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Spinal and bulbar muscular atrophy (SBMA)
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SBMA epidemiology

SBMA prevalence according to epidemiological studies
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Unknown prevalence of repeat expansion in the population



Unknown prevalence of repeat expansion in the population

Genomic repositories and whole-genome sequencing (WGS)
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Easy to assess single Hard to size short
nucleotide variants tandem repeats!




ExpansionHunter (lllumina, Inc. 2016)

Recently developed bioinformatics tool based on whole-genome sequencing (WGS) data

SBMA diagnosis gold standard: PCR
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Allelic distribution on 75,035 genomes
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Allelic distribution on 75,035 genomes
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Replication cohorts confirm the finding

100k Genomes Male Non—neuro A : : : E
100k Genomes Female Proband : : : g
100k Genomes Combined A —o— : : . %
GnomAD Male - : : ; :
GnomAD Female - : : : )%
a GnomAD Combined - —o—i : : : i
g NIH Male Controls - : : ; [ ]
o NIH Female - : : =
NIH Combined - —— . ;
Project MinE Male Controls . : ; E
Project MinE Female - . . : T‘é
Project MinE Combined - —o— . . | m
Total 1 - . . . g
300 1,000 3,000 10,000 30,000

X chromosome frequency (95% CI)

Previously reported frequency

¢
¢

Gardiner et al, 2019
Udd et al, 1998
Guidetti et al, 2001
Bertolin et al, 2019




Conclusions

Disease prevalence # Frequency of pathogenic
repeat expansion

a) underdiagnosis of the condition
b) reduced disease penetrance
c) pleomorphic clinical manifestations
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