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Abstract

Variant interpretation is dependent on transcript annotation and remains time consuming and challenging. There are major
obstacles for historical data reuse and for interpretation of new variants. First, both RefSeq and Ensembl/GENCODE produce
transcript sets in common use, but there is currently no easy way to translate between the two. Second, the resources often
used for variant interpretation (e.g. ClinVar, gnomAD, UniProt) do not use the same transcript set, nor default transcript or
protein sequence. Ensembl ran a survey in 2018 to assay attitudes to choosing one default transcript per locus, and to gather
data on reference sequences used by the scientific community. This was publicised on the Ensembl and UCSC genome browsers,
by email and on social media. We had 788 respondents. Here we report our results and roadmap to create an effective default

set of transcripts for resources, and for reporting interpretation of clinical variants.
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In the case of a gene WITH clinically relevant variants, which
franscript should be the single primary transcript (choose one)?
Please answer based on which is best for your work.

= Transcript that has the longest coding sequence (C)

= Transcript that covers the most clinically relevant variants (D)
« Transcript that is the most abundant (E)

= Transcript that has been most used historically

That the sequence malches the reference
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