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SAMPLE: T-4101

QECD EYE IRRITATION

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

Test Material: T-4101

Physical Description: Clear yellow liquid
Purity and Stability: Sponsor assumes reaponsibility for
purity and stability determinations.
Storage and Retention: The test msterial was stored at rocom temperature.

Any unused material will be discerded according
to HLA Standard Opsrsting Procedurs.

Safety Precautions: Normal handling procedures wers used according
to HLA Standard Operating Procsdurs.

Test Animal: Young adult rabbits of the New Zealand White strain were
procured, maintained individually in screen-bottom cages in temperature-
and humidity-controllaed quarters, provided access to water ad libitym
and a measured amount of Purina High Fiber Rabbit Chow, and held for an
acclimation period of at least 7 days. Animal husbandry and housing
at HLA comply with standards outlined 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 cutcome. No contaminants wers axpected to have besn present
in the feed or water which would have interfered with or affected the
results of the study.

Three acclimated animals, weighing from 2069 to 2146 g, wers chosen

at random for the test. The animals' eyss wsre 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 wers used. 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 largse orbit and nonpigmented iris.

Preparation and Administration of Test Material: The sample was dosed as
received. The pH was determined to be 12.9.

Treatmant: Each rabbit received 0.1 ml of the liquid test material placed
into the everted lower lid of ons eye, Wwith 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 syes of the rabbits remained unflushed.
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SAMPLE: T7-4101

DECD EYE IRRITATION (CONTINUED)

Rmason for Route of Administration: Historically, the route of choice
basad on the method of Draize.

Observations: The treated eyes were observed for ocular irritation at
1, 24, 48, and 72 hours after treatment.

At the 72-hour reading, sodium fluorescein was used to aid in revealing
possible corneal injury. Irritation was graded and scored according to

the Draize technigue.
Animals were weighed just prior to test material administration.

Pathology: At study termination all animals were suthanatized and
discarded.

Statistical Methods: Other than averags 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-4101

OECD EYE IRRITATION (CONT INUED)
SUMMARY
Test Animal: Albino rabbits - New Zealand White

Source: Hazleton Research Products, Inc., Denver PR
Date Animals Received: 10,2087

Date Test Started: 11/06/87 Date Test Completed: 11,09/87

PRIMARY EYE IRRITATION SCORES®

3 Rabbit Mean

0.1 ml
DOBSERVATION PERIOD (Unwashed)
1 Hour: 6.3
24 Hours: 6.7
48 Hours: 0.7
72 Hours: 0.0

» The Primary Eys Irritation Score is the total eye irritation score
for all the animals divided by the number of animals (3) at each
observation period.
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OECD EYE IRRITATION

Animal
Number

F20334

F20326

F20329

Cornea

Observation

Period

1
24
48
72

Hour

Hours
Hours
Hours

Hour:

Hours
Hours
Hours

Hour

Hours
Hours
Hours

(CONTINUED)

Table 1

Individual Eye Irritation Scores

Corneas
a B
0 0
1 1
0 0
0 0
o 0
1 1
0 0
1] 0
0 0
0 0
0 0
0 0

@ = Degree of opacity

B = Area of

involveament

Score Iris Score
AXBXS A A XS5
0 0 0
5 0 0
1] (i 0
0 1] 0
0 0 0
5 0 i}

0 0 0
0 0 0
0 1 5
1} (4] 0
0 4] 0
0 0 0

Conjunctivae

A = Redness
B = Chemosis

PAGE é
Conjunctivae Score
A 8 c (A+B+C)2
1 1 0 4
1 1 0 4
1 0 0 2
o 0 4] 0
1 1 o 4
1 1 0 4
0 0 0 0
0 0 o 0
2 1 0 6
1 o 0 2
0 1] ] 0
0 0 0 0

C = Diacharge

Table 2

Sodium Fluorescein Examination

Animal
Number

F20334
F20326
F20329

NEG = No stain retention

POS = Positive stain retention (area of cornea

Observation Period

Pre-initiation 72 Hours
NEG NEG
NEG NEG
NEG NEG

involved).
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OECD EYE IRRITATION (CONTINUED)

Comments:

No pain response was elicited from any-animal following instillation
of the test material.

Corneal epithelial peeling was observed in two animals at 24 hours.

