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SAMPLE NUMBER: 40702934 PAGE 2

SAMPLE:  T-3609

GUINEA PIG MAXIMIZATION

Test Animal: Young adult male albino guinea pigs of the Hartley strain were
procured, maintained individually in stainless-steel cages in temperature-
and humidity-controlled rooms, provided continuous access to Purina Guinea
Pig Chow and water and held for an acclimation period of at least 7 days.
The animals were identified by animal number and corresponding ear tag.

Test System: Fourteen male albino guinea pigs, weighing between 443 g and
549 g, were chosen at random for this study. The animals were divided
into two groups consisting of a test group nf 10 animals and a naive
control group of four animals. & common wvehicle control group of ten
animals, weighing between 473 g and 553 g, was utilized for this study
and Study Nos. 40703985 and 40705145.

Dose Range Study: The purpose of the range-finding study was to find a
moderately irritating dose level to use for the topical application
and a subirritating concentration to be used for the challenge applicatior
Four additional animals were treated with the test material at concen-
trations of 25, 50, 75 and 90% w/v in 80% ethanols/distilled water.
The test mixtures were applied to 2.0 x 2.0-cm Whatman No. 3 filter papers
which were applied to the shaved animals' backs and were then overwrapped
with Blenderm and Elastoplast tapes. The dressings remained in place for
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 ?0% w/v suspension for the topical

and challenge applications.
Preparation of Test Material:

Intradermal Injections

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

Solution No. 2: A 5% w/ v mixture was prepared by weighing
0.50 g of T-3609 into a 30-ml beaker and adding 80% ethanol”/
distilled water to a total volume of 10.0 ml.

Solution No. 3@ A 5% ws/v mixture of test material in
Freund's Adjuvant was prepared by adding 2.0 ml of a 10% wrw
suspension of T-340% in 80% ethanolsdistilled water in
increments to 2.0 ml of Freund's Complete Ad juvant.

Faor the topical induction and challenge application, the test material
was administered as a %0% w/v suspension in BO0% gthanolsdistilled water.

411 test mixtures were thoroughly stirred during preparatioo(jgé%ing-
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SAMPLE NUMBER: 40703984 PAGE 3

SaMPLE: T-3609

GUINEA PIG MAXIMIZATION (CONTINUED)
Preparation of Uehicle Cantrol Mixtures:

Intradermal Injections

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

Solution No. 2! A 5% wsv mixture of 80% ethanocl/distilled
water in sterile water was prepared by adding 0.% g of
30% ethanolsdistilled water into a 30 ml beaker and adding
sterile water for injection to a total volume of 10 ml.

Solution No. 3: A 5% w/v mixture of B0% ethanol/distilled

water in Freund's Adjuvant was prepared by adding 1.3 ml of
a 10% w/v mixture of 80% ethanolsdistilled water in sterile
water for injection in increments to 1.3 ml of Freund's

Ad juvant.

For the topical induction and challenge applicatiﬁn, the wvehicle
control animals were treated with 80% ethanol in distilled water.

All vehicle control mixtures were thoroughly stirred during preparation
and dosing.

Method: @A 4.0 x 6.0-cm area was clipped along the midline over the shoulder
region. Two rows of three-deep intradermal injections {total of six
injection sites) were made within the boundaries of a 2.0 x 4.0-cm area,
one row on each side of the midline as follows per site: 0.0% ml of the
prepared Freund's Adjuvant Solution, 0.05 ml of the 5% w/v test mixture,
arnd 0.05 ml of the 5% w/v test material in Freund's Complete Adjuvant
mixture. The respective vehicle control mixtures were administered
to the vehicle control animals in a similar manner.

Eecause the test and wvehicle control materials were non-irritating, the

armas of the intradermal injections were pretreated with a 10% w/w

sodium lauryl sulfate (SLS) suspension in petrolatum 24 hours prior to

topical application. Six days after the intradermal injections the test
area was closely shaved and the 10% SL3 was massaged into the skin with
a glass rod. Twenty-four hours after pretreatment a 2.0 x 4.0-cm patch

of Whatman No., 3 filter paper was saturated with a %0% w v suspension
of T-3409 in 80% ethanolrsdistilled water, placed over the injection
sites, then covered with an owerlapping of Blenderm tape and secured by
an overwrap of Elastoplast tape. The dressing remained in place for

43 hours. The wehicle control animals were dosed in the same manner

using 20% ethanols/distilled water only.
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SAMPLE NUMBER: 40703984 PAGE £

SaMPLE: T-360%

GUINEA PIG MAXIMIZATION (CONTIMNUED?

