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Dexegopment of antimalarial agents through a design of reversely binding protease
inhibitors

Hidaka, Koushi

3,900,000

To develop new antimalarial agents, plasmepsin inhibitors possessing an unnatural
amino acid, allophenylnorstatine, which bind with in opposite way to that of substrate, were synthesized.
The known inhibitors with basic auxiliarK moiety were tested against chloroquine-resistant P. falciparum
to exhibit large activity attenuation. Therefore, the new basic moieties, except 2-aminoethylamino group
which is structurally similar to chloroguine, were incorporated. The synthesized compounds were found to
be potent against the drug resistant parasite.
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Compound Anti-P. falciparum, ECs(pu M)
D6 €235 C235/D6
KNI-10737 0.29 1.3 4.5
KNI1-10740 0.19 0.86 4.5
KN1-10743 0.36 1.3 3.6
KNI-10741 0.22 1.9 8.6
chloroquine 0.046 0.47 10
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Compound Anti-P. falciparum, ECs,(p M)
D6 €235 C235/D6
la 0.33 1.2 3.6
1b 0.63 1.7 2.7
1c 1.2 1.9 1.6
1d 1. 1.6 1.1
le 0.85 1.7 2.0
la 1.3 1.5 1.2
1f 6. >14 -
1g 11 >14 -
1h 0.26 0.73 2.8
li 1. 0.62 0.34
1j 3.1 4.1 1.3
1k 0.33 1.2 3.6
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