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Abstract:

Aim: Antibodies against AT1R have been observed in patients with acute rejection of kidney and
chronic rejection of heart transplants. Our study sought to determine if AT1R antibodies are
associated with graft failure after rejection.

Methods: We enrolled a total of 133 kidney recipients who had biopsy-proven rejection episodes.
Serial post-transplant sera (n=873) were tested for the presence of both anti-AT1R and donor specific
HLA antibodies (DSA).

Results: High levels of anti-AT1R were more prevalent in the failed patients than functioning patients
(87% vs. 13%, P0.0001); 32% of failed patients had high anti-AT1R levels vs. 4% of the other patient
group. Lower graft survival was observed in patients with both high-level anti-AT1R and DSA than in
patients with DSA alone (P=0.0007). Multivariate analysis showed that a high level of AT1R antibody
is an independent predictor of poor graft survival and has the highest risk of graft failure (HR: 2.63,
P=0.002). Patterns of increasing development of high-level anti-AT1R were observed in 55% of the
failed patients with high-level anti-AT1R. In contradistinction, high-level anti-AT1R detected in
functioning patients were either transient (n=2) or stable (n=1).[figure1]

Conclusions: This longitudinal analysis of serial post-transplant sera showed the significant
association of high levels of anti-AT1R with graft failure after rejection episodes. While high-level
anti-AT1R is independently associated with the highest risk of graft loss, the development of both
DSA and high-level anti-AT1R may augment the detrimental effect that leads to lower graft survival.
The importance of monitoring and therapeutic targeting of non-HLA as well as HLA is emphasized.
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