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Development of selective immunosuppressive thera?y preserving natural immunity
for treating chronic rejection after lung transplantation
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The greatest cause to prevent long-term survival after lung transplantation
is chronic allograft dysfunction (CLAD), which is mainly due to chronic rejection. The etiology of
CLAD remains unknown and there is no proper therapy for progressive CLAD. Since lungs communicate
with the outer world, immunity in lungs is developed, while lungs are susceptible to infection.
Thus, in lung transplantation, it is crucial to develop a selective immune suppression which does
not decrease immunity against infection. Herein, we focused on a MEK inhibitor (trametinib), which
has a new mechanism for immunosuppression, as an immunosuppressant which does not decrease immunity
against infection. We performed several studies to prove that a MEK inhibitor alleviated chronic
rejection in a rat lung transplantation model.
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