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INTRODUCTION

Previous studies have shown that single antigen bead (SAB) assays frequently detect anti-HLA reactivity in healthy, nonalloimmunized men1. Subsequent investigations have 

shown that some of these naturally occurring antibodies recognize cryptic epitopes exposed on denatured HLA molecules rather than native HLA expressed on the cell surface. 

Such reactivity may lead to false-positive donor-specific antibody assignments, thereby compromising the accuracy of virtual crossmatching and potentially resulting in the 

unnecessary exclusion of suitable donors. Therefore, the present study aimed to profile anti-HLA antibody reactivity in men without sensitizing events using recent lots of the 

Luminex SAB assay.

METHODOLOGY

Assessing the MARCo platform (marco.igen.org.br), we identified 4,004 unsensitized men, of whom 2,649 and 1,355 had available Class I SAB and Class II SAB results, 

respectively. The five most recent Class I and II SAB lots from Thermo Fisher were evaluated, including lots 11–15 for Class I and 13–17 for Class II. The cutoff for SAB positivity 

was MFI≥1500. For positive reactions, MFI values were summarized as median and interquartile range (IQR). We included the five most common SAB reactions for each locus in 

our local cPRA tool (https://www.igen.org.br/calculadorapra18ws) to assess the overall impact on the transplantability of these patients.

RESULTS

In total, there were reactivity against HLA-A, -B, -C, -DR, DQB1/DQA1, and DPB1/DPA1 antigens in 159 (6.0%), 113 (4.3%), 73 (2.7%), 66 (4.8%), 171 (12.6%), and 57 (4.2%) of the 

unsensitized patients, respectively. Overall, the median MFI and IQR for each HLA locus are as follows: HLA-A, median=5,525, IQR=4,982−6,570; HLA-B, median=5,441, 

IQR=4,604−5,966; HLA-C, median=4,171, IQR=3,736−4,542; HLA-DR, median=6,848, IQR=5,845−8,045; HLA-DQA1/DQB1, median=12,283, IQR=11,086−13,661; and HLA-

DPA1/DPB1, median=10,735, IQR=8,405−12,338. The ten most common reactions for HLA-A, -B, -C, -DR,DQB1/DQA1, and DPB1/DPA1, along with their median and IQR MFI 

values, are shown in Figure 1, while Figure 2 highlights the top ten Class I and II reactions across individual SAB lots. Additionally, we observed that including the five most 

common SAB reactions for HLA-A, -B, -C, -DR, DQB1/DQA1, and DPB1/DPA1 would yield cPRAs of 32.3%, 28.1%, 60.1%, 46.2%, 67.1%, and 54.6%.

CONCLUSIONS

Our findings indicate that spurious SAB reactivity remains detected in unsensitized men with the latest Class I and II SAB lots. As these reactions occurred with moderate to high 

MFI values, they can compromise the assignment of unacceptable antigens and the accuracy of virtual crossmatches, ultimately disadvantaging these patients on the waiting 

list. Moreover, since we cannot completely rule out the possibility of misleading data on sensitizing events in all patients, the SAB reactivity in these individuals should be 

carefully evaluated.
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Figure 2: Top ten reactions across Class I and II SAB lots in unsensitized men Figure 1. Top ten SAB reactions for HLA-A, -B, -C, -DR, DQB1/DQA1, and DPB1/DPA1 in unsensitized men
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