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"RepeatFiller newly identifies megabases of aligning repetitive sequences and improves annotations of
conserved non-exonic elements" is a nice demonstration of a general software engineering approach to
addressing high complexity problems, it reduces the complexity by making sensible cuts in the input
data to make the problem feasible. In the case of RepeatFiller, sensible cuts are placed at the
boundaries of otherwise uniquely unalignable segments of genomes based on anchor regions that are
uniquely unalignable. This approach reduces the seed complexity of alignment from genome scale down
to a scale that can be properly considered by standard aligners.

The results of using this approach show that known interspecies-conserved regions are both missed
without the use of this technique due to aligners ignoring high-repeat density regions for alignment
seeding, but also conversely that known conserved regions have their level of conversation
overestimated due to absence of more divergent alignments when using traditional alignment methods.
Given the apparent importance of repetitive elements in the evolution of eukaryotic gene regulation the
tool described here is likely to find interesting new regulation systems and refine understanding of
existing systems.

The manuscript is well written with only a minor grammatical error: "Requiring minimum size of 30 bp,
application [of] RepeatFiller led to the identification of ...".

It would be helpful for the authors to provide better instructions for building the dependencies
(downstream dependencies of Kent's source are not listed either on the project page or in the build
instructions for the Kent source). It should be noted that attempting to build Kent's source fails for
absence of dependencies that appear not to be used by RepeatFiller (MySQL). The provided pre-
compiled binaries do not run, again due to a missing (or mis-versioned) dependency (libssl). Because of
these issues it may be worth vendoring a cut down Kent source with the RepeatFiller source.
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