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In this project, we successfully discovered six new antimalarial compounds
form 3 different fungal cultured broths. From the cultured broth of FKI-7019 strain, we isolated two
new linear lipopeptides named kozupeptins A and B, having potent in vitro and in vivo antimalarial
activity. From the cultured broth of strain A, we found two new cyclic tetrapeptides showing
moderate in vitro antimalarial activity. From the cultured broth of strain B, we found two new
heterocyclic compounds displaying moderate in vitro antimalarial activity. We also picked up three
known compounds as antileishmanial agents active against Leishmania major in vitro.
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Seed broth of
Paracamarosporium sp. FKI-7019 strain

(500 ml flasks x 30, 1% inoculation)

Paracamrosporl um 27°C, shaking culture for 4 days
FK | -7019 Added EtOH (3 L)

50% EtOH extract Mycelia

Remeved EtOH in vacuo
LOt' 1 3 L 1'061 Extracted with EtOAc (3L x3) DNH Silica gel
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kozupeptl n A . ODS column chromatography (MW 1 ,061)
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Compound In vitro antimalarial activity Cytotoxicity
K1 strain®@  FCR3 strain®! (MRC-5 cells)
Kozupeptin A 0.15 0.29 >23
Kozupeptin B 1.03 1.46 >35
Chloroquine 0.17 0.038 58lc]
Artemisinin 0.019 0.023 160l

[a] Chloroquine-resistant strain. [b] Chloroquine-sensitive strain. [c] J. Antibiot. 2011, 64, 183.

Kozupeptin A 30 mg/kg i.p.
52.4%

In vivo antimalarial activity (i.p. administration on P. berghei N strain-infected mice)

Compound Dosage Route Inhibition

Kozupeptin A 30 mg/kg/day x 4 days (n = 5) i.p. 52.4%
Artesunate 30 mg/kg/day x 4 days (n = 5) i.p. 89.9%
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