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Learning goals 

 Learn about recurring and emerging ethical and regulatory 
issues in ePCTs

 Understand posttrial obligations related to dissemination, 
sustainment, and deimplementation

 Discuss ethical considerations for sharing aggregate results



Important things to know

Ethical analysis for 
ePCTs is (still) a work in 

progress

Federal and local 
policies and their 
operationalization 

regarding oversight of 
ePCTs are in flux

There is often confusion and 
misunderstanding about 

ePCTs on the part of patient-
subjects, providers, IRBs, 

and DSMBs



ePCTs are motivated by ethical imperatives

They also raise interesting ethical and regulatory questions



Evolving understanding of ethical and regulatory issues

 Informed consent
 Data monitoring
 Defining minimal risk
 Distinction between research and 

quality improvement
 Vulnerable subjects
 IRB harmonization
 Data sharing

 Identifying direct and indirect subjects
 Gatekeepers
 FDA-regulated products
 Nature of ePCT interventions
 Privacy
 Management of collateral findings
 Posttrial obligations
 ….
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Informed Consent, Waivers & Alterations



Approaches to notification and authorization

Informed consent

Alterations

Nondisclosure

Broad notification Opt-out Opt-in



Knowledge checkpoint 

 True or false: The same regulatory criteria apply for 
both waivers and alterations of consent.



Knowledge checkpoint 

 Which of the following is NOT an acceptable justification 
for waiving or altering informed consent?

a. Research involves no more than minimal risk
b. Research could not practicably be carried out without the waiver or alteration
c. Refusals to participate could bias the study results
d. Waiver or alteration will not adversely affect the rights and welfare of the    

subject



Criteria for waiver or alteration of consent

 Research involves no more than minimal risk
 Research could not practicably be carried out without the waiver or alteration
 If research involves using identifiable private information or identifiable 

biospecimens, it could not practicably be carried out without using such 
information or biospecimens in an identifiable format

 Waiver/alteration will not adversely affect rights and welfare of subject
 Where appropriate, subjects will be provided with additional information about 

their participation

Common Rule: 45 CFR 46.116(f)

https://www.hhs.gov/ohrp/regulations-and-policy/regulations/45-cfr-46/revised-common-rule-regulatory-text/index.html#46.116


Criteria for waiver/alteration of informed consent

 Research involves no more than minimal risk

“Minimal risk means that the probability and magnitude 
of harm or discomfort anticipated in the research are 
not greater in and of themselves than those ordinarily 
encountered in daily life or during the performance of 
routine physical or psychological examinations or tests.” 
(46.102)



Distinguishing research risks

 “Minimal risk” refers only to the additional risk of the research (not the 
underlying risk of the disease)



Regulatory permissible ≠ ethically optimal

 Regulatory criteria for waivers and alterations identical…but they are 
ethically distinct

– Aim for alterations to consent to be the “minimum necessary”
– Consider options to demonstrate respect for persons, beyond 

consent processes



Examples: Information sheets or flyers



Knowledge checkpoint

 Why might a study team notify patients about a PCT, 
even if the study meets the regulatory criteria for a 
waiver of consent?



Data Sharing & PCTs



Increasing expectation for sharing clinical trials data



Challenges for sharing PCT data

Often conducted with 
waivers or alterations 
of informed consent

Use of extant data 
(eg, EHR, claims)



If PCT uses a waiver or alteration of consent…

 Cannot assume sharing data is 
consistent with preferences of patient-
subjects

 Cannot rely on informed consent to 
fulfill ethical obligation of respect

What does it mean to respect patient-subjects in the 
context of (not) sharing data from a PCT conducted under a 

waiver/alteration of informed consent?



Implications of embeddedness for PCT data sharing

 Data may be “about” those beyond 
patient-subjects 

 Increased risk of privacy violations
 Increased risk of biased or misleading analyses
 Data may be controlled by a third party 

(eg, CMS)



Recommendations for PCT data sharing

 Consider interests of those beyond patient-subjects
 Proactively engage health system partners, other data partners & 

funders in decision-making about data sharing



Sharing Aggregate Results



Ethical arguments for sharing aggregate results

 Respect and reciprocity
 Promoting participant trust and research(er) trustworthiness



Countervailing considerations

 Lesser risks/burdens of research  reduced obligations to share?
 Consequentialist-based considerations
 Logistical and practical barriers to sharing
 Privacy and confidentiality considerations



Recommendations for sharing aggregate results

 Sharing aggregate results should be the presumptive default
 Planning for aggregate results sharing should begin at the earliest 

phases of research and be incorporated into study protocols, funding 
applications, IRB applications, and, where appropriate, informed 
consent processes

 Healthcare system partners have a key role in decision-making about 
and implementation of sharing aggregate results

 PCTs conducted with a waiver of consent involve special 
considerations



Posttrial Obligations in PCTs



Posttrial obligations in explanatory clinical trials
• Existing scholarship and research ethics guidelines are largely focused on 

posttrial access to study medications or interventions

Declaration of Helsinki

“Sponsors, researchers, and host country 
governments should make provisions for post-
trial access for all participants who still need an 
intervention identified as beneficial in the trial.”

Council for International Organizations of 
Medical Sciences (CIOMS)

Researchers and sponsors should make plans 
for “providing continued access to study 
interventions that have demonstrated significant 
benefit.”



Ethical arguments for posttrial obligations

 Avoid exploitation
 Respect and reciprocity
 Preventing harm
 Social value



Considerations for posttrial obligations in PCTs

 Lower-risk interventions, fewer (individual-level) burdens – but potentially 
obligations owed to those beyond individual participants?

 Interventions delivered by and within healthcare delivery systems—
healthcare systems must be key partners in fulfilling post-trial obligations

 Ethical presumption that practice/operations should change in light of PCT 
results

 Existing guidance focuses on successful interventions, but should also 
address deimplementation



Q&A
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