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Abstract: Objective To observe whether saikosaponin D has the guiding role in targeted therapy of doxorubicin for mouse liver
cancer and explore its guiding mechanism of targeted therapy. Methods H,, mouse liver solid tumor model was used to evaluate
the therapeutic efficacy of saikosaponin D and doxorubicin alone or in combination on tumor-bearing mice. Cell proliferation was
examined by MTT assay. Cell size was analyzed by laser holographic analysis system, cell reactive oxygen species (ROS) was tested
by DCFH-DA, Mito-Tracker Green was used to examine mitochondrial function, AO staining was used to test cell autophagy, and
cell Oatplbl expression was examined by Western blotting. Results Saikosaponin D at the experimental concentrations of 0.5—16
pg/mL had no effect on Hy, cell proliferation, but could increase H,, cell volume, promote cell to uptake doxorubicin and enhance the
inhibitory action of doxorubicin on cell proliferation. Saikosaponin D could reduce ROS level of Hy, cell, promote cell mitochondrial
function and cell autophagy, and increased cell Oatplbl expression. Saikosaponin D at the experimental doses of 20 mg/kg had no

effect on subcutaneous solid tumors in H,, liver cancer-bearing mice, could increase doxorubicin uptake in tumor tissues and the
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therapeutic efficacy of doxorubicin on liver tumors. Saikosaponin D could improve the extracellular matrix deposition in tumor

tissues, decrease TGF-B1 and vessel permeability. Conclusion Saikosaponin D had the guiding role in targeted therapy of

doxorubicin for mouse liver cancer, its guiding mechanism was to maintain cell autophagy and mitochondrial function, then to

promote Oatp1bl expression and reduce extracellular matrix deposition.
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Fig.3 Effect of saikosaponin D on ROS in Hy, cells (x +s,n=3)
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Fig. 5 Effect of saikosaponin D on autophagy in H,, cells (x + s,n=3)
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Fig. 9 Effect of saikosaponin D on TGF-f1 secretion and vascular permeability in H,, solid tumor-bearing mice
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