Two weeks after topical induction the test and naive control (previocuslwy
untreated) animals received a challenge dose. The hair was removed

from a 5.0 x 5.0-cm area on the right flank by shaving as before. The
90% w/v suspension of test material in B0% ethanolsdistilled water

was applied to saturation on a 2.0 x 2.0-cm piece of filter paper. The
vehicle control animals were dosed in the same manner using B0% ethanol/
distilled water. The patch was sealed to the right flank for 24 hours
under strips of Blenderm tape. Complete occlusieon was made by an owverwrar

with Elastoplast tape wound around the trunk.

lowing patch removal the test sites wers
examined for erythema and edema. The sites were examined again at 48 hour

after patch removal to detect any weak, slowly developing reactions. The
test sites were shaved 3 hours prior to the 24-hour reading. The reactior

were scored according to the following 4-point scale: \

Observations: Twenty-four hours fol

= no reaction

= scattered mild redness

= moderate and diffuse redness
intense redness and swelling

WN O

The important statistic in maximization testing is the freguency of
sensitization, not the intensity.

Pathology: At study termination all animals were euthanatized and

discarded. ]
Maximization Ratings

Sensitization Rate Classification
0% Mot a Skin Sensitizer
1% - 9% ' Weak Sensitizer
10% - 39% Mild Sensitizer
40% - 69% Moderate Sensitizer
0% - 100% Strong Sensitizer
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SAMPLE NUMBER: 40703984

SAMPLE:

T-3609

GUINEA PIG MAXIMIZATION

Test Animal:
Source:?
Date Animals Received:
Date Test Started:

Test Material:

Dermal Reactions to Challenge Application

fnimal
Number

E0-2117
ED-2118
E0-2119
E0-2133
ED-2121
EQ-2122
E0-2123
EN-2124
ED-2125
E0-2126

Average Score

E0-2127
ED-2128
ED-2121
ED-2111

Average Score

Hazleton Dutchland,
07,10 and 07-/24/84
Date Test Completed:

08-08-84

T-3609

24-Hour Score

PO OO0

ocoooa

0.0

(CONTINUED)

Ailbino guinea pigs

Inc., Denver PA

Test Group

Naive Control Group

48-Hour Score

RPODODOCOCOORF

[l T e o R e

09~-07-84

005223



—— .. W v W gy

HAZLETON reoraones avencane Chemical & BloMedical Sclences Division

3301 KINSMAN BLVD. « P.O. BOX 7545 « MADISON, WISCONSIN 53707 ¢« PHONE (608) 2414471 » TLX 703956 HAZRAL MDS—UI;

SAMPLE NUMBER: 40703984 PARGE =

SAMPLE: T-3609

GUINEA PIG MAXIMIZATION (CONTINUED)

Uehicle Control (80% Ethanol in Distilled Water)

24-Hour Score 48-Hour Score

Animal

Mumber
Test Group

EQ-2030
ED-2027
EQ-2051
EQ-2052
E0-2053
ED-213%
E0-2140
EC-2054
ED-205%
EO-20%6

OO0 RCDDOoOODO OO
Lo T s i o Y e Y o Y o Y s Y s v Y o

Average Score 0.1 0.0

General Behavior and Appearance: All of the guinea pigs used in this
study appeared normal throughout the study period with the exception of
one test group animal, E0-2133, and one wehicle control group animal,
EOD-2140, which had diarrhea on day 3 of the study.

Normal body weight gains were recorded for all animals during the study
with the exception of one vehicle control and two test group animals
which exhibited body weight losses of 3-24 g during the first week

of the study. During the last week of the study, six test, four naive
control and five wehicle control animals exhibited body weight losses

of 2-31 g.

