THE RATIONALE FOR USING GALANTAMINE TO TREAT DIFFERENT DEMENTIA TYPES
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Objective: Considerable evidence has established that impaired cholinergic neurotransmission is central to Alzheimer's disease (AD). Cholinergic deficits related to nicotinic acetylcholine receptors (nAChR) coupled with degeneration of neuronal circuits are now believed to contribute to cognitive impairment across a range of dementias, including vascular dementia (VaD). Here, we present a rationale for using drugs that affect nAChR activity to treat dementia. Methods: We examined preclinical and clinical evidence to define the nature and contribution of cholinergic impairment to symptoms of AD and other dementias to determine a rational treatment strategy. 
Results: Human and animal models indicate that, regardless of the underlying cause of dementia, cognitive deficits involve decreased nicotinic cholinergic neurotransmission and reduced numbers of nAChR. Cholinergic function is compromised in animal models of VaD. Studies have shown reduced binding of nAChR ligands in the cortex and hippocampus of spontaneously hypertensive stroke-prone rats. Decreased choline acetyltransferase activity has also been observed in the cortex, hippocampus and striatum of VaD patients compared with controls. Patients with Binswanger or multiple small infarct VaD subtypes have lower cerebrospinal fluid concentrations of acetylcholine. Galantamine (Reminyl(R)), an acetylcholinesterase (AChE) inhibitor that allosterically modulates nAChR, may be particularly useful for treating various dementias. Recent research has shown that, as well as having broad, long-term efficacy in AD, galantamine is effective in patients with VaD and AD with concomitant cerebrovascular disease. Conclusion: Drugs like galantamine, with a nicotinic mode of action in addition to AChE inhibitory activity, provide an effective treatment option for various types of dementia.
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