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TOXICITY: SINGLE DOSE ESCALATION

mgim2 N leuko ANC

1 2 3 4 1 2 3 4
60 22 2 - - - - - - -
120 3 1 - 1 1 - - - 2
180 6 - 1 1 - - - 1 1
210 4 - 2 - = 1 - 1 1
250 4 1 -1 - - -1 -
300 7 - = = = T - - -
360 5] - - -~ == - - =

= (57) Abstract: Taxane antincoplastic agents which have heretofore exhibited poor or non-existent oral bioavailability are admin-

jstered orally to human patients suffering from taxane-responsive disease conditions and made sufficiently bioavailable to achieve
= therapeutic blood levels. In a preferred embodiment, the taxane, preferably paclitaxel, is co-administered to the patient with an
oral cyclosparin enbancing agent, prefecably cyclosporin A, By one preferred method, a dose of oral enhancer is administered about
0.5-72 hours before the taxane and a second dose of the ehancer and administered immediately before, together with or immediately
after the taxane. A method of treating human patients suffering from taxane-responsive disease conditions is also provided, as well
as a method for providing such treatment while preventing or reducing hypersensitivity and allergic reactions without the need for

pre-medication.
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