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Although not directly involved in this work, | have witnessed major events leading to current C library of
HTSlib. As indicated by the authors, there was a strong demand in the genomic community to unify
various short-read alignment formats and to code genome variation. As the accumulation of genome
sequencing data is still accelerating, an efficient solution in both space and time is required. Currently
this library is maintained and further developed by experts at the front and various new features are
being introduced to meet new demands. | am glad that this library is freely available for commercial and
non-commercial use, which is vital for the field. Here are a few minor suggestions.

1) Starting from VCF format, small variation is essentially the major category among many to drive the
improvement. There were attempts to code structural variants as multiple breakpoints, contradicting
current one line one variant practice. More complex structural variation will emerge when pacbio HiFi is
applied, especially in cancer studies. Although this issue is not yet possible to solve right now, the
procedure about how HTSlib team interacts with broader genomics community to discuss and absorb
ideas could be described.

2) Incertain performance tests, a RAM disk is used. Although this does provide theoretical throughput
and mimics data flow from a pipe, it might not be what regular users would experience in their daily
data processing. Thus, perhaps all the tests could be unified with SSD as the storage device.

3) Itis wonderful that HTSIib includes remote data transfer protocols and | personally consider it
particularly powerful once network speed enables stream computing. However, current speed tests are
for local data only. It will be great if performance of remote data transfer protocols could be
demonstrated in the supplementary material.
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