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1 EXECUTIVE SUMMARY

1.1 Recommendation on Regulatory Action

From a clinical perspective, NDA 21—994 is recommended for approval for the treatment of
elevated intraocular pressure (IOP) in patients with open angle glaucoma or ocular hypertension
who are intolerant of intraocular lowering medications or insufficiently responsive (failed to
achieve target IOP determined after multiple measurements over time) to another intraocular
pressure lowering medication.

The submitted bioequivalence trial (study C-04—Il7) supports approval of Travatan Z, aka
Travatan BAC—free. Travatan Z was developed for those patients who may be intolerant of the
preservative benzalkonium chloride.

Study C—04—17 was a multicenter, phase 3 safety and efficacy trial. This safety/efficacy study
was designed to demonstrate bioequivalence of Travatan Z (the BAC-free formulation of

travoprost ophthalmic solution, 0.004%) to the marketed formulation oftravoprost ophthalmic
solution, 0.004% (Travatan), with both dosed once-daily in the evening in patients with open- ~
angle glaucoma or ocular hypertension.

The primary efficacy endpoint, mean intraocular pressure, is demonstrated to be equivalent when
comparing travoprost ophthalmic solution, 0.004% (Travatan Z); to the previously approved
drug, travoprost ophthalmic solution, 0.004% (Travatan). Equivalence is defined as 'the two sided
95% confidence interval being less than 1.5 mmHg at each direct group comparison over
multiple times over a three month period and being less than 1.0 mmHg for the majority of direct
group comparisons. Travatan (NDA 21-257) was first approved in March 2001 for the reduction
of elevated [OP in patients with open-angle glaucoma or ocular hypertension who are intolerant
of intraocular lowering medications or are insufficiently responsive (failed to achieve target [OP
determined after multiple measurements over time) to another intraocular pressure lowering
medication.

The recommended dosing regimen is one drop in the affected eye(s) once daily in the evening.

1.2 Recommendation on Postmarketing Actions

1.2.1 Risk Management Activity

No additional clinical trials or postmarketing surveillance studies are required.
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