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Article summary

Strengths and limitations of this study

e This is the first large trial to report disseminating results to participants, including treatment
allocation.

e We demonstrated the feasibility of our approach which was approved by regulatory
authorities.

e However, by using email to disseminate results, this meant that some emails were returned
unrecognised.

Abstract 268 words
Objectives:

Informing research participants of the results of studies in which they took part is viewed as an
ethical imperative. However, there is little guidance in the literature about how to do this. The
Fluoxetine or Control Under Supervision Trial (FOCUS) randomised 3127 patients with a recent acute
stroke to six months of fluoxetine or placebo and was published in Lancet on 5t December 2018.
The trial team decided to inform the participants of the results at exactly the same time as the
Lancet publication, and also whether they had been allocated fluoxetine or placebo. In this report,
we describe how we informed participants of the results.

Design. In the 6 month and 12 month follow-up questionnaires, we invited participants to provide
an email address if they wished to be informed of the results of the trial. We re-opened our trial
telephone helpline between 5t December 2018 and 315t March 2019.

Setting: UK Stroke services

Participants: 3127 participants were randomised. 2847 returned 6 month follow-up forms and 2703
returned 12 month follow-up forms; the remaining participants had died (380), withdrawn consent
or did not respond.

Results

Of those returning follow-up questionnaires, a total of 1845 email addresses were provided and a
further 50 people requested results to be sent by post. Results were sent to all email and postal
addresses provided; 309 emails were returned unrecognised. Seventeen people replied, of whom
three called the helpline and the rest responded by email.

Conclusion

It is feasible to disseminate results of large trials to research participants, though only around 60%
wanted to receive the results. The system we developed was efficient and required very little
resource-and could be replicated by trialists in the future.
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Introduction

Eighteen years ago, an article published in the Journal of the American Medical Association
recommended that participants are informed of the results of the clinical trials in which they
participate [1]. In November 2019, an editorial in the British Medical Journal stated that ‘The results
of clinical trials should be disseminated to those who took part in them because this is courteous
and an ethical imperative’ [2]. The World Medical Associations Declaration of Helsinki states ‘all
medical research subjects should be given the opportunity of being informed about the general
outcome and results of the study’. The National Institute of Health Research states that it is
important to establish whether a participant will want to be actively informed of trial results, or
whether they would like the onus to be left with them to obtain the results [3].

Contacting participants many years after enrolment might be an upsetting reminder of their illness,
though one small study in cancer suggested that informing participants might increase their
understanding of the trial results [4]. Furthermore, some might argue that trying to contact
participants who have died might not be ethical. There is, however, no practical guidance in the
literature to our knowledge about the steps required to inform participants of the results of the
trials in which they participated. Furthermore, it is not known whether research participants do
wish to receive results of the trial, which can sometimes be many years after they had been
enrolled.

In this brief report, we describe how we disseminated the results of a large multicentre randomised
controlled trial: Fluoxetine or Control Under Supervision (FOCUS), and individuals’ treatment
allocation, and the feedback received from participants.
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Methods

FOCUS was a pragmatic, multicentre, parallel group, double-blind, randomised, placebo-controlled
trial done at 103 hospitals in the UK and recruiting 3127 patients between Sept 10, 2012, and March
31, 2017, testing whether a 6 month course of fluoxetine given 2-15 days after stroke would improve
recovery at 6 months [5]. This trial is registered with the ISRCTN registry, number ISRCTN83290762

Patient and public involvement:

We involved a Patient and Public Involvement (PPI) group of stroke survivors and carers during its
design. The group recommended disseminating results to participants who had taken part; this
included the family members of participants who had died; the rationale being that family members
might be interested in results of the trials in which their loved one had participated. Our grant
application to National Institute of Health Research Health Technology Assessment included a
request for funding for dissemination of results and this was approved. Scotland A Research Ethics
Committee approved the trial, including our plans to inform participants of results.

Subsequently, two lay members identified through the UK Stroke Research Network who had not
been involved in the initial planning stages were invited to sit on the trial steering committee, and
advised on how to disseminate results to participants.

Methods of trial follow-up

All the trial follow-ups were by postal questionnaires at 6 and 12 months; participants who did not
respond were contacted by telephone and the questionnaires completed over the telephone. The
postal questionnaire at both 6 months and 12 months concluded with ‘If you want to find out more
about the trial and its results (in about 2018) please enter an email address where we can contact
you, or a person close to you’. We did not record whether the email address provided was for the
participant or for someone else (e.g. a family member).

