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Covance 6329-30
QUALITY ASSURANCE STATEMENT

“This report has been reviewed by the Quality Assurance Unitof Covance Laboratories
Inc. in accordance with the Food and Drug Administration (FDA) Good Laboratory
Practice Regulations, 21 CFR 58. The following inspections were conducted and findings
reported to the Study Director and management. Written status report ofinspections and
findings are issued to Covance management according to standard operating procedures

Inspection Date
Dates Reported to

Fom To Phase Study Director and Management
04/15/97 04/15/97 Protocol Review 04/15/97
05/05/97 0505/97 Dose Administration 05/05/97
0521/97 0521/97 Protocol Amendment 0321197
0714/97 0715/97 Daw/Report Review 0715197

Mud, pa 12737
presenfative, Quality Assurance Unit Dae
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STUDY IDENTIFICATION

5-Daily Dose Dermal Absorption/Toxicity Study
of T-6684 in Rabbits

Test Material T6684

Sponsor 3M
Toxicology Services
Medical Department

3M Center. Bldg. 220-2E-02
P.O. Box 33220
St.Paul, MN 55133-3220

Sponsors Representative: Roger G. Perkins. PhD, DABT
3M
Toxicology Services
Medical Department

3M Center. Bldg. 220-2E-02
P.0. Box 33220
St. Paul. MN 55133-3220
(612)733-3222

Study Director F. Bud W. McDonald
Covance Laboratories Inc.
P.O. Box 7545
Madison, WI 53707-7545
608.242.7901

Testing Facility Covance Laboratories Inc.
3301 Kinsman Boulevard
Madison, WI 53704

Study Timetable
Study Initiation Date April 18, 1997
Experimental (In-life) Start Date May 5. 1997
n-life End Date June 2, 1997
Experimental Termination Date June 2, 1997
Study Completion Date December 31. 1997
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SUMMARY

This study was done to asses the systemic absorption/toxicity and relative skin iritancyOf T-6684 when applied to the skinofrabbits for five consecutive days.

The study was conducted using three male and three female acclimated rabbitsof the
Hra:(NZW)SPF strain for each treatment group.

~ ~_ Comrol Dose Level Number of Animals
Group Test Material _ (mykg/day)~Males Females— Crop TestMaterial _(mykg/day)—Males Females _

1 (Control) Dimethyl 00* 3 3
Sulfoxide

2 T6684 30° 3 3
_—_—

a Administered at a dose volume of 0.1 mL/kg ofbody weight

‘The backofeach rabbit was clipped free of hair and a single doseof the respective
control or test material was administered to the skin ofthe rabbits for § consecutive days.
The treatment sits remained intact. The area of application was covered witha gauzepatch secured with paper tape around all edges and overwrapped with Saran Wrap® and
Elastoplast® tape to provide an occlusive dressing for each approximate 23-hour exposure
period.

Clinical observations were conducted predose on Day 1 only and at approximately 1. 2.5,
and 4 hours after each control or test material administration on Days | through 5.
Additional clinical observations were conducted daily thereafter through Day 29.
Mortality checks were conducted twice daily on Days 2 through 29 (a.m. mortality check
only on Day 29). Body weights were determined on Day -5 for randomization purposes,
before the first control or test material administration (Day 1), and at the scheduled
sacrifice interval (Day 29). The inital dermal irritation reading was made before the first
control or test material administration (recorded as the Day 1 reading). Subsequent
readings ofdermal iitation were made after each patch removal on Days 2 through 6 and
on Day 13. A blood sample (approximately 4 mL) was collected from each animal on
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Covance 6329-200—_— covmeemam
Days -3, 8. 15, and 23. In addition. at the timeofnecropsy (Day 29). approximately 20to40 mL of blood was obtained from each control animal and approximately 20 mL ofblood was obtained from each Group 2 animal. All samples were centrifuged andseparate samplesofserum and cellular fractions were obtained and sent frozen on dry ice0 the Sponsor. On Day 29, the animals were anesthetized with sodium pentobarbital,
bled via the posterior vena cava, exsanguinated and necropsied. The whole liver, bile, anapproximate 1-cm x I-em section ofthe dermal application site. and both kidneys
(collected as one sample) were collected from all animals. weighed (volume only
determined for bile), and sent frozen to the Sponsor.

