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EDITORIAL

Multiple etiologies are thought to contribute to the neurodegenerative
process of the Alzheimer’s disease (AD). Molecules that modulate the
activity of a single protein target are_ unable to significantly modify
the progression of the disease. It is well established that AChE and
BACE-1 are the key enzymes that involved in initiation and aggregation
of amyloid AB. Considering these facts, a strategy to identify novel
dual inhibitors of AChE and BACE-1 enzyme was developed. Multi-
target directed drugs have been to be found effective in controlling
complex CNS diseases. Docking study on dual binding site of AChE
inhibitors and comparative ADMET analysis with the existing drugs
and lead molecules have been performed. Three-dimensional QSAR
models for 43 hydroxyethylamine derivatives of BACE-1 inhibitors
were developed using CoMFA and CoMSIA techniques. The selectivity
of the BACE-1 inhibitors with respect to other aspartic proteases also
emerged from the study. Information gathered from the 3D-QSAR
contribution maps, and the developed pharmacophore model shed
some light on the effects of the substitution pattern related to the
biological activity within this series of anti-Alzheimer compounds.
This analysis could broadly support the rational design of potential
drug candidates with improved BACE-1 inhibitory activity. Review
article “Computaional Analysis of Alzheimer’s disease drugs targets”
discusses about various computational approaches applied to discover
and design safer compounds on AD drug targets. Another article entitled
“Voltage gated sodium channel blockers: Potential treatment for
neuropathic pain” describe about various voltage gated sodium channels
which are involved in neuropathic pain as well as about sodium
channel blockers which are in preclinical and clinical developments.
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