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Disclaimer:

• The	opinions	contained	herein	are	those	of	the	authors	and	are	not	
intended	to	represent	the	position	of	Brigham	and	Women's	Hospital	or	
Harvard	University.

• The	MRCT	Center	is	supported	by	voluntary	contributions	from	
foundations,	corporations,	international	organizations,	academic	
institutions	and	government	entities	(see	www.MRCTCenter.org)	and	well	
as	by	grants.

• We	are	committed	to	autonomy	in	our	research	and	to	transparency	in	our	
relationships.	The	MRCT	Center—and	its	directors—retain	responsibility	
and	final	control	of	the	content	of	any	products,	results	and	deliverables.	

• I	have	no	personal	conflicts	of	interests	with	regard	to	the	content	of	this	
presentation	or	discussion.
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Engage	diverse	stakeholders	
to	define	emerging	issues	in	
global	clinical	trials	and	to	
create	and	implement	ethical,	
actionable,	and	practical	
solutions.

Our	Mission
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Data	Sharing	and	Transparency

• Return	of	individual	results

• Return	of	summary	(aggregate)	results



The	various	audiences	of	clinical	trials	data	sharing

Clinical	Trial	
Data	

Study	Participants

Researchers	Public	

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)

Return	of	
• Aggregate	Research	

Results	to	participants

• Individual	Results

Sharing	clinical	trial	results	on	a	website	enables	public	transparency	and	trust	

Ø Respectful
Ø Doable
Ø Not	trivial	
Ø Benefit	>	risks



Why	now?

• Declaration	of	Helsinki:	Paragraph	26:	
– “All	medical	research	subjects	should	be	given	the	option	of	being	informed	about	the	

general	outcome	and	results	of	the	study.”

• EU	Parliament:			Regulation	(EU)	No	536/2014	(2014):
– 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.

– Article	37:		4. 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.	P”		à Required	on	EU	portal,	2017.

• PhRMA	EFPIA	Principles	for	Responsible	Clinical	Trial	Data	Sharing

– In	order	to	help	inform	and	educate	patients	about	the	clinical	trials	in	which	they	
participate,	biopharmaceutical	companies	will	work	with	regulators	to	adopt	mechanisms	
for	providing	a	factual	summary	of	clinical	trial	results	and	make	the	summaries	available	
to	research	participants.

http://www.wma.net/en/30publications/10policies/b3/

http://www.phrma.org/sites/default/files/pdf/PhRMAPrinciplesForResponsibl
eClinicalTrialDataSharing.pdf



Rationale	for	returning	aggregate	results	to	participants:		
Patient/Participant	Perspective	in	the	U.S.

Patients	/	Study	Volunteers Research	Professionals
• 90%	want	to	know	the	results	of	their	
clinical	trial1

• 91%	never	hear	back	from	study	staff	
or	sponsor2

• If	not	informed,	68%	would	not	
participate	in	future	trials3

• 98%	of	study	staff	would	like	to	
provide	results	to	their	volunteers4

• 95%	of	research	ethics	board	chairs	
strongly	support	(Canadian	survey)5

1. Shalowitz and Miller. 2008. PLoS Medicine. 5:714-720.          2. Getz et al. 2012. Expert Rev. Clin. Pharmacol. 5(2):149-156. 
3. Sood et al. 2009. Mayo Clinic Proceedings. 84(3):243-247.    4. Dixon-Woods et al. 2006. BMJ. 332:206-210. 
5. MacNeil and Fernandez. 2007. J Med Ethics. 33:549-553.
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84% 

Being	paid	to	participate
Possibility	of	placebo

Number	of	visits	and	time	to	partcipate
The	friendliness	of	staff

Privacy	and	confidentiality
My	doctor's	recommendation
Keeping	my	doctor	during	trial
Distance	travelled	to	trial	visits

Option	to	stay	on	treatment	after	trial
Side	effects	of	new	treatment

Potential	negative	impact	on	health
Getting	results	after	trial	ended

Improve	health	of	others
Reputation	of	researchers

Medical	bills	covered	if	injured
Opportunity	to	improve	own	health

Factors	important	to	participants	when	considering	research



Participants	prefer	frequent	updates

Expert Rev. Clin. Pharmacol. 5(2), (2012)152

Special Report 

noted that a thank-you card makes the experience of participation 
more personal. Site staff also suggested several improvements, 
including referring to the study not by the protocol number but 
rather by the disease indication to assist the volunteer in recalling 
the study.