During follow-up telephone calls with participants who had not returned their 6 month or 12 month
follow-up questionnaires, we noted that many participants asked us what their treatment allocation
had been. We could not provide this information at the time of the call because we had to remain
blinded to treatment allocation, but we decided to include individual treatment allocation when we
contacted participants with the results of the trial. To the best of our knowledge, this has never been
done before.

We considered whether to disseminate the results to all participants by post but this would have
required substantial resource (research staff, paper and postage), and if participants had moved
house, confidentiality might have been compromised. Thus, we decided to use whatever email had
been provided in the follow-up questionnaires, and only use post if there was no email address.

The content of the email to participants was drafted by the trial team and edited by the two PPI
members of the Trial Steering Committee. We did not check whether participants were still alive.
Our approach was approved by Scotland A Research Ethics Committee.

When we sent the email (at exactly the same time as the Lancet publication on 5" December 2018)
we re-opened the trial telephone helpline (Monday to Friday, 9am to 5pm) until 315t March 2019 so
that participants receiving the email could contact us if they had any questions. We recorded how

many responses were received and the reason for their response. A co-principal investigator (MSD)
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then responded to the participant or family member if this seemed appropriate. We did not follow-
up emails that were returned as unrecognised by the mail subsystems.
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Results

Of the 3127 participants randomised, 2847 returned 6 month follow-up forms and 2703 returned 12
month follow-up forms; the remaining participants had died (380), withdrawn consent or did not
respond. Of the returned forms, 1845 email addresses were provided and a further 50 people
requested results by post.

Thus, emails containing the results of FOCUS and treatment allocation were sent from the FOCUS
email address (focus.trial@ed.ac.uk) to 1845 email addresses and 50 postal addresses.

309 emails were returned as unrecognised by the email subsystems.

Seventeen people (0.9%) (7 participants, 8 family members and two unknown) replied; of these
three called the helpline and the rest replied by email. Replies were all received between 5% and 18t
December 2019. Seven expressed thanks for letting them know, two asked for advice on how to
read the information we had sent them, and the rest reported on their current health status or
informed us of the death of the participant. A co-principal investigator (MSD) telephoned three
participants back and emailed the rest of respondents to thank them for contacting us, offered
condolences to the bereaved relatives or provided further information that had been requested.
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Discussion

We have demonstrated that it is feasible to inform trial participants of the results of a large,
pragmatic clinical trial and also their treatment allocation. This required planning, involvement of
PPI representatives and approval from the Research Ethics Committee, but surprisingly little
resource in terms of research staff time and consumables.

However, almost half of participants did not wish to be informed of results. We did not explore the
reasons for not wishing to receive the results. After we had disseminated the results, only a handful
contacted us, mostly to thank us for letting them know. All the responses were within a few days of
receiving the results.

To the best of our knowledge, this is the first large randomised trial to report experiences of
informing research participants of the results of the trial and also treatment allocation. We did not
try to contact participants by post if the email had been ‘bounced’; this was for practical reasons of
resources and cost. We did not record whether the email address provided for receipt of results was
for the patient or for a family member, and so we cannot report how many results were received by
the participants themselves or by a family member.

Are there any ethical problems with informing participants? Our first participants were enrolled in
2012, and the results were sent to them more than six years later. It is possible that participants
might have been upset to be reminded of their stroke so long after their enrolment. However,
although FOCUS was not designed to explore this, we found no evidence that receiving results was
distressing. In theory, families might have been upset to receive an email had their loved one died,
but all of the bereaved family members who contacted us expressed their appreciation of having
being informed.

Although we have demonstrated that it is feasible to contact research participants by email, we did
not formally explore the thoughts and feelings of research participants when they received the
results. This would ideally have required a qualitative sub study which was not an aim of our study.

Implications for practice

Disseminating results of trials to research participants should be viewed as an ethical imperative [2].
The model for dissemination that we developed with our PPl representatives was feasible. We
recommend that trialists consider using our approach, that funders provide funding for this, and that
ethics committees approve future requests to use this approach.

Implications for research

Further research is required to explore why some participants do not wish to receive results of
studies in which they participated, whether participants generally wish to know individual treatment
allocation, and how they wish to receive the information (e.g. by email, by post, or being provided
with a link to a website).
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Summary boxes

What is already known on this topic
It is widely agreed that research participants should be informed about the results of research in
which they participate.

However, there is no guidance about how to do this.

What this study adds

Our study has shown that it is feasible to collect email addresses at follow-up and inform
participants by email of the results, and their individual treatment allocation, at exactly the same
time as the study is published in a scientific journal.

Just over half of research participants wished to know the results.
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Article summary

Strengths and limitations of this study

e This is the first large trial to report disseminating results to participants, including treatment
allocation.

e We demonstrated the feasibility of our approach which was approved by regulatory
authorities.

e However, by using email to disseminate results, this meant that some emails were returned
unrecognised.

