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Table 1. Scale of weighted scores for grading the severity of ocular lesions 1. Cornea

A. Opacity — Degree of density (area which is most dense is taken for reading)

Scattered or diffuse area — details of iris clearly visible [1]
Easily discernible translucent areas details of iris slightly obscured [2]
Opalescent area no details of iris visible, siae of pupil barely discernible [3]
Opaque. Iris invisible (4]
B. Area of cornea involved

One quarter (or less) but not zero [1]
Greater than one—quarter ~ less than one—half [2]
Greater than one—half less than three quarters [3]
Greater than three quarters up to whole area [4]

Score equals AX BX 5

Total maximum = 80
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Table 2. Scale of weighted scores for grading the severity of ocular lesions 2. Iris
A. Values
Folds above normal, congestion, swelling, circumcorneal injection (any one or all of these or

combination of any thereof), iris still reacting to light [1]
No reaction to light, hemorrhage, gross destruction (any one or all of these) [2]

Score equals AX5 Total maximum = 80
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Table 3. Scale of weighted scores for grading the severity of ocular lesions 3. Conjunctiva

A. Redness (refers to palpebral conjunctiva only)

Vessels definitely injected above normal

Diffused beefy red

More diffuse deeper crimson red (individual vessels not easily discernible) [2]

B. Chemosis
Any swelling above normal (included nictitating membrane) [1]
Obvious swelling with partial eversion of lids [2]
Swelling with lids about half closed [3]
Swelling with lids about half closed to SOLOCAREly closed [4]
C. Discharge
Any amount different from normal (does not include small amount observed in inner canthus of

normal animals) [1]
Discharge with moistening of the lids and hairs just adjacent to the lids [2]
Discharge with moistening of the lids and considerable area around the eye [3]

Score equals (A+B+C)x2

Total maximum = 20
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Table 4. Tentative ocular irritation rating used in this study.

MLOLY Tentative ocular
S irritation rating

2 Tentative ocular
LAOL

irritation rating

Non irritating
Mildly irritating
Moderately irritating

0 to 5 points
5~15 points
15~30 points
30~60 points
60~80 points
80~110 points

Severely irritating
Extremely irritating
Maximally irritating

0 points (after 48hrs of Dropping)

< 5 points (after 48hrs of Dropping)
< 5 points (after 4 days of Dropping)
< 20 points (after 7 days of Dropping)
< 40 points (after 7 days of Dropping)

Non irritating
Mildly irritating
Moderately irritating
Severely irritating
Extremely irritating

Y MLOL: Mean Index of Ocular Irritation
2 LA.OL: the Index of Acute Ocular Irritation
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Table 5. Results of MIOI and TAOI in SOLOCARE'"

MIOL Day 1 Day 2 Day 3 Day 4 Day 7 Day 13
Non—washing group 4.33 3.33 2.00 0.00 0.00 0.00
Washing group 3.00 1.33 0.00 0.00 0.00 0.00
TAOL

Non—washing group 4.33

Washing group 3.00

Tentative ocular irritation rating are listed in Table 4.
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Table 6. Results of smear cytology of ocular discharges of SOLOCARE'™ in non—washing group

Group: non—washing tested sides

Materials: SOLOCARE Observation Day: 1~13

Smear Cytology Day 1 Day 2

Day 3 Day 4 Day 7 Day 13

Inflammatory cells 8.33+2.73 7.17%2.40

8.00+3.41 8.6712.34 7.67%3.56 8.83%+3.13

Non—inflammatory
) ] 91.67£2.73 92.83£2.40
epitheloid cells

92.00£3.41 91.33£2.34 92.33£3.56 91.17+3.13

Group: Non—treated intact sides

Materials: SOLOCARE Observation Day: 1~13

Smear Cytology Day 1 Day 2

Day 3 Day 4 Day 7 Day 13

Inflammatory cells 7.83£3.71 7.50£3.21

8.50%2.95 9.50%3.56 7.00%4.69 9.33%+2.66

Non—inflammatory
. . 92.174£3.71 92.50+3.21
epitheloid cells

91.50£2.95 90.50%3.56 93.00£4.69  90.67%+2.66

All Mean = S.D., % n=6
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Table 7. Results of smear cytology of ocular discharges of SOLOCARE

