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    Abstract

        This review discusses strategies to optimize brain penetration from the perspective of drug discovery and development. Brain penetration kinetics can be described by the extent and time to reach brain equilibrium. The extent is defined as the ratio of free brain concentration to free plasma concentration at steady state. For all central nervous system (CNS) drug discovery programs, optimization of the extent of brain penetration should focus on designing and selecting compounds having low efflux transport at the blood-brain barrier (BBB). The time to reach brain equilibrium is determined by both BBB permeability and brain tissue binding. Rapid brain penetration can be achieved by increasing passive permeability and reducing brain tissue binding. Although many drug transporters have been identified at the BBB, the available literature demonstrates only the in vivo functional importance of P-glycoprotein (P-gp) in limiting brain penetration of its substrates. Drug-drug interactions mediated by P-gp at the BBB are possible due to inhibition or induction of P-gp. For newly identified drug transporters at the BBB, more research is needed to reveal their in vivo significance. We propose the following strategies for addressing drug transporters at the BBB. 1) Drug discovery screens should be used to eliminate good P-gp substrates for CNS targets. Special consideration could be given to moderate P-gp substrates as potential CNS drugs based on a high unmet medical need and the presence of a large safety margin. 2) Selection of P-gp substrates as drug candidates for non-CNS targets can reduce their CNS-mediated side effects.

      
Footnotes
	
        Article, publication date, and citation information can be found at http://jpet.aspetjournals.org.

      
	
        doi:10.1124/jpet.107.130294.

      
	
        ABBREVIATIONS: BBB, blood-brain barrier; CNS, central nervous system; P-gp, P-glycoprotein; BCSFB, blood-cerebrospinal fluid barrier; CSF, cerebrospinal fluid; PS, BBB surface area permeability product; Kp, brain plasma concentration ratio; Kp, free and Kp, uu, brain plasma free concentration ratio; Cluptake, uptake transporter clearance at the BBB; Clefflux, efflux transporter clearance at the BBB; Clbulk, the clearance due to brain interstitial fluid bulk flow; Clmetabolism, brain metabolic clearance; fu, plasma, plasma unbound fraction; fu, brain, brain unbound fraction; Cplasma, plasma concentration; Cbrain, brain concentration; Cu, plasma, plasma unbound concentration; Cu, brain, brain unbound concentration; t1/2eq, in, intrinsic brain equilibrium half-life; DDI, drug-drug interaction; KO, knockout; WT, wild type; Mrp, multidrug resistance-associated protein; Bcrp, breast cancer resistance protein; Oatp, organic anion transport polypeptide; Oat, organic anion transporter; PXR, pregnane X receptor; CP-141938, N-(4-methoxy-3-[(2-phenyl-piperadin-3-amino)-methyl]-phenyl)-N-methyl-methane-sulfonamide.
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