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    Abstract

        A thermal aerosol generation process is capable of delivering pure drug reliably to the alveoli where it is absorbed systemically. Although deep lung absorption of drugs administered as an aerosol has been shown to be rapid, detailed characterization of their absorption and distribution has not been reported. The present study describes the pharmacokinetics of prochlorperazine from the moment of administration as either a rapid intravenous infusion or a thermally generated aerosol and determines the bioavailability of the aerosol by two independent methods. Prochlorperazine disposition was determined in four anesthetized dogs after a 5-s intravenous infusion and after thermally generated aerosol administration in one breath. Venous blood samples were collected frequently from the time of drug administration to 24 h and left ventricular blood samples were drawn more often until 10 min after drug administration. Prochlorperazine disposition after intravenous and aerosol administration was characterized by fitting a recirculatory model to left ventricular and venous drug concentration data simultaneously. Prochlorperazine aerosol administration produced plasma drug concentrations similar to those after rapid intravenous administration of the same nominal dose, with peak left ventricular concentrations achieved in less than 30 s. Plasma concentration profiles of prochlorperazine administered by both routes were well described by the recirculatory model. Bioavailability of the thermally generated aerosol was consistent and averaged more than 80% of emitted dose. Pulmonary administration of a thermally generated drug aerosol in one breath may be a viable alternative to rapid intravenous administration of drugs requiring rapid and predictable production of effective plasma concentrations.

      
Footnotes
	
          
          ↵1 The mean ± S.D. emitted aerosol dose of 6.71 ± 0.56 mg and mass median aerodynamic particle diameter (MMAD) of 2.2 ± 0.1 μm are based on an average of three samples taken before and three taken after administration to the dogs. In brief, the emitted aerosol was collected on a filter and the quantity of prochlorperazine collected was measured by high performance liquid chromatography as described in Rabinowitz et al. (2004).
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        ABBREVIATIONS: AUC, area under the concentration-time curve; MTT, mean transit time; C.O., cardiac output.
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