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Abstract — Three more unusual macrolides in addition to concnamycin B were isolated from the
mycelium of Streptomyces sp. strain Bal6. These four compounds showed a potent cytotoxity to
human cancer cell lines, SNU-1 (stomach cancer cell line), SNU-354 (liver cancer cell line), MCF-
7 (breast cancer cell line) and KB-3-1 (oral epidermoid carcinoma cell line). Interestingly, these
compounds confered slight differential cytotoxity on RHEK-1, a human epidermal keratinocyte
cell line immotalized by AD12-5V40 hybrid virus and RHEK-1/pSV. ras which was resulted from
H-as transfomation of RHEK-1. These compounds were determined to be concanamycin A, conca-
namycin E and O-methyl concanamycin B by NMR and other spectral analysis.
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Fig. 1. Chemical structure of the compounds isolated
from mycelium of Streptomyces sp. Bale.
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Table 1. Physicochemical properties of MCH-201 and its congeners

MCH-201 MCH-202 MCH-203 MCH-204
Nature white power white powder white powder white powder
HPLCY(rt) 8.28 min 9.86 min 7.08 min 12.53 min
MP 172¢C nd nd nd
UV A max(MeOH) 244, 285 nm 244, 285 nm 244, 285 nm 244, 285 nm
MS(m/z) 874(FAB M—+Na') 888(FAB, M+Na') 860(FAB, M+Na") 888(FAB, M+Na')

Yeolumn: p-Bondapak C-18 (¢ 3.9X300 mm), solvent: 80% methanol, UV: 254 nm, flow rate: 1 m//min, nd:

not deterrmined.

Table 2. 'H-NMR assignments of MCH-201 and its congeners

MCH-201" MCH-202" MCH-203? MCH-204"
C2-OCH; 348 s 3.56 s 357 s 361 s
H3 6.35 s 641 s 6.29 s 6.34 s
C4-CH, 1.96 s 1.97 s 2.01 s 1.99 s
H5 558 d (9.5) 5.68 d(10.2) 5.28 d(9.9) 579 m
C12-CH; 1.81 s 1.88 s 1.82 s 1.82 s
H13 580 d (11.0) 578 {(9.6) 5.85 d(10.5) 581 m
H14 6.50 m 6.58 m 6.54 m 648 m
H15 516 m 517 m 523 m 511 m
16-OCH; 3.20 s 3.26 s 324 s 3.18 s
C21-OCH; - — — 296 s
HZ26 519 m 2.30 m h.31 m 535 m
H27 548 m 553 m 554 m 5.64 m
HT' 448 d (9.5) 4.56 d(9.3) 454 d(9.7) 453 d
H4' 4.23 t(9.0) 4.28 t(9.1) 4.26 t(9.1) 4.30 t(9.1)
OCONH; 496 s 4.75 s 4.67 s 4.92 s

Y'H-NMR spectra were measured at —20C in CDClLy (300 MHz).
?"H-NMR spectrum was measured at 50C in CDCl; (500 MHz).

Table 3. Cytotoxic activities of the MCH-201 and its congeners

Cell line tested (ICs, ug/m/)

compound SNU-1 SNU-354 KB-3-1 MCF-7 RHEK-1 ~ RHEK-1/pSV; ras
MCH-201 5X10 ° 1X10 ? 5X10 5X10°" 5X107° 510"
MCH-202 1%10 * 1X10 * 510 5X 107" 5X 107 510
MCH-203 5X10 110 5x10 5 10" 5x10 5X10 °
MCH-204 110 5% 10 5X10" 5X 10° 5X10 2 5X 10

SNUIL: human stomach cancer, SNU354: human liver cancer, KB-3-1: human oral epidermoid carcinoma, MCF7:

human breast cancer, RHEK-1: human epidermal keratinocyte cell hine, RHEK-1/pSV. ras:

transformed with pSV., rus.

RHEK-1 cell line
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