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    Abstract

        The regional administration of 5-fluorouracil (5-FU) has been the fundamental therapy against liver metastases for the improvement of patient prognosis; however, there have been few reports about the immunological effects of this agent. It is also unknown whether it affects the spleen, one of the major lymphoid organs. The objective of the present study was to determine the immunological effect of an intrasplenic injection of 5-FU against liver metastases. We investigated the effect of an intrasplenic injection of 5-FU on the formation of experimental liver metastasis resulting from an intraportal vein injection of colon 26 carcinoma cells in BALB/c mice and elucidated some of the underlying mechanisms involving the effects of this on cellular immunity. Liver metastases were significantly diminished by the splenic injection of 5-FU, particularly in comparison with the portal injection or systemic administration. This was followed by augmentation of the interleukin-12 (IL-12) level in the spleen and activation of hepatic mononuclear cells. In those cells, NK1.1+ (NKT) cells played a central role against metastases. A splenic injection of 5-FU is more effective on the involution of liver metastases than portal or systemic injection. This effect may be attributed to the augmentation of the IL-12 level in the spleen and of NKT cells in the liver rather than to the original effect of 5-FU, which is the so-called inhibition of DNA synthesis.

      
Footnotes
	
        DOI: 10.1124/jpet.103.057547.

      
	
        ABBREVIATIONS: 5-FU, 5-fluorouracil; NK, natural killer; IL-12, interleukin-12; hMNC, hepatic mononuclear cell; CTL, cytotoxic T lymphocyte; PBS, phosphate-buffered saline; Ab, antibody; T:E ratio, target-to-effector ratio; ASGM1, asialoGM1; TCN, total cell number; rmIL-12, recombinant murine interleukin-12.
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