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Tab1 Bullatacin cytotoxicity to MCF 7/ ADR cells, 2 Bullatacin MDR Fura 2
MCE7 cells, KBw200 cells and KB cells as Fure2/ AM  Pgp L re
deter mined MTT assa
by Y MDR Fura 2 , Pgp
. R
Cell ICsq of bullatacin/ pg* ml ,Fura 2/ AM , MDR
MCFE7 3.67x10°%1.00x10°*~6.33x10"*
! . ) Fura2 , , MDR
MCF-7/ ADR 3.73x1077(0.42x10°"~7.04%x10"7) (7]
KB 2.50x10°°(1.40x10°°~3.60x10"7) 5 P-gp o
KBv200 2.43%x10°°(0.86x10°°~4.00x10"°) MCF-7 Fura-2
Mean ICs, values were obtained from three independent MDR MCF-7/ ADR 3.8 . bullatacin
experiments, in which cells were incubated with various 3h F 2 AM 20 .
concentrations of bullatacin. The numbers in parentheses ’ ura min,
represent 95 % confidence limits. ~ P > 0.05, ICs, values MDR Fura-2 3.14 2),
obltlained in MDR cells compared with that in parental sensitive bullatacin MDR Fura 2 .
cells .
bullatacin P-gp Fura 2- AM .
Tab2 Effects of bullatacin on Fura2 accumulation in MCF 7 cells and MCF 7/ ADR cells
. Fura-2 accumulation Fold-accumulation
Concentration
Group . /nmol/10° cells of Fura 2
/gt ml MCF-7 MCF-7/ ADR MCF-7 MCF-7/ ADR
Control 0 1.022 £0.029 0.266 £0.039 1.00 1.00
Bullatacin 0.1 1.029 £0.046 0.834%+0.027" " 1.00 3.14
The values represent x ts of three independent experiments. The fold-accumulation of Fura-2 was defined as the
ratio of the accumulation of Fura-2 obtained in the presence of bullatacin and that obtained in its absence . =~ P <
0.0l compared to no bullatacin values .
3 Bullatacin ADM , bullatacin P-gp
P-gp > . bullatacin 3
MDR . bullatacin MCF-7 ADM MCF-7/ ADR 4.9
MDR ? bullatacin . bullatacin MCF-7/ ADR ADM
,  bullatacin , ATP s ADR (
, P-gp , 3) .
, , bullatacin
Tab 3 Effect of bullatacin on ADM accumulation in MCF 7/ ADR cells and MCF 7 cells
. Accumulation of ADM X
Concentration B Fold of accumulation of ADR
Group /nmol/10° cells
/pmole L~
MCEF7 MCF-7/ ADR MCF-7 MCF-7/ ADR
Control 0 2.099 £0.094 0.408 £0.046 1.00 1.00
Bullatacin 0.1 2.074 £0.048 1.671 £0.144" " 0.99 4.10
The values represent x £ s of three independent experiments. The fold of accumulation of ADM was calculated by
dividing the value obtained with the presence of bullatacin by that obtained with the absence of bullatacin. =~ P <
0.01 compared to no bullatacin values .
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THE CIRCUMVENTION OF TUMOR MULTIDRUG RESISTANCE BY
BULLATACIN AND I'TS MECHANISM

Fu Liwu( Fu LW) , Tan Bingyan( Tan BY)', Liang Yongju( Liang YJ) ,
Pan QC( Pan Qichao) , Huang Hongbing( Huang HB) and Feng Gongkan( Feng GK)

( Cancer Institute, I Molecular Medical Centre ,
Sun Yat-Sen University of Medical Sciences , Guangzhou 510060)

ABSTRACT AIM: To find new drugs to overcome tumor multidrug resitance( MDR) , bullatacin was
studied with technique of cell culture in vitro. METHODG: The study was carried out using two pairs of cell
lines : MDR cell lines and their parental sensitive cell lines including MCF-7/ Adr cells and MCF-7 cells , KBv200
cells and KB cells. Cytotoxicity was determined with tetrazolium ( MTT) assay. The function of P-gp was
examined by Fura2/ AM assay. Cellular accumulation of adriamycin( ADM) was determined by fluorescence
spectrophotometry measurement ( to reflect cellular bullatacin accumulation) . RESULTS: Bullatacin showed
potent cytotoxicity to MCF7/ Adr cells, MCF7 cells, KBv200 cells and KB cells. The cytotoxicities of
bullatacin to MDR cells were similar to that to parental sensitive cells. Bullatacin markedly increased cellular
Fura2 and ADM accumulation in MCF 7/ Adr cells, while not in MCF 7 cells. CONCLUSION: There was no
cross-resistance of bullatacin to P-glycoproteimr positive MCF-7/ ADR and KBv200 cell lines as compared with
their sensitive cell lines. The mechanism of overcoming MDR was associated with the decrease of P-gp function
and the increase of MDR cellular drug accumulation .
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