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Abstract :  Several cytokines play a crucial role in host defense immunity against
Mycobacterium tuberculosis. But in patients with non-tuberculous mycobacterial disease,
the function of both CD4* af T cells and y¢ T cells and the cytokine production of these
cells have not yet been assessed. In this study, to elucidate the protective immune
mechanism against M. avium complex (MAC) infection, I examined IFN-y and IL-10
production in supernatants of coculture of infected monocytes and highly purified CD4* T
or y8 T cells obtained from patients and healthy subjects. IFN-y productions by CD4* T
and y¢ T cells were significantly higher in healthy subjects than those in patients: mean ng
/ml of IFN-y in supernatants was 11.90+1.38 in controls and 4.61+3.10 in patients for
CD4* T cells (p<0.01), and 4.41+2.10 in controls and 1.27=+1.38 in patients for y¢ T cells
(p<0.001), respectively. CD4* T cells produced significantly higher amounts of IFN-y
than did y8 T cells in patients and healthy subjects (p<0.01). In remarkable contrast, IL
-10 production in the coculture of infected monocytes and CD4* T cells was significantly
higher in patients than in healthy subjects: mean pg/ml of IL-10 in supernatants was 220+
105 in patients and 136+39 in controls (p<0.05), respectively. These results suggest that
the profile of those cytokines produced by CD4* T and yd T cells may be closely related to
pathogenesis of MAC disease. (FEiE. J. Nara Med. Ass. 51, 206~213, 2000)
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Fig. 1. Analysis by flow cytometry of purified CD4* (A, B) and y8 T cells (C, D)
obtained by negative selection, with Ab-coated magnetic beads from PBMCs
stimulated with live MAC (5X10° cells/ml) for 7 days. Sorted T cells were
stained and analyzed by two-color flow cytometry. y-axis for each panel
represents PE fluorescence for CD3, and x-axis represents FITC fluorescence for
either CD4 or yd T cell receptor. Background fluorescence was less than 5%, as

measured by phycoerythrin and FITC-conjugated isotypic controls.

Results

shown are for cells that have been gated as CD3*.
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Fig. 2. Proliferative response of CD4* T cells (left)
and yo T cells (right) to MAC. CD4* and y¢&
T cells were purified by negative selection
after 7 days of stimulation with live MAC. T
cells were cultured for 72h with autologous
monocytes as antigen-presenting cells
(APCs) before measuring [*H] TdR incorpo-
ration (cpm). Ags were live MAC, tetanus
toxoid (TET), or no Ag (—). Each value
represents mean = SD. **p<0.01 *p<0.05,
compared with each group.
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Fig. 3. IFN-y production by CD4* T cells and y¢ T cells from control group stimulat-
ed with MAC. T cells (5X10°/well) were incubated with and without
autologous monocytes (5X10%/well) as APCs, and Ags. Supernatants were
harvested after 48h for measurement of IFN-y. Cytokines were mesured by
ELISA. Each value represents mean = SD (**p<0.001, *p<0.05).
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Fig. 4. IL-10 production by CD4* T cells and y¢ T cells from control group stimulat-
ed with MAC. T cells (5x10%/well) were incubated with and without
autologous monocytes (5X10°%/well) as APCs, and Ags. Supernatants were
harvested after 48h for measurement of IL-10. Cytokines were mesured by
ELISA. Each value represents mean = SD (**p<0.001).
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Fig. 5. IFN-y production by CD4* T cells and y¢ T
cells from patients and controls. T cells (5X
10°) were incubated with autologous
monocytes and live MAC. Supernatants were
harvested after 48h and measured for IFN-y
by ELISA. Each value represents mean =+
SD.  *p<0.01, **p<0.001, compared with
each group.
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