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SAMPLE NUMBER: 61005209 PAGE 2

SAMPLE: T-3974 LOT 390

EYE IRRITATION

Objective: To determine the level 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-3974 Lot 390
Physical Description: Fine white powder
Purity and Stability: Sponsor assumes responsibility for purity and
stability determinations.

Test Animal: Young adult rabbits of the New Zealand White strain were
procured, maintained individually in screen-bottom cages in temperature-—
and humidity-controlled quarters, 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 2340 to 2800 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. Only those animals with no sign of ocular injury ar
irritation were used on the test. Test animals were identified by
animal number and corresponding ear tag.

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

Preparation of Test Material: The sample was dosed as received. A bulk
density determination was made to determine the weight equivalent of a
0.1 ml dose.

Treatment: Each rabbit received 0.05 g (0.1 ml weight equivalent) of the
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 Rboute of Administration: Historically, the route of choice
based on the method of Draize.

3MA10001093
2808.0002
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SAMPLE NUMBER: 61005209 PAGE 3

SAMPLE: T-3974 LOT 390

EYE IRRITATION (CONTINUED)

Observations: The treated eyes were observed for ocular irritation at
1, 24, 48, 72 and 96 hours, and at 7 days after treatment. Because
injury was present at 7 days, observations were continued at 14 and

21 days.

At the 72-hour and 7, 14 and 21-day readings, sodium fluorescein was
used to aid in revealing possible corneal injury. Irritation was graded

and scored according to the Draize technique.

Animals were weighed just prior to test material administration and at
weskly intervals during the study.

Pathology: At study termination all animals were euthanatized and

discarded.

3MA10001094
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SAMPLE NUMBER: 61005209 PAGE 4

SAMPLE: T-3974 LOT 390

EYE IRRITATION (CONT INUED)

SUMMARY
Test Animal: Albino rabbits - New Zealand White
Source: Hazleton Research Products, Inc., Denver PA

Date Animals Received: 10-21,86

Date Test Started: 11-17-86 Date Test Completed: 12/08/86

PRIMARY EYE IRRITATION SCORES*

6 Rabbit Mean

‘ 0.05 g
OBSERVATION PERIOGD (Unwashed?

1 Hour:! 39.0

24 Hours: 36.5

48 Hours: 34.8

72 Hours: 33.%

96 Hours: 30.0

7 Days: 35.2
14 Days: 20.8 =*

21 Days: 17.5

* 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.

*%*Based on & S5-animal mean.
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SAMPLE NUMBER: 6100%209

SAMPLE: T-3974 LOT 390

EYE IRRITATION

Animal
Number

F15615

F15616

F15591

F1%5618

Observation

Period

1
24
48
72
96

7
14
21

1
24
48
72
96

7
14
21

1
24
48
72
F6

7
14
21

1
24
48
72
96

7
14
21

Hour
Hours
Hours
Hours
Hours
Days
Days
Days

Hour
Hours
Hours
Hours
Hours
Days
Days
Days

Hour
Hours
Hours
Hours
Hours
Days
Days
Days

Hour
Hours
Hours
Hours
Hours
Days
Days
Days

Individual Eye Irritation Scores

Cornea
A B
i 4
1 4
1 4
1 3
1 3
2 1
1 1
1 1
1 4
1 4
1 4
1 4
1 2
2 1
1 1
3 1
1 3
1 3
1 2
1 2
1 i
2 2
1 1
1 1
1 4
1 4
1 4
1 3
1 3
2 1
1} 0
0 0

(CONTINUED)
Table 1
Score Iris Score
AXBXS A AXEG
20 1 5
20 1 5
20 1 S
15 1 5
15 1 5
10 1 S
5 1 5
S 0 0
20 1 5
20 1 5
20 1 5
20 1 5
10 1 s
10 0 0
S 0 0
15 0 0
15 1 S
15 1 5
10 1 5
10 1 S
5 1 S
20 1 5
5 0 0
5 0 0
20 1 5
20 1 S
20 1 5
1% 1 )
15 1 5
10 1 5
0 0 0
0 1] 0

