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SAMPLE NUMBER: 70100355 PAGE 2
SAMPLE: T-4016
EYE IRRITATION

Objective: To determine the Jevel of irritation produced following a

single exposure of a test material to one eye of albino rabbits
according to the U.S. Environmental Protection Agency's Guidelines for
Testing Pesticides and Toxic Substances.

Test Material: T-401¢
Physical Description: Thick brown liquad
Purity and Stability: Sponsor assumes responsibility for purity and
stability determinations.

Test fAnimal: Young adult rabbits of the New Zealand White strain were
procured, maintained individually in screen-bottom cages in temperature-
and humidity-controlled guarters, provided access to water ad libitum
and a measured amount of Purina High Fiber Rabbit Chow, and held for
an acclimation period of at least 7 days.

Six acclimated animals, weighing from 2354 to 2614 g, were chosen at
random for the test. The animals' eyes were examined within 24 hours

prior to test material administration using sodium fluorescein dye
procedures. 0Only those animals with no sign of ocular 1njury or
irritation were used on the test. Test animals were identified by

snimal number and corresponding ear tag.

Reason for Species Selection: The New Zealand White albino rabbit 1s the
animal of choice based upon 1ts large orbit and nonpigmented iris.

Preparation of Test Material: The sample was dosed as received. The pH
was not determined.

Treatment: Each rabbit received 0.1 ml of the liguid test material placed
on the everted lower lid of one eye, with the contralateral eye serving
as the untreated control. The upper and lower lids were gently held

together for one second to prevent loss of material and then released.
The eyes of the rabbits remained unflushed.

Reason for Route of Administration: Historically, the route of choice
based on the method of Draize.
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SAMPLE: T-401¢6

EYE IRRITATION (CONT INUED)

Obseruvations: The treated eyes were observed for ocular irritation at

1, 24, 48, 72 and 9¢ hours after treatment.

the 72-hour reading, sodium fluorescein was used to aid in revealing

At
Irritation was graded and scored according to

possible corneal injury.
the Draize technigue.

Animals were weighed just prior to test material administration.

Pathology: At study termination all animals were euthanatized and

discarded.
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SAMPLE NUMBER: 70100355 PAGE 4

SAMPLE: T-4016

EYE IRRITATION (CONTINUED)

SUMMARY

Test dnimal: Albino rabbits - New Zealand UWhite
Source: Hazleton Research Products, Inc., Denver PA
Date Animals Received: 12/167/86

Date Test Started: 01/08/87 Date Test Compieted: 01-12/87

PRIMARY EYE IRRITATION SCORES*

6 Rabbit Mean

0.1 ml
OBSERUATION PERIOD (Unwashed?
1 Hour: 22.7
24 Hours: 25.7
48 Hours: 12.5%
72 Hours: 5.7
9¢ Hours: 0.0

*x The Primary Eye Irritation Score is the total eye irritation score

for all the animals divided by the number of animals (6) at each

observation period.
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EYE IRRITATION

Animal
Number

F156208

F16219

F16220

Fl6221

F16222

Dbservation

Fe

1
24
48
72
96

1
24
48
72
96

1
24
48
72
96

1
24
a8

96

1
24
48
72
96

1
24
48
72
96

riod

Hour

Hours
Hours
Hours
Hours

Hour

Hours
Hours
Hours
Hours

Hour

Hours
Hours
Hours
Hours

Hour

Hours
Hours
Hours
Hours

Hour

Hours
Hours
Hours
Hours

Hour

Hours
Hours
Hours
Hours

Individual Eye

Cornea
a B
0 U
1 3
1 1
0 0
0 1]
1] 1]
1 4
1 1
0 D
0 0
0 0
1 1
0 0
0 0
0 0
] 1
1 1
0 1]
0 0
] 0
0 0
0 0
0 0
] 0
1] 0
0 0
o 0
0 0
0 0
0 D

