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SaMPLE NUMBER: 40703987 8EST COPY AVA“.AB'.E PAGE

SamMPLE: T-3610

GUINEA PI1G MAXIMIZATION

Test Animal: Young adult male albino guinea pigs of the Hartley strain wer
procured, maintained individually in 5tainleee—eteel cages in remperature
and humidity—controlled rooms provided continuous &ccess to Purina Buine
Pig Chow and water and held for an acclimation period of at least 7 dawys
The animals were identified by animal number and corresponding ear tag.

Test System: Fourteen male albino guinea~pige, weighing petween 430 4 and

548 g, were chosen at random for this study. The animals were divided

into two groups consisting of a test group of 10 animals and a naive

control qroup of four animals. & common vehicle control group of ten
animals,'weighing between 473 g and 553 g, wWas utilized for this study
and Study Mos. 40703984 and 40705145 .

Dose Range gtudy: The purpose of the range—Fxnding study was tO find a
moderately irpitating dose level tO use for the topical application
and & subirritating concentration to be used for the challenge applicat
Four additional animals were treated with the test material at concen-
trations of 2%, 20, 75 and 90% w/v in BO0% ethanol/dietllled water.
The test mixtures were applied to 2.0 x 2.0-cm Whatman No. 3 filter Ppap

which were applied to the shaved animals’ backs and were then owverwraprf

with Blenderm and Elastoplast tapeo. The dressings remained 1N place f
24 hours. The test sites were evaluated for dermal irritation 24 and
48 hours after bandage removal. Based upon the results obtained,; the

test material was administered as a 90% w/v suspension for the topical
and challenge applicatidns.

Preparation of Test Material:

Intradermal”lnjections

golution No. 1: The Freund's Complete ad juvant Selution
was prepared by adding 3.0 ml of sterile water for injectlion
in increments to 3.0 ml of Freund's Complete Ad juvant.

golution No. 2: A 5% w/v mixture was prepared by weighing
n.50 g of T-3610 into 8 30-ml beaker and adding g0% gthanol”
distilled water to A& total wvolume of 10.0 ml.

Gplution No. 3¢ a G% w/'wv mixture of test material in
Freund's Ad juvant was prepared by adding 2.0 ml of a 10% woY
suspension of T-3610 1n 20% ethanol/dietilled water in
increments to 2.0 ml of Freund's Complete ad juvant.

For the topical induction and challenge applicatipn} the test materi
Was adminietered as a 0% wv suspension in B0% ethanol/dietilled Wa

e e oot , cimwma thoroughly etirred during preparatipn arnd dos

e e e s CP5542



ke

B S o

HAZLE':ON LABORATORIES AMVERICA, INC. Chemical & BioMedical Sciences Division

3301 KINSMAN BLVD. ¢ P.0. BOX 7545 ¢ MADISON, WISCONSIN 53707 @ PHONE (608) 2414471 * TLX 703956 HAZRAL MDS UD

BEST COPY AVAILABLE

SaMPLE NUMBER: 40703985 PAGE

SAMPLE: T-3610

GUINE&A PIG MQXIMIZQTIDN (CONT INUED)
Preparation of Uehicle Control Mixtures:

Intradermalrlnjections

Solution No. 1: The Freund's Complete ad juvant Splution
was prepared by adding 3.0 ml of sterile water for injection
in increments to 3.0 ml of Freund's Complete fid juvant.

golution No. 2: A 5% w/V mixture of g0% ethanol/distilled
water 1in sterile water was prepared by adding 0.5 g of
B0% ethanol/distilled water into 2 30 ml beaker and adding
sterile water for iniection to a total volume of 10 ml.

Solution No. 3; A 5% wv mixture of B0% ethanol/distilled

water in Freund's Ad juvant was prepared by adding 1.3 ml of
a 10% w/v mixture of B0% ethanol/dietilled water in sterile
water for injection in increments tg 1.3 ml of Freund's

fid juvant. .