2808.0005
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Score
(A+B+C12

16
14
14
12
12
12
12

8

16
14
14
14
14
10

4

4

14
12
10
10
10
10

0

D

16
10
12
10
10
10

0

0
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SAMPLE NUMBER: 61005209

SAMPLE: T-3974 LOT 390

EYE IRRITATION

Animal
Number

F15619

F15620

Dbservation
Period

1
24
48
72
%6

7
14
21

1

24

48
72
96

Vs
14
21

Hour
Hours
Hours
Hours
Hours
Days
Days
Days

Hour
Hours
Hours
Hours
Hours
Days
Days
Days

* Unable to visualize due

Animal
Number

F156165
F15616
F15591
F15618
F15619
F15620

NEG = No stain retention
POS = Positive stain retention (area of cornea

Pre-initiation

NEG
NEG
NEG
NEG
NEG
NEG

PAGE &
(CONT INUED)
Table 1 (continued)
Individual Eye Irritation Scores
Cornea Score Iris Score Conjunctivae Scaore
A B AXBXS 2] A X5 A B C (A+B+CI2
1 3 15 1 5 2 3 3 16
i 4 20 1 5 2 2 2 12
1 3 1% 1 5 2 2 2 12
1 3 15 1 5 2 3 2 14
1 3 15 1 5 2 3 2 14
1 3 15 1 S 2 3 2 14
3 3 45 1 5 3 3 3 18
4 1 20 ] 0 2 3 3 16
1 4 20 1 7] 2 3 3 16
1 4 20 1 S 2 2 2 12
1 4 20 1 5 2 2 2 12
1 4 20 1 5 3 3 2 16
2 1 10 1 5 3 4 3 20
3 3 45 1 5 3 4 3 20
4 4 80 * * 3 4 3 20
4 1 20 0 0 1 3 2 12
to severe opacity.
Table 2
Sodium Fluorescein Examination
Observation Period
72 Hours 7 Days 14 Days 21 Days
POS (460%) POS (2%%3 POS (15%) NEG
POS (20%) POS (10%) POS (5%) POS (5%)
POS (45%) POS (30%) POS (5% NEG
POS (30%) POS (1%%) NEG NEG
POS (60%) POS (70%) POS (40%) POS (25%)
POS (100%) POS (40%) POS (50%) PDS (10%)
involved).
3MA10001097
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SAMPLE NUMBER: 61005209 PAGE

SAMPLE: T-3974 LOT 390

EYE

Co

Re

1.

IRRITATION (CONT INUED)

mments:

A pain response (vocalization) was elicited from two animals following
instillation of the test material. Five animals exhibited excessiwve
pawing at the treated eye following dosing.

Blanching of the conjunctivae was seen in all six animals at 1 hour,
in four animals at 24 hours, in all six animals at 48, 72 and 96 hours,
and in five animals at 7 days.

Petite hemorrhaging of the conjunctivae was exhibited by two animals
at 24 hours, by three animals at 48 hours, by four animals at 72 hours,
by all six animals at 96 hours, and by three animals at 7 days.

Hair loss around the eye was seen in one animal at Day 14.
Corneal epithelial peeling was observed in three animals at 24 hours,
in three animals at 48 hours, in all six animals at 72 and 96 hours

and 7 days, in five animals at 14 days, and in three animals at 21 days.

Corneal neovascularization was seen in five animals at 7 days, in all
six animals at 14 days, and in three animals at 21 days.

Pannus was observed in one animal at %6 hours, and in one other animal

at 7 days.
Three animals exhibited granulation scar tissue at 21 days.

At the l4-day observation, the iris of one animal (F1%620) could not be
visualized due to the severe opacity.

ferences:

Hitch, R.K., "Primary Eye Irritation Study,” Pesticide Assessment
Guidelines, Subdivision F, Hazard Evaluation: Human and Domestic
Animals, U.S. Environmental Protection Agancy Office of Pesticide
and Toxic Substances Series B81-4, 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% (1975).

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

2808.0007
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(2)

(3)

o005 209
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2AOTOCOL, - APPENDIX 2

Larnea

(A) Qpacity - degree of density (area most dense taken for reading)

No opacity

Scattered or diffuse ares, details of iris clearly visible —————— 1%
Easily discernible translucent areas, details of iris

3lightly obscured an
Opalescent areas, no details of iris visible, 3izs of pupil -

barely discernible 3
Opaque, iris invisible - 4%
(3) Ares of cernea lnxolved

One quarter (or less), but oot zero 1
Greater than ons quarter, but leas than half 2
Greater than balf, but lass than three quarters 3
Greater than three quarters, up to whols-ares 'l

AxBxS5 Total Maximm = 80

Icla

() fadusa . -
Norsal " 0
Polds sbove mormal, congestica, swelling, circumcorneal injeaticn

(any or all of these or combination of any tbereof) irls atill
reacting ta light (sluggish resction is positive) - 1w
¥o resctios to light, hesorrbage, gross destruction (any or all

of these) 2n

AxS Total Meximm s 10’

Sanlumctivas .

