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Antibodies directed against Angiotensin II type 1-repector (AT1R) are implicated in humoral rejection and inferior short-
term outcomes. However, the impact of AT1R antibodies on renal allograft outcome and their interaction with anti-HLA
antibodies late after transplantation is not well understood. Here we report on a longitudinal follow-up of anti-HLA and
AT1R antibodies among kidney transplant patients and their impact on long-term clinical outcome.

A total of 189 renal transplant recipients were monitored for the presence of HLA and AT1R antibodies by Luminex
Single Antigen beads and ELISA, respectively. Antibody testing was initiated on a median of 4.5 years posttransplant
and at least two sera were analyzed. Mean follow-up after the first and last testing was 8 and 3 years, respectively.
HLA antibodies were detected in 12% (22/189) which was associated with a decreased 8-year graft survival of 60% vs.
81% as compared to HLA negative patients. There was a significant additive negative impact on graft survival when
AT1R antibodies were simultaneously detected with HLA antibodies, resulting in only 33% graft survival. Among HLA
antibody negative patients AT1R antibody concentration at the time of first testing was not predictive for graft outcome.
However, an increase of AT1R antibody titer over time negatively impacted allograft survival (64% vs. 88%) in
otherwise HLA-antibody negative patients.

Our data implicate importance of screening for AT1R antibodies in predicting velocity of late allograft failure. The
dynamic of AT1R antibodies in the absence of HLA antibodies rather than the antibody concentration at a certain time
point late after transplantation is predictive for renal allograft outcome. The coincidence of HLA and AT1R antibodies
revealed the most detrimental effect on graft survival.
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