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Antimalarial screening for microbial culture broth library
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We screened microbial cultured broths for antimalarial activity using
Plasmodium falciparum strain, and selected three filamentous fungal and one actinomycete strains.
Two new cyclic peptides (named Koshidacins) from FKR-0651 and two new nitrogen-containing compounds
from FKI-9521 were discovered. We also isolated and determined new antimalarial compounds containing
a pyridone ring from another filamentous fungus and two new macrolide compounds from an
actinomycete strain. These compounds strongly inhibited the in vitro growth of multidrug-resistant
Plasmodium falciparum strain.
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WIS IXBRMART D A 7 ) — = 7T L T2 Acremonium J& R TE FKR-0564 ¥RIZDUWT
Pi~ 7 U TR RIEME A PR R - A B LT, ZORER. BEEY 2 kg M OHTHRERIRT B
FRXTF R 2{bEW (koshidacin A JxINB &) Z HBfEL 77,

Acremonium sp. FKR-0564 #

1R (K 2.0 kg) Koshidacin A

EtOH (1L) ‘

R I

BET EtOH B Koshidacin B
KB (0.5L) ‘

ODS A3 LYATM 54— (50 i.d. x 50 mm) l

MeOH/H,O % (% 500 mL)
(Pass, 20%, 30%, 60%, 100%)
JBET MeOH B+
60% MeOH E 43 (539.5/988.8 mg)
HPLC
517 Ls : Capcell pak (20 i.d. x 250 mm)
BEhHE : Isocratic 40% CH3;CN/0.1% TFA ag. J

R ¢ 7.0 mL/min
%HE T UV210nm
JRET MeOH B4 D HRIGRzIE
Koshidacin A (1) 29.9 mg "'E"EQ"'#"%;"E"
Koshidacin B (2) 17:3mg (REFHF (min)
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Koshidacin A (1) Koshidacin B (2)

Koshidacin B (347~ A 7 a4 —X —TEAlMtE~ 7 V 7 RBOHEEAHAE L, ot MEF
FRHETEAMRI S 63 BRI~ T U 7R BIEME & TR 16-18 W2 E B B e 7

-7 (FF),
ICSO (HM)
{LEw) Piv 7 U 7 G AR
K1 B FCR3 ¥k (MRC-5#}1)
Koshidacin A (1) 12.5 17.1 6.8
Koshidacin B (2) 0.8 0.9 14.7
Artemisinin 0.021 0.021 160
Artesunate’ 0.010 0.003 37
Chloroquine” 0.577 0.047 58
*chloroquine Ttk **chloroquine &3 ik BRI

W koshidacin B |3 R X I~ 7 U VG~ 7 ZET/LIZEBWT 30 mgkg, ipfGTv7 U7
SRR OHEAE AR S0% 40 L7z, £lo~ U RITkT 2 B Lo mmtEERk bR S T2t &

LREESV LIS,
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FEhE A DR 7 ) —= 2 7 TR LTz Fusarium JBRIRE FKI-9521 FRICOWCHi~Z U T
JRHIEMEZ FEAR ISR, - MR A I Lo, ZORER. E5BW 15Skg ORI R I <7F R
2{b&¥ (Deacetyl fusarochromene }2 OF 4°-O-Acetyl fusarochromanone & fn4) K& ONWEZEISER% 3 1L

B A HEE LT,

Fusarium sp. FKI-9521 #

R (KiZH 15 kg)

Ty (151)

BEEE

BET 7&b BX

KB (3.5L) 3

ODS W3 LYATRI 54— (50 i.d. x 50 mm)
MeOH/H,0 % (& 1L) 2 l
(Pass, 60%, 100%) 1

«—n

RUE T ez E 1
60% MeOH M4 (240 mg/2.6 g) l

HPLC
517 Ls : Capcell pak (20 i.d. x 250 mm)
&)1 : 30% CHsCN/0.1% TFA aq.
JER D 7.0 mL/min
H © UV 210 nm

JBE T CHaCN B =14 (CRHERzIR

Deacetyl fusarochromene (1)

TrzvisiavARIRNGRGRY

13.1 mg 5 10 15 20 25

4’-0-Acetyl fusarochromanone (2) 17.7mg {REFEFRE (min)
Fusarochromanone (3) 12.5mg
3’-N-Acetyl fusarochromanone (4) 18.5 mg
Fusarochromene (5) 17.8 mg

KGN ER 0 HT (NMR, & £504T) 3 X OV ESI-MS/MS
T A METIC X 0 FEEE AR E LT (B
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Dacetyl fusarochromene (1)

o NH,

HiC''j

H3C o

4’-0-Acetyl fusarochromanone (2)
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72 (FR) BB WTNOEM X AI~ T Y TG~ 7 AET /MZEWT 30 mgkg,
Lp. 5 CIREB RITMER SN2 o T,

ICso (LM)
L& Piv 7 U 7 R g AT
K1 FCR3 ¥k~ (MRC-5#llfit)

Deacetyl fusarochromene (1) 0.69 0.54 2.25
4’-0-Acetyl fusarochromanone (2) 0.17 0.13 24.82
Fusarochromanone (3) 0.15 0.08 0.45
3’-N-Acetyl fusarochromanone (4) 1.68 0.90 42.49
Fusarochromene (5) 6.35 Not tested 55.47
Artemisinin_ 0.021 0.021 160
Artesunate 0.010 0.003 37
Chloroquine” 0.577 0.047 58

*chloroauine it " chloroquine &2 MLk TR
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