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OBJECTIVE
The objective of this study was to assess the relative level of jrritation/corrosion produced following a single exposure of a test material to one eye
of albino rabbits.’

All procedures used in this study are in compliance with the Animal WelfareAct Regulations. In the opinion of the Sponsor and study director, the studydid not unnecessarily duplicate any previous work.

TEST MATERIAL

Identification
The test material was identified as T-5898 and described as a clear, light-
yellow Tiquid.

Purity and Stability
The Sponsor assumes responsibility for purity and stability determinations
(including under test conditions).

Storage and Retention

The test material was stored at room temperature. Any unused test material
will be returned to the Sponsor after issuance of the final report according
to Hazleton Wisconsin (HHI) Standard Operating Procedure (SOP).

SafetyPrecautions

The test material handling procedures were according to HHI SOPs and policies.

TEST SYSTEM

TestAnimal

Adult albino rabbits of the Hra: (NZ)SPF strain were procured from HRP, Inc.
and maintained at the Hazleton Wisconsin facility at 3802 Packers Avene,
Madison, Wisconsin. Animal husbandry and housing at HWI comply with standards
outlined in the “Guide for the Care and Use of Laboratory Animals".: The
animals were individually housed in screen-bottom cages in temperature- and
humidity-controlled quarters, provided access to water ad 1ibitun and a
measured anount of Laboratory Rabbit Diet HF #5326, PMI Feeds, Inc., and held
for an acclimation period of at least 7 days. The feed is routinely analyzed _
by the manufacturer for nutritional components and environmental contaminants.
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Samples of the water are periodically analyzed by HHI. There were no knowncontaminants in the feed or water that would have interfered with or affectedthe results of the study.

Three fenale acclimated animals, weighing from 2,628 to 2,722 g, were selectedand maintained during the study in the same manner as for the acclimationperiod. If variations fron the required temperature and humidity conditionsexisted, they were documented and considered to have had no adverse effect onthe study outcome. The animals’ eyes were examined on the day before testmaterial administration using sodiun fluorescein dye procedures. Only thoseanimals with no sign of ocular injury or irritation were used. Animals wereidentified by animal number and corresponding ear tag.

Justification for Species Selection

Historically, the New Zealand White albino rabbit has been the animal ofchoice based on its large orbit and nonpigmented iris.

PROCEDURES

PreparationofTestMaterial

The test material was administered as received. The pH of the test material
was determined to be 7.6.

Treatment

Each rabbit received 0.1 nl of the undiluted test material placed into the
everted lower 1id of the right eye, with the Teft eye serving as the untreated
control. The upper and Tower 1ids were gently held together for I second to
prevent loss of material and then released. The eyes of the rabbits remained
unflushed.

Reason forRouteofAdministration

Historically, the ocular route has been the route of choice based on the
method of Draize.’

Observations

The treated eyes were observed for ocular irritation at 1, 24, 48, 72, and
96 hours and Days 7 and 14 after treatment. Irritation was graded and scored
according to the Draize technique. Sodium fluorescein examinations were used
to aid in revealing possible corneal injury at 72 hours and Days 7 and 14.  _
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Animals were weighed just before test material administration and at weeklyintervals throughout the study.

Termination

At termination of the experimental phase, all animals were designated to beeuthanized and discarded.

StatisticalAnalyses

No statistical analyses were required by the protocol.