Abstract 285 words
Objectives:

Informing research participants of the results of studies in which they took part is viewed as an
ethical imperative. However, there is little guidance in the literature about how to do this. The
Fluoxetine or Control Under Supervision Trial (FOCUS) randomised 3127 patients with a recent acute
stroke to six months of fluoxetine or placebo and was published in Lancet on 5t December 2018.
The trial team decided to inform the participants of the results at exactly the same time as the
Lancet publication, and also whether they had been allocated fluoxetine or placebo. In this report,
we describe how we informed participants of the results.

Design. In the 6 month and 12 month follow-up questionnaires, we invited participants to provide
an email address if they wished to be informed of the results of the trial. We re-opened our trial
telephone helpline between 5t December 2018 and 315t March 2019.

Setting: UK Stroke services

Participants: 3127 participants were randomised. 2847 returned 6 month follow-up forms and 2703
returned 12 month follow-up forms; the remaining participants had died (380), withdrawn consent
or did not respond.

Results

Of those returning follow-up questionnaires, a total of 1845 email addresses were provided and a
further 50 people requested results to be sent by post. Results were sent to all email and postal
addresses provided; 309 emails were returned unrecognised. Seventeen people replied, of whom
three called the helpline and the rest responded by email.

Conclusion

It is feasible to disseminate results of large trials to research participants, though only around 60% of
those randomised wanted to receive the results. The system we developed was efficient and
required very little resource-and could be replicated by trialists in the future.
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Introduction

Eighteen years ago, an article published in the Journal of the American Medical Association
recommended that participants are informed of the results of the clinical trials in which they
participate [1]. In November 2019, an editorial in the British Medical Journal stated that ‘The results
of clinical trials should be disseminated to those who took part in them because this is courteous
and an ethical imperative’ [2]. The World Medical Associations Declaration of Helsinki states ‘all
medical research subjects should be given the opportunity of being informed about the general
outcome and results of the study’. The National Institute of Health Research states that it is
important to establish whether a participant will want to be actively informed of trial results, or
whether they would like the onus to be left with them to obtain the results [3].

Contacting participants many years after enrolment might be an upsetting reminder of their illness,
though one small study in cancer suggested that informing participants might increase their
understanding of the trial results [4]. Furthermore, some might argue that trying to contact
participants who have died might not be ethical. There is, however, no practical guidance in the
literature to our knowledge about the steps required to inform participants of the results of the
trials in which they participated. Furthermore, it is not known whether research participants do
wish to receive results of the trial, which can sometimes be many years after they had been
enrolled.

In this brief report, we describe how we disseminated the results of a large multicentre randomised
controlled trial: Fluoxetine or Control Under Supervision (FOCUS), and individuals’ treatment
allocation, and the feedback received from participants.
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Methods

FOCUS was a pragmatic, multicentre, parallel group, double-blind, randomised, placebo-controlled
trial done at 103 hospitals in the UK and recruiting 3127 patients between Sept 10, 2012, and March
31, 2017, testing whether a 6 month course of fluoxetine given 2-15 days after stroke would improve
recovery at 6 months [5]. This trial is registered with the ISRCTN registry, number ISRCTN83290762

Patient and public involvement:

We involved a Patient and Public Involvement (PPI) group of stroke survivors and carers during its
design. The group recommended disseminating results to participants who had taken part; this
included the family members of participants who had died; the rationale being that family members
might be interested in results of the trials in which their loved one had participated. Our grant
application to National Institute of Health Research Health Technology Assessment included a
request for funding for dissemination of results and this was approved. Scotland A Research Ethics
Committee approved the trial, including our plans to inform participants of results.

Subsequently, two lay members identified through the UK Stroke Research Network who had not
been involved in the initial planning stages were invited to sit on the trial steering committee, and
advised on how to disseminate results to participants.

Methods of trial follow-up

All the trial follow-ups were by postal questionnaires at 6 and 12 months; participants who did not
respond were contacted by telephone and the questionnaires completed over the telephone. The
postal questionnaire at both 6 months and 12 months concluded with ‘If you want to find out more
about the trial and its results (in about 2018) please enter an email address where we can contact
you, or a person close to you’. We did not record whether the email address provided was for the
participant or for someone else (e.g. a family member). We did not collect the email address at the
time of recruitment.

During follow-up telephone calls with participants who had not returned their 6 month or 12 month
follow-up questionnaires, we noted that many participants asked us what their treatment allocation
had been. We could not provide this information at the time of the call because we had to remain
blinded to treatment allocation, but we decided to include individual treatment allocation when we
contacted participants with the results of the trial. To the best of our knowledge, this has never been
done before.

