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Direct cytotoxicity of leukemic plasmacytoid dendritic cell line (PMDC05)
stimulated with OK432 and IFN- 7.
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Abstract A leukemic plasmacytoid dendritic cell line, PMDCO05, which was previously established in our laboratory,
showed the ability of inducing antigen specific cytotoxic T lymphocytes. For tumors that antigenic peptides are not
identified, it would be necessary for PMDCO5 to have direct cytotoxicity against tumor cells to uptake tumor antigens for
presenting them to T cells. Therefore, we aimed to investigate the effects of OK432, penicillin-inactivated and lyophilized
preparation of Streptococcus pyogenes which has been clinically used in Japan for more than 30 years, to activate
PMDCO5 cells.

Stimulation of PMDCO5 cells  with OK432 and IFN- 7 enhanced the expression of CCR7 and TNF-related apoptosis-
inducing ligand (TRAIL). Also, we detected a higher cytokine production such as IL-6 and TNF- o compared with
unstimulated PMDCO05 cells. Furthermore, PMDCO5 cells stimulated with OK432 and IFN- 7 showed direct cytotoxicity
against the tumor cell targets (T2A24 cells) expressing death-inducing receptors (DR4 and DR5). This might have
occurred due to binding of TRAIL expressed on PMDC 05 cells with DR4/5 on T2A24 cells.

These data suggest that by stimulation with OK432 and IFN-y PMDCO05 cells could acquire direct antitumor
cytotoxicity, which may be beneficial for PMDCO05 cells to uptake tumor cell components for antigen presentation in case
of PMDCO5 cells are co-cultured with tumor cells.

OKA432/1FEN- 7 -stimulated PMDCO05 cells, which are loaded with tumor antigen by co-culturing with tumor cells,
could be used as potent antigen presenting cells for generating antigen specific cytotoxic T lymphocytes (CTLS) in anti-
tumor cellular immunotherapy.
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