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gbooooooboooouododooooooood
Man-made chelators aiming at inhibition of zinc proteins

oooo
O Masami OtsukalO
Oo00000o0bOoOoOooon

oooo
O Yoshinari OkamotoO
go0o0ooooooooood

0O SummaryQ

Novel heterocyclic compounds comprising a
dimethylaminopyridine and metal-chelating side chains have
been designed and synthesized aiming at specific inhibition
of zinc finger proteins involved in the replication of human
immunodeficiency virus. A novel metal chelator comprising
a 4-(naphthalene-1-yl)pyridine and 2-aminoethanethiol
showed inhibitory activity against human protein
farnesyltransferase with 1Cso 1.9uM and induced morphologi-
cal change in K-ras-NRK cells.
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Fig. 1 Strategy for zinc protein inhibition by man-made chela-
tor.
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Table. 1 Inhibition of farnesyltransferase by various com-

pounds.
Compound ICf] uma
5 620
17 1.9
Manumycin 11.9
SCH44342 2.5

1,10-Phenanthroline 4,000

Dipyridy! 100,000

Ethylenediamine 15,500
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