References:

1. Orgenisation for Economic Cooperation and Development's Guidelines
for Testing of Chemicals, Section 405, Acute Eye Irritation/Corrosion,

adopted May 12, 1981.

2. Draize J.H., "Appraisal of the Safety of Chemicals in Foods, Drugs,
and Cosmetics - Dermal Toxicity", Association of Food and Drug
Officials of the United States, pp. 46-5%9 (19753,

3. OECD's Principles of Good Laboratory Practice, Annex 2, C(81)30
(Final).

4. NIH Publication No. B6-23 (Revised 1985).
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wa:_J09n 539¢<
PRIMARY EYE IRRITATION TEST OBSERVATIONS

Group: !
Test material:__ 1. Q10]
Test eye:__Right

Alf wWashed: )8 seconds following instiilation of test material, /Umushod
the test eye was washed with o)A mL of lukewarm
tap water for s seconds.

Absecyation Pecigd.
| Animg) No. E g
Location of
corneal lesions
Tall oo Head
Cornea - Qpgcity 0 o ) \\
Arey Q Q © \
Iris (@) &) 1T \
Conjunctivae - \\
Regness ) ] 2 N
Chemosis l | | \
Discharge (@) 0 0 \
L3odium fiyorescein exami LA VA A
EYE IRRITATION SCORE: bna

Technician: __ kR /”0 Calculated By: % Date

Verified By: Date_,3-¢-27
Date: L/h/g'l

NA - Mot applicadle.

J - Corneal epithelial damage, peeling.
A - Petite hemorrhaging. K - Corneal epithelia) 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
6 - 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.

Reviewsd by: n” Date: /2-8-8 ?

(00261/vmt)
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PRIMARY EYE IRRITATION TEST OBSERVATIONS

Group: |

Test material:__ 1- 4l0]

Test eye:__Right

Jl8 Washed: o) seconds following instillation of test material, V’/bnuashod
the test eye was washed with A)§ mL of lukewarm
tap water fora) seconds.

n Peripgd- ngFS

{00261/vmt)

Ohservatio
Animal No. £ 2 -
Location of
corneal lestions
T34l ——eee Head
J» /590 I= N
Cornea - 0pacity L / (&) N
Area . l fa) \\\
Iris 0 0 ) \
Conjunctivae - \\*
Redness L [ l N
Chemosis / L 0 \\\
Discharge 2 'd®) (@) (@) \
LSodium fluorescein exam 3 48 \
Cxrerny avor-1-87
EYE IRRITATION SCORE: Q?:]
Technician: & Calculated ay:% Date_{}|-4-%¢1
Verified By: Date__ |2-€-]7
Date: -2 87
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 discharges. M - Hypopyon.
0 - Purulent discharge. N - Corneal neovascularization.
E - Hair loss around the eye. P - Pannus.
f - Mecrotic 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 lignt. POS - Positive stain retention.
I - Injected. NEG - Negative stain retention.
Reviewsd by: 77 date:_|2-B-87
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PRIMARY EYE IRRITATION TEST OBSERVATIONS

Group: }
Test material: _ 1 - 1O

Test eye:__Right

A8 _Washed: )8 seconds following instillation of test material, _:::bnuashod
the test eye was washed with az)f mL of lukewarm
tap water forp)A seconds.

re
j Animal No.
Location of
corneal lesions
Ja4] ~ooee Head
Cornea - Qpagity (&) (®) E:) \\>
Areg 0 O &) \\\
Iris Q [8) @) \\\
Conjunctivae - ‘\\
Redness \ 'S D) N
Chewosts O [®)] o \\\
0ischarge O C? () \\x
L3odium fluorescetn exam /Vﬂ /UA' Nﬂ

Date: Hf€'87

NA - Not applicable.

A - Petite hemorrhaging.

- Blanching.

Clear discharge.

Pfurulent discharge.

Hatr loss around the eye.
Necrotic areas.

Unable to visualize due to
severe swelling.

OOMmMMmMooOoe
LI D B R ]

H - No reaction to light.
1 - Injected.
Reviewed by: o Date:

(00261/vat)

D OBREBrxXOQ
LI R B NN N N |

S -
POS

NEB

EYE IRRITATION SCORE:
Techniclan: :ﬁa.,n Calculated By: Date
Verified By: Date__i2-R- %

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

Corneal neovascularization.

