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Abstract
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Transmucosal delivery is an alternative therapeutic approach, for locally and
systemically acting drugs. The delivery also offers a number of benefits, including noninvasive
administration, convenience, rapid onset, as well as avoidance of hepatic first-pass metabolism.
Several mucosal surfaces have been investigated as delivery routes such as nasal, rectal,
vaginal, oral and ocular. Among various transmucosal routes, nasal and buccal routes have
been proved to be the most promising up to date. Haloperidol and itraconazole are examples
of the extensive first-pass metabolized drug in the liver by cytochrome P450 resulting in poor
bioavailability after administered orally. Haloperidol is an antipsychotic drug required for
systemic absorption. The transmucosal delivery of haloperidol can provide rapid absorption and
avoid hepatic first-pass metabolism so the transmucosal delivery may accelerate the onset of
action and enhance the bioavailability of the drug. Itraconazole is used to treat fungal infection.
For their action, the local and systemic effects are required. The mucoadhesive transmucosal
formulation may increase systemic effect of drugs and improve localization of drugs at the
desired site of action. The important problem of haloperidol and itraconazole is their poor
water-solubility. These drugs are problematic in pharmaceutical development. To overcome
such problems, the transmucosal delivery of these drugs is a promising approach which may
provide many benefits including increasing water solubility, improving drug absorption,
enhancing bioavailability, potentiating local and systemic effects, and reducing administered
dose of these drugs. It was found that haloperidol/ B-cyclodextrin binary and hanperidoI/B-

cyclodextrin/organic acid ternary complexes can be prepared to increase drug solubility and



used as the carrier for haloperidol delivery. For itraconazole, thiolated d-O-tocopheryl
poly(ethylene glycol) 1000 succinate (TPGS-Cys) polymer was successfully synthesized and
used to prepared itraconazole (ITZ) TPGS-Cys micelles. The prepared TPGS-Cys micelles
enhanced the permeability through buccal mucosa and potentiated the antifungal activity of ITZ
against Candida albicans as compared to ITZ alone which can be further developed for the

transmucosal delivery of ITZ for the treatment of C. albicans.
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