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The rejection of the small intestine is usually very severe and represents a

significant immunogenic burden to manage. Therefore, the development of a new immunosuppressive
drug with a different suppressive mechanism from Calcineurin inhibitors would be desirable in the
field of intestinal transplantation. In this study, we demonstrated that PAK-2 inhibitor/PQA-18
suppresses the function of macrophages and induces a clear immunosuppressive effect via a different
mechanism from CNI. We found that PQA-18 clearly prolongs the graft survival in a rat intestinal
transplant system. PQA-18 can function efficiently in rat immune cells, and in human ones, by virtue
of its ability to suppress not only mixed lymphocyte reactions but macrophage differentiation/
polarization in in vitro and in vivo as well. In addition, it can be assumed that PQA-18 is
effective in the suppression of T cell activation in the macrophages-independent manner.
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