consigered to be distinctly related to germal applications of G0539.03.
Liver tissues in animals & 16, 19 & 40 exhibited very small ( + Imm), red,
linear streaks over the ventral surface of the median lobe. These small
streaks were thought to represent artifactual disruption of the liver
capsule during postmortem manipulations. Animals *17, 31 & 39
displayed several indistinct, whitish, subcapsular streaks along the
margins of the median liver lobe which measured approximately Imm in
iength.  Causative factors for these very faint streaks were not
determined, but they were thought to represent 2 spontaneous change of
little pathologic significance, and there was no distinct treatment
relationship. Cut surfaces did not reveal that any capsular or subcapsular
changes extended into the subjacent liver parenchyma. There was no
evidence of gross lesions in the skin or subcutaneous tissue of any test
animal. Inanition was thought to contribute to the moribund condition of
animal #33.

mma
Gross necropsy examination of 40 Skh-HR1 hairless mice used to

evaluate the acute dermal toxicity of GOS39.03 failed to identify gross
lesions which were considered to be treatment related.

Richard H. Bruner, D.VM. Date
Dipiomate, AC.V.P.

ATHOLOGY

Sepbppu (2 199¢



