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SaMPLE: T-4102

OECD EYE IRRITATION

Objective: To determine the level of ocular irritation produced following
a single exposure of a test substance to one eye of albino rabbits
acnording to the Organization for Economic Cooperation and Development's
Guidelines for Testing Chemicals.

Test Material: T-4102

Physical Description: Dark amber liquid
Purity and Stability: Sponsor assumes responsibility for
purity and stability determinations.
Storage and Retention: The test material was stored at room temperature.

Any unused material will be discarded according
to HLA Standard Operating Procedure.

Safety Precautions: Normal handling procedures were used accarding
to HLA Standard Operating Procedure.

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. @nimal husbandry and housing
at HLA comply with standards ocutlined in the "Guide for the Care and Use

of Laboratory Animals”". If variations from the prescribed environmental
conditions existed, they were documented and considered to have no effect
on the study outcome. No contaminants were expected to have been present

in the feed or water which would have interfered with or affected the
results of the study.

Three acclimated animals, weighing from 2076 to 215% 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 or
irritation were used. Test animals were identified by animal number

and corresponding sar 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 and Administration of Test Material: The sample was dosed as
' received. The pH was determined to be 9.1.

Treatment: FEach rabbit received 0.1 ml of the liquid test material placed
into 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. - -
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SAMPLE: T-4102

OECD EYE IRRITATION (CONTINUED)

Reason for Route of Administration: Historically, the route of choice
based on the methond of Draize.

Observations: The treated eves were observed for ocular irritation at
1, 24, 48, 72 and 96 hours, and at 7 and 14 days after treatment.

At the 72-hour, 7- and l4-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. Bady
weights were taken again at weekly intervals throughout the study period
or at death.

Pathology: At study termination surviving animals were euthanatized and
discarded. The animal that died on study was subjected to a gross
necropsy examination and abrnormalities were recorded. After necropsy,

the animal was discarded and no tissues were saved.

Statistical Methods: Other than average eye irritation scores, no other
statistical method was performed.

Location of Raw Data and Final Report: The raw data and a copy of the
final report will be retained in the archives of HLA.
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SAMPLE: T-4102

DECD EYE IRRITATION (CONTINUED?
SLIMMaRY
Test Animal: Albino rabbits - New Zealand White

Source: Hazleton Research Products, Inc., Denver PA
Date Animals Received: 10,20/87

Date Test Started: 11-06-/87 Date Test Completed: 11,2087

PRIMARY EYE IRRITATION SCORES*

3 Rabbit Mean

0.1 ml
DOBSERVATION PERIOD (Unwashed)
1 Hour: 24.0
24 Hours: 29.3
48 Hours: 21.3
72 Hours: 16.5%%
94 Hours: 5.G*x
7 Days: 1.0%%
14 Days: 0.0%*

* The Primary Eye Irritation Score is the total eye irritation score
for all the animals divided by the number of animals (3) at each
cbservation period.

** Based on a two-animal mean.
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OECD EYE IRRITATION (CONTINUED)
Table 1
Individual Eye Irritation Scores
Rnimal Obserwvation Carnea Score Iris Score Conjunctivae
Number Period A B AXBX5 o) A X5 A B C
F20342 1 Hour 0 0 0 1 5 2 2 P
24 Hours 1 3 15 1 5 2 2 1
48 Hours 1 3 15 1 S 2 2 1
72 Hours 1 2 10 1 S 2 2 1
96 Hours 1 1 5 ] 0 1 0 0
7 Days 0 0 0 0 1] 1 0 0
14 Days 0 0 0 1} 0 0 0 ]
F20333 1 Hour 1 1 5 1 S 2 3 3
24 Hours 1 2 10 1 5 2 3 2
48 Hours 1 1 ] 1 c 2 3 3
72 Hours 0 0 0 0 )] 2 1 1
26 Hours 0 ] 0 0 0 1 1 0
7 Days 0 0 0 0 0 0 a ]
14 Davs 0 0 0 0 ] 0 0 ]
F20344% 1 Hour 1 2 10 1 5 2 3 2
24 Hours 1 2 10 1 S 2 3 2
48 Hours 0 1] 1] 2 1 1
Cornea Conjunctivae
A = Degree of opacity A = Redness
B = Area of involvement B = Chemosis
C = Discharge
Table 2
Sodium Fluorescein Examination
Animal Observation Period
Number Pre-initiation 72 Hours 7 Davus 14 Days
F20347 NEG POS (40%) NEG NEG
F20333 NEG NEG NEG NEG
F20344 NEZ * * *
MEG = No stain retention - -
PNS = Positive stain retention (area of cornea involuved).

* Animal found dead at 72-hour observation.

