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The anti-tumor effects of AZ-4 and mitochondria electron
transport chain complex | inhibitor on lung cancer cell line
(H460).
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AZ-4 is kind of anti-cancer drug like bis-aziridinoquinonyl thiaters. It’'s a new
compound that developed from aziridinylbenzoquinone drug. In the previous
experiments, the ability of DNA alkylation by aziridinylbenzoquinone compounds
had been confirmed. It' s used to disturb DNA replication and decrease the survival
rate of cancer cell. We synthesis a new bis-type anti-cancer drug AZ4 by the
different chain length and composed of linker. From the results, we confirmed the
ability of DNA alkylation and the cross-link with DNA by AZ4. In the preliminary data,
it’s found that the AZ4 induces cell death of human lung cancer (H460) in a
dose-dependent and time-dependent manner. The IC50 of AZC-5 to H460 cell is 5.5
mM by MTT assay. We also found that the AZ4 makes a lower lethal effect on human
skin fibroblast cell at same concentration of H460. According to the results of flow
cytometry the AZ4 induced the Hep-2 cell S phase arrest in 0.75 mM and G2/M
phase in 3 mM. The apoptotic signal progression of H460 induced by AZ4 included
the increase the ratio of CH2/CH3 from cell membrane phospholipid motion in a
dose- & time-dependent manner as determined by 1H NMR analysis. Besides, data
from Hoechst staining also revealed that a lot of apoptotic bodies could be found at
60 hrs. after treatment by AZ4.From Western blot results , we found the AZ4- could
induced the H460 cell arrest at G2/M phase at 3 mM . IV



