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SAMPLE NLUMBER: 70905764 PAGE 3

SaMPLE: T-4102

DECD 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-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 asccording
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 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. Animal 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 hawve 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 2155 g, were chosen

at random for the test. The animals' eyves 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 2.1.

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 NLIMBER: 70905764 PAGE

SAaMPLE: T-4102

OECD EYE IRRITATION (CONTINLIED)

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

DObservations: The treated eyes 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. Body
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 abnormalities 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 NUMBER: 7090%744

SAMPLE: T-4102

DECD EYE IRRITATION

SUMMARY

BEST COPY AVAILABLE

(CONTINUED?

Test Animal: Albino rabbits - New Zealand White

Source: Hazleton Research Products, Inc.,

Date Animals Received: 10,20-87

Date Test Started: 1170687

Date Test Completed:

Denver PaA

PRIMARY EYE IRRITATION SCORES*

OBSERVATION PERIOD

1 Hour:
24 Hours:
48 Hours:
72 Hours:
24 Hours:

7 Days:
14 Daus:

¥ The Primary Eyve Irritation Score is the total eve
for all the animals divided by the number of animals (3) at each

sbservation period.
** Based on a twn-animal mean.

3 Rabbit Mean

0.1 ml

(Unwashed)

C00551

24.0
29.3
21.3
16.5%%
5.0#xx
1.0%*
D.0%x*

11-20-87

PAGE
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SAMPLE NUMBER: 70905764

SAMPLE:

T-4102

OECD EYE IRRITATION

Animal
Number

F20347

F20333

F2nz44

NEG
FOsS

* AN

Individual Evye

(CONT INUED)

Table 1

Irritation Scores

Conjunctivae

Observation Cornea Score Iris Score
Period A B8 AXBXE A A X5 A
1 Hour 0 0 0 1 S 2
24 Hours 1 3 15 1 5 2
48 Hours 1 3 15 1 & 2
72 Hours 1 2 10 1 5 2
96 Hours 1 1 5 1] 0 1
7 Days 0 0 1] 0 ] 1
14 Days 0 ] 0 0 0 0
1 Hour 1 1 5 1 ) 2
24 Hours 1 2 10 1 5 2
48 Hours 1 1 5 1 5 2
72 Hours 0 1] 0 0 0 2
96 Hours 0 0 ] 0 0 1
7 Days 0 0 ] ] 0 0
14 Daus 0 0 ] 0 0 0
* 1 Hour 1 2 10 1 5 2
24 Haours 1 2 10 1 5 2
48 Hours 0 0 0 0 0 2
Conjunctivae
= Degree of opacity A = Redness
= Area of involvement B = Chemosis
C = Discharge
Table 2
Sodium Fluorescein Examination
Animal Observation Period
Number Pre-initiation 72 Hours 7 Days
F20347 NE: PDS (40%) NE
F20333 NEG NEG NEG
F20344 NFEIS * *
No stain retention

Positive stain retention (area of cornea

mal found dead at ?2-hour observatian.

involved).

COGoS
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B
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14 Dawys

NEG
NEG

%*

C
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PAGE &

Score
(A+B+C)2

12
10
10
10

2

2
0

1Y)
14
16
8
4
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SAMPLE NUMBER: 20905764 ' ‘ PAGE 7

SAMPLE: T-4102

OFCD 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 94 hours.

Animal No. 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 Irritation/Corrosion,
adopted May 12, 1%981.

2. 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. 46-5% (1975).

3. 40 CFR 7%92.

4. NIH Publication No. 86-23 (Revised 1985).
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Personnel Stignature Sheet
Acute Toxicology

Initials

Name Job Title

Sr. Lab. Animal Asst.
Lab. Animal Asst.

Sr. Lab. Animal Asst.
Sr. Lab. Animal Asst.
Lab Animal Asst.