Score
(A+B+(C)2

12
10
10
10
2
2
0

16
14

fury
Do MANDOKN
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SAMPLE: T-4102

DECD EYE IRRITATION (CONTINUED)

Comments:

A pain response (excessive pawing at the treated eye) was elicited from
two animals immediately following instillation of the test material.

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

Petite hemorrhaging of the conjunctivae was seen in two animals at
48 hours.

Corneal epithelial peeling was exhibited by two animals at 1 hour, by

all

three animals at 24 hours, by two animals at 48 hours, and by one

animal at 72 and %946 hours.

Animal MNo. F20344 was found dead on Study Day 3. The gross necropsy
revealed no visible lesions.

References:

1.

Organisation for Economic Cooperation and Development's Guidelines
for Testing of Chemicals, Section 405, Acute Eye IrritationsCorrosion,
adopted May 12, 1981.

Draize J.H., "Appraisal of the Safety of Chemicals in Foods, Drugs,
and Coswetics - Dermal Toxicity", Association of Food and Drug
Officials of the United States, pp. 46-59 (1975%).

40 CFR 2792.

NIH Publication No. 86-23 (Revised 1985).
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Study title: Primary Eye Irritation
Test wmaterial: T -4i102
Physical description: Dopx
{))H result: 9
ose: .y mL/
,4dosei¥ with a
individually drawn up with a pyp-u

R, ﬂ_r_gagﬁ. LIQuid
with Hanna leter No. 6890

ton

Pain Response

g9 (_a‘,{g_ln"l. equivalent)
-mL_disposable syringe/ nA each dose
HamiT

BODY WEIGHT/uu>E RECORD

Date animals received:

HLA: 0305 76

10 - 7
Species/strain: Rabbit/New Zealan ile -
Source: Hazleton Research Products, Inc.

16l -E

Room Ho:

Syringe

Review of folder preparation by:

5.4

vate: /-G %7

Initial Following Animal Body Weights (g) All animals appeared norual
Animal No. Group Sex SF* Dosing Initiation Day 7 Day 14 Day 21 just prior to dosing. 3
- Technician:__ kR vate: 11/(/S7
fRoza | Y |2 | e | N 2135 |a3s¥ | 29/
«* - Sodium fluorescein examination.
F2 0333 I 1P| pee] E st |Ri48 | 231t NEG - Negative.
) Fours) Read N/9/ POS - Positive.
FQo 34y | + MNEG E 2070, | 13254 87'#NA - Not applicable.
. A U - Unable to determine pH.
- ¥ - Vocalization.
o E - Excessive pawing of treated eye.
e N - None
I S Dosed directly on the cornea.
~ The eyelids were released
o immediately without forced
I blinking or manipulation.
~] .
T " Dosed in the conjunctival sac.
I N ¢ The upper and lower 1lids were
: . i gently held together tor one
; s : : second.
Technician #H | 9 K%/(};t W KR A8 | 81> \ . |
] v : Time of dosing: . '
Date 1980 15 /-3 ”/(a “/to %J %’to \ Technician KBgsE‘.g‘ ate: 1 W
‘ Time of first observation:_3.30
Scale Used K-Qon 5018 | 1348 | /509 Technician: /72 VateZ j/ fe/R7

Surl'viving animals designated for sacrifice and discard. Technician g2  Date U/ﬂ[/Q‘,

w2

Rev;iewed by:

Date:/2-$-8 7

(00261/vmt)



Group: l
Test material:

T 4153

HLA:_ 20908 '5[

PRIMARY EYE IRRITATION TEST OBSERVATIONS

Test eye:_ Right

A)fWashed: )R seconds following instillation of test material,

the test eye was washed with )@ mL of lukewarm
tap water forn8 seconds.

c//ljnwas hed

Reviewed by:

,/)/.7

(00261/vmt)

Date: /2 -8-87

[ hour
Animal No.
Location of
corneal lesions
Tadl oo Head
A\
Cornea - Opacity @) N
Area Q | ) \
Iris 'I ,1 it \
Conjunctivae - 8 » \
Redness ) QB 28
Chemosis P9, 3 3
. e ¢ \
Discharge 2 3" :2 AN
| Sodium fluorescein exam{ NA VA (o5) \
EYE IRRITATION SCORE: Z L.O
Technictan:___¥8 ) 777 Calculated By:_%a_ Bate_[[-A—%']
T Verified By: Date_y/-132-%¥7
Date: 1/ 87
NA - Not applicable. J - Corneal epithelial damage, peeling.
A - Petite hemorrhaging. K - Corneal epithelial damage, piling.
B - Blanching. L - Corneal epithelial damage, pttting.
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 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.



HLA: 2( zﬂ( 25 Zfay

PRIMARY EYE IRRITATION TEST OBSERVATIONS

Group: !

