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Disclaimer

« This material and opinions expressed here are my own and are not intended to represent
the position of Brigham and Women's Hospital, Mass General Brigham, Harvard
University, NIH, or any organization, institution, or entity.

 The MRCT Center is supported by voluntary contributions from foundations, corporations,
international organizations, academic institutions, and government entities (see
https://mrctcenter.org/), as well as by grants. We are committed to autonomy in our work
and to transparency in our relationships.

e This work is licensed under a CC BY-NC-SA 4.0 license. ‘@@@@\

| have no financial conflicts of interest.

* |lam, however, biased. | believe that we should be offering to return results to participants,
patients, and people unless there is a justifiable and continuing reason not to.
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What is Return of Results?

R

In the context of clinical research, the topic of “return of results” refers to the process of
giving participants:

Plain Language Summaries: an overall, understandable report of what the study
found and how individual participation contributed to the creation of generalizable
knowledge.

Individual Results and Data: personal data that was collected throughout the study.

Only discussing
Return of Summary Results
today
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Why give participants their results and data?

« Participant request and expect to learn the results of their participation
« Fulfilling that expectation supports transparency and trust

* Return of summary results is:
« Concordant with ethical principles
« Justice: people have a right to their own data and information
« Beneficence: research should maximize the possible benefits to participants
* Respect for Persons: honor and acknowledge participant contributions to science
« Consistent with international standards

« Compliant (actually, not non-compliant) with federal regulations
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International guidelines support the return of results

> ICH E6(R3) Annex 1: Good Clinical Practice Guidelines

Paragraph 2.9.3 “Where relevant, the investigator should inform the participant about the
trial results and treatment received when this information is available from the sponsor after
unblinding, with due respect to the participant’s preference to be informed.”

> World Medical Association Declaration of Helsinki (2024)

Paragraph 26: All medical research subjects should be given the option of being informed
about the general outcome and results of the study.

> CIOMS (2016) (Appendix 2. Obtaining informed consent: essential information for
prospective research participants)

Paragraph 6: that, after the completion of the study, participants will be informed of the
outcomes of the research in general, if they so wish;
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Regulations

> US federal laws require listing aggregate results of many studies on
ClinicalTrials.gov (but not in plain language)

> Revised Common Rule addition 45 CFR 46.116(c)(8)

“A statement regarding whether clinically relevant research results, including individual
research results, will be disclosed to subjects, and if so, under what conditions.”

> EU Parliament Regulation (EU) No 536/2014 (2014):
The sponsor of a clinical trial must submit “a summary of the results of the clinical trial
together with a summary that is understandable to a layperson, and the clinical study
report, where applicable, within the defined timelines.”

Timelines are defined as “12 months after the study ends unless delay is
scientifically justified.”

Article 37:
“Irrespective of the outcome of a clinical trial, within one year from the end of a clinical trial in
all Member States concerned, the sponsor shall submit to the EU database a summary of the
results of the clinical trial.”

https://www.ema.europa.eu/en/human-regulatory/research-development/clinical-trials/clinical-trials-regulation
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Presenter Notes
Presentation Notes
The European Medicines Agency (EMA) now requires Plain Language Summaries (PLS) for clinical trials with sites in the European Union (EU),1 and other countries have followed suit with regulations or statements that support the EMA regulations. While the FDA has no current regulations for PLS, they fit into the Patient-Focused Drug Development (PFDD) guidance documents (1–4, both final and planned).2 In addition, given the FDA’s push for plain language in clinical trial informed consent forms and drug labeling, it seems likely that the FDA will adopt PLS regulations soon.3

https://www.clinicalleader.com/doc/how-to-optimize-returns-on-plain-language-summaries-0001

Regulation (EU) 536/2014 of the European Parliament and of the Council of 16 April 2014 on clinical trials on medicinal products for human use, and repealing Directive 2001/20/EC [2014] OJ L158/1, Article 37.
United States, Food and Drug Administration. “FDA Patient-Focused Drug Development Guidance Series for Enhancing the Incorporation of the Patient’s Voice in Medical Product Development and Regulatory Decision Making” 87 Fed. Reg. 39101-39103 (June 30, 2022).
“Draft FDA Guidance on Provision of Plain Language Summaries.” MRCT Center, Sept. 7 2017, https://downloads.regulations.gov/FDA-2017-D-5478-0001/attachment_1.pdf.

https://www.federalregister.gov/documents/2016/09/21/2016-22129/clinical-trials-registration-and-results-information-submission
https://www.govinfo.gov/content/pkg/PLAW-110publ85/pdf/PLAW-110publ85.pdf#page=82
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Return of Study Results and Data: The Participant Journey