Skin Reactions to T-3609: Slight dermal reactions were observed in four
test group animals 24 hours following the challenge application. None
of the naive control animals reacted to the challenge application of
the test material. A slight dermal reaction was observed in one vehicle
control animal following the challenge application with 80% ethanol/
distilled water.

Conclusion: Based on the results obtained, the test material, T-360%,
is considered to be a moderate skin sensitizer in guinea pigs.
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SAMPLE NUMBER: 40703984 PRGE 7

SAMPLE: T-3609

GUINEA PIG MAXIMIZATION | (CONTINUED?

References:
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Guidelines, Subdivision F, Hazard Evaluation: Human and Domsstic
Animals, U.S. Environmental Protection Agency Dffice of Pesticide
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- RT No. 070398 ¥

Guinea Pigs - Body Weights (g rams)

' |
“~Test Group: T - 309 vehicle $§0%&Hhane//Dishled
» _ ‘ . wates
Positive Control Group N A Vehicle !\)f?
Vehicle Control Group ANA
Naive Control Group ANA Vehicle NS

Animal Number O~

Tech~
nician Date

| opa laue l2iig | 2133 |212) |2122 12123 98

00 1508 | 515 | 498 [ 503 | Het | M43 lmw  19-18
YLl sys | 43 | 485 | s42 | 523 ¥92 | /77 |82
cyg| poa | 533 | 505 | 594 | 545 | 503 oid |
559 677 | bbb | 659 | 663 | 598 | 573 e P Y4

(511 ¢80 | 655 | ced 673 | 59/ | 575 spP| 9/7
Animal Number  EO —
| Tech=

niclan Date

| 2124 12123 |2120 - 198

5V 1949 | Dl Scale Used:  WTRON 1349 | M4 13-4

55k | (Ol 557 '\ Scale Used: XTron /507 | p2 B2/

| 5876 WAL Sl Scale Used: KTro)y  [50!/9F /‘/ 8’,/32
b4y (0?3 (9 Scale Used: KTvron S2a2% M SP ?/J{ |
35| Led | 407 Scale Used: KTronh 5328 e 197
Scale Used: ?

" NA - Not Applicable Reviewed by Q) Date _9-11-%4

.t v
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Guinea Pigs - Daily Observations

Test Group: ' T'M . Vehicle &0705‘10@2@[;;&2&/
Positive Control Group ANA . Vehicle NA w*fﬁ
Vehicle Control Group | A ‘ L
Naive Control Group - MA Vehicle NA _
Animal Number &0~ _
Tech- Date
217 Loug lang 12133 | 221 2 | 212310004 |21257| 2126 nielan | 1908
Niny lwln i N NN 7P | &/%
NINININTIANILIN VIR Y VNI L R/
nin InIp la ]y N N sl 9-1
O Nl TN TN N TANTNTATA LA /7 S/
| il lala |l i (v A LG \ Sy
ARV AEANCZ A
NI N NI TN PN TN TN 7P g/
Ol l ol ol ININININ L 22 2
YR N ¥ VO VXN PV VI VAN VI A 72>
TV T TN TV IN NN [§ | 77 |
g T NI NI NN T |22 1T
IO N T W T Wl AT N ] p [Bl
DI TR ININ IR IN [N TN Tl 192
NIN I N TN (N ININT NN 7Y 2
NI NI ANININ TN INTA N N /7| &=
Vloln NI N NN TN N |27 |2
v NININNIN AN AN N NN 72 |83
| NEIE IR IV YR Y2 Y B Ve

D= Diarrhea §P §-1o-84

N - No Visible Abnormalities '
NA - Not Applicable 005227



RT No.
Room No.

