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Overview
•

The previous talks have focused on foundational concepts and
methodological considerations for the development of technology-based
clinical outcome assessments (COAs).

•

This talk will focus on regulatory considerations and interactions with the
FDA related to the potential use of novel technology-based COAs to support
drug approval.

•

The scope of novel technology-based COAs considered in this talk includes
tools such as wearable sensors, mobile platforms, mobile applications, etc.
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Effectiveness Standard for Drug Approval
•

Section 505(d) of the Federal Food, Drug, and Cosmetic Act
requires the establishment of a drug’s effectiveness by
substantial evidence, defined as “evidence consisting of
adequate and well-controlled investigations … on the basis
of which it could fairly and responsibly be concluded … that
the drug will have the effect it purports or is represented
to have under the conditions of use prescribed …”

•

Clinical investigation endpoints used to support labeling
claims must be based on well-defined and reliable
assessments, and the report of results should explain the
variables measured, the methods of observation, and the
criteria used to assess response (21 CFR 314.126(b)(6))
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Clinically relevant endpoints typically reflect how patients feel, function,
or survive.
How do we measure how patients feel or function?
Traditional Approaches

Novel Approaches

Going beyond scheduled study visits...
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Considerations for Using Wearable
Technology-Based COAs in Clinical Trials
Potential Benefits

Challenges

May measure functioning in a real-world setting

•
•

Need to establish the link between the measurement
and real world function and whether the measured
changes are clinically meaningful
Managing and interpreting large amounts of data

May streamline certain types of clinical
investigations (e.g., rare diseases, pediatric
populations, sleep studies)

•

Selecting a COA that is reliable, valid, and important
to the population being studied

May allow for off-site and remote data capture
directly from study participants; potential for
continuous monitoring

•

Compliance, monitoring, privacy, and access to
resources required by the technology (i.e., cellular or
wireless network)

May decrease missing data

•

Missing or corrupted data due to
hardware/software/network access problems
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21 CFR Part 11 Compliance
Applicable to all studies conducted under INDs
Necessary considerations:
• User access controls
• Security/confidentiality of data
• Prevention of unauthorized modification to
data before transmission to sponsors
• Electronic source data must have an audit trail
(starting when stored permanently on data
management system, not the device)
• Data must be time stamped
https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM563785.pdf
https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM563785.pdf
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FDA Groups You May Interact With During
Development of Novel Technologies
Center for Devices and Radiological Health (CDRH): Office of Device Evaluation
• Reviews whether the novel technology measures what it is said to measure and does so with
precision and reliability

Center for Drug Evaluation and Research (CDER): Office of New Drugs
• Office of Drug Evaluation (primary review divisions, e.g., Division of Psychiatry Products (DPP),
Division of Neurology Products (DNP), etc.)
• Clinical Outcome Assessments (COA) Staff
• Reviews the clinical relevance, importance, and meaningfulness of endpoints incorporating
novel technologies
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Critical Path Innovation Meetings
•

Developed to facilitate interaction between CDER and
industry, academia, and patients to discuss new methods
or technologies and how they might enhance drug
development programs

•

Independent of specific drug development programs and
non-binding; does not substitute for formal preIND/IND/NDA/BLA meetings

•

Topics can include COAs not yet ready for qualification,
emerging technologies, and innovative approaches to
clinical trial design and analysis

https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM417627.pdf
Contact information: CPIMInquiries@fda.hhs.gov
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Drug Development Tool (DDT) Qualification Programs
•

Clinical Outcome Assessment (COA)
Qualification Program
–

–

•

FDA review of evidence to support the conclusion that
the COA is a well-defined and reliable assessment of a
specified concept of interest for use in adequate and
well-controlled studies in a specified context of use.
Qualification represents a conclusion that, within the
stated context of use, assessments can be used to
support regulatory decision-making and labeling.