We considered whether to disseminate the results to all participants by post; although we had
costed for the postage in the grant application (£1 per letter), we realised that this would have
required substantial resource including research staff time (estimated 5 minutes per letter, which is
about 125 hours for 1500 letters, plus paper, as well as the postage), and if participants had moved
house, confidentiality might have been compromised. Thus, we decided to use whatever email had
been provided in the follow-up questionnaires, and only use post if there was no email address.

The content of the email to participants was drafted by the trial team and edited by the two PPI
members of the Trial Steering Committee. The email was written in lay language, started by an
explanation of why we were contacting them, thanking them again for having taken part, provided
their treatment allocation and the overall results of the trial (see supplementary materials), links to
further information, and the number for the telephone helpline. We did not check whether
participants were still alive. Our approach was approved by Scotland A Research Ethics Committee.

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml



Page 7 of 14 BMJ Open

We sent the email at exactly the same time as the Lancet publication on 5" December 2018 and the
presentation of the main results at the UK Stroke Forum. We managed to coordinate the emails, the
presentation and the publication through close liaison with the Lancet and the UK Stroke Forum
Scientific Committee. At the same time, we also re-opened the trial telephone helpline (Monday to
Friday, 9am to 5pm) until 315t March 2019 so that participants receiving the email could contact us if
they had any questions. We recorded how many responses were received and the reason for their
response. A co-principal investigator (MSD) then responded to the participant or family member if
12 this seemed appropriate. We did not follow-up emails that were returned as unrecognised by the

13 mail subsystems.
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Results

Of the 3127 participants randomised, 2847 returned 6 month follow-up forms and 2703 returned 12
month follow-up forms; the remaining participants had died (380), withdrawn consent or did not
respond. Of the returned forms, 1845 email addresses were provided and a further 50 people
requested results by post. Thus, the number who wished to be informed of results is 1895; this
represents 60% of all participants and 70% of those who could be contacted at 12 months.

We therefore sent emails containing the results of FOCUS and treatment allocation from the FOCUS
email address (focus.trial@ed.ac.uk) to 1845 email addresses, and a paper letter to the 50 postal
addresses.

309 emails were returned as unrecognised by the email subsystems.

Seventeen people (0.9%) (7 participants, 8 family members and two unknown) replied; of these
three called the helpline and the rest replied by email. Replies were all received between 5t and 18th
December 2019. Seven expressed thanks for letting them know, two asked for advice on how to
read the information we had sent them, and the rest reported on their current health status or
informed us of the death of the participant. A co-principal investigator (MSD) telephoned three
participants back and emailed the rest of respondents to thank them for contacting us, offered
condolences to the bereaved relatives or provided further information that had been requested.
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Discussion

We have demonstrated that it is feasible to inform trial participants of the results of a large,
pragmatic clinical trial and also their treatment allocation. This required planning, involvement of
PPI representatives, coordination of the email dissemination with the publication of the trial in
Lancet, and approval from the Research Ethics Committee, but surprisingly little resource in terms of
research staff time and consumables.

However, almost half of participants did not wish to be informed of results. We did not explore the
reasons for not wishing to receive the results. After we had disseminated the results, only a handful
contacted us, mostly to thank us for letting them know. All the responses were within a few days of
receiving the results. Only three people called the helpline-this is far lower than the number who
typically contacted the hotline during the trial, which had been about four per week. For future
trials, we would probably not reopen the helpline and just provide an email contact address for any
queries.

To the best of our knowledge, this is the first large randomised trial to report experiences of
informing research participants of the results of the trial and also each person’s treatment
allocation. We did not try to contact participants by post if the email had been ‘bounced’; this was
for practical reasons of resources and cost. We did not record whether the email address provided
for receipt of results was for the patient or for a family member, and so we cannot report how many
results were received by the participants themselves or by a family member.

Are there any ethical problems with informing participants? Our first participants were enrolled in
2012, and the results were sent to them more than six years later. It is possible that participants
might have been upset to be reminded of their stroke so long after their enrolment. However,
although FOCUS was not designed to explore this, we found no evidence that receiving results was
distressing. In theory, families might have been upset to receive an email had their loved one died,
but all of the bereaved family members who contacted us expressed their appreciation of having
being informed. In a review of empirical research about informing participants, the drawbacks might
be increased anxiety, anger, guilt, or upset, whilst benefits might include pleasure, satisfaction, and
relief [6].