LocationofRawData,Records.andFinalReport
The raw data, records, and a copy of the final report will be retained in thearchives of AMI in accordance with HWI SOP.
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SUMMARY OF RESULTS
Test Animal: Albino Rabbits -Hra: (NZW)SPF
Source: HRP, Inc., Kalamazoo, MI
Date Animals Received: 02/17/94
Experimental Start Date: 02/24/94 Experimental Termination Date: 03/10/94

Average Primary Eye Irritation Scores
Observation Average
—Peried Score

1 Hour 2.3
24 Hour 26.7
48 Hour 15.0
72 Hour 10.3
96 Hour 7.3
Day 7 43
Day 14 0.0

* The average primary eye irritation score is the total eye irritationscore for all the animals divided by the number of animals (3) at eachobservation period.
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Table 1

Individual Eye Irritation Scores
Animal Cornea Iris Conjunctivae Total
Number a B £ o E E Score

1Hour

Fa9828" 1 1 1 2 2 z 22.0F49829" 1 2 1 2 3 z 29.0F49795" 1 1 by 2 2 2 22.0

Mean 2.3

24Hours

F49828 1 1 1 2 2 1 20.0F49829 1 3 I 2 3 2 34.0F49795 1 1 r 2 3 3 26.0

Mean 26.7

48 Hours
F49828 0 0 9 1 0 0 2.0
F49829 2 1 2 2 2 27.0F49795 ¥ 1 Is 2 1 0 16.0

Mean 15.0

Cornea Iris Conjunctivae

A - Degree of opacity © - Degree of iridal D - Redness
B - Area of involvement irritation E - Chenosis

F - Discharge
+ Totalscore = (Ax Bx5) + (Cx5) + [(D+E+F) x2].
b Blanching.
c Clear discharge.
d Purulent discharge.
i Injected.
J Corneal epithelial peeling.
t No pain response after test material instillation.
u Excessive pawing at the treated eye after test material instillation.
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Table 1 (Continued)
Individual Eye Irritation Scores

Animal Cornea Iris Conjunctivae Total
Number a B £ bo E E Score*

12Hours

F49828 0 0 0 1 0 0 2.0F49829 1 1 1 2 1 1° 18.0F49795 ¥ 1 0 2 1 0 11.0
Mean 10.3

96Hours

Fa9828 0 0 0 0 0 0 0.0F49829 1 1 0 2 1 0 11.0Fa9795 1 1 0 2 1 0 110
Hean 7.3

Day7

F49828 0 0 0 0 0 0 0.0F49829 0 0 0 1 0 0 2.0F49795 r 1 0 2 1 0 1.0
Mean 4.3

Cornea Iris Conjunctivae

A - Degree of opacity C - Degree of iridal D - RednessB - Area of involvement irritation E - Chenosis
F - Discharge

+ Total score = (Ax Bx5) + (Cx5) + [(D+E+F) x2].
b Blanching.
© Clear discharge.
i Injected.
3 Corneal epithelial peeling.

005773



HWI Number: 40200470 Page 9
Sample: T-5898

Table 1 (Continued)
Individual Eye Irritation Scores

Animal Cornea Iris Conjunctivae Total
Number A B a. L E E Score*

Day14

F49828 0 0 0 0 0 0 0.0F49829 0 0 0 0 0 0 0.0F49795 0 0 0 0 0 0 0.0
Mean 0.0

Cornea Iris Conjunctivae

A - Degree of opacity © - Degree of iridal D - Redness
B - Area of involvement irritation E - Chemosis

F - Discharge
+ Totalscore = (Ax B x5) + (Cx5) + [(D+E+F)x2].

Table 2
Sodiun Fluorescein Examination

Animal ObservationPeriod
Number Sex Preinitiation 12Hour Day7 Day14

F49828 F NEG NEG NEG NEG
F49829  F NEG NEG NEG NEG
Fag795  F NEG POS (5%) POS (5%) NEG

NEG Negative stain retention.
POS Positive stain retention (area of cornea involved).
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DISCUSSION
The test material, T-5898, when evaluated for its primary eye irritation
potential in rabbits, produced corneal and iridal involvement and moderate to
severe conjunctival irritation. All treated eyes had returned to a normal
appearance by Day 14 after treatment.

REFERENCES
1. "Acute Eye Irritation/Corrosion," Organisation for Economic Cooperation

and Developnent’s Guidelines for Testing of Chemicals, Section 405
(adopted May 12, 1981).

