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Reviewer Comments to Author:

Thank you for the opportunity to review this manuscript. Overall, | appreciate this argument for and
description of Open Humans.&nbsp; Broadly, the manuscript would benefit from greater attention to
writing and organization. As my comments describe below, the "ethical analysis" offered is narrowly
focused and appears to serve as a justification for the resource; yet, in its current state, | think the
ethical analysis either should be removed or expanded. Ideally, the manuscript would be strengthened
by a deepening and broadening of ethical considerations.

Note that | use P(page)C(column)L(lines) to locate my comments for the authors.

1. Abstract P1L36-37.&nbsp; | am struck by the framing of this ethical problem as the responsibility of
data subjects.&nbsp; | assume this is intentional and would appreciate a little more, perhaps in the
introduction, as to what is entailed in this responsibility?

2. Abstract P1L42-43. | am not sure if the framing of the ethical problem is resolved by the description of
the utility of Open Humans.&nbsp; While overall, | suggest deepening the ethical problems presented,
another alternative is to leave it out all together.

3. P2C2L6-9. It would help me if parties were more clearly stated.&nbsp; | think you mean researchers
not research and it isn't clear to me that commercial data sources have interests but rather the
companies that hold these resources do, right?

4. P2C2 Participant Involvement.&nbsp; It is unclear to me what the purpose of this section is.

5. P2C1 Data Silos. Most of the descriptive language is written in the passive voice which | understand
may be the norm but in my opinion, it unintentionally highlights how interests and responsibilities are
dissociated or dis-located from stakeholders.&nbsp; For instance, in the section on Data Silos, it remains
unclear for whom Data Silos are a problem and whose interests have created and maintained these
silos.&nbsp; Again, this sort of analysis might help identify or locate solutions rather than only set up a
problem that Open Human's solves.&nbsp; My point here is that the developers of Open Humans need
not rely on a somewhat limited ethical analysis to justify its existence and argue for its utility.

6. P2C1L44-49. While | agree this is accurate reflection of the scope of literature, the issues raised by
"big data" research now extend far beyond the common risks relayed in a consent process.

7. P2C1L49-51. | agree that this is an important issue but this single statement citing Barbara Evans
sounds a little like a strawman.&nbsp; My sense is that through the efforts of many patient-driven
organizations, patient and participant-driven research has increased a great deal in the past decade or
so.&nbsp; Perhaps this ought to be recognized especially given that many of the authors have been
critical to the development of this movement.&nbsp; Also, the next section on participant involvement
seems at odds with the argument so some clarification might help readers understand the nuances.

8. P2C2L53-61.&nbsp; While | totally agree and appreciate these key points to the participant-centered



approach to research, in all honesty, | did not come to these conclusions based on the above
exposition.&nbsp; | suggest moving this up as the scaffold for the introduction and reorganize based on
these points.

9. P3C1L30-36. These are the main points | think readers need in the introduction to help us understand
the need for Open Humans.&nbsp; | suggest you spend more time explaining these points and
characterizing the evidence of these important assertions.

10. P3C2L46-50. Could you explain the rationale behind this feature and briefly describe if more detailed
information is conveyed about the IRB approval or review/determination?

11. PAC2L25-27. This is an important statement, at least to me, but it would be helpful to reiterate how
privacy is maintained, I'm assuming because its pseudonymous?

12. PAC2L27-30. Again, what are the simple requirements?

13. P5C1L58-C2L59. So what are the ethical implications of this use case?&nbsp; | think an important
point to highlight is that privacy may be a nominal issue with members of efforts like Open Humans as
they often have a greater than average interest in research benefits than maintaining individual privacy.
Further, I'm under the impression that personal privacy is less of a concern for many or rather our sense
of what is private is changing.&nbsp; Assuming I'm understanding the argument, what I'm confused
about is that the ethical analysis presented in the background assumes that privacy is of central perhaps
even sole concern.&nbsp; Also, there are many other ethical issues that open humans both addresses
possibly in a positive way and potentially raises as risks to members and even society.&nbsp; So, | would
welcome that analysis alongside this nice introduction to the platform or | would not rest the argument
for the platform on a relatively narrow ethical frame.

14. P6C2L16-21. Do you mean the public data are being used as training sets for the algorithms?&nbsp;
Are there any risks of bias based on these sorts of uses?

15. P6C1L44-45. So are there any ethical issues related to the application of OAuth2 to these particular
use cases or overall?&nbsp; This isn't a trick question, | have no idea but would encourage the authors
to consider based on their expertise.

16. P7C2L9-11. Agreed, but does it also make it harder for bad actors to use these data?&nbsp; It would
be great if the authors could help us think about this potential trade off.

17. P7C1 Discussion. | would like the authors to consider the following in the discussion and possibly the
introduction. (1) Given that most people who engage in citizen science in the biomedical research space
are likely to subscribe to the value of openness and sharing of samples, data, tools, etc., | wonder if
focusing on privacy as key ethical barrier is on target and sufficient.&nbsp; For instance, many of the
challenges to genomic research&nbsp; articulated by historically vulnerable populations have to do with
offensive data uses, lack of control, lack of direct benefit, differential benefit based on SES, risks to
groups, etc.&nbsp; Again, a critical analysis of how this resource might increase or decrease such risks
involved in citizen science would contribute to the larger project of extending citizen science or patient-
led research to community-led research.&nbsp; Of course, | understand this might been outside the
bounds of this manuscript but that preclude some consideration. (2) | very much appreciate Open
Humans as a tool that addresses the practical problem of bridging/linking/aggregating.&nbsp; | have no
problems with this argument yet | wonder if it is somewhat naive to assume that bridging as a practical
benefit does not also risk other ethical challenges.&nbsp; For example, the ease of bridging to pre-
selected resources blurs the line between simply linking resources and advancing particular



interpretations of the data, in fact, one's own data.&nbsp; If | understand Open Humans, it is a tool that
automates protocols for linking and sharing intended to facilitate citizen science and patient-led
research.&nbsp; The practical benefits are clear. But what are the risks associated with more automated
linking and sharing?

18. P7C2 Enabling individual-centric research and citizen science. This section is very helpful and
references a number of mechanisms that begin to address, at least on an individual level, issues such as
"to what uses", "control", "governance", etc.&nbsp; | would love to either see this description expanded
and moved up into the initial description of the resource (maybe before or around P2C2L57) and or
these functional benefits better incorporated and explicated in the use cases.

19. P8C1L13-16. It is unclear to me how it is "an ethical way" especially as it isn't clear to me what an
"unethical way" would entail. &nbsp; | think some pieces are presented but this argument could be
much stronger and clearer.&nbsp; | get that the benefits are assumed here to some extent, I've been in
the same place when engaging in resource development, but perhaps a greater consideration of
potential benefits and harms might help balance the focus on privacy and individual control.&nbsp;
Generally when we conduct ethical analysis we consider autonomy (where privacy sits), risks (as
potential harms as well as increasingly benefits), and justice.&nbsp; Notably. others might argue for
other principles and values.&nbsp; While such a comprehensive analysis isn't the focus of this
manuscript, incorporating the insights of such an analysis would, in my opinion, strengthen the
argument for Open Humans and signal/evidence robust consideration by its designers and authors.
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