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CIP-36, a novel podophyllotoxin derivative, induces apoptosis of
KBYV 200 cells
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Abstract Objective: To study the antitumor activity of CIP-36 on multidrug resistance human oral squamous carcinoma cells (KBV
200 cells) in vitro and the feasible anticancer mechanisms. Methods: MTT assay, morphological study, DNA gel
electrophoresis, flow cytometry, western-blot, and immunofluorescence were carried out. Results: The ICs, value of
CIP-36 on KBV 200 cells was (2.06 £ 0.38) umol / L. After treated with CIP-36, the apparent morphological characteristic
and typical DNA ladder of KBV 200 cells were all detected. Both the number of apoptosis cells and the cell cycle were
measured by flow cytometric; A typical “Sub-G; peak” was checked and CIP-36 blocked the cell cycle at S/G, + M phase.
Western-blot showed that the expression of P-glycoprotein was decreased. CIP-36 could interfere with microtubule
polymerization and disrupt cytoskeleton. Conclusions: CIP-36 has the potentiality to overcome P-glycoprotein- mediated
multidrug resistance in the KBV 200 cell line.
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Table 1 Cytotoxic effect of CIP-36 on cancer cell lines (x+s,n=3)
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Fig.1 Morphological appearance of KBV 200 cells after treated with CIP-36 for 24 h
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Table 2 Effect of CIP-36 on KBV 200 cell cycle kinetics for 12 h (E ts)
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Table 3 Effect of CIP-36 on KBV 200 cell cycle kinetics for 24 h (E ts)
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Fig.4 Proportion of apoptosis of KBV 200 cells treated by CIP-36 for 24 h
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Effect of CIP-36 on microtubule structures in KBV 200 cells
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Fig.6 Expression of P-gp in KBV 200 cells after
treated with CIP-36 for 24 h
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