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Abstract

Introduction

Clinical trials depend on volunteers participating, often accepting increased
risk and/or inconvenience. Most participants want to receive the results of
trials they have participated in, while few actually receive them. There is little
evidence to guide researchers on how best to share results with people taking
part in trials.

Methods

| conducted a mixed methods, cluster randomised factorial trial of different
approaches to sharing results with participants in the ICON8 ovarian cancer
trial. ICONS tested two weekly chemotherapy schedules against the standard
three-weekly schedule, and found no difference between the arms). | collected
quantitative and qualitative data from patients and site staff.

Results

Patients at hospitals that were randomised to the Posted Printed Summary
were more satisfied with how the results were shared and more likely to

find out the results than those at hospitals not randomised to the Printed
Summary. Women who received the results said that the information was easy
to understand and find, and told them everything they wanted to know. Most
were glad to receive the results, and did not regret finding them out, although
some were, at the same time, disappointed that ICONS8 interventions did not
improve outcomes. This links back to their motivation for joining the trial: to
benefit themselves and future patients.

Site staff were supportive of sharing results with participants, seeing it as a
way of respecting and valuing participants, and repaying trust. Staff at most
sites found the process used to share results straight-forward and not too
time-consuming. Sharing results by post increased site costs by ~£14 per
participant.

Conclusion

My findings can inform how future trials share results with participants, helping
improve participants’ trial experience. Further research is required to look at
how different patient populations, trial results and settings influence participant
satisfaction with how results are shared.



Impact Statement

Improving participants’ trial experience

My qualitative results show that communicating trial results to participants
well can make the trial experience feel more worthwhile, provide closure,

and help ensure participants feel valued. As the results from Show RESPECT
have impact on the conduct of future trials, | hope it will help improve the trial
experience for participants.

Increasing knowledge

The Show RESPECT study is the first randomised controlled trial to compare
different ways of sharing results with trial participants. It provides high quality
evidence to guide practice, and incorporates evidence on the views of site
staff and participants, and information on the feasibility of implementing the
interventions as well as their effectiveness.

My primary target audience for the results of Show RESPECT is people
involved in running randomised controlled trials. My communication efforts
to reach this audience include posters and presentations at international
conferences and seminars at several clinical trials units. The patient results
were published in a high profile Open Access journal (PLoS Medicine), which

has so far had more than 2,000 reads. | have produced an episode of the
MRCCTU at UCL podcast, aimed at trialists, exploring the importance of
sharing results with participants which has had more than 400 listens. Another

episode, focusing on how to share results with participants, will be released
soon.

| was part of a panel discussion on sharing results with participants at the
Health Research Authority Research Transparency Conference in 2021. The
audience for this included researchers, funders, ethics committee members
and patient advocates.

The main results of Show RESPECT have been shared with ICONS8 participants
alongside the long-term ICONS results, in a posted printed summary.

The Show RESPECT study has demonstrated that high quality studies within
trials can be carried out to look at how to communicate results to participants.
The protocol for Show RESPECT is available online, allowing others to see how
the study was carried out, and adapt it for other randomised controlled trials.

Researchers at McGill University in Canada have put in a grant application
to run a series of randomised controlled trials testing different approaches of
communicating trial results to patients, informed by Show RESPECT.


https://journals.plos.org/plosmedicine/article?id=10.1371/journal.pmed.1003798
https://soundcloud.com/user-110325996-105034477/sharing-results-of-clinical-trials-with-participants-part-1?si=009f95dec6fd4abd94a9099c10760a81
https://soundcloud.com/user-110325996-105034477/sharing-results-of-clinical-trials-with-participants-part-1?si=009f95dec6fd4abd94a9099c10760a81
https://www.mrcctu.ucl.ac.uk/media/1980/show-respect_protocol_v30_20aug2018_clean.pdf

Informing practice

| have been part of the Health Research Authority working group developing
guidance on communicating trial results to participants for trials across the UK,
informed by Show RESPECT. This guidance is due to be released soon, and is
likely to be very influential, given the role the Health Research Authority plays
governing the conduct of clinical trials in the UK.