Approximately half (47%) of Lyrica study volunteers reported 
receiving update cards. The majority (86%) of study volunteers 
surveyed report that they valued receiving the update cards. 
When asked their preferred frequency of receiving update cards, 
volunteers were nearly evenly split among 3-month, 6-month and 
annual schedules (FIGURE 1).

Following an adjustment in the study timeline, volunteers were 
informed that the estimated delivery date of the study results 
would be later than initially planned. Volunteers were disap-
pointed with this news, but they also reported appreciating the 
update. Similarly, the majority of volunteers surveyed felt that it 
was ‘very’ (61%) or ‘somewhat’ (25%) useful to learn that the 
Lyrica study was still underway.

In the focus groups and interviews, all study volunteers reported 
that they read the update cards, with a few admitting to subse-
quently discarding the cards and a few reporting that they kept 
the cards for future reference.

All ten of the study staff interviewed indicated that disseminat-
ing the thank-you and update cards required minimal time com-
mitment. Interviewees said that they prefer to handle distribution 
in-house because of the value the communications process adds to 
their relationship with their study volunteers. Several sites added 
that they believe that direct communications from the investi-
gative site reduce the likelihood of study volunteers perceiving the 
communications as junk mail. 

Although investigative site staff were initially concerned that 
they would receive time-consuming calls from study volunteers 
following receipt of the update cards, they reported that this 
rarely happened. Staff concluded that volunteers typically had 
their questions answered at their last visit. On those rare occa-
sions when study volunteers did call, the call typically lasted less 
than 10 min, according to study staff. The majority of study staff 
interviewed said that they would be willing, and felt obligated, to 
answer phone calls from their study volunteers.

Process for disseminating lay trial results summaries: 
feasibility & receptivity
The majority of study volunteers surveyed (91%) felt that after 
reviewing the lay summary, they understood the results of their 
clinical trial ‘very well’ (57%) or ‘somewhat well’ (34%) (FIGURE 2). 
In an open-ended question asking if there was any information 
missing from the lay summary, 13 out of 25 respondents indicated 
that they would like to know the treatment arm to which they 
had been randomized in the study. 

Of the three communications formats prepared, the major-
ity (90%) of study volunteers surveyed reviewed the printed 
version of the lay summary, 5% reviewed the webpage version 
and 2% used the audio format via the telephone hotline. As 
of 1 June 2011, 459 study volunteers had received a printed 
report of the trial results lay summary, 18 calls were made by 
volunteers to review the telephone hotline version and 118 visits 
were made to the website version of the summary report. The 
majority (93%) of Toviaz Study post-test survey respondents 
also indicated that the printed report was the format they ‘like 
best’. This result corroborates the preference for the printed 
version expressed by volunteers in the pilot study and in past 
studies that have assessed trial results disclosure formats [15]. 
In interviews, study staff were also highly receptive to the lay 
summary report. 

The actual process of preparing the nontechnical lay summaries 
was carried out by CISCRP, as requested by Pfizer to ensure that 
the communication was nonpromotional. Pfizer’s internal staff 
reviewed the communications to ensure scientific accuracy, but 
their intent was to leave the preparation of the lay summary of all 
clinical trial results in the hands of a neutral third party. 

TABLES 1 & 2 present the impact of the Toviaz lay results summary on 
study volunteer comprehension. In the pretest, a very low percentage 
of study volunteers (between 4 and 11%) selected correct responses 
to the primary comprehension questions (TABLE 1). This same table 
shows that the percentage of Toviaz study volunteers who selected 
correct responses in the post-test increased substantially (between 
14 and 66 percentage points).

Whereas 70% of Toviaz study volunteers surveyed in the pretest 
selected correct responses to the question ‘Which question was 

this study trying to answer?’, 88% did so in 
the post-test. On this same question, ‘don’t 
know’ was selected among 21% of the total 
responses in the pretest compared with 7% 
of total responses selected in the post-test.