Applicationof T-6684 did not result in any test material-related changes in body weight
ain or macroscopic findings at necropsy. All animals appeared normal throughout thestudy with the exception of one Group 1 animal and two Group 2 animals which had
decreased feed consumption for one to three days within th fist ine days of the study.Slight dermal irritation was observed in one control animal while slight to moderate
dermal imitation was observed in the other five control animals treated with dimethyl
sulfoxide (DMSO). In the animals treated with T-6684. slight dermal iritation was
observed in one animal while slight to moderate dermal irritation was observed in the
other five animals. No macroscopic lesions were seen in anyofthe animals at necropsy.

2
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OBJECTIVE

The objective of this study was to assess the systemic absorption/toxicity and relative
skin irritancy of test materials when applied to the skin of rabbits for five consecutive
days.

REGULATORY COMPLIANCE

This study was conducted in accordance with the United States Food and Drug
Administration Good Laboratory Practice Regulations for Nonclinical Laboratory
Studies. 21 CFR 58. with the exception that analysisofthe test material mixtures for
concentration, homogeneity/solubility. and stability was not conducted. All procedures
used in this study were in compliance with the Animal Welfare Act Regulations. In the
opinionof the Sponsor and study director. the study did not unnecessarily duplicate any
previous work. All procedural times presented in this report fall within the acceptable
ranges as specified in the Covance Laboratories Inc. (Covance) Standard Operating
Procedures (SOPs)

TEST AND CONTROL MATERIALS

Identification
‘The materials were identified and described as follows

Tdentification Physical Description
T-6684 (tes) off-white liquid
DMSO (control) Clear colorless liquid

Dimethyl sulfoxide was manufactured by Mallinckrodt Chemical.

5 .. 000232



Covance 6329-200-_ Commessam
Purity and Stability
The Sponsor assumes responsibility for test material purity and stability determinations
(including under test conditions). Analysis of the test material mixtures for
concentration, homogeneity/solubility, and stability was not conducted. The purity and
stabilityofthe control material were considered to be adequate for the purposesofths
study.

Storage and Retention
The control and test materials were stored at room temperature. A reserve sampleof each
the control and test materials were taken and stored in a freezer set to maintaina
temperature of -20°C =10°C. The control material reserve sample will be retained at
Covance for one year. The test material reserve sample was sent to the Sponsor. Any.
unused test material will be retumed to the Sponsor. Any remaining control material may
be used for other testing and will ot be discarded aftr issuance of the final report.

Safety Precautions
The control and test material handling procedures were according to Covance SOPs and
policies

TEST SYSTEM

LH] Test Animal
: Adult albino rabbits of the Hra:(NZW)SPF strain were received from Covance Research

Products Inc.. Kalamazoo. Michigan on April 16, 1997.

Housing
Aer receipt, the animals were acclimated fora periodofat least 7 days. During
acclimation and throughout the study. the animals were individually housed in suspended
stainless steel cages. Environmental controls for the animal room were set to maintain a

i temperature of 16 to 22°C. a relative humidityof50% =20%, anda 12-hour light/12-hour

10
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Covance 6320-200

dark lighting cycle. In cases where variations from the required temperature and
humidity conditions existed, they were documented and considered to have had no
adverse effect on the study outcome.

Animal Diet
‘The animals were provided access to water ad libitum and a measured amount of
Laboratory Rabbit Diet HF #5326. PMI Feeds. Inc. The feed is routinely analyzed by the
manufacturer for nutritional components and environmental contaminants. Samples of
the water are periodically analyzed. There were no known contaminants in the feed or
water at levels that would be expected to interfere with or affect the results ofthe study.

