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Identification of Indirect Alloreactive T-Cells and Application to Monitoring of
anti-Donor Antibody Sensing
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Generation of donor-specific human leukocyte antigen antibody (DSA) via
indirect allorecognition is detrimental to long-term survival of transplant organs. The detection of
such immune responses would make it possible to define patients with high risk of sensitization. In
this study, we established a novel method for evaluating indirect allorecognition to assess
sensitization in kidney transplant recipients. CD4 + T cell proliferation was strongly observed in
following coculture with allogeneic antigen-pulsed DC leading to interferon-y and IL-21 production.
In de novo DSA-positive patients, IL-21-produced CD45RA - CD4 + T cells were significantly
increased after transplantation compared with before transplantation (9.23 + 9.08 versus 43.9 *
29.1, P < 0.001). Assessment of indirect pathway CD4 + T cell response could provide new insights
into the underlying mechanism of de novo DSA production, leading to the development of effective
strategies against antibody-mediated rejection.
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