
Nonsense or 

Frameshift *

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

located at or between p.Val24 (c.70) and 

p.Ala87 (c.261)

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

located 5’ of p.Glu23 (c.69), or, at or 3’ 

of p.Thr88 (c.262)

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 at or between 

p.Val24 (c.70) and p.Ala87 (c.261)

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

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

*NMD boundaries for HBB are published by Peixeiro et al. 2011 (doi: 10.3324/haematol.2010.039206) and shown below.

https://doi.org/10.3324%2Fhaematol.2010.039206

