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Abstract: Objective To choose the optimum sample pretreatment method for primary cardiomoycytes and chromatography-mass
spectrometry conditions, lay the foundation for establishing the metabonomics research method for in vitro cardiotoxicity. Methods
By UPLC/Q-TOF-MS technique, the sample pretreatment methods that trypsinization by 0.05% trypsase first then extraction with
cold methanol or scraping with scraper first then extraction with different organic solvents were investigated. The base peak ion
chromatograms were detected under five different gradient mobile phase elution solutions and positive and negative ion detection
modes. Methodology examinations of instrument precision, method precision and sample stability test were performed by quality
control samples. Results Trypsinization by 0.05% trypsase-0.02% EDTA first then extraction directly with —80°C methanol was

the optimum sample pretreatment method of cardiomyocytes for metabonomic study. The optimum mobile phase elution program
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was 0 min-2.0% A, 2 min-25.0%A, 6 min-40.0% A, 12 min-90.0% A, maintain 2 min, 16 min-2.0% A, maintain
2 min. The optimum detection mode for mass spectrometry was positive ion detection mode. The instrument
precision, method precision, and sample stabilityl.0% by RSD of retention time, which conforms to the requirement.

Conclusion In this study, the optimum sample pretreatment method and UPLC/Q-TOF-MS analytical conditions were determined,

which provides references for establishing and improving the metabonomics research method for in vitro cardiotoxicity.
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2 95. 8 95. 2 27. 1 90. 2 25.
2 95. 1 95. 3 50. 1 90. 6 40.
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Fig. 1 Pre-treatment methods of cardiomyocytes samples
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Fig. 4 Six chromatographic peaks indicated in methodological evaluation
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Table 2 Results of instrument precision, method precision, and stability tests (n = 5)
FHRT VEE AR PR B I 1)
IR TR fommrE Iy rRREE Rkt TS 3 TR Rtk
RSD/% RSD/% RSD/% RSD/% RSD/% RSD/%
g A 4.9 10.5 153 0.3 0.3 0.4
% B 6.5 9.1 9.2 0.3 0.3 0.2
g C 10.3 9.2 15.0 0.2 0.2 0.2
D 8.5 8.6 52 0.1 0.1 0.1
g E 13.0 17.8 12.7 0.1 0.1 0.1
W F 14.9 10.9 16.3 0.1 0.1 0.1
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