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Raw paired-end sequence reads from sequencer

l

Quality filtering module

+ Remove read-pairs with low quality scores
» Remove read-pairs with missing barcode sequences
» Trim platform-specific adaptor sequences

Sequence alignment module Barcode analysis module
» Perform paired-end alignment to a reference sequence « |dentify highly-represented barcodes
» Remove disconcordant atignments *» Re-assign sequences associated with pooriy-represented
barcodes

Demultiplexing module

» Use barcode sequences as identifiers to obtain alignments
to individual template molecules
» Remove duplicate read-pairs

|

Haplotyping module

+» Obtain pileup of aligned reads at each position along the reference
+ Determine consensus base-call at each position
» Assemble base-calls to obtain extended sequence reads for each template molecule

FIGURE 3
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Raw paired-end sequence reads from sequencer

Quality filtering module

* Remove read-pairs with low quality scores
« Remove read-pairs with missing barcode sequences
« Trim platform-specific adaptor sequences

Barcode analysis module
« ldentify highly-represented barcodes
* Re-assign sequences associated with poorly-represented
barcodes

Demultiplexing module

+ Use barcode sequences as identifiers to obtain reads
associated with individual template molecules
» Remove duplicate read-pairs

|

Assembly module
« Assemble demultiplexed reads to obtain extended sequence reads for each template molecule
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FIGURE 8



