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Conti ion of 2.1

As this study indicates that IONAC XAMA® 220 causes extremely severe eye irritation, the results are being
reported.

Summary

The potential Irritant and/or corrosive effects of IONAC xAMA® 220 were evaluated on the eyes of New
Zealand White rabbits. Each of nine rabbits received a 0.1 m! dose of the test article in the conjunctival sac of
the nght eye. The eyes of three rabbits were rinsed with sterile water approximately 30 seconds following
dosing (rinsed group). The remaining animals were not rinsed (no rinse group). The contratateral eye of each
animal remained untreated and served as a control. Test and control eyes were-examined for signs ot
irritation for up to 21 days following dosing.

No Rinse Group: Exposure to the test article produced corneal opacity in 6/6 test eyes during the study (grade
4 in five animals and grade 3 in one animal). Due to the severity of the swelling observed. the onset of the
opacity could not be definitely determined. An opacity severity and/or area score could not be obtained for
many time points. Iritis was also noted in 6/6 test eyes (grade 1 tor five animals and grade 2 for one animal,
when scoring was possible). Again, due to the severity of the swelling, an iritis score could not be obtained tor
many time points. Conjunctivitis (redness, swelling and discharge) was noted In 6/6 test eyes at the one hour
scoring interval, which persisted in all test eyes through study day 7 (grades ranged from 1- 4 for all animals).
The corneal opacities and iritis also persisted through study day 7. In addition, on study day 7, injuries were
noted in two of the test eyes that were deemed permanent in nature (adherence of the nictitating membrane 10
the cornea and an opague area in the anterior chamber). Due to the permanent injuries, it was decided that
additional scoring intervals were unnecessary. Additional ocular findings included corneal edema in 1/6 test
eyes; neovascularization in 2/6 test eyes; corneal buiging and sioughing of the cormneal epithelium in 3/6 test
eyes: apparent blanching of the upper and lower lids in 4/6 test eyes; and apparent blanching of the nictitating
membrane In 6/6 test eyes.

Rinsed Group: Exposure to the test article produced corneal opacity in 3/3 test eyes by the 48-hour scoring
interval (grade 4 in all animals). Due to the severity of the swelling observed., the onset of the opacity could
not be definitely determined. An opacity severity and/or area score could not be obtained for many time
points. The corneal opacities persisted in 3/3 test eyes through study termination. lIritis was also noted in 3/3
test eyes during the study (grade 1n 2 animals and grade 2 in one animal). Due to the severity of the
swelling, an iritis score coulid not be obtained tor many time points. The iritis resolved in 1/3 test eyes by day
21, but persisted in the remaining two animals through study termination. Conjunctivitis (redness, swelling and
discharge) was noted in 3/3 test eyes at the one hour scoring interval, which persisted in ail test eyes through
study day 21 (grades ranged from 1- 4 for two animals and 2 - 4 for one animal). Permanent injury was
considered to have occurred in 1/3 test eyes (opaque area in the anterior chamber). Additional ocular findings
included apparent conjunctival tissue adhered to the eye. corneal edema in 1/3 test eyes; sloughing of the
corneal epithelium (n 2/3 test eyes. and bulging of the nictitating membrane, neovascularization, apparent
blanching of the nictating membrane, and corneal buiging in 3/3 test eyes.

Based on the no rinse and rinsed groups, IONAC XxAMA® 220 1s considered to be an extremely severe eye

irritant.  While irrigation of the test eyes after dosing did not appear to lessen the overall severity of the
response, it did seem to extend the time until permanent injury was observed.
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