Biomarker Qualification Program
–

Formal regulatory process to review whether a
proposed biomarker (not the measurement method)
can be relied upon, in regulatory review, to have a
specific interpretation and application within a context
of use.

https://www.fda.gov/Drugs/DevelopmentApprovalProcess/DrugDevelopmentToolsQualificationProgram/ucm561587.htm
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CDRH Pre-Submission Program
•

•

•
•
•

For manufacturers or sponsors to receive
feedback from CDRH regarding potential
or planned medical device development
This program may be appropriate if the
device is not yet associated with a specific
active or planned development program
(IND/NDA/BLA)
No user fees
Feedback in <75 days
Present your goal, a concise summary of
the device, and specific questions

https://www.fda.gov/downloads/medicaldevices/deviceregulationandguidance/guidancedocuments/ucm311176.pdf
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CDRH Digital Health Innovation
“Digital health tools have the vast potential to improve our
ability to accurately diagnose and treat disease … Digital health
offers real opportunities to improve medical outcomes, enhance
efficiency, and reduce costs.”
̶ FDA Commissioner Scott Gottlieb, MD, September 26, 2018
•

CDRH working to provide clarity on topics in the digital health
field, including wireless medical devices, mobile medical
apps, medical device data systems, software as a medical
device, cybersecurity, etc.
https://www.fda.gov/medicaldevices/digitalhealth/
Email: digitalhealth@fda.hhs.gov
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Does my novel device/tool require clearance or
approval by CDRH prior to use in clinical investigations?
•

510(k) clearance or premarket approval should be pursued if manufacturers want to
associate specific claims with the product for marketing.

•

FDA evaluates the use of novel devices/tools in clinical investigations independently
of medical device approval or clearance.
– Review will consider the performance of the device and its suitability for the study’s
objectives.
– Not all devices used in clinical investigations will require prior approval or clearance.
– Not all 510(k)-cleared devices will be acceptable for clinical investigations.
– However, using cleared or approved devices has the potential advantage of having existing
information available regarding performance of the device.
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When should you approach a primary review division
about the use of novel technologies in drug development?
As soon as you are interested in using the tool in a specific development program.
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Pre-IND Meeting
• Discuss how you could potentially incorporate these tools in your development program (e.g.,
use continuous monitoring to support dose-finding studies, etc.)
• Exploring novel methods or endpoints in Phase 2 studies to document evidence of content
validity, reliability, and ability to detect meaningful change
• Agreement on source data for 21 CFR Part 11 compliance

End of Phase 2 Meeting:
• Seek Agency input on the use of novel methods or endpoints in Phase 3 studies to support the
effectiveness of your drug.
• Data from Phase 2 program can and should be used to support your proposal.

Pre-NDA Meeting
• Finalize Agency agreement on data management and submission plans.

Primary review divisions will seek input from CDRH, the Clinical Outcome
Assessments Staff, Biostatistics, Bioinformatics, etc., as appropriate
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Review Considerations
Is the technology safe to
use and suitable for the
patient population? Is it
burdensome or
bothersome to patients?

Does the technology
provide reliable,
accurate, and precise
measurements?

Does the device display
or hide data to the
patients that could bias
results?

Does the technology
measure a concept that is
clinically relevant to the
condition and important
to patients?

Are there guidelines for
interpreting clinically
meaningful withinpatient change?

Can results from the COA
be communicated in
labeling in a way that is
accurate, interpretable,
and not misleading?

 Guidance for Industry – Patient-Reported Outcome Measures: Use in Medical Product Development to Support Labeling Claims
https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM193282.pdf
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FDA is open to innovation, but
communication is key
Outside of a specific drug development program (IND/NDA/BLA)
• Critical Path Innovation Meetings
• Clinical Outcome Assessment Qualification Program
• Biomarker Qualification Program
• Pre-Submission Program for Medical Devices

Within a specific drug development program
• Interactions with the primary review division and consulting groups
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