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The present study investigated mechanisms underlying tolerance 

induction to minor Iymphocyte stimulating (Mls) antigens by taking 

advantage of high frequency of Mls-reactive T Iymphocytes with certain 

chain of T -cell receptor. Mls antigens were thought to be mainly expressed 

on B Iymphocytes as assessed by stimulator cell activity in mixed 

Iymphocyte reaction (MLR). Interestingly, Mls-1 餃reactive T Iymphocytes 

expressing V゚ 6 were deleted in Mls-1 a mice carrying an X-linked defect 

(xid) of B-Iymphocyte function , although their spleen cells failed to stimulate 

T Iymphocytes in MLR. Considering the recent splenic T 

Iymphocytes bearing Mls-1 a genotype can iinduce tolerance to the Mls 

antigens, this result raised a possibility that immature thymic T Iymphocytes 

also expressed Mls-1 a antigens and contributed themselves to negative 

selection of T Iymphocytes during intrathymic development. Indeed , 

Mls-1 a thymic T Iymphocytes from xid mice as well as normal were shown 

to be capable of stimulating responding T Iymphocytes in MLR when 

the culture was conducted in the presence of soluble factor(s) replacing 

co-stimulatory signal. Moreover, RT -PCR analysis revealed the expression 

of mRNA for MTV-7 encoding Mls-1a antigens in thymic T Iymphocytes from 

a mice. These results clearly showed that immature thymic T 

Iymphocytes also produced Mls antigens. Finally, it was determined 

whether thymic T Iymphocytes might have the ability to induce tolerance to 

Mls antigens. To examine this possibility, Mlls-1 a thymic T Iymphocytes were 

injected i.p. into neonatal Mls-1 b mice. The injection induced specific 

unresponsiveness of V゚ 6+ responding T Iymphocytes through 

deletion and anergy. Thus, the present results demonstrate that thymic T 

Iymphocytes also express Mls antigens, ancl play a crucial role in the 

negative selection. This seems to be a novel model of the tolerance 

induction , because it has been generally accepted that bone marrowｭ

derived monocytes are predominantly responsible for negative selection to 

self antigens within thymus. 
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