Selectionof Test Animals
“The animals were identified by animal number and corresponding ear tag and were placed
into study groups using a stratified body weight randomization program. The
randomization body weights were obtained on Day -5

Study Design
i Animals weighing from 2.067 to 2,500g and approximately 15 weeks of age at initiation

oftreatment were placed into the following study groups:

Control/ Dose Level Dose Volume _NumberofAnimals
Group __ Test Material _ (mg/kg/day) _(mi/kg/day) Males Females

1 (Control) Dimethyl 00 01 3 3
Sulfoxide

2 T6684 30 ol 5 3

Justification for Species Selection
Historically, the New Zealand White albino rabbit has been the animal of choice because
ofthe large amount of background information on this species.
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PROCEDURES

Preparation of Exposure Area
On the day before the first control or test material application, the back and,if necessary
(to obtain unblemished skin), the flanksof each rabbit was clipped freeofhair with an
electric clipper. The clipped area made up approximately 20% of the total body surface
area. The test sites (intact skin) were inspected for interfering lesions, imitation. or
defects that would preclude the useofany of the animals. The animals were clipped as
needed throughout the study (Days 3.6. 13 and 29)

Dose Administration
Al animals received five consecutive daysofadministration of the respective control or
test material. The first day of treatment was designated as Day |

Group 1. An individual dose was calculated and measured based on each animal's
body weight on the first day of treatment. The control material (dimethyl sulfoxide)
was applied to the test site at a dose volume of 0.1 mL/kg in a thin and uniform layer.

Group 2. An individual dose of the test material mixture (T-6684 and dimethyl
sulfoxide) at a concentrationof 30 mg/mL was calculated and measured based on
ach animal's body weight on the first day of treatment. The test material mixture
was appliedtothe tes site at a dose volume of0.1 mL/kgofbody weight in a thin
and uniform layer.

Each areaofapplication in Groups | and 2 was covered with a 4-ply 5-cm x S-cm gauze
patch. Each gauze patch was secured with paper tape around all edges and overwrapped
with Saran Wrap® and Elastoplast® tape to provide anocclusivedressing. Collars were
used to restrain the animals during each approximate 23-hour exposure period. One
Group 2 male was found without ts collar on at the a.m. mortality check on Day 3. The
collar was placed back on the animal at this time (see protocol deviations page)
Approximately 23 hours after each control or test material application, the restraining
collars and patches were removed and any residual material removed from the application
sites using tap water and disposable paper towels.
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E Reason for RouteofAdministration
The dermal route i a potential route of exposure in humans.

Observations of Animals
Clinical observations were conducted predose on Day 1 only and at approximately 1, 2.5.
and 4 hours after each control or test material application on Days 1 through.
Additional clinical observations were conducted daily thereafter through Day 29.
Mortality checks were conducted twice daily on Days 2 through 29 (a.m. mortality check
only on Day 29).

Body weights were determined on Day -5 for randomization purposes. before the first
control or test material administration (Day 1). and at the scheduled sacrifice interval
(Day 29)

“The initial dermal irritation reading was made before the first control or test material
application according to the Draize' technique (recorded as the Day 1 reading).

Subsequent readingsof dermal irritation were made within 30 to 37 minutes after each
patch removal (Days 2 through 6) and on Day 13.

Blood Sample Collections/Shipment
A blood sample (approximately 4 mL) was collected from a marginal car veinof each
animal on Days -3. 8, 15. and 23. In addition.a the timeofnecropsy (Day 29).
approximately 20 to 40 mLofblood was obtained from each control animal and
approximately 20 mL of blood was obtained from each Group 2 animal via the posterior
vena cava. All samples were stored at room temperature until centrifuged. Afier
centrifugation. separate samplesofserum and cellular fractions were obtained and stored
ina freezer set to maintain a temperature of -20°C =10°C until shippedto the Sponsor.
“The serum and cellular fraction samples obtained on Days -3. 8, and 15 were shipped
frozen (on dry ice) to the Sponsor (James D. Johnson. 3M ET. & S. Bldg. 2-3E-09. 935
Bush Avenue, St. Paul. MN, 55106) on Day 16. The serum and cellular fraction samples
obtained on Days 23 and 29 were shipped to the Sponsor the day after the experimental
(in-life) date of termination in the same manner as the samples obtained prior to Day 23.
“The Sponsor is responsible for the retention and dispositionofthe samples. Covance

. v 000236
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Covance 6329200

does not accept any responsibility for the analysisofthe samples collected in this study
norare these results presented in this report.