Returning aggregate results begins with commitment and requires planning

Informed consent: Participant last visit:
Participant on study End of study treatment
Recruitment Data lock
~
‘ l— On-Study visits — =— Dat!ﬂ —
Screening
: |

On study: End of trial Comp E.'lte and
Additional testing LPLV \Reportmg |
Randomization |

Plain Language Summaries

l l
1

Return of Individual Results
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Return of Study Results and Data: The Participant Journey

Returning aggregate results begins with commitment and requires planning

Informed consent: Participant last visit:
Participant on study End of study treatment

Recruitment Data lock

‘ l— On-Study visits 4I | ‘
Screening Data analysis
On study: End of trial Cnmpléteand
Additional testing LPLV Reporting
Randomization
Find out early what Get input on what, when, and Keep track of study issues and Collect feedback on the summary
participants most want to how to return results to the findings that may be important itself before it is
learn through the research. participants, caregivers, to address in the results posted/distributed widely.
communities, and public summary Learn from experience
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Return of Study Results and Data: The Participant Journey

Returning aggregate results begins with commitment and requires planning

Informed consent: Participant last visit:
Participant on study End of study treatment
Recruitment Batailoc
‘ l— On-Study visits 4| Dat!ﬂ —
Screening
: |
On study: End of trial Comp f:te and
Additional testing LPLV Reporting
Randomization
. » Prepare PLS aligned with original plan, IC
» Address whether, what, who, when, || ¢ Introduce plan to participants CSIS manuscrigt and commt?nicatlioons, ’
d how to return PL - M tati :
and Now to Tetimm > anage expectations »  Website/individual outreach through Pl/sites
* (IRB review and approval of plan) « Engage and communicate > Bolllow ws [ needed
When, how, what Who, how When, how, what
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MRCT Center Return of Aggregate Results Guidance and Toolkit Wj

Return of Results Guidance Document

http://mrctcenter.org/wp-content/uploads/2017/03/2017-03-20-MRCT-Return-
Aggregate-Results-Guidance-Document-3.0.pdf

Process flow of returning results @ Return of Aggregate Results to Participants
Principles
Methods for returning results e L

profi, povernrand, scaderek| o eddnme n deisd bry chalengen n orfeming reickh, end podesiid solutiom

Thar dnerpuori ool 08 il oo il i v mniliorg foiveiet il k)l 1ol il famvevudanr W Clenal ol o pai e iga®ls n
-F | . o emsuen thet sbudy pariicigasty srr lorreed aboas the Sl rewafis, Shai ey know el e paricipsSion
CO nte nt O res u ts s u m m a rl es Hsrad b Ba reigeR i G S ibnee], el B ey ComiSiLe T Wikl O SR SRR R 1T
ke pad poble heal® . The Pousdation of retumeang sppregste 1wl (o pariiciperiy ha Bees seremarised
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2. HArlwrring reufls b el parfcizgents nmpect Ther yolunieerbes and thele parinenibip in reseinck
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vt

Return of Results Toolkit

http://mrctcenter.org/wp-content/uploads/2017/03/2017-03-13-MRCT-Return-of- i MRCT Center
AQQ reQate'ReSU |tS-TOO| klt-3 O Ddf Return of Aggregate

Results to Participants

Templates for communicating study results
Neutral language guidance

Endpoint table

Useful checklist
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Audiences for research results

Summary Results

Study
Participants

Communities Summary
Populations Study Researchers

Public Results
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Presenter Notes
Presentation Notes
The sharing of research results from clinical trials with study participants, including aggregate results of the trial and individual results (e.g. results of and assignment to study arm, incidental findings, clinical and research results)

Sharing of 
Aggregate Research Results to participants
Individual Research Results to participants
Individual Participant level data (IPD)



The process of returning aggregate results to participants

« Does the participant know they will receive results and/or know where to find them?
* Does the study team have a method to return (and/or contact info)?

* Are there others that the participant gave permission to share the results with?

* |sthere a chance that the results could be sensitive or difficult to communicate?

*  What method(s) will be followed to return the results?

* Does returning the results comply with institutional policies, legal and national laws, and regulations?

Role of HRPP and IRB

« Advocating for and respecting participants, resource to study team, and educators

« Convey the expectation of return of PLS to participants in the study protocol and/or consent form
* Reviewing the return of results plan

« Ifthe planis unchanged, no need to review or to review the PLS itself as the study will be closed.
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Understanding the perceived barriers

Content and Comprehension

— What do patients and participants want to know? Do they understand the
implications and, if not, whose responsibility is it to enhance understanding?

