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SAMPLE: T-4101

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
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 assume& responsibility for
purity and stability determination&.

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 according

to HLA Standard Operating Procedure.

Test Animal: Young adult
rabbits of the Now Zealand White *train were

procured, maintained individually in screen-bottom cages in temperature-

and humidity-controlled quarters, provided accoalm
to water Ad libitum

and a measured amount of Puri-ma High Fiber Rabbit Chow, and hold 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 outcome. No contaminants were expected to have been present
in the food or water which would have interfered with or affected the

results of the study.

Three acclimated animals, weighing from 2069 to 2146 9, were chosen

at random for the test. The animals' eyes were
a

xamined 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 *or tag.

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

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

Treatment: Each 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 hold
together for one second to prevent lose of material and then released.

The eyes of the rabbits remained unflushed.
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SAMPLE: T-4101

OECD EYE IRRITATION
(CONTINUED)

Reason for Route of Administration: Historicallyp the route of choice

based 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
a

id in revealing

possible corneal injury. Irritation was gradad and scored according to

the Draize technique.

Animals were weighed just prior to test material administration.

Pathology: At study termination all animals were outhanatized and

discarded.

Statistical Methods: Other than average eye irritation scores, no other

statistical method was performed.

Location of Raw Data and Final Report: The raw date 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
(CONTINUED)

SUMMARY

Test Animal: Albino rabbits - Now Zealand White
source: Hazleton Research Products, lnc.p Denver PA

Date Animals Received: 10/20/87

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

PRIMARY EYE IRRITATION SCORES*

3 Rabbit Mean
0.1 ml

OBSERUATION PERIOD (Unwashed)

1 Hour: 6.3

24 Hours: 6.7

48 Hours: 0.7

72 Hours; 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

observation period.
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SAMPLE: T-4101

OECD EYE IRRITATION (CONTINUED)

Table 1
Individual Eye Irritation Scores

Animal Observation Cornea Scare Iris Scare Conjunctivae Score
Number Period A B AXBXS A A X 93 A 8 c (A*B+C)2

F20334 1 Hour 0 0 a a 0 1 1 a 4
24 Hours 1 1 5 0 0 1 1 0 4
48 Hours a a 0 a 0 1 a 0 2
72 Hours 0 0 0 0 0 0 0

F20326 1 Hour 0 0 a a a 4
24 Hours 1 1 5 0 1 1 0 4
48 Hours 0 0 0 a 0 0 0 0
72 Hours 0 0 0 0 0 a 0 0 0

F20329 1 Hour 0 a 0 1 5 2 1 0 6
24 Hours 0 0 0 0 a 1 a 0 2
48 Hours 0 0 0 0 0 0 a 0 0
72 Hours 0 0 0 0 0 0 a 0 0

Cornea Conjunctivae
A - Degree of opacity A - Redness
B - Area of involvement 8 - Chemosis

C - Discharge

Table 2
Sodium Fluorescein Examination

Animal Observation Period
Number Pro-initiation 72 Hours

F20334 NEG NEG
F20326 NEG NEG
F20329 NEG NEG

NEG - No stain retention

POS - Positive stain retention (area of cornea involved).
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SAMPLE: T-4101

OECD EYE IRRITATION (CONTINUED)

Comments:

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

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

References:

1. Organisation for Economic Cooperation and De"volopment'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. 46-59 (1975).

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

4. NIH Publication No. 86-23 (Revised 1985).
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MLA:

PRIMARY EYE IRRITATION TEST OBSERVATIONS

Group: I
Test material: - 4jint
Test *ye:- Right

IL41_Washed:k)Aseconds following instillationof test-material. 1--llunwa shod
the test eye was washed with_&&mL of lukewarm
tap water for.&ZLseconds.

n I-tprv hcur
Animal No.
Location of
corneal lesions

Tail ----- Head

Cornea - Opacity 0 0

Area 0 0
Iris
Conjunctivae

Redness I

Chowsis

I Discharge

Sodium fluorescein ox

EYE IRRITATION SCORE:
Technician: )@gIIY9 Calculated By: oat@

Verified SY: Oat* 11--9;-49'7
Date:

PiA Not applicable. J Corneal apithelial damage, pooling.
A Petite h@ rrhaging. K Corneal *pithelial damage, piling.
a Blanching. L Corneal epithelia] damage, pitting.
C Clear discharge. N Hypopyon.
0 ftruientdischarge. 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.
N No reactionto light. POS - Positive stain retention.
I Injected. NEG - Negative stain retention.

Reviewed by: oat@:/.7-!g 7
(00261/vmt)



MLA: -7(oqoc73q-,7
PRIMARY EYE IRRITATION TEST OBSERVATIONS

Group: I
Test material: 44 1
Test eye: Riaht

IL+L_Washed:k3Aseconds following instillationof testmaterial, V-."Unwashed
the test eye was washed with_U&mL of lukftmrm
tap water forl&_soconds.

nhsL;.yA=t Parini4-e /@oa r4:@

AnimalNo.,- -t,.tq.%Ajlei
LocationOf
corneal lesions

Tail H*ad
b

Cornea Opacity

rea

Iris 0

Conjunctiva*
Redness

Chowsis

Discharce

Sodium fl in exam AL4 AI,4

EYE IRRITATION SCORE:
Technician: Calculated By: Date-u--l- /I

Date: 11-7 A7
Verified by: Date

u

Not applicable. J - Corneal apithelial damag*, pooling.
A Petits h@rrhaging. K - Corneal *pithelialdamge, piling.
5 Blanching. L - Corneal opithelial damgo, pitting.
C Clear discharge. N - Hypopyon.
0 Purulent discharge. N - Corneal neovascularization.
E - Nair 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.
N - No reactionto light. POS - Positivestain retention.
I - InJ@ctod. NEG - Negative stain retention.