Pathology
At termination of the in-life experimental phase (Day 29), animals were anesthetized with
sodium pentobarbital. bled via the posterior vena cava. exsanguinated. and necropsied in
random order. The sitesof control or test material application were washed with warm
tap water before the necropsy procedure. All animals were subjected to an abbreviated
ross necropsy examination and any abnormalities were recorded. The whole liver. bile.
an approximate 1-cm x 1-cm sectionofthe dermal application site. and both kidneys
(collected as one sample) were collected from all animals, weighed (volume only
determined for bile). and placed in a freezerset to maintain a temperature of -20°C 10°.
After necropsy. the animals were discarded.

Shipment of Bile and Tissues
One week after in-life experimental termination. the tissues (whole livers, dermal
application sites. and kidneys) and bile were sent frozen (on dry ice) to the Sponsor
(James D. Johnson. 3M ET. & S. Bldg. 2-3E-09, 935 Bush Avenue. St. Paul. MN.
55106). along with documentationoftheir corresponding weights or volumes. The
Sponsor is responsible for the retention and disposition ofthe samples. Covance does not
accept any responsibility for the analysisof the samples collected in this study nor are
these results presented in this report.

Statistical Analyses
No statistical analyses were required by the protocol

Location of Raw Data, Records, and Final Report
The raw data, records, and an original signed copy of the final report will be retained in
the archives of Covance in accordance with Covance SOP.

“
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RESULTS

Body Weights

Individual and mean body weights are in Table 1. All animals, with the exception of one

control animal, exhibited a weight loss from randomization to initiation (in-life) which

can be attributed to the acclimation ofthe animals to restraining collars conducted for

3 days (approximately 21-23 hours/day) before the initial control and test material

administration. All animals gained weight from Day | to Day 29.

Clinical Observations

Individual clinical signs are in Table 2. All animals appeared normal throughout the

study with the exceptionof one Group | animal and two Group 2 animals which had

decreased feed consumption for one to three days within the first nine days ofthe study.

Dermal Irritation
Individual dermal irritation scores are in Tables 3 and 4. Slight erythema, edema and

fissuring reactions were observed in one control animal while slight to moderate

erythema and edema and slight desquamation reactions were observed in the other five
control anima treated with dimethyl sulfoxide. Ofthese ive control animals. two
animals also exhibited slight coriaceousness reactions. In the animals treated with

T-6684, one exhibited slight erythema, edema and fissuring reactions. one exhibited

slight erythema and slight to moderate edema reactions, one exhibited slight to moderate:

erythema and slight edemaand fissuring reactions, one exhibited slight to moderate:

erythema and slight isuring reactions, one exhibited light to moderate erythema and
edema and slight desquamation and coriaceousness reactions. and one exhibited slight (©
moderate erythema and edemaand light desquamation. corlaceousness. and fisuring
reactions.
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R Pathology

Individual animal pathology data (issue weights, bile volumes, and gross pathology
observations) are presented in Appendix A. No macroscopic lesions were observed in the
animals at necropsy.

DISCUSSION

“The acute systemic absorption/toxicity and relative skin irritancyof T-6684 was
evaluated in male and female albino rabbits when administered dermal for five

i consecutive days. Application ofthis material did not result in any test material-related
changes in body weight gain or macroscopic findings at necropsy. Al animals appeared

i normal throughout the study with the exceptionofone Group | animal and two Group 2
H animals which had decreased feed consumption for one to three days within the first nine
4 days of the study. Slight dermal iitation was observed inone control animal while
’ slight to moderate dermal irritation was observed in the other ive control animals treated

with dimethyl sulfoxide. In the animals treated with T-6684. light dermal iritation was
observed in one animal while slight to moderate dermal irritation was observed in the
other five animals.

