HLA-B*51:11N REVEALED BY NGS IN CONFIRMATORY DECEASED DONOR HLA TYPING
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CASE DESCRIPTION RESULTS CONCLUSIONS

A deceased liver donor was re-typed by NGS at the Interestingly, B*51:11N was included in the string of B alleles Deceased donor HLA typing is often conducted
Barnes-Jewish Hospital (BJH) HLA lab after the on the LinkSeq but excluded in the string of the QTYPE using real-time PCR, which allows for low-to-
organ was transplanted, as the local standard of results. Based on the above analyses, we reported the donor intermediate resolution results and quick

care to verify the deceased donor HLA typing and to HLA-B genotype as B*07:02 (Bw6) and B*51:11N. The lab also turnaround times. However, this approach can

reported the discrepant result back to UNOS through TEIDI. occasionally miss rare null alleles, potentially
affecting organ allocation and the
interpretation of post-transplant donor-specific

facilitate donor-specific antibody (DSA) analysis at
the allelic level. The donor was initially typed at a

local OPO lab by real-time PCR using both LinkSeqg antibodies (DSAs). These discrepancies are

and QTYPE assays. The HLA type reported at the Figure 1. Alignment of HLA-B exon 4 DNA sequences (top) challenging to identify due to the inherent

time of organ allocation was A2, A3; B7 (Bw6), B51 and protein sequences (bottom) from codon 181 to 200 of limitations of the PCR method. Therefore,

(Bw4); Cw7, Cw7; DRB1*04:02, DRB1*11. The NGS three alleles B*07:02:01:01, B51:01:01:01, and B*51:11N. The confirmatory typing using a more precise

typing at BJH was performed using the AllType 11- extra C after a homopolymer of 6C causes a frameshift and technique, such as next-generatio.n sequencing

loci assay on the lon Chef/lon S5/TypeStream Visual introduces premature stop at codon 136. (NGS)™#, would be advaptageous In these cases
, , o to ensure accuracy and improve transplant

platform, which showed a discrepant HLA-B BOTOOLGL  AC COE CC. AAG ACK CAC 076 ACC CAC CAC GCC ATC 20T GAG CAT GAG GGG ACE €36 A6 26 e e e ot | | OLIECOMES.

genotype: B*07:02 (Bw6) and B*51:11N. All health e T

metrics of the NGS typing were satisfactory.

Based on reference sequences from the IPD- :izsz-‘ RADPPKTEVT -I-EIS:-;A? REFERENCES

IMGT/HLA database, B*51:11N differs from s IO

B*51:01:01:01 by an extra C inserted after a 1. Liu Chang, Duffy Brian, Weimer Eric, et al.

homopolymer of 6C in exon 4 (Figure 1). We Figure 2. Top: different reaction patterns for the null allele Performance of a m.ultiplexed amplicon—

attempted to verify the NGS result using the SSO B*51:11N versus B*51:01:01:01 in Fusion. Bottom: the based ngxt—generatlon sequencing assay for

L ABType CWD B-locus typing assay. Two probes recognition sites of the two probes shown on the aligned HLA typing. Plos One. 2020 (15),

(Bead#777 and Bead#629) can potentially ainmo acid sequences of B*07:02:01:01, B*51:01:01:01, and 2. Thea dela Cruz, Charlyn Dames, Louise

distinguish the two alleles with expected B751:11N. Pagaduan, et al. Concurrent use of two

hybridization patterns shown in Figure 2 (top). S ETETT e Beac #629 independent methods prevents erroneous

However, both beads were positive, so neither Bstotionion Positive Negative HLA typing of deceased organ donors - An

allele seems to fit exactly. Bead#777 fellin a region [deemed as "false positive" in Fusion) Importa nt.strategy for patle.nt Safety and

where the reference sequence is missing for | accurate virtual crossmatching for broader

1 5 . R S———— _ _. , sharing. Human Immunology. 2022 (83).

B*51:11N in the IPD-IMGT/HLA database (Figure 2, o { M} L G SN S —" —

bottom). After excluding Bead#777 from the R e e

analysis, B*51:11N was assigned by Fusion. BOOHOLOL | AESRSSLAN LASIOIGEEA GHITLGSND CNSRONRLL SONSUIALSS ISHINLES. RSNTATIA ITCAINERR FEASGRIALL EOLCYDLA ACKNOWLEDGEMENTS

Although no positive QC data was available for T i e e e+ Barnes-Jewish Hospital HLA laboratory

Bead#629 from the vendor, the hybridization signal ssiionoiG deeeeoE & Rt M ot

for the 7C homopolymer region was 51, significantly e e  aw W m  m  w e Barnes-Jewish Hospital Molecular

higherthan the cutoff of 15. ool el il s i el s e Diagnostic Laboratory
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	Slide 1: Interestingly, B*51:11N was included in the string of B alleles on the LinkSeq but excluded in the string of the QTYPE results. Based on the above analyses, we reported the donor HLA-B genotype as B*07:02 (Bw6) and B*51:11N. The lab also reported

