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The impact of locally produced anti-donor specific antibody in de novo
intrapulmonary lymphoid tissue on RAS, the sever form of chronic rejection after

lung transplantation
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Among chronic rejection after lung transplantation, the severe form,

restrictive allograft syndrome (RAS) was proposed by the principle investigator (Sato M) in 2010.
Regarding the mechanisms, we hypothesized that the lung exposed to multiple external stimuli through
ambient air becomes a lymphoid organ. In a RAS model using orthotopic rat lung transplantation, we
demonstrated intra-pulmonary formation of lymphoid tissue formation associated with local production
of anti-donor-specific antibodies. Such antibody-mediated process was found to be important in RAS,
whereas in the conventional form of chronic rejection in which the airway is mainly affected, an
airway-centered inflammatory process such as chronic infection was found to be important. We further
utilized an orthotopic mouse tracheal transplant model and then demonstrated that airway-centered
inflammation not only induces rejection but also directly activates fibroblasts by signaling through
a toll-like receptor.
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