(A) Jpdpeas (refers to palpebral mmum oaly)
Tessela norsal )
Vessels definitely injected above norsal 1
More diffuse, desper orimson red, individual vessals not .
easily discernidle 2
Diffuse beefy red - 3+
(®) chemata ' ' '
No swelling ]
Any swelling above normal (includes nistitating sesbrane) ——e—ee—— 1
Obvious swelling with partial eversion of lids 2
Swelling with lids about halfl closed 3
Swelling with lida about balf clcsed to cospletaly closed )
(C) Diachacks

¥o discharge 0
iny amount different from normal (does not include small amounts
observed in inner canthus of norsal anismals) 1
Discharge with moistening of the lids and bhairs just adjacent

to lids 2
Discharge with moisteaing of the lids and hairs, and considerable

area arcund the eye - 3

' Score (AeB+C)x2 Total Maximam s 20

The total scors for the eye 13 the sum of all scorea cbtained for the
cornes, iris, and conjunctivae.

# Scarred figures indicate positive affact.

2808.0008
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Primary Eye Irritation Test Observations

est Material: 5am9\c,'. T-2979 Lot 290 . HLA No. (pl005304

Test Eye: Right Group: NA

NA Washed: ptpy seconds following instillation of test material, +~Unwashed
the test eye was washed with pja mL of Tukewarm -
tap water for pa seconds.

0BSERVATION PERI0D:  \ Wy

Animal No.

Location of

Corneal Lesions

Tail ~----—- Head

Cornea - Opacity _ |
Area 4—

. I +
Iris { |
Conjunctivae - : B
: - ® ) B 3 B

Q Redness ) Q & D ) o
Chemosis 3 3 e 3 3 3
Discharge 3 2 2 ¢ 3C 3 |

Sodium Fluorescein Exam| KA AR [ NA . AR NA
Technician ( ;ﬂc.
Date -11-%e
NA - Not Applicable . J -~ Corneal epithelial damage, peeling T
A - Petite hemorrhage K - Corneal epithelial damage, piling
B - Blanching L - Corneal epithelial damage, pitting
C - Clear discharge _ M - Hypopyan .
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 opacity
severe swelling S - Granulation scar tissue
H - No reaction to light POS - Positive stain retention
-1 - Injected NEG - Negative stain retention

¥, 108l

, v
.eviewed By: qu Date: L@_-ZQ_-_&L_ Eye Irritation Score: J.0!
— (4253A) ] , f 1H1

3MA10001101
2808.0010



Primary Eye Irritation Test Observations

ES'C Material: g mg\(,’. T-2974 Lot 29D HLA No- (1005309

Test Eye: Right Group: MA

MA& Washed: ptp seconds following instillation of test material, v~ Unwashed
the test eye was washed with Ja mL of Jukewarm .
tap water for ya seconds.

0BSERVATION PERIOD: &9 hr

1 Animal No.
Location of
Corneal Lesions

Taji]l em—==- Head

Cornea - Opacity .

Area

Iris

Conjunctivae -

Redness 942 | 94 26 | AB | 2B | 2
Chemosis 3 G 2 | 2 )
Discharge e e 2. e Lo Ac.
Sodium Fluorescein Exam N A NA A A N A. NA WA
Technician <o ' :
| PNo apacity in twis Qree . WK IME-Z
Date___ {|-1¥-
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 - Hypopyon .
D - Purulent discharge N - Corneal neovascularization
E - Hair loss around the.eye P - Pannus
F < Necriotic Areas R - Unable to visualize due to
6 - Unable to visualize due to severe opacity
severe swelling S - Granulation scar tissue
H - No reaction to light POS - Positive stain retention
-1 = Injected NEG - Negative stain retention v
| VP o
, ; . 1210
.ev1ewed By: @) Date: AJ-/O-Fp  Eye Irritation Score: :2!@5'

3MA10001102
2808.0011



Primary Eye Irritation Test Observations

O est Material: g m9\¢1 1.2974 _Let 290 . HANe. (51005309

Test Eye: Right ‘ Group: VA
NA Washed: ptpy seconds following instillation of test material, _~Unwashed
the test eye was washed with gja mL of lukewarm -
tap water for g seconds. L

O0BSERVATION PERIOD: Y& hrs

Animal No. \
Location of oo
Corneal Lesions
Tail =-e=e= He ad
Cornea - Qpacity . \ |- | ] { [
Area 4 4:13 2 d 51 4:1
Iris ad | > F l |
] Conjunctivae ~ ) % AD & - 1 A
Redness 9 ) Q 9] ) o
Chemosis 3 <] D 9555251*47 Q )
Discharge A D (i») ) D &b
Sodiun Fluorescein Exan| A NA MR AR - U - Alg

