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The presence of pre-formed donor-HLA-specific antibodies is associated with a high 
risk of  hyperacute and acute antibody-mediated  rejection  (ABMR),  and often  limits 
potential recipients’ access to willing living donors and deceased donor organs. Over the 
last decade, however, understanding of ABMR has increased markedly and given rise 
to many strategies for the transplantation of allosensitised recipients. Renal transplant 
recipients  with  a  willing  but  antibody-incompatible  living  donor  have  undergone 
successful  antibody desensitisation programmes and others have  circumvented  the 
antibody  incompatibility  altogether  through  entry  into  a  paired  kidney  exchange 
scheme. This symposium will bring together internationally renowned researchers to 
provide an update of recent advances in the laboratory science of ABMR and review 
how it can be prevented in clinical practice. 

The first presentation will set the scene by outlining current thinking on how antibody-
mediated  immunity  damages  an allograft. As well  as describing how alloantibodies 
mediate graft injury through a range of classical antibody-mediated effector pathways, 
new insights will be provided into how antibody-mediated immunity may influence the 
development of cellular rejection.

There has been a  revolution  in  the  technology  available  for  assessing  the  antibody-
mediated  immune  response  to  HLA  antigens,  best  exemplified  by  the  widespread 
introduction  of  single  HLA  antigen  beads  and  Luminex  technology.  The  second 
presentation will give an update on the newer techniques for detecting, characterising 
and tracking donor-specific alloantibodies before and following transplantation, and 
relate  these  to  methods  for  pre-emptive  management  of  recipients  through  virtual 
cross-match techniques. 

Many  patients  with  donor-HLA-  or  ABO-specific  antibodies  can  be  sufficiently 
desensitised  to allow  transplantation  to proceed. There are a number of challenges, 
however,  including  the  identification of  those patients who are  readily  amenable  to 
desensitisation,  selection  of  an  optimal  strategy  for  desensitisation,  monitoring  the 
effectiveness of therapy, and understanding the risks and limitations of this relatively 
aggressive approach. High-dose IVIg and plasmapheresis are the mainstays of many 
desensitisation strategies, but new  immunomodulatory agents are also being  tested. 
These topics will be addressed in the third presentation.

Paired  kidney  exchange  schemes  provide  sensitised  recipients  with  a  way  of 
circumventing HLA antibody and ABO incompatible living donor kidney transplantation 
with  no  added  immunosuppressive  burden  to  the  recipient.  However,  the  chance 
of  finding a matching pair  is  heavily  dependent  on blood group and  the degree of 
sensitisation of the recipient. The success of exchange schemes is determined by the 
size and composition of the pool, and mathematical modelling approaches can be used 
to determine the chances of a particular recipient/donor pair finding a suitable match. 
Innovations such as three-way and four-way exchanges, altruistic domino paired kidney 
donation, and non-simultaneous extended altruistic donor (NEAD) chains all markedly 
increase the success rate of paired donation schemes, although they also pose logistic 
challenges.  Such  schemes may  also be used  in  conjunction with  desensitisation  in 
carefully  selected  recipients.  These  topics  will  be  discussed  in  the  last  talk  of  this 
symposium.

 As the title of the symposium implies, the risks of combating ABMR are formidable 
both in terms of risk to the allograft and to the patient. As such, ABMR is an entity best 
avoided: prevention is better than cure.

We hope this journey through recent developments in the management of allosensitised 
patients will bring the audience up to date in this fast moving area and stimulate new 
research in this important field of clinical transplantation.
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