
Nonsense or 

Frameshift *

Predicted to undergo NMD
Nonsense (or frameshift-induced PTC) 

located 5’ to p.Leu84 (c.251) 

Not predicted to undergo NMD
Nonsense (or frameshift-induced PTC) 

located at or 3’ to p.Leu84 (c.251) 

PVS1

Role of region in protein 

function is unknown

PVS1_Strong

PVS1_Moderate

Variant removes >10% of protein

Variant removes <10% of protein

GT--AG

1,2 splice 

sites 

Exon skipping or use of a cryptic 

splice site disrupts reading frame 

and is predicted to undergo NMD
Stop codon or disruption 5’ to p.Leu84 

(c.251) 

Exon skipping or use of a cryptic 

splice site preserves reading frame

PVS1

PVS1_Strong

Initiation 

Codon
PVS1

Truncated/altered region is critical to protein function PVS1_Strong

HBA2-specific recommendations for application of PVS1. Adapted from Tayoun et al. 2018

* The borders between NMD-activating and NMD-resistant nonsense mutations in HBA2 and HBA1 are undefined (DOI: 10.1016/j.biocel.2017.07.014).

Follow recommendations published by Tayoun et al. 2018, whereby NMD prediction is based on the premature termination codon not occurring in the 3′ 

most exon or the 3′-most 50 bp of the penultimate exon.
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