BEST COPY AVAILABLE s

Guinea Pigs - Daily Observations

Test Group: 7-3 QQ? ' Vehicle S’O%Ef/‘am/éblsﬁﬁe
Positive Control Group /\_)H’ Vehicle . b
Vehicle Control Group A_._)_&

Naive Comtrol Group _ | /Uﬁ' Vehicle NS .
Animal Number £Zo-— _
Tech- Date
2117 Loug (219 ai33 (2121 2122 2124 s |aae | " | /22
AP A AVANE/AN/
N W N N N INTNINTN N s |9
NIN I8 1o [N N TN IN [N N |5k ]83
NI NI Iyt I Nt Nl NI NI sp| 9-4
Nl gl Al ol Nl AT LA se | 9-
I\) Al NEEER N R R, Al Spl 2-¢
ALl o N A/ Nl Jlall At spld-2
\\ —
% —

\\
\& j
Sy

N - No Visible Abnormalities 005228
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sEST COPY AVALABIE  ~ | :

| GUINEA PIG mzumn TEST Test Group
Test Compound T -3009 | XT No. 407032&7
Date Animals Received 7-24-84 __ Souzce Hazlehn Daﬂm
Dats of Intradermal Injections _2’/‘&2‘/' Tectnician /72 M\
Data of Topiéal Application §- -8 Y Technician /7
Data of Challenge ?- 4/;3‘/ | Technician S P
26 Bours 48_Hours
Aninnl'u‘e., Sex 02 Righe Laft Bighe _Left
Eo-_all7 ' shqlct . | sli gt \
_alg | SE 1\ R
iV 0N \ Qo \
233 0 -\ o \
212/ 0 \ o) \
2122 o \ 0 \
2123 o O\ 0 A
213y [ S8 \ 0 \
2125~ ) \_ - | \
2/2¢ 1 \ | gt \
Technicisn So \ sf \
Recorded By sP \ sP \
Cpae /789 " S 5 \
Scoring Code: O = Normal, No Reaction

1 = Scactersd ¥ild Redzess
2 = Moderats and Diffuse Redness
3 = Intensa Redness and Swelling

REVIEWED BY: Q) oate: 7-19
- s6 q.27-3
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SEST COPY AVAILABLE . o 2032

Guinea Pigs - Body Weights (grams)

- '~~Test Group: N2l Vehicle NA
Positive Control Group Ng' Vehicle /\)/9'
Vehicle ’Con'trol Group ]\)H '
Naive Control Group T - 3(pQZ ‘ Vehicle ga;bffﬁaﬁa//DiSﬁ//@’
: ’ tater
Animal'Numbet o= :
1B el g
2121 2131 | 211} R /984
| 500 | 52l | B4l | 923 s N M| Q-1
cyq | 590 | 21 | S€7 AN 7 |g-21
%0 | 4ys | 675 | 617 \ /77 1g-33
033 | 68/ 794 | 654 _ AN S SR TY
(C—4=2%| p50| 236 | ¢30 \\ Sp| %7
. AN —~—

Animal Number

\ ‘ Tech-
. nician Date
/98

N\
\ Scale Used: KI’ON 134% m L
\ ' Scale Used: . X\ oW 150/ ? 4 ars "2/
Scale Used: Ko n 1S0 /9 /7 g8

'Scaie Used: ¥1ronm Saaf wﬁ 9/?’

\ Scale Used: ¢ —ron S22F sp ?/7 |
. L Scale Used: _
< NA - Not Applicable Reviewed by .  Date 9-19-3¢
et (v

D Entey Cerer SJufsd ma
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BEST COPY AVAILABLF

Guinea Pigs - Daily Observations

RT No. Y07037%

Room No.

Test Group: )\)A lVehicle Nn

Positive Countrol Group NH’ Vehicle = /UH

Vehicle Control Group - Nﬁ

Naive Control Group 7—;‘5—&07 Vehicle 80705#«:»:‘,’/@;3;,7/&/
: r

Animal Number &£~ _

\ | " Tech= Date

2127 | mag 23 il |\ elan | jogy
N In [N N | 2 314

N IN I NN | 7P 1 8/5
N ANININ \ _Spl g-/L

NINININ \ 7 1507
IVANVANSA W% \ AR

VAN R AW.Y% AL AR

IKRENEENEEN A\ /2 | &l
Ol NN \ /2| &y

Nl NN N N (7| &/
NN NN A\ 77 | 52

)\) N N A | r}n 8/35,

NI NN W S K2

N N IN N \ 77 | &2
NI NI NN A\ (775D,

NEINEEVENN \ M7 | €25

NARVEEYREY \ /7 |g€-3¢

_AL_%\L VIRV \\ sp_|§lsi

N - No Visible Abnormalities
NA - Not Applicable

@ Animals obscrved
oh  8/=3/84 bu
4 ded -

-gf recor

+to be normal

+ mistaken!

r2  9-297FY
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Test Group: .

