SCREENING FOR NON-HLA ANTIBODIES -

THE VERY FIRST RESULTS
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INTRODUCTION

Development of antibodies against non-HLA antigens (non-HLA antibodies) is likely associated with antibody mediated
rejection (AMR) and has potential deleterious effects on graft survival in solid organ transplantation. Detection of such
antibodies may additionally point to patients with increased immunologic risk for transplantation. The evidence for non-HLA
antibodies causing AMR needs to be proofed with validated screening assays and verified results interpretation.

@ Gene Name @1 e ne Name
MATERIAL AND METHODS e i = e
|&EREN Lgrin IILZ1 I terfmubin 21
[APOL Apolipoprotsin L2 ILE Interleukin &, CACLE
B |ARHEDIE ARHEDIE ! KRTLE E\lt\:lkuatin 18
We tested one of the two currently available non- = e MR ey
HLA antibody assays based on Luminex platform Q& Chorione Gomediatropin SuburitBea S [RINA EroAC
i o 3 A [COLLAGEM | Collazen | LFHNL Latrophilin 1
which allows the direct simultaneous detection of === Myosn Myosin
ICOLLASER 11 ol lagren 11 ML Nuc.|u:|hr.|
lgG antibodies to 60 non-HLA auto-antigens Wwiammi=r— e e .
(LIFECODES, Immucor) {Figure 1). Minimum two-fold [l == iy e e
= = E ICCLLY C-M-C Moti f Chesmvokine Ligand 11 FRECZ Protein kinase £ Zeta
median fluorescence intensity (MFI) value compared == E-X-C Motif Chemokine Ligand 8 FTERD Feceptortype Tyrosine - protein Phosphatase U |
DEXI Demcamet hasone-induced transcoript |JRORL Bmceptor Tyrosine Kinase-like Orphan Receptor 1
with test providers control was chosen as the [ immmiror [ e m——
anm - -3 A= = =ar Bibonwd sl f
positive threshold. The tested cohort consisted of 17 Jirmrarrmmi —r—ry e— ; EE"B“P” ST S T —
HLA highly sensitized recipients on the kidney === s £ ot [einrk e | et Thera T mm—
|2 DHE Elisl Ge!l Derived Neurotrophic Factor [TUBALE Tu.hulin.ftlnhu ib
waiting list (pre-tx group) and 10 kidney transplant B = ol - WL
- = - - - - - - HSPEL Heat Shiock Protsin B=ta-1 WCL Winvoul ini
recipients with biopsies showing evidence of AMR in e = s G G T B
ICAah L In tracd lular Adhesion Molecule 1 W1k Wimeemtin

the absence of detectable HLA DSA (post-tx group).

Figure 1: The LIFECODES panel of 60 non-HLA autoantigens
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The presence of at least 1 of non-HLA antibody was detected in Recipient Reciplent

16/17 (94.1%) pre-tx group recipients while in post-tx group non-
HLA antibody was detected in 7/10 (77.0%) recipients.

The MFI values for positive reactions were much higher
in pre-tx group (mean: 6229.7) comparing to post-tx

group (mean: 4231.3).
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In total, positive reactions against 33 different non-HLA antigens Number of different non-HLA specificities detected per
were observed. The most frequent reaction observed was recipient was much higher in pre-tx group (range: 1-22)
against alpha-enolase (37.5%) and protein kinase C zeta (20.8%). than among post-tx recipients (range: 1-6).

CONCLUSION

The assay enabled highly sensitive detection and characterization of non-HLA antibodies.

Several conclusions can be drawn:

a) the presence of non-HLA antibodies is high in both investigated groups;

b) the number of specificity and intensity of positive reactionsis significantly higherin HLA highly sensitized recipients;
c) suspicion of AMR without DSA can be associated with non-HLA antibodies in the post-tx group.

Although their role in transplantation is not yet completely clear, screening for non-HLA antibodies provides useful additional
information which can help in identification of patients with an increased immunologic risk either prior to transplantation or
post-transplantation.




