1227 25th St. NW #700
Washington, DC 20037
combinationproducts.com
202.861.4199

VIA ELECTRONIC SUBMISSION
March 22, 2022
Dockets Management Staff (HFA-305)
Food and Drug Administration
5630 Fishers Lane, Rm. 1061
Rockville, MD 20852

Re: Docket No. FDA-2021-D-1128; Digital Health Technologies for Remote Data Acquisition
in Clinical Investigations; Draft Guidance for Industry, Investigators, and Other Stakeholders
Dear Sir or Madam:
The Combination Products Coalition (“CPC”)1 welcomes the opportunity to provide comments on
FDA’s “Digital Health Technologies for Remote Data Acquisition in Clinical Investigations; Draft
Guidance for Industry, Investigators, and Other Stakeholders” dated December 23, 2021 (the
“Draft Guidance”).
The CPC greatly appreciates FDA’s efforts to provide this draft guidance which helps to establish
Agency expectations for the types of evidence required to support use of digital health technologies
(“DHTs”) for remote data acquisition in clinical investigations. Our coalition represents members
developing a range of products including combination products with embedded software and
software as a medical device (“SaMD”) applications which may be labelled for use with drug or
biological products.
The CPC’s comments on the Draft Guidance are captured below. The comments are organized by
page number, reference content, and proposed revision or addition, with a discussion and rationale
for our proposed change (if applicable) appearing below each portion of the table. Where multiple
comments are related, the discussion and rationale for their conclusion have been combined.

1
The CPC is a group of leading drug, biological product, and medical device manufacturers with substantial
experience and interest in combination product issues. One of our top priorities is to work collaboratively with FDA
on issues affecting combination products and digital products to advance our common mission: providing the best
possible health care to patients. Our diverse, cross-industry membership permits the CPC to bring a special, broad,
and unique perspective to these issues.
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I.

Comments Regarding Prior CPC Requests Regarding Medical Device DHTs Used in
Investigational New Drug Studies

Upon reviewing the Draft Guidance, the CPC member companies were disappointed that the Draft
Guidance did not address any of the requests made by our coalition as communicated in an August
3, 2021 letter regarding use of medical device digital health technologies in medicine
investigations. Specifically, we requested that the Agency develop policy which relaxes
obligations for manufacturers to fulfil 21 CFR 820.30, Design Controls, for certain low risk but
unapproved medical devices used within medicine studies. We respectfully request that the
Agency consider the CPC’s requests whilst composing the final version of the subject guidance
and implement policy which allows manufacturers to demonstrate compliance with Section IV.C
of the Draft Guidance for low risk medical device digital health technologies in medicine
investigations rather than comply with the full breadth of Design Controls.
For convenience, the CPC’s August 3, 2021 communication is attached to this letter and can also
be found at : https://combinationproducts.com/wp-content/uploads/2021/09/CPC-Letter-Re-Useof-Investigational-Digital-Medical-Devices-in-Clinical-Studies-3Aug2021.pdf.
II.

Comments Regarding Scope of Guidance

As authored by the Agency, the Draft Guidance is focused only on DHT systems which accomplish
remote data acquisition from participants in clinical investigations evaluating medical products.
However, upon review of the document, CPC member companies find that the central tenants of
the Draft Guidance apply to other types of DHT systems beyond those that accomplish remote
monitoring. For example, the Agency’s guidance on selection, verification, and validation of DHT
systems used in medicine studies should apply equally to medication clinical decision support
systems or medication dose calculators. Therefore, we recommend that the scope of the final
guidance be expanded to cover all DHT systems used in medicine studies that are provided by the
study sponsor or required by the sponsor in the study protocol.
III.

Comments Regarding Investigational Device Submission Pathways

The Draft Guidance suggests that unapproved medical devices used within Investigational New
Drug (“IND”) studies should be approved via an Investigational Device Exemption (“IDE”)
submission. This suggestion runs counter to the historical experience of CPC member companies
where both medical device digital health technologies and investigational drug or biological
products may be administratively submitted in a single application (i.e., the investigational
application associated with the primary mode of action of the product that is the object of the
clinical investigation).
The CPC appreciates that there may be occasions where separate IDE and IND applications are
desired, for example where an in-vitro diagnostic companion is co-investigated with a medicine.
In that situation, each have unique study endpoints and the study will be used to establish the
safety/efficacy of both products and support separate marketing applications for the products.
However, in the majority of cases, the number of investigational applications should be left to the
discretion of the study sponsor and the Agency should accept a single investigational application
2
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for a study of investigational drug or biological products that incorporates digital health
technologies. This approach is consistent with “least burdensome” principles outlined in existing
FDA guidance (“The Least Burdensome Provisions: Concept and Principles” (February 2019))
and help support efficient use of both FDA and industry resources.
Additionally, some portions of the Draft Guidance may inadvertently imply that an IDE
application is required for any digital health technology used within an investigational drug or
biological product study, rather than exclusively applying to digital health technologies that meet
the statutory definition of a medical device.
Page
4

FDA Guidance Reference Text
Footnote 14
It is possible that a DHT, as proposed for
use in a clinical investigation of a drug or
biological product under an IND, may
meet the definition of a significant risk
device under 21 CFR 812.3(m) and
require submission of an IDE application
to FDA under part 812 for the same
clinical investigation. In these cases, when
information required under 21 CFR
812.20 is also contained in the IND,
sponsors should consult with CDRH
regarding ways to streamline the IDE
application submission process for the
particular clinical investigation. See, e.g.,
21 CFR 812.20(d).