Lab Animal Asst.
Group Leader

Becky Beckwith
Steve Beloungy
Ken Bridges

Pat Crary

Shane Eith
Shawn Frazier
Steven M. Glaza

Molly Habhn Admin. Clerk
Kevin Hamilton Lab. Animal Asst.
Jeff Hicks Sr. Lab. Animal Asst.

Calvin Horton
Sharen L. Howery

Group Leader
Administrative Asst.

Gregory Johnson
Paul Krebs

Wayne Madison
Scott McConnell
Shelley McConnell
Dawn Conant

Doﬁ Navis

Robin Olson
Patricia Padgham
Joseph J. Daun
Michael Patzka
John Paulson
Jane Polnow
Dennis B. Steiner
Michael Thesing
Paula 6. Vangen
Albert Olson

Jim Jirschele
Ben Haley

Lab. Animal Tech.
Lab. Animal Asst.
Section Supervisor
Lab. Animal Tech.
Lab. Animal Tech.

Sr. Lab. Animal Asst.

Lab. Animal Asst.
Lab. Animal Asst.
Team Leader

Lab. Animal Asst.
Lab. Animal Asst.

Sr. Lab. Animal Asst.

Lab. Animal Tech.
Lab. Animal Tech.
Lab. Animal Asst.

Administrative Asst.

Manpower
LTE

Sr. Lab Animal Asst.

Eileen M. McConnell Admin. Clerk

Annette R. Turner

Manpower
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BODY WEIGHT/uuoE RECORD

Study title: Primary Eye Irritation Date animals received:m_ﬂ;agﬁ"? .
Test material: T .4i02 ' Species/strain: Rabbit/New Zealand While -
Physical description: Dopx Avece LIQUID Source: Hazleton Research Products, Inc.
pH result: Q) with Hanna leter No. 6890

Room Ho: 1.1 -E

Dose: .y m g (nam equivalent)
,4qosei¥ with a T-nL mspogable syringe/ pA each dose
individually drawn up with a gy -ul HamiTton Syringe Review of folder preparation by:_;__/)_ﬁ____Uate;_/_l_'Q_'_Z?

Pain Response
All animals appeared norual

Animal Body Weights (g)

Initial Following
Animal No. Group Sex SF* Dosing Initiation Day 7 Day 14 Day 21 just prior to dosing.
' Technician:__ kR bate: 11//]7
fR 0347 21l e | N 135 2355 | 240/
* < Sodium fluorescein examination.
FQ 0333 | % NEG E Q55 &’/L{ﬁe 2316 NEG - Negative.
% Founsh Dead N/Y9/ POS - Positive.
FQo3dy | + MNEG E 070 | 18854 1787 NA - Not applicable.
. Y U - Unable to determine pH.
o] v - Vocaligation.i
E - Excessive pawing of treated eye.
] N - None
' T~ Dosed directly on the cornea.
T~ The eyelids were released
] immediately without forced
~e blinking or manipulation.
—~] :
] .~ Dosed in the conjunctival sac.
R I "+ The upper and lower lids were
. — gently held together tor one
: ' second.
Technician Al 2| e/l k8 les len |\ . ‘ N2
VAT - Time of dosing: . 20 vm
Date 9 sl 7-5 ”/(9 “/to %J ”ao \ Technician ngﬂ‘.ﬂ? Date: ][ /R
| Time of first observation:_3.30 PN
Scale Used K<0Dm) 5019 11344 ) /5019 Technician: /72 VateT 74/ 7
Sur!'vwing animals designated for sacrifice and discard. Technician KA _ Date .u/,'?[/ﬁe‘,’
Reviewed by: i Date: /1-S-¥7

(00261/vmt)
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HLA:_ )00 8 a 5(
PRIMARY EYE IRRITATION TEST OBSERVATIONS '

Group: ‘
Test material:__ T . JlOa
Test eye: Right

AAWashed: B seconds following instillation of test material,
the test eye was washed with @ mL of lukewarm
tap water fornA seconds.