BEST COPY AVAILABLE

ba 4 W e

RT No. 7070%%5’?
Room No.

Guinea Pigs - Daily Observations

Positive Control Group
Vehicle Control Group

Naive Control Group

IS, H .Vehicle N 14
Nﬂ Vehicle N H
_NA ,
T" 3(0 0 7 Vehicle 3070 5740"0//0"57‘7%.4
warter

Animal Number EO - '_ﬂ

Tech- Date

2127 | 2282131 Low |\ sielan | jogy
N A ARS \ | clé %_ﬁ
N N[N IN N % 92
N [N N |N NI h| 85
NN NN A _spl a4

Nl A) N\ sp| 9-S
NI RN AW, \ | spl 9-L

IV VA ., N ' \\ ' Pl 9-

\
\\\ ]
NN
A\ ~L
\ ™
N = No Visible Abnormaliries
NA - Not Applicable 005232
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' cumEa PIC MaxnerzaTIoN TEST  \daive Grovf
Test Compound : 7 -3(:09 . BT No. ‘/QJQJ’?X‘/
Dats Animals Received 2-24 '8:1 Sources Hheleton Dutfchland
Dats of Intradermal Injections A Technicisn ___ AP
Data of Topical Applicaticn )] Tectmician __ NA
Date of Challenge 7-4-84 ' Technician SP

24 Hours 48 Hours
Animal No., Sex 02 _Righe Laft ____Right _Laft
&- 2127 _0 AN Q
_212% o | N\ o~ | N\
213\ o AN 0 N\
Je ' 0 AN
\\

Technicien B{® JR 14 »
Bacorded By 1 N sf N\
nase /989 9/ NS N

Scoring Code: O = Normal, No Reaction
1 = Scactersd ¥ild Redness
2 = Moderats and Diffuse Redness
3 = Intanse Redness and Swelling

REVIEWED BY: %,2 DATE: 219 -

SO qan-
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| 40705145
o RT No. Y020 3qu
Guinea Pig's - Body Weights (grams) ¥0703985"
stc Group: | . NHR " Vehicle NA
- Positive COnﬁfol- Group | Mﬁ ’ - Vehicle _ NA
Yehtcle Concrol Group _RO% Ethonol /Diskilted Uaer |
Naive Control Group N ' Vehicle NA
Animl.m:nbcr =
' : ) o Tach~
- : o | ' . nician | Datse
2021 | 2051 | 2052 | 2053 (2135 [2:40 099
soq| 511 | ®ug [ B [ 553 1911 | W11 _ Mw A1y

s o | 581 | 59 | 593 [PGH0| dffel 17 le-

| 6oz | Sea | 606 | 549 | 609 | 5aA 496 | 1P |va® |
g | @;5" L3 | b2 | (,63 159 <0’ w | 7Y |
C_£80| fas | €34 | €07-1.6CL | 58D | 567 _sp |97 |

Animal Number &£O—
: ~ [Tech=

“2qm4| 2055 {205k et | e

T 3&3 %20 LY ' Scale iI.Intlz L TRON 13 uQ MY bl‘ 14
— ﬁﬁ-’:@ .EO 3 0 Scale Used: KTron /5017 M\ g-2/!

' 53% 574 .5"4() . | Scale Used: kTTam /SOLG . /‘)’ ?/3-8
596 b3l 2 | Scale Used: KTEe) 5323 s | -4 |
‘;7.‘/ L4 | 595 Scale Used: l KSrn S$23% _sel97 |

— Scale Used: )

“NA - Not Applicable  Bevieved by : lﬂ) Date qr/ﬂ/g‘/

Qentry erory 12 F-2-PY 00
' | S234
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NA _ Vehicle VA

Vehicle NA _

Test ctoup .

