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Abstract:
Mast cells are important effector cells in IgE- and Th2-mediated immune responses. Mast cells are located close to substance P (SP) containing nerves. SP can activate connective tissue-type mast cells, but not mucosal mast cells. Here we examined the effect of SP on (a) mediator release from human umbilical cord blood-derived cultured mast cells (hCBMCs) grown in the presence of stem cell factor (SCF), IL-6 plus IL-4; (b) IL-2 from activated T cells alone or together with mast cells. SP dose-dependently released histamine, tryptase and IL-8 

(at 10 µM, release was 72.8 ( 7.42%, 5390 ( 954 ng/106 cells and 1140 ± 103 pg/106cells, respectively) compared to controls (6.3 ± 2.4%, 397 ( 235 ng/106 cells and 583 ± 40 pg/106 cells, respectively). Addition of mast cells to T cells, activated by anti-CD3/anti-CD28, for 24 h stimulated IL-2 production from  

38.4 ± 9.2 pg/ml to 1450 ± 63 pg/ml (p<0.05). Addition of SP (10 µM) to mast cells further stimulated activated T cells to release 1747 ± 279 pg/ml (p<0.05) of IL-2. Pretreatment for 15 min with the flavonoid luteolin 

(10 µM) blocked (>90%) both SP-induced hCBMCs activation and T cell IL-2 release. Mast cells can superactivate T cells and could constitute a new therapeutic target for diseases such as multiple sclerosis. Luteolin could be used to inhibit this interaction. 

PAGE  
29