2. NIH Publication No. 86-23 (revised 1985).

3. Draize, J. H., "Eye Mucosa," In: Appraisal of the Safety of Chemicals in
Foods, Drugs and Cosmetics - Dermal Toxicity, Association of Food and Drug
Officials of the U.S., pp. 49-50 (1959).
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(62/10-06-93)
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WI No: HOON
TEST MATERIAL ADNINISTRATION RECORD

Test Material: —- seqey 0000000000000
Physical Description: cuEAR(IGHT VJELIOWLIQUID
PH Result: 2:6 with Corning pH Meter No. 05510
PH was determined on: .~ undiluted material / wa dilution of wn %wA/mn
U - Unable to determine pH due to NE “.

Storage conditions of test material: ROOM TEAPERATILRE.

—_ Approximately § wn are_test material instillation 2 drops of 0.5%
proparacaine HCl (Ophthaine Lot were placed on the corneal
surface of eye(s) of each rabbit. Tech./Ttme/data:

Group ia Dose:0.)mL/AlAY (alanL equivalent) Time: From4:0,To14:08

+ Unflushed
la Flushed: _nJn_ seconds after test materdal instillation, the test

ee of exch anual yas flushed vith Ala mL of lukevira tap
water for _n\A_ seconds / minutes. Time:FromAJA To ala

Group Das 9 (nl equivalent) Time: From To,

—_ Unflushed
__ Flushed: ____ seconds after test mata tiation, the test

eye of each animal was flushed with nl rm tap
water for _____ seconds / minutes. Time: From

1 Dose was administered using a 1-nL disposable syringe.
813 Dose vas adainstored using a _un__oul glass syringe.
Ja Dose was weighed into and administered using a weighing paper.

Ala Dose was placed directly on the corneal surface of the right eye. The eyelids
were released {mediately without forced blinking or manipulation.

«Dose was placed into the everted lower 11d of the right eye. The upper and
Tower 14ds were gently held together for one second and then released.

J Other: pA _ —_—
Dosing Technician/Date:Qcacsaauae

Tine of 1-hour scores: _is:aq Technician/bate: __Qc / 2-34-94

WA Rot applicable. ocey error ac 9-24-94 -
(E8/12-09-92) Final data review by/Date: _ J2//aoa 2
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BODY WEIGHT / TREATMENT EFFECT RECORD

Test Material: _T- S898
Species/Source Strain/Location: Babi ras(NISPE/OAL

ved: 2-10 Oy :Date Animals Received: 2-00 Initiated in Room Number: IQyf

nl flS$ 0 rove rreT ET

[amas[LU Thee[ep[aun[oma] |
1 TTTT TTTT

I~
TS

rTr=
T=

* Sodium Fluorescein examination, | FECES AT ASLon sag
NEG Negative.
POS Positive,
NA Not applicable.V Vocal ization.
E Excessive pawing of treated eye.N None.

On the day of treatment, all animals were weighed and appeared normal before testmaterial administration.
Technician/Date:_Qc/2-84.94

Surviving animals were designated for sacrifice and discard.
Technician/Date: in/3-)0-Qck

Final data review by/Date: _C 7 3-//-94(2/12-09-92)
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PRIMARY EYE IRRITATION OBSERVATIONS

Test Material:—T=sees 0000000000
Group: _n/n Test eye: _Right

Observation Period: __|aur

[ot veiwpjJopopTome [apeN_[1]mr LOCornealte NN ASSASN SMAI
oma to]TTRrel ToTr INCbee Tr Tr NT

mes|5[98Toe|TN]Conjunctivae
i| geste] 3[5Tp [IN|

a1a 2 | | | \Seiten Frees wl on | on Jom|TT]
Eve Irritation Score: 24.3Technfctan:ac
Calculated by/Date: __ac_/2-v-94Date: 2-24-94 Verified by/Date: —27 [pge

A Not applicable. J Corneal epithelial peeling.A Petite hemorrhaging. K Corneal epithelial pitting.B  Blanching. L Corneal’ edema.© Clear discharge. HM Hypopyon.0 Purdient discharge. N Corneal neovascularization.E Hair loss around the eye. Pp Pannus.F Possible necrotic areas. R Unable to visualize due to& Unable to visualize due to severe corneal opacity.severe conjunctival swelling. S$ Granulation scar tissue.H No reaction to light. POS Positive stain retention.1 Injected. NEG Negative stain retention.

