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Evidence submitted by expert panel

X-linked Inherited Retinal Disease VCEP

NM_001034853.2(RPGR):c.552G>T (p.GIn184His) is a missense variant causing substitution of glutamine by histidine at amino acid 184.
This variant is present in gnomAD v4.1.0 at a frequency of 0.003034 among hemizygous individuals, with 1,194 variant alleles / 393,499
total hemizygous alleles, which is higher than the ClinGen X-linked IRD VCEP BA1 threshold of >0.000005 (BAl). The computational
predictor REVEL gives a score of 0.17, which is below the ClinGen X-linked IRD VCEP threshold of <0.183 and predicts a non-damaging
effect on RPGR function. Additionally, the splicing impact predictor SpliceAl gives a delta score of 0.03, which is below the ClinGen X-linked
IRD VCEP recommended threshold of <0.1 and does not strongly predict an impact on splicing (BP4_Moderate). In summary, this variant is
classified as benign for RPGR-related retinopathy based on the ClinGen X-linked Inherited Retinal Disease Expert Panel Specifications to
the ACMG/AMP Variant Interpretation Guidelines for RPGR Version 1.0.0; BA1 and BP4_Moderate..

Met criteria codes

BAl D v This variant is present in gnomAD v.4.1.0 at a frequency of 0.003034 among hemizygous individuals, with 1,194
variant alleles/393,499 total hemizygous alleles, which is higher than the ClinGen X-linked IRD VCEP BA1 threshold
of >0.000005 (BA1).

BP4 D v The computational predictor REVEL gives a score of 0.17, which is below the ClinGen X-linked IRD VCEP threshold of
<0.183 and predicts a non-damaging effect on RPGR function. Additionally, the splicing impact predictor SpliceAl
gives a delta score of 0.03, which is below the ClinGen X-linked IRD VCEP recommended threshold of <0.1 and does
not strongly predict an impact on splicing (BP4_Moderate).
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of information contained on this website. If you have questions about the information contained on this website, please see a health care professional.
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