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The Patient Identification Working Group

… and Aubrie Soucy Verran, Emma Sherill, Charu Kaiwar, Logan Newton
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Who do we treat?

GestaltMatcher Database
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The Patient Identification Working Group

❏Variant Subgroup

❏Disease Subgroup

❏Patient Subgroup
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Consensus guidelines for eligibility 
assessment of pathogenic variants to 
antisense oligonucleotide treatments

The N1C VARIANT Guidelines
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ASO Strategies

❏Splice correcting

❏Canonical exon skipping

❏Transcript knockdown

❏Upregulation from the wildtype allele
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Is the variant description correct?

What is the inheritance pattern of the variant?

Has the pathomechanism been described?

Have splicing effects been assessed? 

What ASO strategies can be considered?

1
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STEP

Inheritance Gain-of-Function Loss-of-Function Dominant-Negative

Autosomal Recessive Exon skipping Exon skipping

Knockdown

Autosomal Dominant Exon skipping* Exon skipping* Exon Skipping*

Knockdown* Wildtype upregulation Knockdown*

X-Linked Recessive Exon skipping Exon skipping

Knockdown

X-Linked Dominant Exon skipping* Exon skipping* Exon Skipping*

Knockdown* Wildtype upregulation** Knockdown*

* Considerations for allele specific ASO

** Only applicable for individuals with two X chromosomes
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29 practice examples for trialing our guidelines
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12 instructional video examples for assessment of different 

variants and ASO strategies
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Variant Eligibility Calculator walks users step-by-step 

through the N1C VARIANT Guidelines
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Summary
❏Guides the rare disease community in identifying 

candidates for variant-specific ASO therapies 

❏Supports integrating these assessments into clinical 
practice for improved patient care

❏Enables standardized assessment of pathogenic 
variants to prioritize cases for ASO therapy 
development
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Future Work Variant Subgroup

❏provide guidance (workshops) on how 
to use and implement guidelines

❏ improve and refine guidelines

❏automate variant identification and 
eligibility assessment
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Future Work Patient Identification Group

❏Communication guidelines for clinicians and 
genetic counsellors

❏Roadmap to treatment
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