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Abstract

neurodegenerative disorder

Alzheimer s disease ( AD) is a primary
mainly affecting aged
people over 60 years old. It is characterized by extra-
cellular senile plaques ( SPs) and intracellular
neurofibrillary tangles ( NFTs) in patients brains.
The major component of SP is B-amyloid peptide
(BA) with molecular weight of about 4 ku which is a
neurotoxic derivative of B-amyloid precursor protein
(APP) and can cause cell damage mainly through
oxidative stress and being able to form calcium
APP,

whose function is not yet elucidated in detail but

channels in lipid bilayers. The precursor,
evidence exists that it may mediate cell adhesion,
maintain synaptic plasticity and so on, can be
processed in conventional secretary way by several
putative secretases and alternatively in endosomal/
lysosomal way. Longer BA is more predisposed to
aggregate to form SP than its shorer counterpart, so
some APP mutants may cause familial AD through
producing more longer BAs or increasing the produc
tion of shorter ones. The changes of some factors
which are important for the metabolism of APP, for
example, mutations of presenilins, may also cause AD
by increased generation of BA.

Key words Alzheimer s disease, B-amyloid precursor

protein, B-amyloid peptide
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Lanosterol  14a-Demethylase: Target of the
Antifungal Drugs. JI Har Tao, ZHANG Wan Nian,
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Military Medical University, Shanghai 200433,
China) .
Abstract

enzyme of the azole antifungals, is the only known

lanosterol 14a-demethylase, the target
member of the P450 superfamily to be expressed in
higher plant, fungi, and mammals. Amino acid
sequences from higher plant, fungi and mammals
have been characterized. Oxidative removal of the
14a methyl group from lanosterol by the enzyme
includes three steps and the free radicals are involved
in the scheme of the catalytic reaction. The active
site of lanosterol 14a-demethylase appears to be open
above heme prosthetic group pyrrole ring C. Pyrrole
ring A, B and D are occluded by active site residues;
3B-hydroxyl group, A¥*9-double bond and 17-side
chain of the substrate lanosterol are the key functional
groups for the correct enzyme substrate interaction
and high catalytic turnover. The discussion about the
structure activity relationship ( SAR) of two series
inhibitors of the enzyme, substrate analogues and
azole antifungals, provides the better basis for further
high potent inhibitors design.

Key words lanosterol 14a demethylase, amino acid

sequence, metabolism, inhibitor design





