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(p.Trp1141Cys)
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Gene: RPGR (HGNC:6103) NM 001034853.2(RPGR):c.3423G>T (p.Trp1l141Cys)
Condition: RPGR-related retinopathy (MONDO:0100437) NC_000023.11:9.38285576C>A
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Evidence submitted by expert panel

X-linked Inherited Retinal Disease VCEP

NM_001034853.2(RPGR):c.3423G>T (p.Trpl141Cys) is a missense variant encoding substitution of tryptophan with cysteine at residue
1141. This variant is absent from hemizygous individuals in gnomAD v4.1.0 (PM2_Supporting). The computational predictor REVEL gives a
score of 0.2, which is below the ClinGen X-linked IRD VCEP threshold of <0.290 and predicts a non-damaging effect on RPGR function.
Additionally, the splicing impact predictor SpliceAl gives a delta score of 0.00, which is below the ClinGen X-linked IRD VCEP recommended
threshold of <0.1 and does not strongly predict an impact on splicing (BP4). This variant has been reported in at least 1 proband meeting
the PS4 requirement of some functional vision impairment in an affected male by age 30 years, with decreased fundus autofluorescence
responses (PMID: 32278709). However, PS4_Supporting requires at least 2 unrelated probands, so this criterion was not met. In summary,
this variant is classified as a variant of uncertain significance 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; PM2_Supporting and BP4.
(date of approval 05/16/2025).

Met criteria codes

BP4 D v The computational predictor REVEL gives a score of 0.2, which is below the ClinGen X-linked IRD VCEP threshold of <
0.290 and predicts a non-damaging effect on RPGR function. Additionally, the splicing impact predictor SpliceAl
gives a delta score of 0.00, which is below the ClinGen X-linked IRD VCEP recommended threshold of <0.1 and does
not strongly predict an impact on splicing (BP4).

PM2_Supporting D v This variant is present in gnomAD v.4.1.0 at a frequency of 0.00 among hemizygous individuals, with 0 variant
alleles / 399138 total hemizygous alleles, which is lower than the ClinGen X-linked IRD VCEP PM2_Supporting
threshold of < 0.0000005 (PM2_Supporting).

Not Met criteria codes

PS4 D P 4 This variant has been reported in at least 1 proband meeting the PS4 requirement of some functional vision
impairment in affected males by age 30, with decreased or absent cone and/or rod ERG/FAF responses (PMID:
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32278709). However, PS4 Supporting requires at least 2 unrelated probands, so this criterion was not met.

PP4 a % This variant has been reported in at least 1 proband with some functional vision impairment in an affected male by
age 30, decreased FAF responses, and bull's eye macular lesion (PMID: 32278709). These phenotypes were not
sufficient to meet PP4.
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