Test material:

T -d183

Test eye:__Right

“ﬁwashed:wﬁ seconds following instillation of test material,
the test eye was washed with_p)f mL of lukewarm

tap water forné seconds.

o perioq: 24 Aours

L/Unwas hed

(00261/vmt)

| Animal No.
Location of
corneal lesions f
Tail —~ecee Hea
NEEEY 2 N
Cornea - Opacity / / / N
Area \3 2 \
Iris L. Z | s |/ Z \
Conjunctivae - \
Redness 28 D A 24
Chemosis a 3 3
Discharge Ly 19 n 2N
Sodium fluorescein exam| A// AlA
EYE IRRITATION SCORE: 2&%.5&
Technician: @9 Calculated By:% Date 1'[-_-"£:!
Verified By: Date_J/- {2-%
Date: [[-1-87
NA - Not applicable. J - Corneal epithelial damage, peeling.
A - Petite hemorrhaging. K - Corneal epithelial damage, ptling.
B - 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 - 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.
Reviewed by: 144 Date: ]2-%5-%7



HLA: Z(}QQ L2 5{

PRIMARY EYE IRRITATION TEST OBSERVATIONS

Group: I

Test material: T . 4d100R

Test eye:__Right

g)ﬁwashed:xﬁﬁ seconds following instillation of test material,
the test eye was washed with o)) mL of lukewarm

tap water forn8 seconds.

u/’ﬁnwashed

»

NA - Not applicable.

- Petite hemorrhaging.

- Blanching.

- Clear discharge.

- Purulent discharge.

- Hair loss around the eye.

- Necrotic areas.

- Unable to visualize due to
severe swelling.

- No reaction to light.

- Injected.

OMMoOoOCm>»

~ T

7

Reviewed by:

(00261/vmt)

D OVOEEXRCrXO

POS
NEG

- Hypopyon.
- Corneal neovascularization,.

Dhservatiop Perigd: YR hours
Animal No.
Location of
corneal lesions
Tail ----- Head
Cornea - Opacity \\\
Area ‘\\
Iris V\\
Conjunctivae - \\\
Redness Zﬂg ZHB 2 & N
Chemosts 2z |3 || AN
Discharge l D ES C | C ‘\\\
| sodium fluorescein exam| A A A | VA \
EYE IRRITATION SCORE: :Z:’:
Technician: jigrvq Calculated By: Date
- ' Verified By: Date  /-13-%7
Date: H-%-87

Corneal epithelial damage, peeling.
Corneal epithelial damage, piling.
Corneal epithelial damage, pitting.

Pannus.

Unable to visualize due to
severe opacity.

Granulation scar tissue.

- Positive stain retention.
- Negative stain retention.

Date: 23'8’37 o



Group: ‘

Test material:

T .4183

HLA: Z( 29{25 2(04

PRIMARY EYE IRRITATION TEST OBSERVATIONS

Test eye:__Right

nﬁwashed:uﬁ seconds following instillation of test material,

the test eye was washed with )@ mL of lukewarm
tap water forné seconds.

n_Period: T hours

" Unwashed

Reviewed by:

[’

(00261/vmt)

Date: 11-8-87

Animal No.
Location of
corneal lesions
Jail -——-- Head
Cornea - Opacity ! ®) AlA \&
Area o O \
T \
Iris | 6}
Conjunctivae - B B \
Redness o o N
Chemosis 9 | \T
Discharge 1< ‘D \
LSodium fluorescein examiPoo d0%{ AMog Y/ \
A —— J .
EYE IRRITATION SCORE: Aj,_HEAO>
Technician: _{ dm¢ Calculated By: -4
Verified By: Date_ //-/3-
Date: 11-9-81
NA - Not applicable. J - Corneal epithelial damage, peeling.
A - Petite hemorrhaging. K - Corneal epithelial damage, piling.
B - 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 - 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.



Group: l

Test material:

T .d183

HLA: 2( 29{25 2&;4

PRIMARY EYE IRRITATION TEST OBSERVATIONS

Test eye:_ Right

AfWwashed: AR seconds following instillation of test material,
the test eye was washed withp)f mL of Tukewarm

tap water fornA seconds.

y perios: 9 Aour S

Anwashed

Animal No.
Location of
corneal lesions
Tadl —eeee Head
Cornea - Opacity NA \\
Area \
Iris \
Conjunctivae - \
Redness ' l '
Chemosis o ‘ \
Discharge o o \
Sodium fluorescein exami NA TQH’ v \
/61:4- EYE IRRITATION SCORE: . S (2-apimat mea
Technician: 14 Calculated By: <.- Date “—gz,g
) Verified By: Date_//-/3-%
Date: [l -10~%7
NA - Not applicable. J - Corneal epithelial damage, peeling.
A - Petite hemorrhaging. K - Corneal epitheliial damage, piling.
B - 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 - 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.
Reviewed by: /70 Date: }2- -}

(00261/vmt)




Group: l

Test material:

T - 4183

HLA: 2( 29{25 2{44

PRIMARY EYE IRRITATION TEST OBSERVATIONS

Test eye:_ Riaht

nﬁuashedzuﬁ seconds following instillation of test material,

the test eye was washed with )l mL of lukewarm
tap water fora8 seconds.

