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Abstract

Fas Ligand(FasL) is a cytokine that induces apoptosis when it engages its cell
surface receptor Fas. FasL expressing in immune-privileged organs might induce
apoptosis in infiltrated inflammatory cells to protect those organs from detrimental
effect of inflammation. Recent study showed that FasL induces not only apoptosis
but also conversion of pro-IL-18 into its active form and causes inflammation.
FasL is a membrane-bound protein and the soluble form is released from the
membrane form by a ploteolytic mechanism. However the role of the membrane-
bound and soluble form of FasL in inflammation has not been well understood.
Although IL-1 is a mediator to induce neutrophil infiltration, the mechanism of
neutrophil infiltration in FasL induced inflammation is not fully understood
because the infiltration is still observed in IL-1KO mice. Therefore, in this study,
1) comparison in vivo inflammation activity of the membrane and soluble form of
FasL, and 2) investigation of the factors that may concern with neutrophil
infiltration were performed.

1) Tumor cell lines that express membrane-bound and/or soluble form of
FasL were established from mouse leukemia cell line FBL-3. Those tumor cells
were injected into the peritoneal cavity of syngeneic mice. 18hr after the injection,
peritoneal exudate cells were analyzed by flow cytometry. Tumor cells expressing
the membrane-bound form of FasL induced neutrophil infiltration, whereas the
soluble form of FasL did not. Furthermore intraperitoneal injection of purified
soluble FaslL(0.1-10000ng) did not induce the neutrophil infiltration. Tumor cells
expressing FasL were transplanted into the skin of syngeneic mice. Tumor
expressing membrane-bound but not soluble Fasl. were rejected earlier than
control tumors. These results indicate that the membrane-bound but not soluble
form of FasL plays a critical role in the induction of neutrophil infiltration and the



acceleration of tumor rejection by FasL in vivo

2) Tumor cell lines that express FasL were injected into the peritoneal cavity,
then cytokines in the peritoneal cavity were measured by ELISA. Quantity of IL-1
B, IL-6, KC and IL-17 were increased by FasL. Thioglycollate~induced PEC
cultured with FasL also released those cytokines. Alhough it has been reported
that IL-17 was released mostly from T cells, thioglycollate-induced PEC from SCID -
mice also release IL-17 upon FasL stimulation. This result suggests the possibility
that not only T cells but also other cells in PEC release IL-17. Consequently, 1L-17,
IL-6, KC might be additional factors that concern with the neutrophil infiltration.
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