Reviewed by: Date:

(00261/vmt)



"LA:

PRIMARY EYE IRRITATION TEST OBSERVATIONS

Group:
Test &ilnl
Test eye! Right

IL@_washed:.&jP -material, -"'Um" shodI.secondsfollowinginstillationof test
the test eye was washed with_U&ML of lukewarm
tap water for.&a_soconds.

Animal No.
Location Of
corneal lesions

Tail ----- Head

Cornea - opacity C)

Area

Iris

Conjunctivae
Redness

Chowsis C) I

I Dischar 0 C)

Sodiumfla&LtLLtinexam V14 4j

EYE IRRITATION SCORE:
Technician: @s=@ Calculated By: DateI

Verified By:. Date i3-9-
Date:

MA Not applicable. J - Corneal opith*lialdamge. pooling.
A Petits h@rrhaging. K - Corneal opithelialdam"e, piling.
5 Blanching. L - Corneal opithelial damage, pitting.
C Clear discharge. P - Hypopyon.
D Purulent discharge. N - Corneal neavascularization.
E Nair loss around the eye. P - Pannus.
F Necrotic areas. R - Unable to visualize duo to
6 Unable to visualize due to severe opacity.

severe swelling. S - Granulation scar tissue.
m - No reactionto light. POS - Positive stain retention.

- InJ@Ctod. NEG - Negative stain retention.

Reviewed by: ty" at@: 12 -

(00261/vmt)



MLA:

PRI14ARY EYE IRRITATION TEST OBSERVATIONS

Group:
Test material:---I:-Lil6i
Test eye: Right

11@_Wash*d:&LO seconds following instillation of test-material, k-I"Unwashod1_
the test eye was washed with_&Ia_mL of luke"rm
tap water for.&a_soconds.

ObSLCXLU&t Porind- -72 @eyir'c@

Animal No
Location ;f
corneal lesions

Tail ----- Head

Cornea - Opacity

Area

Iris

Conjunctiva*
-Redness 0 C)

Chowsis C)

Discharoo 0 1

Sodium fluorescein exam kl#A I

EYE IRRITATION SCORE: C).C)

Technician: Calculated By: 4A - oat:. I
---Verified By: ng

Da
t 12-,k7-

Date: ii-q-T7

MA Not applicable. J - Corneal spithelial damgo. pooling.

A Petite h@ rrhaging. K - Corneal epithelia] damage, piling.

B Blanching. L - Corneal apithelial damage, pitting.

C Clear discharge. N - Hypopyon.
D Purulent discharge. k - Corn*&] neovascularization.

E Hair loss around the eye. P - Pannus.

F Necrotic areas. R - Unable to visualize du* to

G Unable to visualize due to severe opacity.

severe swelling. S - Granulation sear tissue.

N No reaction to light. POS - Positive stain retention.

I Injected. REG - Negative stain retention.

Reviewed by: Date: 1.2-53-S7
(00261/vmt)



MLA:

SCALEFOR SCOR@NGOCULARLESIONS
(DRAIZE TECHNIQUE)

(1)Lorne&

iA) UPSCit - degree Of 44MSitY (Area most dOnSO t&ktn for reading)
no Opacity

, 0
Scatteredor diffuse area. detaiTs--o-Vi-risclearly visib-F* 1.
Easilyatscarnioletranslucentareas, details of iris slightlyobscured 2.
Opalescentareas. no details of Iris visible,size of pupiI barelyalcornible

3*Opaque. iris invisible
4*

(6) Area of cornea Involved
On@ 4u&rter(or lesst.ou-t not zero

I6reater than one-quarter.but less tnan nalf
2tireat*rthan half. but lessthan tnro*-qw rs

(irvatertnan thr"uarters. up to wnole&;:f
14

A x d x 5 Total maximum - 80

i,e)Iris

(A) Values
morm7-

0Fo)as awwo normal, congestion, swelli i injoctfbk (any or all of se@or
combinationof any tm.oo ) iris stililreactingto light (sluggishreaction is positive

reactionto light,mwrrnap. gross truction(anyor ail of- 2*

A x 5 ToUl maximum - 10

(3)Conjunctivas

(A) madness (refersto palpabraland bulber Conjwlctivaeouluding Cormu and iris)
vess@Tsa-or= 1

0Vesselsdefinitely inj*ctedabove ramul
I

More diffuse,d@Wr Crimean red. individualves" Is not easily discernible
2*Diffusebwy red
3*

(0) cnomsis
N T=o see

no-
Any swellin moovenornT-(i"Cju"s nicziu

'I
ng @ans)

ouvious s lingwith partial @versionat lids
2*swelling with lips about hall .U*qm
31$wol)inv with lips &Dmt half CIO ad to Completely Closed 4*

tc) Uis 6
no dischar=",

0Any amount diftwent from nw"-F-Td"s- not lnc]UGG SMII amounts Observed Inin;;ir- Icantnusof norm) animals)
Ulscnar" witn idoisteningof the liesam ;Mrs just adjacent to licts- -

2uiscnargewith hoistani" of the lidsand Mirs
.
and consiamable area around the 0)0= 3

$care (A + I + C) x 2 Totalmxi@ - 20

The totalscwe for the eye Is the am of all scaresobtainedfor the cornea.iris.and
cunjunctivas.

Indicatespositive affect. (FNSA Interpretation)

Uraizd.J. *.. -Appraisalof the Safety of Chemicals in Foods.
Drugs aft Cosmetics - Ommi Toxicity*.Associationof Food and
Orug Officialsof the United States,pp. 46-59 (1975).

(DO261/vm)