+~ Unwashed

Qhservation pertod: ~ Day ]
Animal No. 2 *
Location of
corneal lesions
Jal)  —oee- Head
Cornea - Opacity p 0 AKX \\
Area 0 Q \
Iris 0 0 \
Conjunctivae - \
Redness \ 0 N
Chemosis 0 O \
Discharge c 0 \
Sodium fluorescein exam NJ&F I\ A4 N
EYE IRRITATION SCORE:_\.O (p-gngm m
Technictan: @(‘) Calculated By: Date_ /I-{3-%7
Verified By:___ Md=t— Date_ /v 10-87
Date: \\]hbT‘l')
NA - Not applicable. J - Corneal epithelial damage, peeling.
A - Petite hemorrhaging. K - Corneal epithelial damage, piling.
B - Blanching. L - Corneal eptthelial 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 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.
Reviewed by: ya ld Date: /2-O-

(00261/vmt)

' mean)



Group: I

Test material:

T O

HLA: Z( 23{25 2@4

PRIMARY EYE IRRITATION TEST OBSERVATIONS

Test eye:_ Right

_AfiWashed: R seconds following instillation of test material,

the test eye was washed with )@ mL of lukewarm
tap water foraA seconds.

14

_a/_Linwashed

Qbservation Period:
Animal No. a2 =
Location of
corneal lesions ﬂ
Tad) =—---- Head
Cornea - QOpacity O o A \\
Area o Q X
Iris @) @) \
Conjunctivae - \
Redness 0 Q N
Chemosis O O \
Discharge O O \
~
Sodium fluorescein exam N% N&k v \
il EYE IRRITATION SCORE: .0 (2 -aniuvel ma
Technician: B’V) Calculated By: Date [1*,2“9:37
o Verified By: 124 Date_/2-£-27
Date: lll/o”ol/fY?
NA - Not applicable. J - Corneal epithelial damage, peeling.
A - Petite hemorrhaging. K - Corneal epithelial damage, piling.
B - 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 - 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.

Reviewed by:

1L

{ON2A1/vmt)

Date: /2-8-87



HLA: £ 4

SCALE FOR SCURING OCULAR LESIONS
(DRAIZE! TECHNIQUE)

(1) Cornea

(A) upacity - degree of density (area most dense taken for reading)
No opacity

Scattered or diffuse area, details of iris clearly visible

Easily giscernible translucent areas, details of iris slightly obscured

Opalescent areas, no details of iris visible, size of pupil barely discernible
Opaque, iris invisible

{B) Area of cornea involved
One yuarter (or less), but not zero

Greater than one-quarter, but less than halr

Greater than half, but less than three-quarters

Greater than three-quarters, up to whole area

AxBx5 Total maximum = 80
{¢} Iris

(A} Values
Norina

Folds above normal, congestion, swelling, circumcorneal injection (any or ali of these or
combination of any thereof) iris still reacting to light {sluggish reaction is positive

No Teaction to Tight, heworrhage, gross destruction (any or all of these)

Ax5S ' Total maximum = 10

(3) Conjunctivae

(A) Redness {refers to palpebral and bulbar conjunctivae excluding cornea and iris)

+ Yessels normal

Vessels definitely injected above normal_

More diffuse, deeper crimson red, individual vessels not easily discernibie

Diffuse beefy red

(B) Chemosis
No swelling

Any swe]Iin? above normal (includes nictitating membrane)
_ Uovious swelling with partial eversion of lids

Swelling with 1ids about half closed

Swelling with lias about half closed to completely closed

(C) Uischarge
Wo discharge

Any amount different from normal (does not inciude smali amounts observed in inner

cantnhus of normal animals)

Uischarge witn woistening of the 11ds and hairs just adjacent to .11ds

Vischarge with Moistening of the 1ids and hairs, and considerable area around the eye

Score (AR +B + () x2 Total maximum = 20

The total score for the eye is the sum of all scores obtained for the cornea, iris.‘and
cunjunctivae.

* Indicates positi?é effect. (FHSA Interpretation)

V praize, J. H., "Appraisal of the Safety of Chemicals in Foods,
prugs and Cosmetics - Dermal Toxicity*, Association of Food and
Drug Officials of the United States, pp. 46-59 (1975},

(00261/vmt )
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