On the comprehension questions ‘What 
did the study results suggest?’ and ‘Why 
did it take a long time for the trial results 
to be ready?’, 14 and 12% of responses, 
respectively, were correct among total 
responses selected by Toviaz volunteers in 
the pretest. In the post-test, 55 and 66% 
of responses were correct among total 
responses selected by Toviaz volunteers. 
‘Don’t know’ was selected by 70 and 69% 
of Toviaz trial participants as responses to 

“How often would you like to receive an update on the status of your clinical trial results?”

3%

As often as
possible 

28%

Every 3
months 

31%

Every 6
months 

28%

Every year

3%

Once at the
end of the

study  

7%

Never

R
es

po
nd

en
ts

 (%
)

Response

Figure 1. Volunteer preferences for update frequency (n = 29 Lyrica study 
volunteers).

Getz, Hallinan, Simmons et al.

Getz K et al. 2012. Expert Rev. Clin. Pharmacol. 5: 149-156 

87%



Data supported that understanding improved

Getz K et al. 2012. Expert Rev. Clin. Pharmacol. 5: 149-156 
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a growing number of sponsor companies 
have already acknowledged their interest 
in consistently providing lay summaries of 
their clinical trial results to their study vol-
unteers. At this time, CISCRP is assisting 
more than a dozen companies in support of 
their post-trial communication initiatives.

Five-year view
Within 5 years, pharmaceutical and bio-
technology companies will be routinely pro-
viding clinical trial results to study volunteers 
around the world in response to regulatory 
mandate (e.g., the Declaration of Helsinki 
and the Food and Drug Administration 
Amendments Act), public pressure and the 
necessity to build stronger relationships with 
patients who participate in clinical research. 
The authors anticipate that the duration between study completion 
and communication of clinical trial results will be shortened from 
the current 12-month time frame, in part due to the growing impact 
of data management technology solutions and patient preference for 
timely information. High levels of study volunteer and investigative 
site receptivity to this initiative suggest that the communication 
of clinical trial results will enhance the clinical trials experience 
and will probably assist in improving volunteer retention rates and 
study staff morale. During the next few years, research sponsors will 
primarily focus on providing general clinical trial results to study 
volunteers. The authors anticipate that, 5 years from now, spon-
sors will be piloting efforts to communicate patient-specific study 
findings to better meet volunteer needs for customized feedback.
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Figure 3. Volunteer pre- and post-test comprehension of Toviaz side effects.

Key issues

Pharmaceutical and biotechnology companies post clinical trial results online, in compliance with federal law, within a year of study 
completion.
The routine communication of those results in lay language to study volunteers and patients is not occurring. Doing so, however, will 
create a unique opportunity to build a stronger connection with clinical trial participants.
In June 2011, the Center for Information and Study on Clinical Research Participation (an independent nonprofit organization) and 
Pfizer tested a new process to inform study volunteers of the results of their clinical trials, and evaluated the feasibility, receptivity to 
and impact of, the initiative.
Two process components were evaluated: a series of ongoing post-trial communications to set expectations for when trial results 
would be received; and development and delivery of a lay language trial results summary.
Results indicate that study volunteers and investigative site staff are extremely receptive to receiving clinical trial results, and that the 
process of preparing and disseminating clinical trial results is feasible and generally easy to execute.
Results also indicate that study volunteer comprehension of basic facts about their clinical trial pre- and post-test increased 
substantially, and suggest that this communication initiative may positively impact volunteer recruitment, retention and long-term trust 
in the clinical research enterprise.
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Meeting the obligation to communicate clinical trial results to study volunteers



Goals

• Develop	standards	and	best	practices.	

• Ensure	principles	are	respectful	of	global	cultural	expectations.	

• Address	perceived	barriers	to	widespread	implementation.