Cost results from Show RESPECT have also helped inform forthcoming
updated funding guidance from Parkinson’s UK, who are changing their rules
to allow applicants to include the costs of communicating with participants in
grant applications.

Based on my research | have developed practical recommendations to guide
triallists, available on the MRCCTU at UCL website. They are informing new
MRCCTU at UCL guidance on communicating results to trial participants.



https://www.mrcctu.ucl.ac.uk/studies/all-studies/i/icon8/communicating-the-icon8-results-to-participants/
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1. Communicating results of randomised controlled
trials to participants: considerations and the current
evidence base
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1.1  Randomised controlled trials

Randomised controlled trials are considered the ‘gold standard’ approach

to establishing the efficacy and safety of new interventions[1]. They do this
through randomising participants to either the new intervention or a control,
which may be the current standard of care, a placebo, or no intervention.
Participants are followed up and outcomes collected in the same way from
both groups, which allows fair comparisons to be made. Phase lll trials are
randomised controlled trials comparing the new intervention to the standard
of care. Earlier phase trials (Phase | and Il) are not usually randomised, and
may have no control arm, or the control arm may be no treatment or placebo,
rather than standard of care. Evidence from Phase lll trials is required by drug
licensing authorities before a new treatment is approved, as it is at this stage
we learn whether the intervention is effective compared to existing approaches.

The roots of clinical trials go back to the eighteenth century, with James Lind’s
experiments of different treatments for sailors with scurvy[2]. The UK Medical
Research Council were the first to report results from a rigorous randomised
controlled trial, from their 1947-48 trial testing streptomycin for the treatment
of tuberculosis[3]. The RCT method was gradually adopted in the UK, with
their use expanding rapidly in the USA and elsewhere following changes to
legislation in 1970 which required data from controlled clinical trials in order
for drugs to be licensed[2]. While the design of randomised controlled trials
has developed over the years, with the introduction of approaches including
factorial designs, cluster randomisation, multi-arm, multi-stage design and
other adaptive platform approaches, the fundamentals of random allocation
between intervention(s) and control groups remain the foundation for evaluation
of new interventions.

Phase Ill randomised controlled trials often require hundreds or thousands of
participants to detect meaningful differences in outcomes. This means they
can be costly, and may take years to carry out[4]. In order to successfully
answer the question they set out to, trials must recruit volunteers to take

part, often asking participants to accept increased risk. For example, the risk
that the intervention may be less effective than the standard of care or have
increased side-effects. Trials may require participants to undergo additional
tests, scans and/or clinic visits, with associated inconvenience, discomfort and

15
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cost. Trials within the UK National Health Service may involve staff from many
different disciplines, across many different sites. All this effort aims to improve
treatment, care or disease prevention for future patients.

According to the World Health Organisation Global Observatory on Health
Research and Development, almost 6,000 Phase lll clinical trials took place in
2021 globally[5]. This is up from just over 500 registered Phase lll trials in 2000.
The UK hosted around 11% of Phase Il trials globally in 2021, with cancer
trials making up more than a quarter of UK Phase lll trials. Most of these trials
aimed to recruit between 101 to 1000 participants. There were 6 Phase lll
ovarian cancer trials taking place in the UK in 2021[5].

1.2 Aims and audiences for communicating the results of Phase
lll randomised controlled trials

Communication of trial results is important for a number of reasons, including:
¢ informing policy and practice

® increasing transparency around research results to ensure the evidence
base is not biased by selective reporting[6]

e improving trust in research
¢ reducing research duplication and waste

* increasing awareness of the importance of clinical trials among potential
research funders (including, ultimately, tax payers and people who donate
to medical research charities), participants and collaborators

These different aims of communication suggest a number of different
audiences for trial results. These audiences range from those closely involved
in the study, through to those who may never have heard of it, as illustrated in
Figure 1.1. In a separate piece of work, | have conducted a systematic review
looking at how trial results are communicated to professional audiences,
including healthcare workers and policymakers. This PhD focuses on the
communication of trial results to those most directly affected by the trial: the
people taking part in it. These are the audience with the most at stake, having
taken part in a trial often at the expense of extra risk and inconvenience.