4

Devices intended for use in clinical
investigations are exempt from most
requirements applicable to devices,
including premarket clearance or
approval, as long as the investigation
complies with applicable requirements
under 21 CFR part 812.14. Therefore,
DHTs used in clinical investigations of
medical products typically would be
exempt from applicable requirements to
3

CPC Proposed Revisions / Additions
Footnote 14
It is possible that a DHT, as proposed for
use in a clinical investigation of a drug or
biological product under an IND, may
meet the definition of a significant risk
device under 21 CFR 812.3(m) and
require submission of an investigational
IDE application to FDA under part 812
for the same clinical investigation.
Investigational device application
information commensurate with 21
CFR 812 may be provided under an
IDE application to CDRH, or, where
appropriate may be provided within
the IND application. In these cases,
When information required under 21 CFR
812.20 is also contained in the IND, the
Agency intends to consult CDRH for
review of applicable sections of the IND
through the inter-Center consultation
process. sponsors should consult with
CDRH regarding ways to streamline
the IDE application submission process
for the particular clinical investigation.
See, e.g., 21 CFR 812.20(d).
Devices intended only for use in clinical
investigations are exempt from most
requirements applicable to devices,
including premarket clearance or
approval, as long as the investigation
complies with applicable requirements
under 21 CFR part 812.14. Therefore,
DHTs that meet the definition of an
investigational device and are used in
clinical investigations of medical products
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Page

FDA Guidance Reference Text
obtain marketing authorization and other
device requirements, as long as the
clinical investigation is compliant with
part 812.

5

Sponsors should engage early with the
appropriate Center responsible for the
medical product under investigation to
discuss use of DHTs in a specific clinical
investigation.17

IV.

CPC Proposed Revisions / Additions
typically would be exempt from
applicable requirements to obtain
marketing authorization and other device
requirements, as long as the clinical
investigation is compliant with part 812.
Sponsors should engage early with the
appropriate lead Center responsible for
the medical product under investigation to
discuss use of DHTs in a specific clinical
investigation.17 The lead Center will
consult other centers as appropriate
regarding the use of the DHT in the
trial.

Comments Regarding Usability Studies for Non-Medical Device DHTs

The Draft Guidance contains a section describing the importance of conducting usability
evaluations for DHTs. This section includes a reference to FDA’s guidance “Applying Human
Factors and Usability Engineering to Medical Devices” (February 2016) via footnote 35 and
implies that usability/human factors principles for medical devices also apply to DHTs used in
clinical investigations, irrespective of whether the use of the DHT meets the definition of a medical
device.
As stated in the cited human factors guidance, the goal of human factors/usability engineering is
“to ensure that the device user interface has been designed such that use errors that occur during
use of the device that could cause harm or degrade medical treatment are either eliminated or
reduced to the extent possible.” As such, for non-device DHTs, the CPC requests that within the
final guidance the Agency clarifies the regulatory basis for requiring usability validation for nonmedical device DHTs. Additionally, usability validation, either for medical device or non-medical
device DHTs, should not be required by default and should be applied with discretion based on
the risk that use-related errors may pose during the conduct of the study and the unique mitigations
available within clinical investigations.
Page
12

FDA Guidance Reference Text
Usability studies are a critical component
in confirming the suitability of the DHT
and/or
general-purpose
computing
platform for the proposed clinical
investigation.
These studies are
considered part of the validation process
and should enroll a cohort that is similar
to intended trial participants. Usability
studies should test the ability of future
participants to use the DHT as directed in
the trial protocol.
4

CPC Proposed Revisions / Additions
Replace Reference Text with:
While usability studies are always
considered as best practice in confirming
the suitability of the DHT and/or generalpurpose computing platform for the
proposed clinical investigation, such
usability evaluations may be conducted in
various ways. More rigorous human
factors engineering and usability
evaluations may be required where use-
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FDA Guidance Reference Text

CPC Proposed Revisions / Additions
related risks are associated with
• Usability testing should assess whether unacceptable patient risk (e.g., where
users are able to enter all data before being improper data collection, display, or
logged out of a DHT.
interpretation could lead to significant
risk).
• When appropriate, sponsors can refer to
published studies in similar populations or Where the DHT meets the definition of a
on early use of the DHT in exploratory medical device, applicable medical device
studies to evaluate whether trial human factors engineering principles and
participants can appropriately use the guidance should be applied.35
DHT.
• Findings from the usability studies can
be used to improve the design and
functionality of DHT, to improve user
satisfaction, to inform the instructions for
use provided to trial participants, and to
improve ease of learning and training for
trial participants and trial personnel.
Yours truly,

Bradley Merrill Thompson,
On behalf of the Combination Products Coalition

Attachment: August 2021 CPC Letter to FDA Regarding the Use of Investigational Digital
Medical Devices in Clinical Studies for Medicine
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