16
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SIGNATURE

7Bud 1).mal) 12/31/97
F Bud W. McDonald Dae
Study Director

| Acute Studies

i REFERENCE

: I. Draize. J. H.. "Acute Dermal Toxicity (Single Exposure)." In: Appraisalof the Safety
of Chemicals in Foods, Drugs and Cosmetics - Dermal Tosicit. Association of Food

i and Drug Officialsofthe UsS.. pp. 54-56 (1959).
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Table1

Individual and Mean Body Weights £)

Males Females

Animal Random Day Animal Random Day

Number _-ization 1 29 Number _-ization 7 29

Group 1 (Control) - Dimethyl Sulfoxide (0.0 mg/kg/day)

FOI 2315 2277 259 ROT 240 23 2758
F012 2430 2500 2766 F018 2380 2277 278
Fes 2447 2388 2708 FOI 2263 2244 2619
Men 2397 2388 2668 Mem 23% 2285 2719

Group 2-T-6684 (3.0 mekg/day)
FOO 2404 2402 272 FEO 2260 2067 2506
FG0IS 2485 2444 2754 Fewal 2438 249 2804
Fewls 2447 2390 2805 Few 239 2320 27
Mean 2445 2412 2760 Men 2365 20m 268

i
; .
i{
}

|
s

! 000271



f——

—————oe ee hee ow

a ne Ll

i A RE EE
ii SO

re

A

} game

- 9 000242



Covance 6320-200

Table3

Individual Dermal Irritation Scores -
Group 1 (Control)- Dimethyl Sulfoxide (0.0 mg/kg/day)

vam Females
Study Day Study Day

DermalReaction 1 3 3 4 5 6 13 1 2 5 4 5 613

Animal No. F63011 Animal No. F63017

Erythema 0001222 001 2221
Edema 0001222 0001 221
Atonia 0000000 0000000

Desquamation 0000001 00000 01
Coriaceousness 0 0 0 0 0 0 0 0 0 0 0 1 00

Fissuring 0000000 0000000

Animal No. F63012 Animal No. F63018

z Erythema 0 1 tn 01 11122
i Edema 0000 0 I 1 01112 21
i Atonia 0000000 0000000
3 Desquamation 0000000 0000001

Coriaceousness 0 0 0 0 0 0 0 0 0 0 0 0 1 0
Fissuring 00000 01 0000000

i Animal No. F63013 Animal No. F63019

Erythema or 12 01 11222
Edema 00 01 221 01 11122
Atonia 0000000 0000000

3 Desquamation 00000 01 00000 01
2 Coriaceousness 0 0 0 0 0 0 0 0 0 0 0 0 0 0
i Fissuring 0000000 0000000

- 2
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Covance 6329.200-_ coumemam
Tabled

Individual Dermal Irritation Scores -Group 2- T6684 (3.0 mg/kg/day)

Mas TemasSudyDiy —  SudbyDemaiReacion T2354 5 61 TT 34 rTDemalReactionT7545613 T35456
Animal No. F63014 Animal No. F63020

Erythema 00 1111 001 22 2Edema 00 1 1220 0001 22,Atonia 0000000 0000000Desquamation ~~ 0. 0 0 0 0 0 0 0 0 0 0 0 o iCoriaceousness 00 0 0 0 0 0 0 0 0 0 0 | o3 Fissuring 0000000 0000010
i Animal No. Fé3015 Animal No. F63021
{ Erythema O11 01 22 22 2: Edema 00 1 LT 01112Atonia 0000000 0000000Desquamation ~~ 0 0 0 0 0 0 0 0 0 0 0 0 o ii Coriaccousness 0.0 0 0 0 0 0 0 0 0 0 0 | oi Fissuring 0000001 0000000
: Animal No. F63016 Animal No. F63022

Erythema O12 00 11 22Edema 0000 1 1 1 00 1 11 21Atonia 0000000 0000000Desquamaon ~~ 00 0 0 0 0 I 0 0 0 0 0 0 0Coriaceousness 0 0 0 0 0 0 0 0 0 0 0 0 0 oFissuring 0000000 000000oe—————————————ee
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APPENDIX A

Individual Animal Pathology Data
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APPENDIX B

Protocol Deviation
Protocol TP6798

§ Amendment No. 1 To The Protocol

i
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Covance 6329200_— covmeenam
¥ Protocol Deviation

