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entities.Previous investigations by this applicant and others have
provided evidence for the involvement of 06-methylguanine-DNA
methyltransferase (MGMT) in the biological defense of cells against
O6-alkylguanine alkylating agents. MGMT is the major enzyme
responsible for repairing these lesions, catalyzing the transfer of the alkyl
group to the cysteine on the active site of the enzyme. This transfer
occurs in a reversible fashion and results in the restoration of the alkyl
group to the 06 position of guanine. Once attached to guanine, the alkyl
group is very labile and is readily cleaved from the DNA by cellular repair
enzymes. In wild-type MGMT, the attached alkyl group is repaired in
about one-half of cellular DNA. In mutant forms of the enzyme, however,
the repair process is either deficient or non-existent, allowing the alkyl
group to persist on DNA and to be readily attacked by hydrolytic
enzymes. Because of the essential role that MGMT plays in the repair of
0O6-alkylguanine, its mutation or deletion leads to resistance to the
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effects of alkylating drugs. Several clinical studies have shown that
patients who are deficient in MGMT, resulting from either inherited
mutations of the enzyme or loss of heterozygosity due to its loss of gene
function, are better responders to chemotherapeutic regimens that
contain alkylating agents.Cellular and molecular targets for Alzheimer's
disease therapeutics: multifaceted therapeutic strategies. Alzheimer's
disease (AD) is a progressive and
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