Pannus.

Unable to visualize due to

severe opacity.

Granulation scar tissue.

- Posttive stain retention.

- Negative stain retention.



HLA: k)ﬂ:s;gs

PRIMARY EYE IRRITATION TEST OBSERVATIONS

Group: !

Test material:

1. ol

Test eye:__Right

A9 washed: \& seconds following instillation of test material,

*’/bnuashcd

the test eye was washed with a)A mi of lukewarm
tap water forpay seconds.

| Sodium fluorescein exam

Technician: (e

tion Pariod. 72 rs
Animal No. E 2 .,
Location of
corneal lesions |
7331 ecoe- Head
N
Cornea - Qpacity Q 0 ) N
Areg fa) ®) 0 \\\
Iris Q ) O \\‘\
c t1 - \
ondune R:;;css O 0 o) N
Chemosis o 6] 0 \\x
Discharge ®) 0 0 \\\

EYE TRRITATION SCORE:

Calculated By:

Date: §1-9-817

Verified B8y:

0.0 -
S e AR

NA - Not applicable.

A - Petite hemorrhaging.
Blanching.

Clear discharges.
Purulent discharge.
Hair loss around the
Mecrotic areas.

oMMmMmoOaOm

severe swelling.
No reaction to light
Injected.

- 4

2

Reviewed by:

eye.

Unable to visualize due to

(00261/vat)

Corneal epithelial damage, peeling.
Corneal epithelial damage, piling.
Corneal epithelial damage, pitting.
Cornea) neovascularization.

Unable to visualize due to

Granulation scar tissue.

J -
K -
L -
M - Hypopyon.
N -
P - Pannus.
R -
severe opacity.
S -
POS

- Positive stain retention.

NEG - Negative stain retention.

pate: /2 ‘8'%7



w: 0805395

SCALE FOR SC(R‘ING OCULAR LESIONS
(DRAIZE' TECHNIQUE)

{1) Lornea

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

Mo opacity
Scattured or diffuse area, details of Iris Clearly visiole
Easily aiscerninle translucent areas, details of tris s1ightTy obscured

Opalescent areas, no detaiis of tris visibie, stze of pupi) barely discernible
Opaque, 1ris invistible ———

(8} Area of cornes involved

One yuarter {or less), out not zero
Greater than one-quarter, but less than hal?
ureater tnan nalf, but less than three-quarters
Greater tnan tnree-quarters, up to whole area

Axd x5 Tota] maxtmm = 30

1<)

Irs

(A) VYalues

NOTmA
Folas aoove normal, congestion, snﬂfn?, circumcorneal injection (any or all of these or
compination of any thereof} tris still reacting to lignt (sluggish reaction 1s positive

No Feaction to Hgﬁt. mmol. gross dastruction (uu or all of thess)

AxS Total saximm = 10

(3) Conjunctivae

(A) NRedness (refers to palpevral and bulbar conjunctivae excluding cornea and iris)
VessaTs normal

Yessels definitely injected above morws)
Hore diffuse, desper crimson red, Individual vessals not easTly aTacernible

Diffuse beefy red

(8) Chemosgis

No swe

Any swelling acove norms nC s nic ng
Uuvious swelling with partial eversion ot lids
Swelling with Jtas apout half closed
Swelling with lias about nalf closed to compietely closed

\C) Uiscnarge
RO aischargs -
Any amount aTFFerent from noveal (G083 ROT TRCTude sma 1T amounts observed 1n Taner
cantnhus of normal animels)
Uiscnarge with woistening the I rs Just adjacent

ana
viscnarge with hotstening of the 1ids and hairs, and consicerable ares around the eye

ane

Score (A+ B8 +C(C) x2 Tota] maximss = 20

The tatal score for the eye is the sum of all scores cbtained for the cornea, iris, and
conjunctivae. .

* lndicates positive effect. (FNSA Interpretation)

T Uratze, J. M., *Appraisal of the Safety of Chemtcals in Foods,
Drugs and Cosmetics - Derwal Toxicity®, Association of Food and
urug Officiais of the Unfted States, pp. 46-59 (1975).

{00261/ var )

=L N —