(CONT INUED)
Table 1
Irritation Scores
Score Iris Score
AXBXS A A X 5
0 1 5
15 1 S
S 0 o
0 g 0
0 0 D
0 1 5
20 1 5
5 1 5
0 0 o}
0 0 0
0 1 5
5 1 5
0 1 5
0 0 0
0 0 D
0 1 5
5 1 g
0 1 5
0 0 0
0 0 0
0 1 5
0 0 0
0 0 0
0 0 0
0 o 0
U 1 Y
0 1 S
0 0 0
0 0 0
0 0 0

MADISON, WISCONSIN 53707 ¢ PHONE (608) 241-4471
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SAMPLE NUMBER: 70100355 bacE

SAMPLE:: T-4016

EYE IRRITATION (CONTINUED?
Table 2

Sodium Fluocrescein Examination
Animal Observation Period
Number Pre—-initiation 72 Hours
FleZ08B NEG NE Lo
F16219 NEG NEG
F16220 NEG NEG
Fl6221 NEG NEG
Fl16222 NEG NEG
Fl6223 NEG NEG

No stain retention
Positive stain retention (area of cornea 1nveolued).

NEG
POS

Comments:

No pain response (vocalization) was elicited from any animal following
instillation of the test material.

Blanching of the conjunctivae was seen in all six animals at 1 and
24 hours, in three animals at 48 hours anc in two animals at 72 hours.

Corneal epithelial peeling was exhibited by four animals at 24 hours
and by two animals at 4B hours.

References:

1. Hitch, R:K., "Primary Eye Irritation Study," Pesticide Assessment
Guidelines, Subdivision F, Hazard Evaluation: Human and Domestic
gnimals, U.S. Environmental Protection Hgency Office of Pesticide
and Toxic Substances Series Bl-4, pp. 51-55 (November 1982).

Draize, J.H., "Appraisal of the Safety of Chemicals in Foods, Drugs,
and Cosmetics - Dermal Toxicity.'" Association of Food and Drug
Officials of the U.S., pp. 46-5%9 (1975).

N

3. 21 CFR 58.

4. DHHS Publication No. (NIH 85-23 198%) Guide for the Care and Use

of Laboratory Animals.
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PEOTOCOL = APPENDIXL
(1) Saerpen

(A) Qpacity - degree of density (

No opacity
Scattered or diffuse ares, getails of iris clearly visible

Easily discernible translucent. areas, details of iris

aligntly obscured
Opalescent. areas, nc details of iris visible, 3ize of pupdil

barely discernible
Opasque, iris invisible [T

area sost dense taken for reading)

(B} Ares af socnea Jovelyss

Ope quarter (or less), but not zsro
Greater than cne quarter, but less than half
Grester than balf, but less thaa three quartars
Grestear than taree quarters, ug to whole" ares

MUWN =

AxB=xS Total Maxisae = 80
(23 I-dia
(A} JYaluma . ' -
Norsal . [ 3

(3} Conbhmctivas

(A) Jacnesa (refers to palpebeal coajunctives only)
Veasels norsal
Yessels dsfinitely injected sbove oorsal
More diffuse, deeper arimsce red, individual vessels not .
easily discernible
piffuse beefy red

(3) Chemaxild
Mo swelling
Any swelling above ncrwal (includes nlotitating SEEDIENE) e
Obvious ummnnwwmam
Swelling with 1ids about half alosed
smn:nuum:nuwnmhmyum

FWN <O

8y

(C) Diachacxs
No dischargs [
mwam“:mw(mn:m—nmu

observed in inner canthus of norsal snimals) -
mmmmwwmmm:mmu-;

to lids
mummmdmmmm.-«ma«.&.

ares around the eye 3
Score (AeB+C) x2 Totsl Marimom = 20

mummmmmumuotmmwm«mrm
corneas, iris, and conjunctivas.