For the topical induction and challenge application, the vehicle
control animals were treated with 0% ethanocl in distilled water.

A1l vehicle control mixtures were thoroughly stirred during preparati
and dosing.

Method: A 4.0 x 6.0-cm ares was clipped along the midline ower the sho
reglion. Two rouws of three-deep intradermal injections (total of six
iniection sites) were made within the boundaries of a 2.0 4.0-cm ar
one row on each side of the midline as follows per site: 0.0% ml of
prepared Freund's fad juvant Solution, 0.05 ml of the 5% w/v test mixtt
and 0.05 ml af the 5% w/v test material in Freund's Complete ad juvan
mixture. 1he respective vehicle control mixtures were administered

to the wvehicle control animals in & similar manner.

Because the test and vehicle control materials were non—irritating,
areas of the intradermal injections were pretreated with a 10% w/w
sodium lauryl sulfate (SLS) suspension in petrolatum 04 hours prior
topical<app1ication‘ gix days after the intradermal injections the
area was closely shaved and the 10% SLS was massaged into the skin W«
a olass rod. Twenty-four fhours after pretreatment a 2.0 x 4.0-cm DE
of Whatman No. 3 filter paper was saturated with a 90% w/v suepeEnsic
of T-3610 in 30% ethanol/distilled water, placed ower the injection
then covered with an overlapping of Blenderm tape and secured by an
overwrap of Elastoplast tapé. The dressing remained 1IN place for

48 hours. The vehicle control animals were dosed in the 2ame manne
using B0% ethanol/distilled water only.
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SAMPLE NUMBER: 40703985

caMPLE: T-3610

GUINEa PIG MAaX IMIZATION
Two weeks after topical
0% w/v suspension

was applied to saturation on & 2.
vehicle control animals were dosed

distilled water. The patch was sea
Com

under strips of Blenderm tape-
with Elastoplast tape wqund around

Dbservations: Twenty-four hours fol
examined for erythema and edema.

after patch remogval to detect any weak ,
3 hours prior to
to the followind

test sites were shaved
were scored according

il

no reaction

moderate and

W=
nou

The important statistic
sensitization, not the intensity.
Pathology: At study termination all

discarded.

Maximization
Sensitization Rate
0%
1% - 9%
10% - 3%%
40% - 6%%
-0% - 100%

induction the test and
untreated) animals received a challenge dosé.

from a 5.0 x 5.0-cm area on the right f
of test‘material

in maximization testing

BEST COPY AVAILABLE

PAGE

{CONT INUED)

naive control (previousl
The hair was removed

lank by shawing as before. The
in 80% ethanol/distilled water
0 x 2.0-cm piece of filter paper. The

in the same manner using B80% ethanol
led to the right flank for 24 hours

plete occlusion wWas made by an overt
the trunk.

lowing patch removal the test sites
The sites were examined again at 48

slowly deve loping reactions.
the 24-hour reading. 1he reac
4-point scale:

scattered_mild redness

diffuse redness

intense redness and swelling

is the frequency of

animals were euthanatized and

Ratings
Classification
Not a Skin Cansitizer
Weak Sensitizer
Mild Sensitizer

Moderate Senszitizer
Strong Sensitizer
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SAMPLE NUMBER:

40703985
SaMPLE:  T-3610
GUINEA PIG MaxX IMIZATION (CONT INUED)
Test Animal: Albino guinea pigs
Spource: Hazleton Dutchland, Inc., Denver PA
Date Animals Received: 07-10 and 07-24/84
Date Test Started: 08-,08/84 Date Test Completed:
Test Material: T-3610

Dermal Reactions to Challenge ppplicat

24-Hour Score 48-Hour

Animal

Humber
Test bGroup

ED-2132
E0-2134
ED-2136
E0-2137
E0-2138
E0-213%
EQ-2141
E0-2142
ED-2143
E0-2144

HDDODDDDOD

)

