The genotoxicity of pyrrolizidine alkaloids Is mediated by CYP3A In
metabolically competent TK6 cell lines
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Lentiviral vector with CYP cDNA Fourteen TK6 cell lines each

express a CYP Table 1. Levels of DHP formation in TK6 cells transduced with various CYPs after 24-h exposure A Lasiocarpine (uM) B

to 1 uM lasiocarpine, 10 puM riddelliine, and 50 uM senkirkine* EV 3A4 3A5 3A7 p-CHK1 p-CHK2 Clasved caspise 3 JH2AX

Pyrrolizidine alkaloid (PA)-containing plants are among the most common poisonous
plants affecting humans, livestock, and wildlife worldwide. A large number of PAs are
known to induce genetic damage after metabolic activation. In the present study, using
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Figure 4. Cytotoxicity of lasiocarpine (A), riddelliine (B), and senklrklr.\e (.C) in TK6 cells tr_ansduced with e « PAs with different structures showed different genotoxic potential after
Figure 1. Proposed metabolic activation pathway of three pyrrolizidine alkaloids. Lasiocarpine, empty vector (EV), CYP3A4, 3A5, and 3A7. Cells were treated at the indicated concentrations for 24 h. * conten metabolic activation.
riddelliine, and senkirkine undergo metabolic activation to their reactive metabolites including DHP (ATP level) and " (cell viability) indicate for a treatment group versus the corresponding EV cells at the Figure 6. PAs induced cell cycle changes in TK6 cells expressing CYP3A4

esters and DHP. same concentration.
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