u//ﬁnuashed

Animal No.
Location of
corneal lesions

Cornea - QOpacity

Area_
Iris
Conjunctivae ;
Redness
Chemosis
Discharge

SY:) "\\

EYE IRRITATION SCORE: . Z. LnD

Sodium fluorescein exam

Technician: __ ¥B8 ) 77 Calculated By:_%b_ Date_[[-4—<1]
T Verified By: Date_y/-13-€7

Date: l\/z,.’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 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:
(00261/vmt)

"

Date: /2 -€-87
C00556



Group: I

Test material:

T -d183

HLA: Z( 23(25 2{04

PRIMARY EYE IRRITATION TEST OBSERVATIONS

Test eye:__Right

L)fWashed: R seconds following instillation of test. material,

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

: 24 hours

Anwashed

4

Animal No.
Location of
corneal lesions
Tail  ----- Head
Cornea - Opacity \\
Area \
Iris \
Conjunctivae - \
Redness 28 9 4 2 A N,
\,
Chemosis a 3 3 \
\
Discharge L 1 On 2N \
LSodtum fluorescein exam| A/ AlA AA \
EYE IRRITATION SCORE: 234.fi
Technician: QO Calculated By: Date_[F94-K11
Verified By: Date_ /- {3-%
Date: ([-7-87
NA - Not applicable. J - Corneal epitheltal 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: 144 pate: )2-8-%7
(00261/vmt) COCHLSY/



HLA: ZCﬁQS 26 4

PRIMARY EYE IRRITATION TEST OBSERVATIONS

Group: ‘

Test material: =1 . 4100

Test eye:_ Right

A)fWashed: R seconds following instillation of test material, p//ﬁnwashed
the test eye was washed with ) mL of lukewarm
tap water fornA seconds.

YR hours
Animal No.
Location of
corneal lesions
Tall —eeee Head
N\
Cornea - QOpacity \
Area _ \\\
Iris \\\
Conjunctivae - \\\
Redness 2ﬂ6 Z.pB 2B N
Chemosis 2 '23 ‘ ‘\\
Discharge l D ES C ] C \\\
Sodium fluorescein exam{\/ A Ad | VA \,
EYE IRRITATION SCORE: ZZ’,
Technician: P Calculated By: Date
. ’ Verified By: Date  /H-15-%7
Date: H-%-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 discharge. M - Hypopyon.
D - Purulent discharge. N - Corneal neovascularization.
E - Halir 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: "’ pate: )2-8-%] -

(00261/vmt) ¢o




Group: ‘

Test material:

T -d163

aa:_ 70905 2ol

PRIMARY EYE IRRITATION TEST OBSERVATIONS

Test eye:__Right

A)PAWashed: B seconds following instillation of test material,

+ Unwashed

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

Ohservation perigd: 72 hours

(00261/vmt)

Animal No. Pol
Location of
corneal lesions
L0 R ——— Head
Cornea - Opacity ! @) AA \\
Area _ ) O \
T
Iris | Q \
Conjunctivae - B g >) \
Redness o o N
Chemosis ) | \\‘
Discharge (€ ID \ ‘
LSodium fluorescein examiProdG% | Moo \/ \
-~ \
EYE IRRITATION SCORE: A1 MedO,
Technician: _( 9mc Calculated By: =
Verified By: /-13-
Date: [1-9-817 |
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: ﬁ/) _ _ Date: 1-8-87
[ITHINIS



PRIMARY EYE IRRITATION TEST OBSERVATIONS

Group: l

Test material:

T - J183

10905 i

Test eye:_ Right

LfWashed:aA seconds following instillation of test material,
the test eye was washed with )@ mL of lukewarm

tap water forw# seconds.

u//ﬁnwashed

Qhservation Period. MQ%T S
Animal No.
Location of
corneal lesions
Tadl ----- Head
Cornea - QOpacity N
Area
Iris \\¥
Conjunctivae - \\\
Redness | l N
Chemosis o I \\\
Discharge o o \\\
Sodium fluorescein exam| NA MH’ Vv » \
/654— EYE IRRITATION SCORE: - 5~ S (2 —an}maf Me
Technician: /747' Calculated By: <. Date_ ;/i-[z
Verified By: /Y7 Date /Pl3“8';
Date: }-10~%7
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: /’V Date: J2- '8
COUSGO
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Group: I

Test material:

T -Ji103

HLA: 2( EQ( )5 20y

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 fornA seconds.