This PhD focuses on the return of overall trial results (e.g. whether the
intervention was superior to control on average) to participants, rather
than an individual participant’s results (e.g. personal results from any test
procedures carried out on them as an individual). These two types of
results communication have different practical and ethical considerations.
In some trials, participants receive the results of scans and tests carried



Figure 1.1: Audiences for the results of randomised controlled trials
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out on them from their clinicians as the trial proceeds, while in others this
information may not be available normally, if carried out for research rather
than clinical management purposes. There is less agreement on the need to
communicate individual results, so these are best considered separately[7].
The communication of individual results is beyond the scope of this thesis.

1.3 Why communicate with trial participants?

Sharing results with people who have taken part in trials is an ethical
imperative[8], and is recommended by authorities that govern the conduct

of clinical trials. Fernandez et al argue that the principle of respect, which is
central to ethical research conduct, should extend to informing trial participants
of research results at the end of the study, in order to avoid treating
participants as just a means to an end[9]. The World Medical Association’s
Declaration of Helsinki, which outlines the principles for ethical conduct of

17



c
02
=]

(&}

=
©

o

1
)
=

18

medical research involving human participants, states “All medical research
subjects should be given the option of being informed about the general
outcome and results of the study”[10]. The Good Participatory Practice
Guidelines for Biomedical HIV Prevention Trials state that “Research teams
[should] ensure that trial participants are provided opportunities to learn

trial results before they are announced publicly”[11]. In the UK, the Health
Research Authority (HRA) introduced guidance in 2015 recommending that all
researchers offer trial results to participants[12].

There is evidence from studies conducted in a range of diseases (cancer,
idiopathic scoliosis, internal derangement of the knee, HIV) and geographical
settings (USA, UK, Canada and Uganda) that most participants (88-98%) want
to be offered the opportunity to receive trial results[13-17].

Offering results to trial participants is purported to have other benefits, besides
demonstrating respect or appreciation for participants’ contribution. These
benefits include:
¢ Reducing the likelihood of participants feeling exploited by the
researchers[9]
¢ Providing information that may be of use to participants for their health in
the future[9]
¢ Increasing awareness of the impact and importance of clinical trials[9]
e Enhancing trust in the research process[9]
¢ Increasing the likelihood of participants agreeing to take part in future
research[13, 18-21]
¢ Increasing the likelihood that participants will recommend taking part in
research to others[13, 18-21]
e Improving participant satisfaction with care or quality of life[22]

Not offering results to people taking part in trials runs the risk of undermining
trust in clinical research, making people feel used and less likely to agree to be
part of research in the future[23].

1.4 To what extent are trial results shared with participants
currently?

Despite the ethical imperative and clear demand from participants and funders
for sharing results, in practice it often does not happen, or is not done well. The
UK Health Research Authority research transparency report from 2021 stated
that “90% of clinical trials have not told participants about findings”[24]. A
survey, carried out in 2016, of authors of clinical trial results papers published
in 2014-15 found that only 27% of respondents reported disseminating

results to participants, with a further 13% planning to do so[25]. This is likely



to be an overestimation, as the response rate to the survey was low, and it is
plausible that non-responders may have been less likely to have shared results
with participants. Little seems to have changed in practice since 2004, when
researchers in the US found that most oncology physicians and nurses offered
trial results to participants less than one fifth of the time[22].
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These continued low figures contrast with the results of an audit of records of
clinical trials submitted from 2012-17 to the Integrated Research Application
System (IRAS), which is the system for gaining health research approval in
the UK. According to these records, 88% of Phase Il clinical trials stated
that they intended to disseminate results to participants, with 19% of these
trials intending to use an active dissemination approach (where the trial team

directly inform participants how to access results) and 81% of them planning
to use passive dissemination approach (where trial team do not directly
inform participants of how to access results)[26]. It is unclear whether this
gap between stated intention, and observed practice are a result of the trials
in the IRAS dataset not having produced results to share yet, or whether
researchers’ intentions do not translate into action when results are available.
There does seem to be increasing interest in sharing results with participants
among the academic community, with a recent scoping review finding that
70% of the studies of sharing results with participants identified for inclusion
were published between 2010-2019[27]. However, it is likely that there is still
a considerable gap between participants’ desire to know trial results, and the
opportunities they are offered to receive them.

