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    Abstract
Since the invention of DNA sequencing in the seventies, computational biologists have had to deal with the problem de novo genome assembly with limited (or insufficient) depth of sequencing. In this work, for the first time we investigate the opposite problem, that is, the challenge of dealing with excessive depth of sequencing. Specifically, we explore the effect of ultra-deep sequencing data in two domains: (i) the problem of decoding reads to BAC clones (in the context of the combinatorial pooling design proposed in [1]), and (ii) the problem of de novo assembly of BAC clones. Using real ultra-deep sequencing data, we show that when the depth of sequencing increases over a certain threshold, sequencing errors make these two problems harder and harder (instead of easier, as one would expect with error-free data), and as a consequence the quality of the solution degrades with more and more data. For the first problem, we propose an effective solution based on “divide and conquer”: we “slice” a large dataset into smaller samples of optimal size, decode each slice independently, then merge the results. Experimental results on over 15,000 barley BACs and over 4,000 cowpea BACs demonstrate a significant improvement in the quality of the decoding and the final assembly. For the second problem, we show for the first time that modern de novo assemblers cannot take advantage of ultra-deep sequencing data.
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