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Reviewer Comments to Author:

The authors incorporated additional clustering methods (Scanpy and Griphz) that prove to be scalable
for datasets having larger sizes which corresponds to the field needs.

In particular, Scanpy seems to reveal no issue to scale up to 100K cells in the benchmark executed
opposite to the other methods.

| recommend accepting this manuscript since | think it is well suited for current and future analytical
needs for single cells.

Minor comments: Is there any limitation or trick to use for the preprocessing procedures (low cell
quality filter, normalization, annotation, cell cycle removal, matrix creation) executed before the
clustering when increasing the sample / feature size?

| presume no because the authors have used them with large dataset. Then, It will be worth metning
that in the manuscript with a brief estimate of the computational time / memory needed.

The figure 3 is not updated with Scanpy and griph.

| don't understand the use of the term hierarchical clustering in the manuscript and in the suppl.
material.

Level of Interest

Please indicate how interesting you found the manuscript: Choose an item.

Quality of Written English

Please indicate the quality of language in the manuscript: Choose an item.

Declaration of Competing Interests

Please complete a declaration of competing interests, considering the following questions:

e Have you in the past five years received reimbursements, fees, funding, or salary from an
organisation that may in any way gain or lose financially from the publication of this manuscript,
either now or in the future?

e Do you hold any stocks or shares in an organisation that may in any way gain or lose financially
from the publication of this manuscript, either now or in the future?



e Do you hold or are you currently applying for any patents relating to the content of the
manuscript?

e Have you received reimbursements, fees, funding, or salary from an organization that holds or
has applied for patents relating to the content of the manuscript?

e Do you have any other financial competing interests?

e Do you have any non-financial competing interests in relation to this paper?

If you can answer no to all of the above, write 'l declare that | have no competing interests' below. If
your reply is yes to any, please give details below.

| declare that | have no competing interests

| agree to the open peer review policy of the journal. | understand that my name will be included on my
report to the authors and, if the manuscript is accepted for publication, my named report including any
attachments | upload will be posted on the website along with the authors' responses. | agree for my
report to be made available under an Open Access Creative Commons CC-BY license
(http://creativecommons.org/licenses/by/4.0/). | understand that any comments which | do not wish to
be included in my named report can be included as confidential comments to the editors, which will not
be published.

Choose an item.

To further support our reviewers, we have joined with Publons, where you can gain additional credit to
further highlight your hard work (see: https://publons.com/journal/530/gigascience). On publication of
this paper, your review will be automatically added to Publons, you can then choose whether or not to
claim your Publons credit. | understand this statement.

Yes Choose an item.





