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Phenylhexyl Isothiocyanate Can Inhibit MDS Cell Growth as Histone Deacetylase Inhibitor and Hypomethylating Agent. Lin Xianghua,
Liu Jie, Tang Jingjing, et al. Department of Hematology, Fuzhou First Municipal Hospital, Fujian 350001, China

Abstract Objective A new class of chemotherapeutic agents is being developed for myelodysplasia syndrome ( MDS). In this
study we examined whether phenylhexyl isothiocyanate ( PHI) ,one kind of synthetic sulforphate (SFN) derivatives, has its effects on MDS
cells. Methods SKM —1 of MDS cell line were exposed to PHI at various concentrations and cell viability was determined from at least
triplicate cultures by trypan blue exclusion method. Analysis of cell cycle phases was performed using a BD FACScan Flow Cytometry. The
effects of PHI treatment on mitochondrial membrane potential was measured using a potential sensitive dye JC — 1. Both p15 hypomethyla-
tion and histone H3 hyperacetylation in PHI treated SKM -1 cell line by using methylation specific PCR (MS — PCR) and Western blot
analyses. The contents of Vascular Endothelial Growth Factor ( VEGF) in the culture supernatants were determined with ELISA kit.
Results PHI inhibited the proliferation of the MDS cells and induced apoptosis in a concentration as low as Sumol/L. Cell proliferation
was reduced to 50% of control with PHI concentration of 10pumol/L. Cell cycle analysis revealed that PHI caused G, - phase arrest of
SKM -1 cells. PHI induced pl5 hypomethylation in a concentration — dependent manner. PHI was further shown to induce histone H3
hyperacetylation in a concentration — dependent manner. It was also demonstrated that PHI inhibited VEGF production in the SKM -1
cells, and It was found that PHI induced apoptosis through disruption of mitochondrial membrane potential. Conclusion It shows that PHI
can induce both pl15 hypomethylation and histone H3 hyperacetylation in SKM — 1 cell line. PHI has dual epigenetic effects on pl5 hypom-
ethylation and histone hyperacetylation in MDS cells and targets several critical processes of MDS proliferation.
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