Although we have demonstrated that it is feasible to contact research participants by email, we did
not formally explore the thoughts and feelings of research participants when they received the
results. This would ideally have required a qualitative sub study which was not an aim of our study.

Implications for practice

Disseminating results of trials to research participants should be viewed as an ethical imperative [2].
The model for dissemination that we developed with our PPl representatives was feasible. We
recommend that trialists consider using our approach, that funders provide funding for this, and that
ethics committees approve future requests to use this approach.

Implications for research

Further research is required to explore why some participants do not wish to receive results of
studies in which they participated, whether participants generally wish to know individual treatment
allocation, and how they wish to receive the information (e.g. by email, by post, or being provided
with a link to a website).
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E mail subject : FOCUS trial results for participants and their families
Dear Sir/Madam

You are receiving this email because you, or someone close to you, very
kindly volunteered to join the FOCUS trial between September 2012 and
March 2017. The FOCUS trial was a research study which aimed to find
out whether fluoxetine improves recovery after stroke.

We are contacting you now because you, or someone close to you, told
us that you would like to know the results of the study and whether you
were given fluoxetine or the placebo. You provided this email address as
the best method of contact.

We would like to offer our thanks to you for participating in this study

Why we did the FOCUS trial

Strokes can cause weakness of arms and legs, problems with speech,
eyesight, swallowing, and in the longer term problems with memory,
concentration and fatigue. Although some of these problems improve over
time, many people are left with long-term problems after a stroke.

The FOCUS study aimed to find out whether a drug called fluoxetine
improves patients’ recovery so that they have fewer long-term problems.
Fluoxetine is manufactured by several different companies which use their
own trade names e.g. Prozac

Fluoxetine has been used for many years to treat people with depression.
However, small research studies had suggested that it might also improve
recovery after stroke by helping the brain repair itself.

We wanted to find out whether patients given one fluoxetine capsule each
day for six months after a stroke recovered better than those given a
placebo (or dummy) capsule. The two capsules looked identical, so
neither the patients, or the doctors or nurses knew whether the patient
was receiving the fluoxetine capsule or the dummy capsule. Altogether,
3127 patients from 103 stroke units from all over the UK took part in the
trial.

Your (or someone close to you) treatment allocation
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You (or someone close to you) were allocated to take:
< treatment> on <date of randomization>

About a third of patients did not take the allocated treatment for six
months, for a wide variety of reasons but often because they developed
symptoms which they thought were due to the capsules. Interestingly, the
number of patients stopping the treatment early was similar in those taking
fluoxetine and those taking the placebo.

What the FOCUS trial has shown

The FOCUS trial showed that fluoxetine made no difference to overall
recovery.

However, people who were taking fluoxetine were less likely to become
depressed by the follow-up at six months than those taking the placebo
(13% taking fluoxetine developed depression compared with 17% taking
placebo).

People taking fluoxetine were slightly more likely to break a bone in the
first six months - 2-:9% of those who were taking fluoxetine fractured a
bone compared with 1-5% of those taking placebo.

What effect will this have on future patients?

These results mean that doctors will not now routinely use fluoxetine in
the hope that it will improve patients’ overall recovery. However, the
information on the reduced chance of developing depression and the
increased chance of fracturing a bone will help patients, families and their
doctors decide whether to take fluoxetine for six months after a stroke.

Do these results have any implications for my current treatment?

No, these results have no direct relevance to your current treatment (or
that of someone close to you) since they relate to treatment in the first six
months after a stroke, and not treatment in the longer term. If you are
taking fluoxetine at the moment then you should not stop, but if you are
concerned discuss your treatment with your doctor.

If you would like more information about the FOCUS study click on the
links below:
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Links to

Original patient information leaflet

Blank consent form

Final Newsletter for participants (a pdf of this email without allocation)
Published paper (link to Lancet paper hopefully)

Study identifiers

Research Ethics Committee Ref: 11/SS/0100
Protocol No: FOCUS12

Eudra CT No: 2011-005616-29

IRAS: 84669

How to contact us if you have any questions

If you would like to ask any questions about the results, or your
participation in the study, please don’t hesitate to contact us either by
email or telephone. The telephone information line will be open until 315
March 2019

Email: focustrial@ed.ac.uk

FOCUS trial information line (9am-5pm Mon-Fri): 0131 242 7741

(if we do not answer immediately please leave a message with the
patients name, and date of birth and a telephone number and we will get
back to you)

Thank you very much once again for taking part in the FOCUS trial. It is
only through the generosity of people like yourself that we can find out
how better to treat patients with stroke in the future. We are most grateful
to you.

Yours sincerely

Prof Martin Dennis Prof Gilllan Mead
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