Rationale:	

Returning	results	allows	sponsors	and	investigators	to	recognize	and	honor	
the	essential	contributions	and	volunteerism	of	clinical	trial	participants	

Expectations	of	academic,	industry,	not-for-profit	sponsors	similar
Returning	results	is	a	key	aspect	of	improving	transparency	and	increasing	
public	trust

Scope:			
Communication	and	dissemination

of	summary research	results



MRCT	Center	Deliverables

• Return	of	Results	Guidance	Document
http://mrctcenter.org/wp-content/uploads/2016/07/2016-07-13-MRCT-
Return-of-Results-Guidance-Document-Version-2.1.pdf
– Process	flow	of	returning	results
– Methods	for	returning	results
– Content	of	results	summaries
– Health	and	numerical	literacy

• Return	of	Results	Toolkit
http://mrctcenter.org/wp-content/uploads/2016/07/2016-07-13-MRCT-
Return-of-Results-Toolkit-Version-2.2.pdf
– Templates	for	communicating	study	results
– Neutral	language	guidance
– Endpoint	table



EU	Clinical	Trials	Regulation	536/2014	

1. Clinical	trial	identification	
2. Name	and	contact	details	of	the	sponsor;
3. Main	objectives
4. Population	of	subjects	(include	eligibility	criteria);
5. Investigational	medicinal	products	used;
6. Description	of	adverse	reactions	and	frequency;
7. Overall	results	of	the	clinical	trials;
8. Comments	on	the	outcome	of	the	clinical	trial;
9. Indication	if	follow	up	clinical	trials	are	foreseen;
10. Where	where	additional	information	could	be	found.

Fair	and	balanced
Not	biased	nor	promotional

http://eur-lex.europa.eu/legal-content/EN/TXT/?uri=uriserv:OJ.L_.2014.158.01.0001.01.ENG



Example

2/24/17 13

In 20% (or 1 in 5) of patients,
tumors got at least 30% smaller

In 80% (or 4 in 5) of patients,
tumors did not get at least 30% smaller



14%
Or

About 1 in 7

Example



Return	of	results	templates

• Located in MRCT Return of 
Results Toolkit

• Templates for Phase 1, Phases 2 
and 3, and Trials ending early

• Includes examples

• Incorporates principles of Health 
Literacy and Numeracy



Neutral	Language	Guide

Language	to	avoid Language	to	consider

This	study	proved… This	study	found	that...	This	does	not	mean	
everyone	in	that	group	had	these	results.

This	study	proved	that	using	<drug	A>	to	
prevent	<disease/condition>	is	effective.

This	study	found	that	people	with	
<disease/condition>	who	got	<drug	A>	had	
<primary	endpoint>.

This	means	that	<Drug	A>	is	better	than	
<Drug	B>.

In	this	study,	people	who	got	<drug	A>	had	more	
<study	endpoint>	than	some	people	who	got	
<Drug	B>	with	the	same	health	conditions.

<Drug	A>	works	better	than	<Drug	B>,	but	
some	people	didn’t	tolerate	it	as	well.

In	this	study,	more	people	received	or	were	
treated	with	<study	endpoint>	with	<Drug	A>.	
They	also	had	more	side	effects	that	interfered	
with	their	daily	lives,	like	<list	specific	adverse	
events>.

Similar	principles	have	been	suggested	by	TransCelerate	BioPharma:	
Recommendations	for	Drafting	Non-Promotional	Lay	Summaries	of	Clinical	Trial	Results



Endpoint	Descriptions	and	Examples	

• Toolkit	lists	common	clinical	trial	endpoints
– Definition	with	a	general	description
– Examples	of	simple,	plain	language	for	research	results	summaries

• Endpoints	included:
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• Composite	Endpoint • Non-Inferiority
• Dose	Escalation • Patient-Reported	Outcomes
• Exploratory	Biomarker • Prevention	/	Incidence
• Mortality	/	Overall	Survival • Progression-Free	Survival
• Morbidity • Surrogate	Endpoint



Special	Considerations

Ø Timing	
Ø Trials	that	close	early

• Futility
• Efficacy
• Safety
• Low	accrual

Ø Observational,	long-term	follow-up,	and	extension	studies	

Ø Notification	of	results	to	a	3rd party	designated	by	the	participant
Ø Vulnerable	populations