Protocol Actual Procedure
Page 7,7. Experimental Design, Animal No. F63016 (Group 2 Male) wasB. Dose Administration, (3) Dose found without its collar on at the a.m.Administration, Ninth Sentence: The mortality check on Day 3. The collarrabbits will be collared during cach was placed back on the animal at thisapproximate 23-hour application period. time. The patch appeared to have

remained in place on the application site
‘This deviation is not considered to have had an adverse effect on the outcome of the| study.

i
i

|
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2 Comme sitsa00
i acs

i E ReserveSamples
i Reserve samples)of each beh ofcontol mers wil be taken.

| “The control material reservessmplfs) willbesored st Covance ina feeze set.! to maintain temperature of 20°C = 10°C.
F. Retention

Any remaining control material maybe used for thr testing and will no bediscarded afer sseanceofthe fin report,
! G.. SateyPrecautions

‘As reuired by Covance SOPs snd policies
7. Experimental Design

A Animals
Species
Rabbit

@  swinsouree
Hea (NZWISPF Covance Research Products In.

©) Ageatitston
Adit

@ Weightst Initiation
20030ks

(6) NumberandSex
6mlsnd6females

© ldenditieation
Individualnumbered es 3g.

0) Husbandry
@ Housing

Individually, in suspended sinless see cages
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@ ConaminamsThee wr nna contamina i thefodor wae at woldrr nos dy.
© Enironment

Enviromenil contol or th animal room will be st 0 mimaintempers of 19°C 033°C. eae midi of 0% 0%.nd 5h GUTS owtdk oc. The dk cl may oemm du fercs
© AcimaionNera

® ScionTsAnimals:Sadones weightscrin 0 Covance SOPs. Aniene mann of urs ntlpeed 5h
oranimet noisy por hath pacedone. The aril wil beloced mo ads groups wins iidsoo with rendomzsionreamwit pe dps of sy inion
———

Fiori heNew esans Whe alin ai hasbeen he sri ofChic becuse of th geamount of background formationon ts
ese.
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B. Dose Administration
Test Groups

Convoll  DoseLevel  NumbecofsoizulsGoo ToMucl (phen) Mas Females
(Como) DMSO oor 3 3

2 684 s00 5 3

* Tobeadministered a3dose volume of 0.1 mk ofbody weight
(2) PreparationofExposureArea

On the day before the initial est nd convo material application. theBack and. necessary (0 bin unblemished ski). the anks ofschabitwillbe clipped fee of hiewitham electric <lpper. The shavedarawil consti approximately 20% of the tra body surface aca.The reament ies (tac skin) will be inspected or verfeing lesions.imitation, or defects tht would preclude the use of nyofthe nim.The snils will be clipped 33 needed throughout he sic.
©) Dose Administration

Al animals will ceive five consecutive daysofsdministsion oftheespecive control o test materia plied othe same respectivepplication it schday. The est mateilivehiclemistrewill beprepare freshexch dayofadministation. The rst dayof resument ilbedesignateda Day I. Thecontol material wil be applied undid a.a dosevolume of 0.1 mL The Group 2 test material will be dilutedwith DMSO30d applied t a dosevolumeof. mLkg. The doses forthe animals in Groups 1 and 2will be basedan the nim’ body weight{ake on Day | efor he fist administration and applied to the area ofexposure ina thinand niform aye, Thesr ofapplication (Groups|and2) wil becompletely covered witha&-ply 5.0-¢m x 50cm gauzepatch. All piches will be secured with paper tape around al edges andoverwrapped with Saran Wrap" nd Elastopast tape 0 provide anocclusive dressing. The rabbis will be collared during éoch spproximate23-housapplicaion period. The prepared tet mixtures will be sired atroom temperature unl séminisration.
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{
i (8) Method ofCollctonNumberofAnimals

Blood samples (spprovimatly mL cach) willbe cllcted from a.i marginal ca vein ofall animals at the ineralsprecose through
Day 22
From heposteriorvena cava, approsimately20 mLofblood willbcobsined from each animal safe ina moribund condition

