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Molecular understanding of CD26-mediated immune regulatory mechanism and
development of novel molecular targeted therapy for the treatment of refractory
autoimmune diseases
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CD26 is a T cell costimulatory molecule, and plays an important role in the
human immune system. We have recently shown that CD26 not only functions in T cell activation, but
also may serve as an immune regulator. From our extensive examination, we found that the expression
levels of IL-10, LAG3 and BTLA in human CD4 T cells, and those of BTLA in CD8 T cells were markedly
enhanced following CD26 costimulation, as compared with CD28 costimulation.

However, CD26+LAG3+ or BTLA+ CD4 T cells or CD26+BTLA+ CD8 T cells were hardly found in the
peripheral blood of SLE patients or healthy adult volunteers. In contrast, the percentage of immune
checkpoint molecules-expressing T cells was prominently increased in the pleural fluid of malignant
pleural mesothelioma patients, and we could find CD26+LAG3+ or CD26+BTLA+ T cell subsets in the
pleural fluid. The molecular mechanisms how the expression of LAG3 or BTLA is induced following CD26
costimulation are needed to be investigated in the future.
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