Practical Considerations
— What, when, who, where, and how
— Consistency of communications

— For research other than interventional research

Logistics
— Methods, methodologies, and their implications
— Costs

Oversight, compliance, and enforcement
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Understanding the perceived barriers

« Content and Comprehension
— What do patients and participants want to know?

* Primary outcome versus secondaries? Exploratory versus hypothesis-generating?
+ Patient-reported outcomes? Safety measures?

e Other

— Do they understand the implications and, if not, whose responsibility is it to enhance
understanding?

— Is assessment of comprehension expected, or is that a bridge too far?
— Isthe audience only participants and patients?
« Caregivers, families, loved ones?
» Populations? Communities, however defined?
* The public?
— Important to have consistency of communication, and of the summary itself
* One pre-defined author of results summary, many authors, any author?
* Must participants/patient communities vet the PLS or at least be in plain language?

» Sponsor versus Pl versus lead author of a publication?
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Understanding the perceived barriers

* Practical Considerations: What?
— Are there times, situations, or conditions in which summary results should not be returned?
— Are there populations or communities to whom special considerations apply?
— Are there exceptions to an NIH policy that should be considered as a policy matter?

— Should there be a process for exceptions, and if so, what would that process be?

— What do participants, communities, and the public want to know?

— Beyond primary outcomes, what else about the entire study is relevant to return?
— What study elements should be required (versus suggested) to be returned?

— How does one ensure that the summary is fair, balanced, and not selective?

— Does the PLS content need to be pre-defined, and if so, when, who, and how?

— Does the study need to be completed to return results? Will that impact the “what?” is returned?
» Master protocols, adaptive trials, interim results? Other?
* Social behavioral/psychiatric/population-specific conditions?

— How does one ensure information consistency?
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Understanding the perceived barriers

* Practical Considerations: When?
— What timeframe is appropriate as a requirement (versus a guideline) for return?

— Is there a maximum time (e.g., 12 months adult, 6 months pediatric) and is that after
study data-lock, study end, or some other set point?

— What triggers for the timeline should exist (e.g., with publication, study close out, other?)

— Are there situations or variables that would modify the timeline?

27 April 2026
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Understanding the perceived barriers

* Practical Considerations: Who?
— Should the “who" be specified? If not, how does one ensure consistency of information?
— Who develops the summary and who communicates it to the participant, community, and public?
— Is "posting” sufficient or other form of impersonal communication or is human interaction important?
* Generally, the study is over, and the study team may be disbanded. Then what?
* Role of the healthcare provider or the sponsor, if one exists?
* Who will answer questions in follow-up? And is that necessary or elective?
— Does one need personal interaction or is a one-way communication sufficient?
— Are there unique considerations for special populations (e.g., pediatrics)?
* Are there unique considerations in a multi-site (multi-national) trial?

» Outside of a clinical trial, who is responsible for sharing information? In an epidemiology study
or a study using biobanked materials?

* Are there any situations when we would opt not to return?
— Who else should be considered? (HCP, family, parent, caregiver, etc).

— Focus here has been (largely) on clinical interventional research. Are there different implications for
the “who"” in other settings?
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Understanding the perceived barriers

» Practical Considerations: Where and How?
— Should the "where and/or how” be specified or elective?
— If the "where and/or how” is not specified, will the summary be findable?

— Given variability in participants, communities, and the public, what considerations should be
discussed in the NIH policy?

— Should the summary be posted, or alternatively, are there settings or conditions where the results
should not be posted? Is the public always entitled to the results, and if not, why not?

— How should the results be made accessible?
— What should be specified:

» Plain language

» Translation

* Accommodations for disabilities

* Other

> If Al is used to generate the PLS, is privacy and confidentiality preserved?
> Which human being remains responsible?

27 April 2026
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Understanding the perceived barriers

Content and Comprehension

— What do patients and participants want to know? Do they understand the
implications and, if not, whose responsibility is it to enhance understanding?

Practical Considerations
— What, when, who, where, and how
— Consistency of communications

— For research other than interventional research

Logistics
— Methods, methodologies, and their implications
— Costs

Oversight, compliance, and enforcement
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Summary

Returning results is a participant expectation, ethical imperative, and
should become a regulatory expectation beyond the required
reporting of results on www.clinicaltrials.gov

Logistical and operational challenges are surmountable.

Help the NIH develop a policy that is fit-for-purpose, practicable,
sustainable, and helps promote trust in the research enterprise.

https://osp.od.nih.gov/policies/return-of-research-results#tab?2/
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Thank you

and

Thank you, NIH.

Barbara E. Bierer, MD

bbierer@bwh.harvard.edu
(617)827-8413
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