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Abstract: Objective To select the test concentrations and test times of model drug doxorubicin (DOX) for metabonomic study of
the in vitro cardiotoxicity. Methods The cell viability of DOX on cardiomyocytes for 24 , 48 and 96 h were determined by MTS
assay, respectively, so as to define the optimum total test time. Afterwards, the cell viability of DOX at different concentrations on
primary cardiomyocytes were determined, then the low and high concentration of test drug DOX and different test time points for
metabonomic study of the in vitro cardiotoxicity were defined through observe the morphological changes of cells under microscope.
Results The optimum total test time was 48 h, during which the concentration of DOX resulting in 50% viability of primary
cardiomyocytes (ICsy) was (1.03 £ 0.40) umol/L. The test low and high concentrations for metabonomic experiment of the in vitro
cardiotoxicity were defined as 0.09 and 3.44 umol/L, respectively. The cardiomyocytes samples for metabonomics were harvested
and determined at 0, 6, 24 and 48 h after drug exposure, respectively. Conclusions A method of selection of test drug
concentrations and test times for metabonomic study of the in vitro cardiotoxicity was established, which provide references for such
in vitro metabonomic studies.
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Fig. 1 Representive concentration-response curves, illustr-

ating the toxic effects of DOX on neonatal rat

cardiomyocytes for 24, 48 and 96 h, respectively (n =5)

# 1 DOX ERFLRNLAAR 24.48 F1 96 h BIF SN (n = 5)
Table 1 The toxicity effects of DOX on neonatal rat cardiomy-
ocytes for 24, 48 and 96 h, respectively (n = 5)

YERITA]  ICso/(umol- L™ 95%EAF X [H] R’
24h 7.28 3.30~16.04 0.9590
48 h 1.60 1.02~ 2.53 0.9766
96 h 0.98 0.45~ 2.13 0.9141
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Fig. 2 Representive concentration-response curves, illustr-
ating the toxic effects of DOX on neonatal rat

cardiomyocytes for 48 h. (x £s,n=4)
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Fig. 3 The characteristic morphological change of the cardiomyocytes treated with different concentrations of DOX for

various time points
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