®» Scarred fisures indicste positive affect.

e L WY
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Primary Eye Irritation Test Observations

" est Material: __T-40W HA No. 10100358
Test Eye: Right Group: fs)A'
M/i washed: pJA seconds following instillation of test material, _l{_oﬁwashed
" the test eye was washed with pAJA mL of lukewarm -
tap water for Aﬂ&_seconds.
OBSERVATION PERIOD: | houy~
i
Animal No. il b2\ (230 \

Tail

Location of
fnrneal Lesions

eew-== Head

e

Cornea - Opacity

N\
\_/
o

Are2

\_/
0
Q

Iris

I

-~

r &

—

Conjunctivae -

25

Redness 3 3

Chemosts 4 4 2 L ‘{ Y 3

Discharge 3 P ,2 D ;Z D 02 b 3 D J;D
Sodium Fluorescein Exam| /4 AR VA NA. | VA NA
Technician__Sewm
Date 1-§-817

NA - Not Applicable
A - Petite hemorrhage

B - Blanching

C - Clear discharge
D - Purulent discharge
E - Hair loss around the eye

F - Necrotic Areas

G - Unable tc vistalizz dus ¢o
severe swelling
H - No reaction to Tight

mms

I - Injected
\\" Geviewed By:
T (4253A)

Dates

J - Corneal'epithe’lial damage, peeling

K - Corneal epithelial damage, piling
L - Corneal epithelial damage, pitting

M - Hypopyon .
N - Corneal neovascularizatiom
P - Pannus

R - Unable to visualize due to
cevere opazity
S - Granulation scar tissue
PQS - Positive stain retention
NEG - Negative stain retention

{-Zy -1

sl 1-3-81

e

i e

Lade T
R o o

Eye Irritation Score: ZZ ’l v ™ i-22we

¥



Primary Eye Irritation Test Observations

| Qest Material: T—i@b HLA NO. qO|OO35£_

Test Eye: Right Group: !\)A-

MA Washed: A seconds following jnstillation of test material, l/Oﬁwashed
the test eye was washed with A mL of lukewarm :
tap water for NJA seconds. -

osservaTIon PErIO0: 249 ho i
Animal No.‘F £- 1630 a\g f(gaaO (. \
'Egiizlenl?esio'vc m /' \

W\ @ 7
3-Ls %n‘%’v %

(2323 16
AR
I/
o

(@)

0

N
5

2
JD
NB

Tail -=-==- Head

Cornea - Opacity S—.( | ( i O
Arez 2 Y% 2 L @i

Iris e e A b \ = T

Conjunctivae - ’ % a _ % . o

‘ Redness 3 =3
Chemosis 3 L“ ' ' 3-
Discharge D_ \

Sodium Fluorescein Exam| NFA NB‘ NP[ N H-
T . 7
echnician [2

N
2
@

NR

Date 1-2-%¥7
NA - Not Applicable J - Corneal epithelial damage, peeling
A - Petite hemorrhage K - Corneal epithelial damage, piling
8 - Blanching ' L - Corneal epithelial damage, pitting
C - Clear discharge . . M - Hypopyor .
D - Purulent discharge N - Corneal neovascularization
E - Hair loss around the eye P - Pannus
F - Necrotic Areas R ~ Unable to visualize due to
G - Unable to visualize due to severe gpacity '
severe swelling . S - Granulation scar tissue
H - No reaction to light POS - Positive stain retention
I - Injected NEG - Negative stainm retention
viewed By: . mmn Date: \- 2\-%F  Eye Irritation Score: VA

& P e

(4253A) _‘ o L Y0 \- 2087




Primary Eye Irritation Test Observations

/

 est Material: 1-40\ HLA No. r]O]OOiES
Test Eye: Right . Group: t\)A -
NA Washed: pA seconds following instillation of test material, L-Onwashed

the test eye was washed with p\JA mL of Tukewarm
tap water for NA seconds. -

- OBSERVATION PERIOO: 418 howr_s

Animal No. Fl- 1L308 a\ A0 \
Location of
Corneal Lesions '
Tajl ==—--- Head
3=95 S 2077
Cornea - Opacity \ \ 0] Q o (@)
Area \ \ @) @) O - O
: |
Iris o 1 T | | o o)
@Conjunctivae - ) > 3 ®
( Redness 2 - 32 3 2 ey {
Chenosis 2 3 1\ \ \
Discharge (@) \ & 1 & \© \© o)
Sodium Fluorescein Exam| A& NA NA N FA- NA /U/)‘
Technician___ // 2
Date /-/0-87
NA - Not Applicable J - Caorneal epithelial damage, peeling
A - Petite hemorrhage K - Corneal epithelial damage, piling
B - Blanching L - Corpeal epithelial damage, pitting
- C = Clear discharge . M - Hypopyon
D - Purulent discharge N - Corneal neovascularization
E - Hair loss around the eye P - Pannus
F - Necrotic Areas R - Unable to visualize due to
G - Unable to visualize duc to severe opucity
severe swelling - S - Granulation scar tissue
H - No reaction ta light POS - Positive stain retention
I - Injected NEG - Negative stain retention

