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                An important physiological role of prefrontal cortex (PFC) mechanisms in the regulation of hunger and satiety has been indicated in both experimental animals and humans.1, 2 Forebrain cholinergic systems are essential for cognitive processes, such as learning, memory and attention,3 and procholinergic drugs are procognitive in the clinic.3, 4 Importantly, obesity appears to be comorbid with disease states characterized by cognitive impairment, for example, attention-deficit hyperactivity disorder (ADHD).5 It is hypothesized that an integral prefrontal cortical function, especially in the right hemisphere, might be critical for appetite and eating control, as well as for better long-term adherence to therapeutic interventions.2, 6
We have recently shown that clinically established ADHD drugs increase acetylcholine (ACh) efflux preferentially in the medial PFC of rats, a neurochemical effect that may be related to their therapeutic action.4 We sought to investigate the effects of the efficacious antiobesity drugs,7 sibutramine (a monoamine reuptake inhibitor) and rimonabant (a cannabinoid CB1 receptor antagonist), on ACh efflux in the PFC and in a subcortical brain region implicated in food reward/reinforcement processes, the nucleus accumbens (NAC), of freely moving rats by in vivo microdialysis.
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