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The odyssey continues: 
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The back story…

• 100,000 genomes project

• NIRMDS recruited 442 probands

• GEL tiering system
• Clinician review of tier 1 & 2
• Formal classification by local clinical 

scientists

• Diagnostic yield 18.5% (n=82)
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What we are doing…

• 360 probands remained undiagnosed…

• 100KGP top 5 exomiser variants
• Relevant data collated

• Inheritance, OMIM morbidity, gnomAD
prevalence, REVEL score, missense constraint 
and pLI.

• Clinician review, of variants & phenotype

• Formal classification by clinical scientists & 
discussion at Genomics MDT
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Hemi
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What we have found so far…

• 200/360 probands top 5 exomiser variants reviewed
• >1,000 variants

• Potential causative variants in 42 patients (21%)

• 13 formal classification

• 6 likely pathogenic / pathogenic

• 7 hot VUS
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Why were they “missed” in tier 1/2…

• HPO terms ‘incomplete’ / too narrow

• New gene disease association has emerged / is emerging

• X-linked variants in females

• Variants dismissed by clinician

• Variant inherited from “unaffected” parent / not shared with 

“affected sibling”
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5 key lessons learned…

1. Comprehensive phenotyping  is key

2. Variant 1st, phenotype 2nd

3. One eye on the patient, one eye on the data

4. Filtering by inheritance is dead, prioritisation is King

5. Access to functional work is imperative
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