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Disclaimer

The views and opinions | am going to express are only those of
the Working Group and do not reflect the view of the National
Institutes of Health, the Department of Health and Human
Services, or the United States government.
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Background



Loss of Funding

 Early termination
* New requirements
* Delays, uncertainty
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Effects on Studies

» Closing/pausing
* Modifying
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How to Respond?

» |dentify potential ethical concerns so that decision-makers can
minimize them to the extent possible
» Offer supporting points to consider
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Assumptions

» At least some funding available
* Roles and situation are varied; a need for judgment
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Ethical Analysis



Ethical Considerations for Clinical Research

Collaborative Partnership
Social Value

Scientific Validity

Fair Participant Selection
Reasonable Risk-Benefit Ratio
Independent Review

Informed Consent

Respect for Participants
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Social Value, Scientific Validity & Reasonable
Risk-Benefit Ratio

Potential for early closures to:

* Reduce scientific validity and social value
* |ncrease risks to participants, third parties
* Hence, undermine a reasonable risk-benefit ratio
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Informed Consent & Respect for Participants

Potential for early closures to:

* Make it difficult or impossible to meet commitments to

participants
* Hence, undermine the extent to which the study

respects participants
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Ethical Considerations for Clinical Research

Collaborative Partnership

Social Value —
Scientific Validity o
Fair Participant Selecton

Emanuel E, Wendler D, & Grady C. What makes clinical

Reasonable Risk-Benefit Ratio research ethical? JAMA 2000;283(20):2701-2711
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Collaborative Partnership, Independent Review

Potential for early closures to:

* Delay, impede capacity building
 Undermine trust and reputation
 Complicate relation to other stakeholders
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Recommendations



Overall recommendations

1) Enhance risk-benefit profile by:

a) optimizing social value and scientific validity

b) minimizing risks to participants and third parties
2) Enhance respect by:

a) striving to meet commitments

b) seeking reconsent for substantive changes
3) Safeguard collaborative partnerships by:

a) being transparent

b) being supportive
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1a) Optimizing Social Value/Scientific Validity

» |f data collection completed, proceed with analysis, publication
* [f not, consider if possible to complete

* [f cannot answer original question, consider modified questions
* [f unlikely to answer valuable questions, consider foregoing
additional data collection
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1a) Optimizing Social Value/Scientific Validity

» Publish scientifically valid results, highlighting limitations
* |f results not publishable, publish protocol and explore ways of
sharing data of interest
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1b) Minimizing Risks to Participants/3rd Parties

» Perform pure research procedures only if they have sufficient

social value to justify their risks
- Might be all procedures in trials that are (nearly) fully enrolled
- More limited in others
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1b) Minimizing Risks to Participants/3rd Parties

* For participant safety:
- prevent and/or treat adverse events
- minimize risks associated with abrupt discontinuation
- avoid harmful omissions
and,
- don't leave participants worse off than if the study had
never been started in the first place
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1b) Minimizing Risks to Participants/3rd Parties

 If licensure likely, work towards post-trial access to study drugs
until they come to market

 If licensure unlikely, but study drugs are beneficial for all or some
participants, provide existing supplies to relevant groups
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1b) Minimizing Risks to Participants/3rd Parties

* Make referrals to local health system
- when local health system has limited or no available
capacity, consider options to support continuity of care
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1a&1b) Process

» Consider establishing process for prioritizing funding needs

* Prioritize based on criteria such as:
- Closeness to completion
- Social value
- Participant interests

m) National Institutes of Health // \\ NIHBIOETHICS 25
Clinical Center



Overall recommendations
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2a) Striving to Meet Commitments to Participants

* Meet or approximate explicit commitments
- Not only by preventing risks, but also by preserving benefits

* Review informed consent (e.g., for commitments on post-trial
access)
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2a) Striving to Meet Commitments to Participants

 Meet or approximate implicit commitments
- Optimize social value and scientific validity
- Assure data is secure and accounted for
- Share study results
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2b) Seeking reconsent

* Provide clear, sensitive information about changes to trial’s
social value and scientific validity, and to study activities and/or
care participants will receive

» Seek reconsent for substantive changes
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3a) Be Transparent

* Regularly communicate ongoing developments with study

team, local collaborators, community partners
* Engage with IRBs/RECs, DSMBs, health authorities
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3a) Be supportive

» Support study team members, especially junior colleagues

m) National Institutes of Health // \\ NIHBIOETHICS 32
Clinical Center



Conclusion
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