Average Score

Naive Control Group

E0-2150
E0-2147
ED-2148
EQ-2145

oo 0O

fiverage Score 0.

om)
)

AT

1-4471 * TLX 703956 HAZRAL MDS UD

09,07 784

ion

Score

HDOOODDC’DD

oo o
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SEST COPY AVAILABLE

SAMPLE NUMBER: 407039852 . PAGE &

SAMPLE: T-3610

GUINEA PIG MQXIMIZQTIDN (CONT INUED)

Uehicle Control (80% Ethanol in Distilled Mater)

24-Hour Score 48-Hour Score

fnimal

Number
Test Group

E0-2030
E0-2027
E0-2051
E0-2052
E0-2053
E0-2135%
E0-2140
ED-2054
ED-2055%
EQ-2056

DDDHC‘OODC’D
DDDC‘DDC’DDCA

o

ory
o
=)

Average ScCOre

General Behavior and ﬁppearance: all of the guinea pigs used 1in this stu
appeared normal throughout the study period with the exception of one
vehicle control group animal, E0-2140, which had diarrhea on Day 3.

Normal body weight gains were recorded for all animals during the s tuds
with the exception of one vehicle control group animal which exhibited
a body weight 1oss of 3 g during the first week of the study and oneé
trest animal which exhibited 2 body weight loss of 67 @ during the seco!
week. During the last three days of the study; nine test, three naive
control and five wvehicle control animals exhibited body weight 1osSe€s

of 2-28 a.

Skin Resctions to T-3610: a slight dermal reaction was observed in one
test group animal at 24 and 43 hours following the challenge appli-
cation. The dermal reaction in this animel (No. EO-2144) was possib15
caused by tape jrritation. The other nine trest group and all of the
naiwve control animals did not react toO the challenge application of
the test material. A slight dermal reaction was obserwved in oOne weh it

control animal following the challengse application with B0% gthanols
distilled water.

Conclusion: Based on the results obtained, the test material, T-%2610,
is not cons idered 1o be & skin sensitizer 1in guines pigs.
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saMPLE NUMBER: 40703985
SAMPLE:  T-3610

GUINEA PIG MAXIMIZATION (CONT INUED)

References:
ergic Contact Dermatitis

MD, and A. Kligman, PhD, MD, All
113-117 (1970).

1. HMagnusson, B.,
Charles C. Thomas Pub., PD.

in the Guinea Pig:

2. Hitch, R.K., "Dermal Sensitization Study," Pesticide Assessment
Cuidelines, gubdivision F, Hazard Evaluation: Human and Domestic
dnimals, U.S. Environmental Protection Agency Office of Pesticide

and Toxic Substance ceries 81-1, pP- 56-62, November 1982.
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Guinea Pigs ~ Body Weights (grams)

Vehicle 80% Efforcl/ Dish Hed
water
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Test Compound

- Test Gro up
a1 N0, YO7037ES

GUINEA PIG ¥AZIMIZA110N TEST

Date Animals Received

Date of Intradermal
pats of Topical Aypli:t:iﬁn

Date of Challeuge

7-24-84

Injections

Source Hazleton £B4ti£4@ﬂ
Technician 7@”7 __
7

oY

g-14-84

__g-2I8Y
9-4/-8F

rechnician _
Technician

J—

24 Hours

0., Sex £7’7

_ Lefc

Animsal No.,

Right

eo-_2132

o
o\

2134

@)

2136

2137

C
@ 2138

2139

241

142

o

o)

O
o )
QO

_0O

243

| ¥

A49Y

e \

Technician

_SP

Recordad BY

P e

1984

1/,

Date

gcoring Code:

!

0 = Yormal, Mo Reaction
l= Scattered M{14 Redness

2 = Modarate
3 = Intanse Redness

¥ poss By REVIEWED 3Y: Qucm.J DAT
TP VREWTHTIO S ' 50
S A-o3Y

cb 4-4-1d 005551
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