Final data review by/Date: _7/eag-pv(E3/07-15-92)
005780



WMI No: Hoorng7o

PRIMARY EYE IRRITATION OBSERVATIONS

Test Material: ___T- 5898
Group: _nfp Test eye: _Right

Observation Period: HOUR

Location of CX N N Is NCorneain RN SANA
[mn TrTrTR

vel a[0 TSC
Pre T=[ew|[NI]

NRedness

| Cremer Ch 1 aa —
| ts

sews | [op[oc TTTN]

Eye Irritation Score: 2007Technician: Ca
Calculated by/Date: __f= /22.5-chDate: 2-25.94 Verified by/Date: “722/ rg7y

A Not applicable. J Corneal epithelial peeling.A" Petite hemorrhaging. K Corneal epithelial pitting.3 Banciing. 4 forest edems.ear discharge. opyon.b purutent discharge. \ Comat neovascularization.Hair loss around the eye. annus.Epos necrotic areas. R Unable to visualizedue toable to visualize due to severe corneal opacity.severe conjunctival swelling. S Granulation scar tissue.H No reaction to light. POS Positive stain retention.I Injected. NEG Negative stain retention.

Final data review by/Date: _72// pzu-2¢(E3/07-15-92) °
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PRINARY EYE IRRITATION OBSERVATIONS

Test Material: -58498

Group: _n/A Test eye: _Right

Observation Period: 5pthee

z UpNO0orneal I 1J| Lestons N AND S\N[ema 2 o[ZTKR
wel op1a|TNC]

me Te[or ON]2

Conjunctivae

mete|,|p [TN]{
ews p [ge [1 TX

Eye Irritation Score: __s0Technician: 2
Calculated by/Date: __J /aagzyDate: ya Verified by/Date: —ac /i-39v

NA Not applicable. J Corneal epithelial peeling.A petite hemorrhaging. X Corneal epithelial pitting.ng. e
5 Purses erecta Icrulent discharge. rei .E Hair Jossaroundthe eye. P Pannus.F Possible necrotic areas. R Unable to visualize due to& Unable to visualize due to severe corneal opacity.severe conjunctival swelling. s Granulation scar tissue.H No reaction to Tight. POS Positive stain retention.I Injected. NEG Negative stain retention.

Final data review by/Date: __£=/,3-.5-Qcf(E3/07-15-92)
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PRIMARY EVE IRRITATION OBSERVATIONS

Test Material:—T-8e08 000
Group:_ p/p Test eye: _Right

Observation Period: __ZZ4tone

| cornea I| Ei NN () MAA
wma [oT[FTTORT

wel o[, TIN
Pee a oTTN]
conmmerae 2 +Tor|oo TNonjunctivae

1oeerts |0|,|, TN]

Eye Irritation Score: __/p.2Technician: 2
Calculated by/Date: _J3/ / ouap-zyDate: Zaz Verified by/Date: ac/13-94

NA Not applicable. J Corneal epithelial peeling.A" Petite hemorrhaging. K Corneal epithelial pitting.B  Blanching. L Corneal edema.Clear discharge. MH Hypopyon.D  Purulent discharge. N Corneal neovascularization.E Hair loss around the eye. Pp Pamnus.F Possible necrotic areas. R  Unable'to visualize due to& Unable to visualize due to severe corneal opacity.
severe conjunctival swelling. $ Granulation scar tissue.H No reaction to Tight. POS Positive stain retention.I Injected. NEG Negative stain retention.

