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aneuploidies and CNVs in embryo biopsies. The original versions of the technology are Coverage Depth Cell #1 Cell #1
n_Ot Opt!mlzed .fOI‘ other appllcatlo.ns such as _ger}etlc analySIS In_cancer screening, Figure 2: Coverage depth, uniformity and reproducibility of PicoPLEX Gold in comparison to QlAseq FX. Panel A. A log-log plot of the number of bases covered at various depths of sequencing is shown. The coverage of PicoPLEX Gold is similar to QlAseq FX
diagnosis of disease, or therapeutic drug monitoring due to the frequency of false- (MDA) at lower depths and greater at higher depths. Panel B. Examples of the coverage patterns of PicoPLEX Gold and QlAseq FX in gDNA (NA12878) and single-cell samples (GM12878) for a 75 KB window (chr2) is shown. As evident from this example, the coverage of

positive mutation rates. PicoPLEX Gold is highly uniform and significantly better than that of QlAseq FX (MDA). Panel C. The reproducibility of coverage was evaluated in 100-KB bin sizes. Total reads in each window from the two single-cell libraries were plotted. PicoPLEX Gold shows high
reproducibility, which provides a clear advantage for the detection of structural variants (CNVs). In summary, PicoPLEX Gold has far superior and robust coverage compared to QlAseq FX.

To address the need for accurate detection of single nucleotide variants (SNVs), we
enhanced the PicoPLEX chemistry using optimized enzymes, primers, and protocols that
improve sequencing coverage, uniformity, and accuracy while increasing the resolution
for CNV detection and retaining reproducibility. This enhanced chemistry named SMARTer
PicoPLEX Gold Single Cell DNA-Seq Kit (PicoPLEX Gold) is a single-cell library-prep kit
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In under three hours with minimum hands-on-time.
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analysis with shallow sequencing, and an accurate and reproducible SNV and CNV
analysis with deeper sequencing.

Figure 3: Summary of the ability of PicoPLEX Gold to generate high-quality single nucleotide variants (SNVs). Data were generated using the standard GATK pipeline and filtered at 10X depth and Q75 minimum quality using GM12878 single cells, five cells, or
NA12878 gDNA libraries and sequenced to a depth of 35 million read pairs. The results were benchmarked using gold-standard (NIST) bulk-sequencing data from the same cell line. Panel A. The high fidelity and robust coverage of PicoPLEX Gold (PP Gold; blue bars)
provide a clear advantage in detecting a greater (~3X) number of high-quality SNVs compared to QlAseq FX (MDA; gray bars). The results for gDNA samples were also compared to those obtained using the SMARTer PicoPLEX WGA Kit (PP WGA; purple bars). Panel B. The
symmetric distribution of the minor allele frequencies (MAF) for PicoPLEX Gold (blue bars) and a peak at 0.53, indicates a balanced recovery of both alleles, clearly outperforming QlAseq FX (MDA)(gray bars). Panel C. Unbiased amplification of PicoPLEX Gold generates the

- - - lowest allele drop-out (false-negative) rates among all single-cell library-preparation technologies tested. Panel D. High fidelity of the polymerases used in PicoPLEX Gold kit (blue bars) leads to minimal allele drop-in rates compared to QlAseq FX (MDA; gray bars).
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Figure 4: CNVs detected in single cells from a multiple myeloma cell line, NCI-H929, normalized to a reference cell P ( 9 )
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