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Introduction The SRSLY Workflow SRSLY Features

Cell-free DNA (cfDNA) circulating in blood plasma and other bodily fluids @® Recovers duplex DNA as well as smgle- stranded and
contains a wealth of biomedically relevant information that can be as- - nicked dsDNA

sayed by next-generation sequencing (NGS) with a minimally-invasive blood Fragmented

dsDNA with overhangs

DNA input pool

draw. NGS data from cfDNA can reveal important aspects of cellular biology E—— ® Optimized for 1ng of cell-free DNA, with low end
including prenatal health, organ transplant reception, and cancer detection E— 2! (Nicked) SDNA inputs as low as 50pg/uL
and progression. However, cfDNA is naturally fragmented, short and pres- T
ent in low abundance, creating obstacles for library preparation, a re- dsDNA with blunt ends O Single reaction reduces errors, bench time and
CIUite Step in the NGS workflow. Denature and capture amenable to aUtomation

| :::tiles sstl;anded DNA -
Single-stranded approaches N\ A ®No end-polishing preserves natural DNA fragment
to library preparation, initially = am an 1 O O 0 ends
developed for ancient DNA, Cellular DNA — __~
capture higher proportions of O @ Superior recovery of short fragments

short and degraded DNA frag-
ments compared to tradition- - Eeme——

al double-stranded methods. Histone o Histons ° i —

This feature makes sin- Transcription ——— g e (é
gle-stranded approaches ideally Famr ¢ —

suited for ciDNA NGS applica- Phosphorylate template ¢ e —
tions. However, WideSpread~1U 4 bp DNA and ligate adapters =
adoption in the NGS community
has been hindered because sin-
gle-stranded methods are more

time consuming than dou-

@®Form DNA to sequence ready lllumina libraries in
under 3 hours

® Compatible with single and dual indexing, as well as
unique molecular identifier (UMI) incorporation

To Index PCR

1

Cell Death — cfDNA

HERE WE PRESENT SRSLY, a simple and efficient ligation-based

ble-stranded methods, require E;Ztgr;e Transmptlun e ssDN_A Ilbrary preparat!on method that |s_eng|neered ’Fo produce co_m- [ngl?(?;;%ar]rg Fieldg of Use
exotic or single-source  re- P Eactor -167bp  Plexlibraries from low inputs of ctDNA without alteration to the native . *Lauid lopsy
agents, and in some cases gen- 30 -100 bp ends of template molecules. SRSLY works in a one-step combined P «Prenatal Testing
erate artifacts that require phosphorylation/ligation step that simultaneously prepares template *Nucleosome Positioning  Transplant Medicine
downstream data processing. DNA molecules for ligation without end-polishing and ligates propri- Wj':f;i!:iy

Until now... etary splint adapters compatible with lllumina platforms.

SRSLY NGS Metrics Rivals or Outperforms Other Commercial Kits SRSLY Facilitates Biological Discovery

INSERT DISTRIBUTION:COMMERCIAL

SRSLY GENERATES LIBRARIES SRSLY PRODUCES SRSLY CAPTURES INSERT DISTRIBUTION:SRSLY CAPTURES MORE SMALL ssDNA PREPARATION KIT REQUIRES READ
WITH HIGH YEILD MCA?:“mgﬁi#Es SMALL FRAGMENTS FRAGMENTS THAN dsDNA LIBRARY METHODS TRIMMING WHICH ABOLISHES
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4 O, A 5 A 5 § where 100 bp or 11 bp of genomic context at both
| 1OOM % .................................................. . ........................................................................................................................................ : 5_prime and 3_prime fragmentation points Were added
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< Scores were calculated in the manner described in
cfDNA libraries were prepared using SRSLY and commerecial kits. Yeild. Libraries quantified using a Qubit 3.0 with 2 pl of final purified library f Snyder et al, 2015. A bed file containing a list of puta-
post 10c index PCR. Mapping. Libraries sequenced 2x151 on a HiSeq X. Reads were adapter trimmed and merged (SegPrep 2.0) and tive TF binding sites was downloaded from the JAS-
mapped (bwa aln) to hg19 g > 20. Small Fragments. Binned according to size (30-100bp; >100 bp). Complexity. (PreSeq Ic_extrap) was es- PAR2018 table (hub_186875_JasparTFBS) from the
timated; the number of unique reads was extrapolated to 300M read-pairs, roughly the yield from one lane of HiSeq X. Normalized GC cover- 5 5 - UCSC Genome Browser Table Browser and filtered to
age. calculated using Picard Tools CollectGcBiasMetrics. -1000 -500 0 500 1000 include only CTCF sites used by Synder et al, 2015
Position Relative to CTCF Binding Site (PMID: 26771485).
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