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    Abstract

        Effect of N-(4-acetyl-1-piperazinyl)-p-fluorobenzamide  monohydrate (FK960), a putative antidementia drug with a novel mechanism of  action, on regional cerebral blood flow (rCBF) and regional cerebral metabolic  rate of glucose (rCMRglc) was examined in conscious aged rhesus macaques using  positron emission tomography. Seven aged (21.6 ± 2.7 years) male rhesus  macaques were subjected. FK960 was intramuscularly administered at doses of 0,  0.01, 0.1, or 1 mg/kg for seven consecutive days, in randomized order and in a  blinded manner. Each subject was scanned four times in all, with at least  3-week intervals, after treatment with saline or three doses of FK960.  Significant increases in rCBF in the left temporal and left frontal cortex,  and in rCMRglc in the right hippocampus with adjacent cortex, were observed in  the treatment group with 1 mg/kg FK960, without affecting any other  cardiovascular and respiratory variables. No statistically significant change  in any region was observed at doses of 0.01 or 0.1 mg/kg. These results  suggested that FK960 restored the rCBF and rCMRglc deficits in brain areas  responsible for cognitive functioning in aged rhesus macaques.

      
Footnotes
	
        DOI: 10.1124/jpet.103.050245.

      
	
        ABBREVIATIONS: rCBF, regional cerebral blood flow; rCMRglc, regional  cerebral metabolic rate of glucose; PET, positron emission tomography; AD,  Alzheimer's disease; LTP, long-term potentiation; MRI, magnetic resonance  imaging; MABP, mean arterial blood pressure; OM, orbito-meatal; FDG,  fluorodeoxyglucose; ROI, region of interest.
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