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July 18, 2022

Robert M. Califf, M.D.

Commissioner

Food and Drug Administration

U.S. Department of Health and Human Services

10903 New Hampshire Avenue Silver Spring, Maryland 20993
RE: Docket No. FDA-2018-N-1910-0047

Dear Commissioner Califf:

Our comments are focused on the required report as part of the Development of 21 Century
Cures Act Section 3060(b) on the risks and health benefits of non-device software functions
which include certain software functions intended for a variety of situations. The urgency for this
report has never been greater as the COVID pandemic has changed the acceptance of mHealth
throughout the nation. We recognize that now more than ever there is a need to consider the
benefits and risks of the multitude of mHealth software that exist.

We reviewed the 2020 report and commend the use of the WHO definition of health, i.e., a state
of complete physical, mental, and social well-being and not merely the absence of disease or
infirmity. We note that the 2020 report underrepresented the negative impact and
overrepresented the positive impacts of non-device software solutions. Specifically: (1)
tendency to cite the benefits and not include the risks and limitations within a study; (2)
insufficient focus on datasets driving clinical decision support systems; and, (3) lack of
consideration by race, ethnicity, and gender. These are discussed below as well as, where
appropriate, steps to guide the development of the 2022 report.

Benefits and risks to health
Recognize limitations in citations: There was a tendency to cite the benefits and not include the
risks and limitations within a study. For example:

e Pg. 6. Benefits and Risks to Health. “The study also found that the software reduced
appointment no-shows by 1.3% and increased the number of appointments completed
by 3.1%." Omitted was that the study also revealed that “Factors negatively associated
with offer acceptance were a higher number of comorbidities (P=.02) and visits
scheduled for chronic conditions (versus acute conditions only; P=.002). Future
modifications, such as increasing the adoption of SMS text messaging offers and
targeting older adults or patients with complex conditions, may make the system more
patient-centered and help promote wider utilization.”

e Pg. 8. Benefits and Risks to Health. “Evidence from a second study suggested that
mobile health applications are associated with increased engagement with health-
promoting behaviors among adults with chronic conditions. These behaviors included
tracking health-related goals, making health- related decisions, and engaging in health-
related discussions with care providers” cited Mahmood, Kedia, et al.? What was omitted
was that in that study a clear statement was made, “Rigorous randomized clinical trials
among various segments of the population and different health conditions are needed to
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establish the effectiveness of these mHealth apps. Healthcare providers should
encourage validated mHealth apps for patients with CCs.”

e Pg. 12. Benefits and Risks to Health. “Among patients with multiple complex chronic
conditions, patient portal use was significantly associated with fewer ED visits and
preventable hospital stays®” omitted that a limitation was that the data were based on an
“Observational study in an integrated delivery system.”

Rethink discussion of adverse event reports. While at the beginning of the report a statement is
made, “We acknowledge, however, that given there is no requirement to report adverse events
from non-device software, adverse events may be underrepresented in this report...” throughout
the report (pgs. 5, 6, 10, and 16) the number of adverse reports were presented. The numbers
were of course low but by including them gave the appearance that that there was no risk as
opposed to being a result of a lack of a mandate to report adverse events.

Best practices to promote patient safety, education, and competency

Recognize limitations of datasets that drive clinical decision support systems (CDS). While the
FDA did find in the 2020 Section 3060(b) report that CDS systems can fail to detect drug
interactions that can lead to adverse events, the 2022 report must also clearly address the
patient safety risk of the lack of inclusion of known differences in drug response by race,
ethnicity, and gender* and the risk of reliance on CDS software that lack adequate race,
ethnicity, and gender data from clinical trials. It is essential to note that in the US over the past
20 years less than half of clinical trials (43%) reported any race or ethnic data and trials only
had 6% Hispanic enrollment while Hispanics represent 18% of the US population®.

Research Needs to be Specific and Inclusive. The research that is cited must provide analyses
at a minimum by race, ethnicity, gender, and age. To omit these factors will necessarily have a
negative impact and exacerbate the fissures which exist in our health care enterprise.®”® The
importance of including these data were highlighted in the New England Journal of Medicine® as
well as in their new guidelines.'® There is also evidence that there are generational differences
in user competence'' as well as substantial differences among mHealth users in terms of social
determinants.?

Whether non-device software functions to encourage a healthy lifestyle, serve as an electronic
patient record, or provide limited clinical decision support it needs meaningful oversight to make
sure that they benefit the individual and do not create negative adverse consequences.

Please let me know if the Alliance can provide any additional information.

Sincerely,
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