Technician 5 Ne
Date B-19-Re

NA - Not Applicable
A - Petite hemorrhage
B - Blanching

J - Corneal epithelial damage, peeling

K

L

C - Clear discharge M
v N

p

R

S

Corneal epithelial damage, piling
Corneal epithelial damage, pitting

Hypopyon .
‘ D - Purylent discharge Corneal neovascularization
E - Hair loss around the.eye Pannus

F - Necrotic Areas Unable to visualize due to
G - Unable to visualize due to severe opacity

severe swelling - Granulation scar tissue
H - No reaction to light POS - Positive stain retention

-1 = Injected NEG - Negative stain retention

\/ Qpla- ID"%

& eviewed By: ﬁ% | Date: IO'ID-&.Q Eye Irritation Score: 3\"\%
D 253) n -t

®Em}r\y oY ll;lq LoV

3MA10001103
2808.0012



Primary Eye Irritation Test Observations

est Material: g mg\c,'. T-2879 Let 390 -

Test Eye: Right

NA Washed: ptp

seconds following instillation of test material,

MA

Group:

aa . (51005309

the test eye was washed with pja mL of Tukewarm -

tap water for jn seconds.

OBSERVATION PERIOD: ) hrs

~Unwashed

Animal No.

Location of
Cornea] Lesions

Taj] ‘we--==  Head

Cornea - Opacity

Area, -

Iris

Conjunctivae = -~

eviewed By:

(4253A)

Qo

2808.0013

Redness
Chemosis \3 3 Q 12 3 3
Discharge /o 920 | & /& | Do 2a -
sodium Fluorescein Exam|fhs. N/ DasWb S% 13<.30% [Des % s 130%
Technician gﬁmc« (S@
Date_ /) - QN-0Yp
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 - Purilent discharge N - Corneal neovascularization
E - Hajr loss around the. eye P - Pannus
F - Necrotic Areas - R = Unable to visualize due to
G - Unable to visualize due to. severe opacity
severe swelling S - Granulation scar tissue
H - No reaction to light POS - Positive stain retention
- I = Injected NEG - Negative stain retention

v

Date: g&-/l)‘&&: Eye Irritation Score: _33.

IQ"D&

Sk 1 2D-%

3MA10001104



Primary Eye Irritation Test Observations

Q est Material: g mele! 1-2979 Let 290

Test Eye:

Right

NA_ Washed: AA

seconds following instillation of test material,

MA

Group:

- HLA Ne. {p1005309

the test eye was washed with pja mL of Tukewarm -
tap water for ya seconds.

OBSERVATION PERIOD: C[QA,.S

_~Unwashed

Animal No.

Location of
Corneal Lesions

Cornea - Opaciity

\Y

S

Area

Iris

Conjunctivae =

Redness

Chemosis

Discharge

Sodium F1uorqscein'Ekam

Technician | &Zf

Date //‘?/‘8@

NA - Not [Applicable

A - Petite hemorrhage

B - Blanching

C - Clear discharge _

D - Purulent discharge

£ - Hair loss around the.eye

F - Necrotic Areas

G - Unable to visualize due to

severe swelling

H - No reaction to light -

-1 - Inj#cted

eviewed By:

" (4253A)

S

Date

DOUV2ZETr NG
[N O T S N A |

S -

PQS - Positive stain retention
NEG - Negative stain retention

Corneal epithelial damagé, peeling
Corneal epithelial damage, piling
Corneal epithelial damage, pitting

Hypopyon

Corneal neovascularization

Pannus

Unable to visualize due to

severe opacity
Granulation scar tissue

/P08

: /@[Q& Eye Irritation Score: D.O
s&t\—%‘&b

2808.0014
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est Material: g mp\c,'. T-2974 Lot 39D ;

Test Eye:

Primary Eye Irritation Test Observations

HLA No. (L 1005309

Right

NA_ Washed: pth

seconds following instillation of test material,
the test eye was washed with jja mi of lukewarm -
tap water for ya seconds.