Group: washing tested sides

"™ in washing group

Materials: SOLOCARE Observation Day: 1 ~ 13

Smear Cytology Day 1 Day 2 Day 3 Day 4 Day 7 Day 13
Inflammatory cells 6.00£2.65 5.6710.58 5.671+2.31 6.67+2.31 5.67£2.89 5.33%£3.21
Non—inflammatory
epitheloid cells 94.00£2.65  94.33+£0.58  94.33£2.31 93.33%+2.31 94.33+2.89 94.67£3.21
Group: Non—treated intact sides Materials: SOLOCARE Observation Day: 1 — 13
Smear Cytology Day 1 Day 2 Day 3 Day 4 Day 7 Day 13
Inflammatory cells 6.33+£3.21 6.67+4.51 6.00£1.00 8.67£2.08 7.00£1.00 5.67£3.06
Non—inflammatory
epitheloid cells 93.67£3.21  93.33%4.51  94.00£1.00 91.33£2.08 93.00£1.00 94.33£3.06
All Mean £ S.D., % n=3.
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Table 8. Results of Histopathology of eyeball of SOLOCARE'™ in non—washing group

Group: non—washing tested sides

Materials: SOLOCARE Observation Day: 14

Remarks Cornea Iris Retina Sclera

Normal 6/6 (100%) 6/6 (100%) 6/6 (100%) 6/6 (100%)

Abnormal 0/6 (0%) 0/6 (0%) 0/6 (0%) 0/6 (0%)
Group: Non—treated intact sides Materials: SOLOCARE Observation Day: 14

Remarks Cornea Iris Retina Sclera

Normal 6/6 (100%) 6/6 (100%) 6/6 (100%) 6/6 (100%)

Abnormal 0/6 (0%) 0/6 (0%) 0/6 (0%) 0/6 (0%)

Number of animals showing histological remarks/total observed animals (Percentages)
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Table 9. Results of Histopathology of eyeball of SOLOCARE' in washing group

Group: washing tested sides Materials: SOLOCARE Observation Day: 14
Remarks Cornea Iris Retina Sclera
Normal 3/3 (100%) 3/3 (100%) 3/3 (100%) 3/3 (100%)
Abnormal 0/3 (0%) 0/3 (0%) 0/3 (0%) 0/3 (0%)
Group: Non—treated intact sides Materials: SOLOCARE Observation Day: 14
Remarks Cornea Iris Retina Sclera
Normal 3/3 (100%) 3/3 (100%) 3/3 (100%) 3/3 (100%)
Abnormal 0/3 (0%) 0/3 (0%) 0/3 (0%) 0/3 (0%)

Number of animals showing histological remarks/total observed animals (Percentages)

2 PR wEbd 1AOLE Aok 1Y 9] 3002 [y, 1) =
g= Ak,

o,

Fig 1. Histological profiles of SOLOCARE'"—treated eyeballs in non—washing group. Note that
all normal histological profiles of Cornea (a), Iris (b), Retina (¢) and Sclera (d) were
observed in this group. All Hematoxylin & Eosin stain; Scale bars = um.
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Fig 2. Histological profiles of SOLOCARE"'"'—treated eyeballs in washing group. Note that
all normal histological profiles of Cornea (a), Iris (b), Retina (¢) and Sclera (d)
were observed in this group. All Hematoxylin & Eosin stain; Scale bars = um.
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Eye Irritation Test of Lens Washing Agents
SOLOCARE™ on New Zealand White Rabbits
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The eye irritant test of lens washing agent, SOLOCARE™ was conducted using Draize methods ac—
cording to KFDA Guidelines 1999—61. In addition, to test the potential toxicity of test articles the ra—
tio of inflammatory cells and non—inflammatory epitheloid cells were also observed using smear cy—
tology methods against ocular discharge. At sacrifice, the histopathological changes on Cornea, Iris,
Retina and Sclera were also observed in all animals. Slight (1~2 degrees) irritancy of cornea and con—
junctiva were observed at 1, 2 and 3 days after dropping in non—washing group. The MIOI of these
points are detected as 4.33, 3.33 and 2.00, respectively. In washing group, slight irritancy of cornea
and conjunctiva were restricted to 1 and 2 days after dropping with MIOI as 3.00 and 1.33,
respectively. Therefore, SOLOCARE™ was also considered as non—irritating materials because the
MIOI is detected below 5.00 throughout the whole experimental periods in both washing and
non—washing groups and the [AOI is also detected as 4.33 (1 day after dropping). No meaningful
changes on smear cytology of ocular discharges are observed in this study compared to that of
non—treated intact eyes. In addition, no abnormal histopathological changes on the cornea, iris, reti—
na and sclera were also detected in SOLOCARE™ dropping group compared to that of non—treated in—
tact eyes.

Key words: Draize, eye irritancy test, SOLOCARE™, rabbit, histopathology, cytology