Ø Legally	Authorized	Representatives	and	other	designated	parties
Ø Assent	for	Return	of	Results	to	Children
Ø Complexities	of	the	Global	Context



What	about	me?
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Individual	Return	of	Results	(IRR)



Data	Types	
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Routine	Results		&		
Non-Urgent	Incidental	Findings

Urgent	Incidental	Findings	
and	Urgent	Results

Individual	Study	Results
&	Study	arm	

Exploratory	Results

Aggregate	Results

Trial	
Start

Trial	
End



• Aggregate	research	results

• Assignment	to	and	results	of	study	arm

• Routine	clinical	results	performed	in	the	course	of	research
– Analytic	validity:	approved	laboratories	and	processes	only?
– What	is	global	standard	for	trustworthiness	and	does	it	matter?
– Medical	(e.g.	clinical)	and/or	personal	utility?

• Incidental	findings	discovered	in	the	course	of	a	clinical	trial
– Of	potential	clinical	significance	or	actionable
– Of	uncertain	significance	(and	does	the	patient	have	a	right	to	know?)

• Research	results
– Of	unknown	significance
– Particular	reference	to	genetic/genomic	results

• Other	results

Spectrum	of	results	to	return	to	participants:

Easiest

Hardest

And	if	one	commits	to	return,	who	has	that	obligation	and	for	how	long?	



Principles	and	Approach:	Return	of	Individual	Study	Results	(1)

1. Providing	individual	research	results	responds	to	the	expressed	interests	
and	expectations of	many	clinical	trial	participants	that	their	results	be	
communicated	to	them.

2. Considerations	pertaining	to	the	return	of	individual	research	results	to	
clinical	trial	participants	should	be	integrated	into	the	clinical	trial	and	
proactively	planned.	

3. The	informed	consent	process	should	include	information	about	the	
sponsor’s	intention	regarding	the	return	of	research	results	and	allow	for	
discussion	of	participant’s	preferences	to	receive	these	results.

4. The	plan	for	the	return	of	individual	research	results	should	be	reviewed	by	
an	independent	ethics	body	overseeing	the	research,	to	ensure	the	rights	
and welfare of	research	participants	are	protected.	
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Principles	and	Approach	(cont.)

5. If	results	are	offered,	participants	should	be	able	to	choose	whether	or	not	to	
receive	their	individual	research	results.	

6. Sponsors	and	investigators	have	an	obligation	to	return	individual	research	
results	responsibly,	taking	into	account	medical	significance,	analytical	
validity	and	personal	utility.	

7. Individual	research	results	should	be	returned	in	ways	and	at	times	that	
maintain	the	integrity	of	the	research,	insofar	as	the	safety	and	welfare	of	the	
research	participants	are	not	at	risk.	

8. The	purpose	of	research	is	not	clinical	care,	and	return	of	individual	research	
results	cannot	substitute	for	appropriate	clinical	care	and	advice.	

9. Return	of	individual	research	results	should	be	planned	and	executed	in	
compliance with	institutional	policies	and	local,	regional,	and	national	laws	
and	regulations.	

2/24/17 23



A	look	forward

Ø Research	participants	want	to	receive	information	about	the	clinical	trial	to	
which	they	participated.	There	is	no	reason	not	to	do	so.		Return	of	results	
should	become	the	expectation	and	practice	in	clinical	research.

Ø Logistics,	content,	process	and	standard	methodologies	and	approaches	for	
return	of	aggregate	results	have	been	delineated	and	are	designed	for	all	
sponsors	and	for	all	trials.		Methods	are	efficient,	roles	and	responsibilities	
are	clear,	multinational	requirements	have	been	incorporated.	

Ø Principles	for	return	of	individual	results	have	been	outlined	and	each	
situation	demands	specific	consideration	balancing	analytic	validity,	medical	
significance,	personal	utility,	and	the	integrity	of	the	research,	inter	alia.

Ø This	is	resource	intensive.		Funding	for	return	of	results	should	be	provided	
as	an	anticipated	component	of	human	subjects	research.	Resource	
implications	following	return	remain	unclear.

Ø Harmonization	and	consistency	are	critically	important.



Comments,	questions	and	discussion
Thank	you
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