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Abstract: 

Multiple sclerosis (MS) is an autodemyelinating disease mostly mediated by T cells that are sensitized to myelin basic protein (MBP). In addition to TH1 cytokines, recent information indicates that TH2 cytokines associated with mast cells are also involved, but this process is not well understood. Here we show that MBP stimulates human mast cells in a dose-dependent manner to release IL-8, TNF-α and tryptase (at 10 µM 5402 ± 3845 pg/106 cells,  644 ± 72 pg/106 cells and 305 ± 199 ng/106 cells, respectively) compared to controls (778 ± 541  pg/106 cells, 116 ± 67 pg/106 cells and 105 ± 99 ng/106 cells, respectively). The addition of mast cells, but not pancreatic cells (INS-1 Rat Insulinoma) used as control, to activated T cells stimulates IL-2 production from 40.59 ± 10.01 to 1298.30 ± 60.30 pg/ml (n=3, p<0.05). The addition of MBP (10 µM)  to mast cells further stimulated activated T cells to release 1522.90 ± 45.23 pg/ml (n=3, p<0.05). Pretreatment with the flavonoid luteolin (1-10 µM) blocked both MBP-induced mast cell activation and T cell IL-2 release. These results indicate that mast cells can activate T cells in MS and could constitute a new therapeutic target. Moreover, the flavonoid luteolin could be used in clinical trials.
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