' Positive Concrol Group AN
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~ BESTCOPY AVAILABLE v ' i - Serge
| . |  Guines Pigs - Daily Obnryatioui _- |

Test Group: . | NA ' - .Vchiclc- ‘Qﬂ ﬁ

‘Positive Coatrol Group __ JA * Vehicle -,\_;,4 L
Vehicle Cout_rol éroup- % ano Sadr . ' - ‘ |

 Haive Control Group ! NA ' — Vehicle NA ﬁ

- . m.uf'u_b-: — &0 - . ' ﬁ

12030 | 2057 | 2051 | 2053-| 2053 | 2135 | 2140 | 054 | I0S5 | 202 wielan | gy

NAREPEN ARy APZAL7E

NEFER nq;\ NEFER N | Sl |4z

B R T A I A

O NNl 2 T Y T R YR Y sPl 9-4
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% - So Visible Abuormalities ’
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o emnmS  omsrys
: 4070398Y
o compet 80 Ethorel/Oisled Wiaker 1 e 070
pH Result | NA ‘ Sponsor No. A
Dats Animals Received 7-24-2 g souzce Hhzledon Q;d;/:[an/
Date of Intradermal Injections & -/7- ¢ _ Technicisn Vo adih. DEREEENS
Date of Topical Applicaticn K'ﬁ -2 Techmician P
" Date of Challenge | | 9-4-84 Technicdin _ dgb
' _ ' 24 48 Hours
Animal ¥o., Sex (7|  Righe Lafc Righe Laft
_2027 Q. ' o I\
_205) o ' o 1\
2052 o sl b o \
2135~ o 1 o o \ -
90 A &é o A\
2054 Qo o \
2055~ o | o \
J0SC o 0 oy \
Techmt _SG P \
Becorded 3y . 4 5 <P \
a / 9 9
Date 1989 [ b o [ /‘l-
oo ot 32 ¥ ot
2 = Modérate and Diffuse Redness
3 = Intense Rednass snd Swelling
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AEST COPY AVAILABLE Dose Range R vo. 003787

Guinea Pigs - Body Weights (grams)

£

«--Test Group: T"g(ﬂoq Vehicle &——M!—w Eha LS 7(/
: warter
Positive Control Group NA Vehicle AR
Vehicle Control Group A_)'A
Naive Coatrol Group - NBA Vehicle ..f\]f?
Animal Number E0O
o
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~ Dose Range
GUINEA PIG MAXIMIZATION TEST

Test Compound T-2609 v, 0703989
Date Animals Received 7-10-84 Source  Hazlelon Q,_\ihlaml
Date of Intradermal Injections NA ' Technician AR
Date of Topical Application MA Technician AR
Date of Challenge R-B-8H Technicisn 772
24 Hours __48 Hours
Animal No., Sex {4y Righe W rage Right _ Laft
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Scoring Code: 0 = Normal, No Reaction
1 = Scattared ¥4ild Redness
2 = Mpderace and Diffuse Radness
3 = Incense Redness and Swelling
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HAZLETON LABORATORIES AMERICA, INC.

3301 KINSMAN BLVD. * P.O. BOX 7545 - MADISON, WI 53707 o (608) 2414471 TLX 703956 HAZRAL MDs UD

Guinea Pig Maximization
Sample: T-3609

Study No. 40703984

Sponsor : Contractor
Minnesota Mining & Manufacturing Hazleton Laboratories America, Inc.
Toxicology Services Life Sciences Division
St. Paul MN 55101 3301 Kinsman Boulevard
Madison WI 53704
Sponsor's Representative Study Director
W. C. McCormick - Steven M. Glaza

Amendment No. 1 to the Final Report
Effective May 13, 1985

This amendment modifies the following portion of the report.

Page 6, Conclusion. To correctly identify the degree of skin
sensitization, substitute the underlined for "moderate".

Based on the results obtained, the test material, T-3609, is
considered to be a mild skin sensitizer in guinea pigs.
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Steven M. Glaza Date

'Study Director, Acute Loxicology
Hazleton Laboratories America, Inc.
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Chemical & BioMedical Sciences Division