Final data review by/Date: __ =/3.5.Quf(E3/07-15-92)
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’ WI No: Hoorne7o

PRIMARY EYE IRRITATION OBSERVATIONS

Test Material: -58498

Group: _n/n Test eye: _Right

Observation Period: _Q( HOUR,

[anteater lapzalomalansNT|
— OY N\) YNCorneal iBT LAL ANA)
Leones eo[17 N_| |

val o|[INC
fee ToTo2] TN]
contettas 20 on |2|5| N_ |

arts| 5|,IN]

Sottum Fluorescein oan yp |yp[on | | | |
' io Eye Irritation Score: _2.3Technician: =

Calculated by/Date: Un [2.2899Date: 2-289 Verified by/Date: __oc/3-39y

NA Not applicable. J Corneal epithelial peeling.A Petite hemorrhaging. K Corneal epithelial pitting.3 o)anching. i oes edema.ear discharge. yon.
D Jonem scharge. N Comes?neovascularization.E fair Toss around the eye. P annus.
F Possible necrotic rose: R Unable to visualize due toG Unable to visualize due to severe corneal opacity.

severe conjunctival swelling. S Granulation scar tissue.H No reaction to light. POS Positive stain retention.I Injected. NEG Negative stain retention.

Final data review by/Date: __oi 73-11-94(E3/07-15-92)
"
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PRINARY EYE IRRITATION OBSERVATIONS

Test Material: T-58498

Group: _ n/n Test eye: _Right

Observation Period: __Da

ee LC XOCornealiin NNAeNNNif 55%| we [| 5|o FFTNT|Cornea |melo ToTH INC]

pes 0[Tp TNT]BCSFHEANI emosis o

{www]o[0TTTN]Coston Fresco ena] ee[ne Jmmez]1|N
Eye Irritation Score: _4.3Technician:___Qc
Calculated by/Date: __qc/3-3.99Date: 3-3-94 Verified by/Date:—Un[3-599

HA Not applicable. J Corneal epithel{al peeling.A" Petite hemorrhaging. K Corneal epithelial pitting.B  Blanching. L Corneal edema.C Clear discharge. MH Hypopyon.D Puruient discharge. N Corneal neovascularization.E Hair Tossaround the eye. Pp Pammus.F Possible necrotic areas. R Unable 'to visualize due to& Unable to visualize due to severe corneal opacity.severe conjunctival swelling. S Granulation scar tissue.H No reaction to Tight. POS Positive stain retention.I Injected. NEG Negative stain retention.

Final data review by/Date: Kg13-5-94(E3/07-15-92)
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PRIMARY EVE IRRITATION OBSERVATIONS

Test Material: ___T-5808
Group: _ng Test eye:_Right_

Observation Period: __pa

[oom weer7)TopopToppalaosN_[|]
Location of YY) YX YNorneal I| actors NNN NNN
fem 2] 0[0[4 KN [|

] vel 0ToTo IN
[veTeTao| TN

pes 6[0Jo[TN|Conjunctivae ioes] 0|o[To| IN]
wemre |o |o [To [TTN|Sein Prien on] ee |neeTeen|||

Eye Irritation Score: 0.0Technician: ___ s(n
Calculated by/Date: itr /,3-10-Q¢pDate: 3-10.0¢f Verified by/Date: __0c 73-11-94

HA Not applicable. J Corneal epithelial peeling.A" Petite hemorrhaging. K Corneal epithelial pitting.B  Blanching. Lt Gorneat odo.¢ Clear di 3 n.5 Fursent drecharge. § Cornea eonseutatzation.E Hair loss around the eye. Pannus.F Possible necrotic areas. R Unable to visualize due to6 Unable to visualize due to severe corneal opacity.severe conjunctival swelling. S$ Granulation scar tissue.H No reaction to Tight. POS Positive stain retention.I Injected. NEG Negative stain retention.

Final data review by/Date: _Qc /341-34(E3/07-15-92)
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