Group:
L]

ua -

+~Unwashed

0BSERVATION PERIOD: T AarS
7

&

tt@i—ap

" NA - Not App'licab]le

A - Petite hemorrhage

B - Blanching

C - Clear discharge
D - Purullent discharge

E - Hair
F - Necrptic Areas

loss around the.eye

G - Unable to visualize due to
severe swelling

H - No reaction to
-1 = Injected

eviewed By: _ Saﬁ Date: _/Q-/{ }-&a. Eye Irritation Score:

(4253A)

light

®E~dﬂ“ error -4-8uac

Animal No. £\- \ 55491\ S\Y
Location of . p
Corneal Lesions
Tail ‘e=m-== Head
f 3;,0?0 M ( A 60
Cornea - Opacity ) o) Q 2 ] 2
Area | l Q L 3 1 3
- T T |
Iris F o) = = \ |
Conjunctivae ,. HB 2 | B B 1) |
Redness ) ) ) < - 3
Chemosis 3 o) 9 o 3 %4—
Disecharge e lc D lc P 3T
_Sodium Fluorescein Exam| Ths?S5 % | Brs (07 [ Tho 3070 Pos 157 Pos 0% s O
Technician_(4Mc
Date

J - Corneal epithelial damage, peeling
K - Corneal epithelial damage, piling
L - Corneal epithelial damage, pitting
M - Hypopyon .
N - Corneal neovascularization
P - Pannus
R - Unable to visualize due to

severe opacity
S - Granulation scar tissue

POS - Positive stain retention

NEG - Negative stain retention
T- Blood- like discharge -SHEaMe

2808.0015
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Primary Eye .Irritation Test Observations

est Material: g mP\L: T-2979  Let 290

HLA No. (1005 209

Test Eye: Right Group: NA
NA washedLALA seconds following instillation of test material, L~ Unwashed
the test eye was washed with pja mL of lukewarm -
tap water for s seconds.
0BSERVATION PERI00: Y days
[4
Animal No. £l-1 S6IS | 89 | S6\Y
Location of
Corneal Lesions
Tajil ‘we---- Head N
‘ 8% N | 326% N |3=57 d
Cornea - Opaciity 1 | - : i
Area | ] l
. I
Iris | Q 0 0
Conjunctivae -
o . ' E
Redness ) i )] 3 3
Che@osis 3 [ 0 3 1
Discharge D (@) (@) 3D 3D
Sodium Fluorescein Exam Pas 152 Tos S % | Pos 5% - 1 Tos 407 Pos

Techniciangﬂno ‘(;2 ,

Date 12-1-%a

NA - Not Applicable

A - Petite hemorrhage

8 - Blanching

Hair
Necrotic Areas

No reaction to
Injected

— Q@mMmoO
[ I T B |

eviewed By:

Clear discharge
Purulent discharge
loss. around the.eye

light

(4253A)

© e

Unable to visualize due to
severe swelling

J - Corneal epithelial damage, peeling
K - Corneal epithelial damage, piling

2Xr
]

- Corneal epithelial damage, p1tt1ng
Hypopyon

- Corneal neovascularization

P - Pannus

R - Unable to visualize due to
severe opacity
S - Granulation scar tissue
POS - Positive stain retention

NEG - Negative stain retention

%Q__ Date: |Q:-|N-BL.  Eye Irritation Score:

ercox 1@t BaINe

Z)%

sl 14-%

R iend

/W’a"’w

4D StopE THE. RIS OF

'Dué-\'o THE INABILIY

NE AAL (F15620) , TS SCoee zeﬂeos A
L ) 'sQu_ 12-\-%b

e - ATMAL MeAN) .

2808.0016
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Primary Eye Irritation Test Observations

Oest vaterial: Samalet T-2974  Let 290 . HLA N _(p1005309

i )

Test Eye: RighHt Group: JA
NA Washed: AA seconds following instillation of test material, + Unwashed

the test aye was washed with pja mL of Tukewarm -
tap water for ya seconds.

1 OBSERVATION PERIOD: <P/ ofa/vi
Animal No. ‘ - HLIS \ 559\ Se\¥

Location of
Corneal Lesions Y .
Tail eeee-- Head
Cornea - Opacity \ O -.5%9 S \ O
Area \ On | \ o
Iris . 0 ») Q Q
: Conjunctivae r-
l Q Rednjpss \ O O ®) 2 \
; Chemosis 2 2 0 O 3 3
Diseharge { < O. ) ) 39 o

Sodium Fluorescein Exam Neo, s 5%| Neo Néo, - Vas 5% fos 0%

-J D) D)
Technician__ (Z’

Date 12-%-%(,

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 - Purylent discharge N - Corneal neovascularization

£ - Hair loss around the.eye P - Pannus

F - Nectotic Areas R - Unable to visualize due to

G - Unable to visualize due to severe opacity
sev%re swelling S - Granulation scar tissue -

H - No reaction to light POS - Positive stain retention

- I - Injected NEG - Negative stain retention _ /9’0 b,d—”

- |3"
.eviewed By: -1‘—% Date: A)-/O-PXo Eye Irritation Score: NEY
(4253A) L ¢

O entry ervors 20 12280

3MA10001108
2808.0017



