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AIM WHAT IS COPY NUMBER VALUE IN HLA ANALYSIS?

Copy Number Value (CNV) refers to the quantitative estimate of how many copies of a specific
HLA gene (or allele) are present in a sample, typically inferred from sequencing read depth in
NGS-based typing. In a normal diploid genome, the expected copy number is two (one per
chromosome). CNV imbalance may indicate the presence of cryptic alleles, gene duplication
events, or technical artifacts (e.g., PCR amplification bias or allele dropout) (Figure 1-2). This
consideration is particularly relevant for HLA-DRB loci, where variable gene content and CNV
can contribute to allelic imbalance, interpretive ambiguity, and potential misassignment.
Such an imbalance was observed in a sample from a 28-year-old O+, Hispanic male NMDP
donor, for whom an EDTA blood specimen was submitted for confirmatory HLA typing.

* Aninferred estimate of how many
copies of each allele are present
per locus — not directly measured,
it’s calculated (Figure 1)
Calculated CNV is compared to
the biologically expected number
of gene copies for each locus
(Figure 1)
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