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Definition of Unacceptable Antigens for Deceased Kidney Donor Allocation  
 
Equitable access to deceased donor kidneys for patients awaiting transplantation is central to the 
national kidney donor allocation process. In the current allocation policy this is achieved through 
balancing factors that influence transplant and patient outcome.  Acceptance of an allocated organ 
and transplantation to the named individual is key to ensure equity.  Whilst it is recognised that re-
allocation is unavoidable in some circumstance this ideally should be kept to a minimum to ensure 
equity and prevent unnecessary extension of cold ischaemic time.   
 
With the advent of sensitive solid phase antibody testing re-allocation due to an unexpected positive 
crossmatch should be minimal.  However it has become apparent that some transplant centres have 
a higher than average organ decline rate due to donor HLA specific antibodies (DSA) detected in the 
pretransplant crossmatch that had not been listed as corresponding unacceptable antigens (UA).  As 
well as the impact on cold ischaemic time this causes additional unnecessary work for the ODT Duty 
Office and the Histocompatiblity and Immunogenetics (H&I) Laboratory. 
  
Professor Chris Watson, Chair of the Kidney Advisory Group has therefore requested that the British 
Society for Histocompatiblity and Immunogenetics review current practice and develop guidelines 
for listing unacceptable HLA (UA) for deceased donor kidney transplantation in support of 
the allocation process.   
 
Following a meeting attended by representatives of the majority of H&I laboratories and 
consultation with all laboratories providing testing and support for deceased donor kidney 
transplantation the guidelines below were developed and agreed. Extensive national and 
international guidelines and publications to guide H&I policy and clinical application exist 
and all H&I Consultant Scientists are required to use these to inform local policy and 
practice. The guidelines in this document are not intended to be used alone or replace such 
publications, but should be considered in conjunction with established literature. 
 
In developing these guidelines the following factors were acknowledged and agreed. 
 

• Current solid phase assays (SPA) for the characterisation of IgG HLA-specific 
antibodies are not licensed to quantify the concentration of antibody present in 
patient serum but in practice H&I laboratories consider the results as being semi-
quantitative.  The lack of antibody standards and the binding characteristics of the 
individual beads in the assay mean that use of these assays to quantify levels of 
antibodies, for example from MFI values, and thereby standardise reporting 
between centres based on an agreed MFI threshold, is not possible.  There are 
nevertheless ample data to indicate that derived antibody profiles of individual 
samples are reproducible between centres based on locally derived MFI cutoffs for 
positivity. 

 
• There is now good evidence that in certain cases low levels of DSA is not a bar to 

transplantation.   Thus assignment of UA due to a low antibody threshold level would 
disadvantage a patient’s access to optimum treatment.   Conversely, 
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underpresentation of UA due to a high antibody threshold level increases the chance 
of a positive pretransplant crossmatch (by flowcytometry or CDC) and then 
reallocation of the donor organ. 

 
• The majority of transplant centres have systems in place to list antibody defined 

unacceptable donor HLA mismatches so that nationally allocated kidneys are not 
declined or reallocated following initial acceptance.  A recent survey of H&I 
laboratories reported broadly similar systems in 17 of the 18 respondents. 
 

• The current inability of  ODT to consider antibodies reacting against HLA-DP, –DQA, 
or specific HLA alleles not in the prescribed, minimum resolution set required for the 
allocation scheme will continue to result in a small number of reallocated kidneys for 
reasons other than underreporting of unacceptable antigens. 

 
• All UK laboratories providing services in support of solid organ transplantation must 

have satisfactory performance in EQA for antibody detection and identification 
schemes. 
 
Proposed guidelines 
 

• For listing of unacceptable antigens (UA), each Laboratory must have an agreed 
policy with their respective Clinical Unit which takes into consideration: 

o The HLA-specific antibody profile and sensitisation history of the patient 
o The clinical risk acceptable to the transplant team and the patient (eg. early 

complications, rejection episodes) 
o The optimal approach that provides opportunities for transplant for all 

patients 
o The requirement to avoid as far as is possible a positive crossmatch result 

that would result in re-allocation of the organ 
o Immunosuppressive & immunomodulatory protocols available to the 

transplant team 
o Clinical urgency. 

