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Disclaimer

This talk reflects the views of the author and should not be 
construed to represent FDA’s views or policies.
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First Things First

• FDA does not have a guidance (final or draft) on the subject. 
Hopefully, soon.

• Guidance is not guidance until it is guidance.
Even when there is guidance, it is developing field. 

• Today’s presentation
– Whirlwind tour of current and planned relevant guidances
– Principles that may be reflected in future guidance
– A little emphasis in statistics principles over regulatory 

requirements and processes
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Decentralized Clinical Trials
(In one slide)

• Clinical trial where some or all of the trial-related activities 
occur at a location separate from the investigator’s location.  

• Trial-related activities may take place at the homes of trial 
participants or in local health care environments. 

• Goal to improve access to representative patient populations or 
trial efficiencies. May answer different questions.

• FDA’s regulatory requirements are the same for DCTs and site-
based clinical trials
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Relevant Guidances

• Conduct and statistical issues of trial under COVID-19

• Electronic source records and informed consent

• Risk-based monitoring

• Clinical decision support software

• Digital health technology (coming)
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‘Conduct’ and ‘Statistical’ Guidances 
on Trials During COVID-19 Public Health Emergency
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From Statistical Considerations Guidance 

• The impact of any change in endpoint definition or 
ascertainment, either through a change in methods or a change 
in timing, should be carefully evaluated in sensitivity analyses …
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Risk-Based Monitoring



10

Electronic Source Records and Informed Consent
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Clinical Decision Support Software

• Software may be regulated as a 
device

• Clarifies when a software may 
be a device and subject to 
regulatory oversight

• Examples: feature identification 
in image analysis, processing  
accelerometer for measuring 
tremors
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What are digital health technologies?
Biosensors

Continuous 
glucose 
monitor

Continuous 
ECG 
monitor

Continuous 
blood 
pressure 
monitor

Fall 
detector

Interactive mobile applications

Patient 
reported 
outcome

Cellphone 
camera

Coordination 
test in 
Parkinson’s

Smart pills

Actigraphy
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• Regulatory question: Is the quality of the evidence from the 
DHT adequate for experts to make the right conclusions?

• Method of ascertainment v. clinical endpoint
– Does the DHT measure what it is supposed to from a 

technology point of view
– Does the DHT produce a measurement important to patients

Digital Health Technologies Guidance (Coming)
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• Remote efficacy and safety assessments
– Validation of digital health technology and remote assessment methods
– Variability and missing data in remote assessment
– Retention of participants
– Obtaining and transmitting data

• Safety monitoring
– Identifying and managing participant safety issues 

Decentralized Trials: Potential Challenges (1/2)
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• Remote monitoring
– Identification of trial conduct issues 

• Regulatory
– Sponsor, investigator, study team, and provider responsibilities
– Handling of investigational product
– Documentation and record keeping

Decentralized Trials: Potential Challenges (2/2)
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Some Principles

• Discuss feasibility, design, implementation, and analysis of a DCT with the 
relevant FDA review division

• Employ appropriate planning, training, oversight, and up-front risk 
assessment and management

• Consider risk-based monitoring approaches and use of centralized 
monitoring

• DCT may not be suited for IPs that involve complex administration 
procedures, have a high-risk safety profile especially in the immediate post-
administration period, or are in early stages of development



Thank you
mark.levenson@fda.hhs.gov
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