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Introduction

While short-read sequencing technology can call variants with high fidelity, phasing variants over gene-length regions remains a challenge.
Long-read sequencing methods are better suited for this application but have inadequate accuracy and are difficult to scale to many samples.
We have developed a novel library preparation technology that links short reads across long DNA fragments and multiplexes many samples
for fast and affordable parallel phasing of dozens of gene-length amplicons.

We used six kilobase amplicons of the gene Cyp21A2 as a demonstration of our technology because for best diagnostic accuracy, geno-
typing of Cyp21A2 must fully resolve the variants on both alleles. Variants in this gene are associated with congenital adrenal hyperplasia
caused by 21-hydroxylase deficiency. Pathogenic variants in Cyp21A2 correspond to disease states ranging from mild to severe and affected
individuals often have two different pathogenic alleles.
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Summary and Conclusions

® The pooled format of the phase barcoding process presents significant workflow advantages for processing large numbers of samples
with an efficient and scalable workflow. We anticipate this technology will have significant potential to be extended to other applications
including single cell sequencing, bacterial and viral metagenomics, and full-length transcript assembly.

e This product is still in development. Contact info@seqwell.com for more information.