{ eeviewed By: . "“’\\ Date: \-2\-31 Eye Irritation Score: !Zo<
"= (4253A) - =
- (42534) o - JTRL-21-48



Primary Eye Irritation Test Observations

‘/Qest material:  3-Y0\ i vo. 10100355
Group: f\)A’

Test Eye: Right

NA» Washed: pJA seconds following instillation of test material, L~nwashed
" the test eye was-washed with j)A mL of Tukewarm :
tap water for NfA seconds.

OBSERVATION PERIOD: M]3 r<
Animal No. El- 130 al\ A0 \ ,
Location of
Corneal Lesions .
Tajl ee—e=—- Head L / J \/ J \J
Cornea - Opacity @) @) @) @) o @)
Area 0 O [0) 0 Q - Q
Iris O 0 0 O 0 Q
Conjunctivae - ’ B . Q:
Y <5 oo
( Redness ] - 2 X 3 \ \
Chemosis \ 2 i D \ \ @)
Discharge ®) 1 < \ & @) o | O
Sodium Fluorescein Exam|  N\leo Neox Méo\ Neos - Aea Neo,
) S ’ )
TJechnician £7 D - ‘) -
Date /-1-%7
NA - Not Applicable : J - Corneal epithelial damage, peeling
A - Petite hemorrhage K - Corneal epithelial damage, piling
B - Blanching : L - Corneal epithelial damage, pitting
C - Clear discharge , M - Hypopyon
D - Purulent discharge N - Corneal neavascularization
E - Hair loss around the eye P - Pannus
F - Necrotic Areas R - Unable to visualize due to
f - Unahle to visualize due to savere onacity
severe swelling S - Granulation scar tissue
H - No reaction to light PGS - Positive stain retention
I - Injected NEG - Negative stain retention
( viewed By: ) "“\'\\ Date: \-2\-41 Eye Irritation Score: §q
= (42538) o D T :
- , : | JYInL-20-8T




Primary Eye Irritation Test Observations

Q est Material: 71 -YHO0O\Wo HLA No. 110100355

Right Group: NA

Test Eye:

NA Washed: pyA- seconds following instillation of test material, L-Onwashed
the test eye was washed with M)A mL of Tukewarm :
tap water for Nf seconds. -

’ osERvATION PERIOD: 9( hn
Animal No. Fi- (30 \

Location of
Corneal Lesions

/ 2
Ch

a\ 20 J%%‘
Cornea - Opacity Q ) ® O @ @)
Area O 0 PO '9) Q-1 O
‘ :
Iris O I nto td 2l e
@ Conjunctivae - ’ i SE, .

( Redness ﬂ -t O _ 0 Q O O
Chemosis O Q | @) o O O
Discharge O Q O O O - D

Sodium Fluorescein Exam| A)-8 WA MG WAE. | NAE My
fechnician ﬁp_,-q
Date 1-12-8Z
NA - Not App'licable' J - Corneallepithelia’l damage, peeling
A - Petite hemorrhage , K - Corneal epithelial damage, piling
B - Blanching L - Corneal epithelial damage, pitting
C - Clear discharge ) M - Hypopyor
D - Purulent discharge . N - Corneal neovascularization
E - Hair loss around the eye P - Pannus
F - Necrotic Areas R - Unable to visualize due to
G - Unahle tn visualize due to severe gpacity
severe swelling S - Granulation scar tissue
H - No reaction to light POS - Positive stain retention
I - Injected NEG - Negative stain retention

: ev*ieued By: B 'Tﬂ'\\ Date: \-21-%1 Eye Irritation Score:ggil
A | | | o HZ-%"

4
(s2538) vIm-2-st