" Unwashed

.
Animal No. ol
Location of
corneal Tesions
Tall ----- Head
N
Cornea - QOpacity 0 O AL N
Area o) Q \
Iris 0 0 \\\
Conjunctivae - \\\
Redness \ 0O N
Chemosis 9 O \1
Discharge C C \\
Sodium fluorescein exam| N YV \\h
m% }m‘ v .
EYE IRRITATION SCORE:_\.O (2-animul mean
Technician: GﬁB Calculated By: Date_ //-[3-]7
Verified By: Nd=t— Date_ /) v )(-87
Date: \Q;b}(?

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 gpacity.

severe swelling. S - Granulation scar tissue.
H - No reaction to light. POS ~ Positive stain retention.
I - Injected. NEG - Negative stain retention.
Reviewed by: 7y’ Date: /2-B-

¢oC561

(00261/vmt)
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Group: ]

Test material:

T -J103

HLa:_ 70908 2ad

PRIMARY EYE IRRITATION TEST OBSERVATIONS

Test eye:__Right

AfiWashed: A seconds following instillation of test material,

the test eye was washed with g )@ mL of lukewarm

t//ljnwashed

vk e

tap water forn@ seconds.
fsecvation perios; Doy 14

Animal No. ol
Location of
corneal lesions
Jadl —-e-- Head
Cornea - Opacity O o N A \\

Area o ) \
Iris @ O \
Conjunctivae - \

Redness O O

Chemosis @) @)

Discharge O @) N

~
| Sodtum fluorescein exam Nﬂ.% oG | W N
. EYE IRRITATION SCORE:
Technician: Bf) Calculated By: Date [1~%=g;g7
Verified By: Date_ /2-&
Date: “,/9’70/(?7
NA - Not applicable. J - Corneal epithelial damage, peeling.
A - Petite hemorrhaging. K - Corneal epitheiial 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: /1Y Date: /2-8- 7
CuG5862
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BEST COPY AVAILABLE v ek olu 2

SCALE FOR SCURING OCULAR LESIONS
(DRAIZE ' TECHNIQUE)

(1) Cbrnea

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

Scattered or diffuse area, details of iris clearly visible

Easily discernible translucent areas, details of iris slightTy obscured

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

(8} Area of cornea involved

One quarter (or less), but not zero

Greater than one-quarter, but less than half

Greater tnan half, but less than three-quarters

Greater than three-quarters, up to whole area

AxiBdx5 Total maximum = 80

(¢} Iris

(A) Values

Norma

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

No reaction to light, hemorrhage, gross destruction (any or all of these)

Ax5 ‘ Total maximum = 10

{3) Conjunctivae

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

Vessels definitely injected above normal

More diffuse, deeper crimson red, individual vessels not easily discernible
Diffuse beefy red

{8) Chemosis
No swelling

Any swel1in% above normai {includes nictitating membrane)
. Ouvious swelling with partial eversion of 1ids

Swelling with 1ids apbout half closed

Swelliny with lias apout half closed to completely closed

(C) Discharge
No discharge

Any amount ditterent from normal (does not include small amounts observed in inner
cantnus of normal animals) )

Uischarge witn noistening of the Tids and hairs just adjacent to 1ids

Uischarye with hoistening of the 1ids and hairs, and considerable area arcund the eye'

Score (R +B + () x 2 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)

i Uraize, J. H., “Appraisal of the Safety of Chemicals in Foods,
Drugs and Cosmetics - Dermal Toxicity*, Association of Food and
Urug Officials of the United States, pp. 46-59 (1975),

(00261/vmt)
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