(ifpossible. spproximately 20 0 40 mLof lood willbe abtined
from each contol niml sciiced on Day 29 (he maximum
volume possible will beobisined) nd approximately 20 mi of
blood willbe obained fromeach Group 2 animal sacrificed on
Days.
“The bloodsamples will be sored st oom temperature and then
centifuged, and the separate serum and cele factions stored in
a fecae set to maintain 20°C +10°C. The serum sd cellar
scion obained trough Day 1 will bese froze on ry ce 10theSponsoron o two weeks prior o in if eminstion. The

serum and celuls focions obsined fice Day 15 will be sen
frozen on dry cet he Sponsor within one week afer nite
termination. The Sponsor i responsible for the retention and
disposiion of he amples
“The serum and cellar fsionssmpleswill beshigped 0:

James D. Johnson
SMET.&S
Bldg. 236.09
935 Bush Avene.
SPaul MN 55106.

James D. Johnson or his shtemae il be notified regarding the.
Shipmentof the samples

D. Pathology
(1) Unscheduled Sacrifice and Deaths

Any animal ying during thestudy or saciid in moribund condiion
will be subjected 0 sn abbreviated gros necropsy examination and all
abnormaliies wil be recorded. Animal in morbund condition willbe
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Covance 6329-200

Comme 119-200
Paez

“The following supporin recordswillbe renda Covance but wilnat be
archived withthe sidy das.
Animal eceipsceimation records
Water analysis records
Animal room temperatureand humidity records
Refrigeratornd rezer temperature records
Instrument calibration and maintenance records

000271
“

4 »



| J

wa

Cleflriie, tbrk7
ergs

oJ 4-18-97

Fa

Gti 7 di, nts(Bt Lic, 5Er

000272

- i.



3
: Covance 6329-200

Comme 119200

Attachment 1
Scoring Sealefor Acute Dermal Reactions

Erythema
0- None
1-Siight
2 Moderate
5-Severe

Edema
0- Nove
1 Sight bel perceptibleowel defined by definite rising)
2. Nloderate(raised approximately | mm)
3 Severe (raised mre than | mm)

Avonia
0- None
1 Sight slight impuiemenofelasticity)
2. Nioderate sow ret 1 normal)
3. Marked (noclastiit)

Desquamarion
0- None
1 Slight light scaling)
2. Moderate (scales and flakes)
5. Marked (pronounced kingwith denuded ress)

Corisceousness
0- Noe
1 Slight decrease in lisbility)
2. Moderate ethery texture)
5. Marked (ough and brite)

Fissuring
0° None
Slight defn cracks in epidermis)

2. Moderate (cracks in dermis)
5. Marked (cracks with bleeding)
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AMENDMENT No. 1 TO THE PROTOCOL
#RotocoL Tree

Daily Dose Dermal Absa Toi StudyoTa4mb
Covance 6329-200 i

‘Sponsor Testing Facility i

wm Covtne Laborf——— $30 KinsmanBorid
Ndi beparime Vadson wi 53708SM Comer dg 7025.02
20.508 33330Sm ss133220
Sponsor's Representative Study Director
RogG. Prin. PD DAT £0 aeons

Ths amendmen modish follwing prions of te prtce
Efcive ay 20,1997

he aberanc of Mor Oa cainides with Dy 2abe sds. To sion ing 0Cone he Dep 2 eds oahlmcsolloin ta cons o he
easel 10 mova Dap 23 esd Oo 3
1 Page,. Experimenta Disign,C.Observationof Animals, (4 Blond Sample

Colecions.( Frequency. Mad is econ with he Following snes
ne

redoe anime from up four dys befor he ial doseSimiiistanta Dy oh Day 15.2 4nd sperms
eminnion 29)
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2 Pages. Experimental Dasign, C. Observation ofAnimals, ) Blood SaleColcions, (5) Method ofCollcionNumbeofAit.Moti ot oonFaro ih is eon wi ollowingwndesine mnge
Blood samplespps§ mL. cach) willbe collec fomminal vino0 ns heesreds tuo Da 23
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