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Isolation and Purification of Nocardamine from the Validamycin Producer

Eiji Higashide, Yoshiharu Omatsu, Suemi Inoue
Yoshinobu Kimura, Hiroshi Kanzaki and Shuhei Nakajima

(Department of Bioresource Chemistry)

An antibacterial antibiotic active against P. mirabilis was isolated from the

culture of Streptomyces hygroscopicus subsp. limoneus, validamycin producer. The
antibiotic was found to be produced with a non-validamycin producing condition. The
antibiotic was identified as nocardamine with the analytical data, IR, *H-NMR and

3C-NMR spectra.
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Streptomyces hygroscopicus subsp. limoneus"?
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HEzem LA L 72, Bacillus ceveus IFO3514, B.
subtillis IFO3134, Micrococcus lutens IFO12708,

Sta-phylococcus aureus IFO13276, S. epidermidis
IFO12993, Escherichia coli 1FQ12734, Klebsiella
preumoniae IFO3512, Proteus mirabilis IFO13300,
P. wvulgaris 1FO3851, Pseudomonas aeruginosa
IFO13275, Serrtia maecescens IFO12648, Candida
albicans 1FO1385, Rhodotorura minuta IFO0387,
Saccharomyces cevevisisae 1FO0304, Aspergillus
orvzae 1FO4079, A. niger 1FO4417, Penicillium
chrysogenum 1FO8648, Micvosporum  gypseum
IFO6076, Trichoderma viride 1FO31137, Tricho-
phyton menta-grophytes IFO7522,
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JCMA 1 DHURH T i P O 3 H B R AR 5,
ERHEREB L UEREET G2, N =4
> DWEICIRBEMOMEY I EEB LU A 7 a
2 M TT 7 4 —EFEHW FoREE N EO
-3 OHTRHBIZERAREIC L » THEEL 72,

limoneus

Received October 1, 1998




14 HH RA B5&

¥, 2B IUBEE

HEHE JCM491113200md55n mLL > = f X — - 7
72212 9 FO R MR 130 L U50ml & 45Tk L
THRE L 7z, KIZFEREIS IR & ) B5FER% [ T28°C
F720337C T8 AR 21T - 72, £ 15 DHHIG
MiXaBE & L T Proteus mirabilis % i\ 5 XK
FALETHIE L 72, LR SRR 2 v THE S
PRRET L 2RSSR, FiHINodd, FRARIRJE28°C, IEFEM
wmH0md (200m7 7 2 a2 ), HHE 1 %05t
rHVWD EAERELS R 2o 2. FOFEEEHN
72 FERENT450me % 53 (o5 BfE L T 400mé DT % 13C,
I EPHT . 0IZF%EL, FRN1-75 /—1 T3
i L 72, 2 e i 2 4 U T CiltHE L 1800
mg & LT, ZHUTHIKZIIZ T400ml & L 72, £ 04
W % R T TR L 360mg & LT, X SRk 2
2 T400me X L 72, Z D BKERL Y & RRTEME RS % Bk
KV Do FILTHREL, 196072 KEE
B2 100m > HP-208IE % @i 2, Faoiik
TH Rk 721, €DEEL, H550% 7 & F > KiE
WTHEIML 72, 206 DWEM S % HEo THME LAk
K& 2 TA00me & L 72, F35 172 EH80m % Dowex
50Wx 2 (H*) THRER L, Fi%ic LT 44T HPLC
EML 72, HPLC: B LC-6 A, UV B
BEi# SPD-6 A. % 7 23 cosmosil 5CI18-AR (+
7Ty ) AL D ods, 1. d. 6 mmX250mm) #
Hv, 37% 5K A7 /2 —LE v CiaE] . 2md/nin T
ALz, WEMEES I UV B2 T215nm (2 BT
LR & eESEIE 2 W THIE L 72, F O G
I RFFRERI200 iz At S sz, 2o HPLC %
BN LUFEML, I 6EWES 2 ED TRMEL T
HEHE (100mg) #4372, AMHEIZ HPLC B L v
TLC (484K : Kiesel-gel G, BBBEE @ 1-7% /—
NI ARG )= 5FGT>ETK I AK=(4 0.5
0.5 itk bHi—Th 5 Z LD S

EILXZRFEPFHHEE Vol 88

n7: (Fig. 1),
BB

IR R 2~ 7 } Ll Nicolet FT-IR710%4z &
HRAES00ug # VT KBr #:CllE L 72,

'"H-NMR 227 } LiZi3 Varian VXR500% H
W EO-3 2mg R EARB LU A Y —nd, 2HWT
FREEL 7200% £ ¥ 2 —IVIZEEREL, £ 72, BC-NMR
A7 P OVHIREIZIE Varian VXR200% vy, EO-
3 10mg % [FEED0% 4 ¥/ — A MR Ll L 72,
F 72 ESI MS 227 } JLiZ Perkin-Elmer API III

-+ EO-3

~—— HPLC condition

Column : cosmosil SC18-AR walers
(6.0mm i.d. X 250mm)

Mobile phase : 37% methanol

Flow rale ; 1.2mlmin
Detection ; UV 215nm
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Fig. 1  HPLC chromatogrm of EO-3.
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Fig. 2 Time course of EO-3 production.
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Fig. 3 IR spectrum of EO-3.
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Fig. 4 ESI MS spectrum of EO-3.
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Fig. 5 ESI MS/MS spectrum of EO-3.
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Fig. 6 'H-NMR spectrum of EO-3.
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Fig. 8 Chemical structure of nocardamine.
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