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The variability and precision of the data obtained in a DCT may differ from the data in a traditional site-based clinical
trial. This would not affect the validity of a finding of superiority in a trial using such data (although it could reduce the
effect size), but it could affect the validity of a finding of non-inferiority. Remote assessments may differ from on-site
assessments, particularly when trial participants are responsible for performing their own physiological tests (e.g., home
spirometry). Assessments performed by local HCPs as part of routine clinical practice (e.g., evaluation of symptoms) may
also be more variable and less precise than assessments conducted by dedicated trial personnel. In non-inferiority trials,
when the effect size of an active control drug, for example, has only been determined in a traditional site-based clinical
trial, it may not be reasonable to assume that the same effect size would be seen for the active control drug in a DCT.
This may present challenges in calculating a non-inferiority margin. FDA review divisions should be consulted when

planning a non-inferiority trial in a DCT setting.

*FDA DRAFT GUIDANCE, Decentralized Clinical Trials for Drugs, Biological Products, and Devices, Guidance for Industry, Investigators, and Other Stakeholders, May 2023
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An investigator must administer an IP only to participants under the investigator’s personal supervision or under the
supervision of a subinvestigator responsible to the investigator. The nature of the IP should be considered when
determining whether administration outside of a clinical trial site in a DCT is appropriate. 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 such that the safety profile is not well defined may need in-person supervision by the
investigator at a trial site.

For IPs for which the safety profile is well-characterized and that do not involve specialized monitoring during the
immediate period following administration, it may be appropriate for local HCPs or trial personnel working remotely to
administer the IP at local health care facilities or participants’ homes. Hybrid DCTs may be designed for drugs that
require supervised but infrequent (e.g., monthly) administration when administration can be done at trial sites with
follow-up done remotely.

Depending on the safety profile of the IP (e.g., a class of drug with a risk of hypersensitivity, abuse potential) and the
type of trial (e.g., dose escalation trial), sponsors should estimate the urgency and complexity of care that may be
needed based upon risks related to the IP and the participant’s underlying condition. Investigators should take steps to
help ensure that participants have access to an appropriate level of local care.

* FDA DRAFT GUIDANCE, Decentralized Clinical Trials for Drugs, Biological Products, and Devices, Guidance for Industry, Investigators, and Other Stakeholders, May 2023
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