 

• For deceased donor kidney and pancreas transplantation, an UA is defined by a 
corresponding HLA antibody specificity that is above an agreed threshold which is 
considered to constitute an unacceptable immunological risk for a given patient.  A 
non-antibody defined UA may be assigned on the basis of prior HLA exposure or 
protecting the use of potential, future donors. 
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• In defining an UA, the following factors must be considered: 
o Previous exposure and response to HLA alloantigens (pregnancy, transfusion, 

transplant including organ type and number) 
o Likely future mismatches (e.g. Living donor transplant) 
o Current and historic antibody profile 
o Whether the antibody is likely to cause a positive cross match (defined 

locally, dependent on risk acceptance) 
o Methodology used for antibody identification. 

 

• Consideration must be given to the relative risk of proceeding to transplantation in 
the presence of a given donor HLA-specific antibody level, the likelihood of an 
alternative offer based on cRF and acceptable thresholds, and the risk of remaining 
on dialysis.  
 

• SPAs are currently considered the most sensitive technology available for defining 
HLA antibody specificities and should be employed. 
 

• SPA levels do not quantify the concentration of antibody present in patient serum 
but may be considered as semi-quantitative. The use of these assays should be 
based on assessment of local data.  
 

• The presence of donor HLA-specific antibody (DSA) indicates increased risk of 
antibody mediated or early rejection. 
 

• As DSA levels increase to the point that a Flow Cytometry crossmatch or a CDC 
crossmatch are positive, this leads to a greater risk of antibody mediated rejection. 

• For patients that are unlikely to receive an offer because of high cRF, the Transplant 
Unit and their respective H&I Laboratory must consult to decide which patients 
should have UAs removed, and assess the associated risk of this strategy. This may 
on limited occasions lead to an organ offer that is subsequently shown to have a 
positive crossmatch with the intended recipient, that together with other donor and 
recipient risk factors is considered clinically unacceptable and the kidney will need to 
be reallocated. It is the joint responsibility of the Transplant Unit and H&I laboratory 
to ensure that this practice does not result in centre reallocation levels significantly 
above the national norm. 

• In patients where a standard risk  transplant is to be considered:  
o Each laboratory should take into consideration when listing UA, EQA antibody 

specificity results and their corresponding local MFI data  
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o HLA-specific antibodies likely to cause a positive flow cytometric crossmatch 
should be listed as UA with NHSBT-ODT unless pre-emptive clinical protocols 
for HLA-antibody incompatible transplantation are employed. 
 

• In patients where a higher immunological risk transplant is considered clinically 
acceptable:  

o the antibody level threshold for UA is defined in discussion with the clinical 
team and the level of risk they and the patient are willing to consider. 

o the removal of an UA should enable the prediction of a crossmatch result 
with an acceptable immunological risk that is agreed and documented at 
Multiple Disciplinary Team Meeting, but it is recognised that on occasions the 
cumulative clinical risks to proceeding to transplant are not acceptable and an 
alternative recipient must be identified.  
 

• The number of mismatches for an allocated donor cannot be known at the time of 
UA assignment.  There is therefore a risk that the combined levels of DSAs against an 
allocated donor could exceed the risk level agreed for a recipient, resulting in 
reallocation.  Steps should be considered to minimise this risk, such as limiting the number 

of donor HLA mismatches at selected loci in order to control the overall number of antibody 
incompatible mismatches and reduce the risk of organ reallocation. 
 

• UA(s) listed with NHSBT-ODT must be subject to regular review and update. 
 

• Additional tests performed by H&I laboratories and applied clinically to donor-
recipient selection that are outside BTS/BSHI guidelines and may result in declining 
offers and/or reallocating kidneys must meet, as a minimum, evidence base level 3.   
 

• The effect of local H&I policy for listing UA must be compared to published ODT data 
for acceptable performance relating to deceased donor kidney offer decline rate and 
reallocation due to avoidable/unavoidable reasons, patient equity of access, 
impacting on patient/graft survival and recipient waiting times. 
 

• The cRF should reflect the list of given UAs rather than the full list of detected HLA 
specific antibodies.   
 

   Heads of UK H&I Laboratories, November 2014 


