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    Abstract

The mechanism responsible for the reduced clearance of benzylpenicillin (BPC) from the cerebrospinal fluid (CSF) was investigated in rats that received an intracisternal administration of lipopolysaccharide (LPS). BPC was intraventricularly injected and its elimination from the CSF studied. During the inflammation created by the LPS administration to the cisterna magna, the clearance of BPC and taurine from the CSF was significantly reduced but reverted to the control level when N-nitro-l-arginine, a nitric oxide (NO) synthase inhibitor, was intracisternally administered. The in vitro uptake of BPC and taurine was significantly reduced in the choroid plexus (CP, the blood-CSF barrier) of rats with experimental inflammation and in control CP that had been pretreated with sodium nitroprusside (SNP, an NO donor). Interestingly, the clearance and CP uptake of formycin B, a substrate for a nucleoside transporter, were not affected by the experimental inflammation or by pretreatement with SNP. These observations suggest that the BPC transporter, and probably other transport systems as well, is functionally sensitive to NO in the blood-CSF barrier. Therefore, functional impairment of BPC transport in the CP by NO may be partly responsible for the increase in BPC concentration in the CSF during inflammation such as that caused by meningitis.


Footnotes
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	Abbreviations used are::	CSF
	cerebrospinal fluid
	BPC
	benzylpenicillin
	CP
	choroid plexus
	NO
	nitric oxide
	LPS
	lipopolysaccharide
	SNP
	sodium nitroprusside
	LV
	lateral ventricle
	CM
	cisterna magna
	Vdbrain tissue
	volume of distribution of brain tissues
	VdCP
	CP to media concentration ratio
	WBC
	white blood cells
	CLelimination,CSF
	elimination clearance from the CSF
	AUC0→∞
	area under the respective CSF concentration versus time curve from time 0 to infinity
	ANOVA
	analysis of variance
	SNAP
	S-nitroso-N-acetylpenicillamine
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