1.4.1 Motivation to do this study

My interest in this as a research topic came from an encounter | had with a
participant in one of the trials | had been involved in communicating. The trial
had produced results, we had written a summary for participants, in plain
English and nicely presented, with input from patient representatives. These
summaries were then professionally printed, and sent out to each of the
hundred or so sites, with investigators asked to share them with participants.
Around six months later | met a participant who said he had been on the trial
for years, and no-one had ever offered him the results. He was angry and
upset about this. Clearly the process we were using for sharing study results
was not working perfectly. | discussed this encounter with my counterparts at
Cancer Research UK. It chimed with the results of a survey they had recently
conducted, which showed that many cancer trial participants were unhappy
that they never got to learn the results of the trials they had taken part in. We
decided to explore this more, through patient and public involvement (PPI) and
reviewing the literature, which eventually led to the design of this study.
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1.5 What inhibits communication of results to participants?

There are many barriers to the communication of results, including practical
challenges; concern about the impact of sharing results; uncertainty about how
to do it; it not being mandated by funders[25] or ethics committees[28-30];

lack of guidance[25, 31]; lack of incentives[25]; concern about compromising
commercial interests[32, 33]; participants’ perceived lack of interest[25, 34,

35] or ability to understand results[9, 22, 25, 31]; or researchers simply not
thinking about it[28]. Trialists may also encounter challenges with complying
with ethics committee and regulatory rules, for example around avoiding the
use of language that may be seen as promotional[32, 33], or if communication
of results to participants had not been part of the original ethics application[25].

1.5.1 Practical challenges with sharing results with participants

Cost is a major barrier to sharing results with participants, with many trials not
having budgeted for this activity[25, 30, 32, 34, 36, 37]. Linked to this is the
issue around the staff time required for sharing results, which often occurs at a
point where staff may have already been moved to work on new trials, leaving
little human resource for this activity[25, 35-37]. Another practical challenge

is the difficulty in contacting patients, when results may come out several
years after their follow-up has finished, meaning contact details may be out

of date[25, 28, 32, 35-37], or their wishes around whether to receive results
may have changed, which needs to be tracked[32]. The question of when
results should be shared (prior to presentation at a scientific conference, at
the same time as presentation, between presentation and publication or after
publication) is also an area of uncertainty for trialists[31, 32]. In some trials,
Sponsors (the organisation responsible for the trial) may not have any direct
contact with participants, leaving them reliant on busy clinical sites to share
results[32]. Another practical barrier to sharing results may be lack of the skills
required to communicate results intelligibly and sensitively to participants[25,
31, 32, 35, 36]. The need to provide results in multiple languages may also be
a challenge[25]. Maintaining patient confidentiality and complying with data
protection laws may also pose challenges to sharing results[25, 32].

1.5.2 Concern about the impact of sharing results with participants

Researchers may be reluctant to share results with participants due to concern
about the impact this may have on them, particularly if the results are perceived
as negative, harm was seen in the trial, or the participant was in the inferior
arm, all of which could be upsetting[13, 16, 19, 22, 34-36, 38, 39]. Linked to
this is the concern that sharing results with participants could be upsetting for
trial staff as well[35]. There is also the possibility that participants may have



died, and, if results are sent to them by accident, this could be distressing

for their families[16, 32, 34]. Another cause of reluctance to share results with
participants is concern that it may bias further follow-up, if participants are still
being followed for longer-term outcomes when the first results are available[32,
38].
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1.5.3 Uncertainty about how to share results with participants

Sharing results with participants is not straightforward, creating uncertainty
about how best to do it. Part of this complexity is around the diverse needs of
participants, who may have limited access to or understanding of technological
approaches such as webpages, apps or email[25, 32]. Participants may also
have low literacy, meaning communicating complex results may be difficult

for researchers[31, 32, 40]. Section 1.6 outlines the evidence on different
approaches to sharing results with participants.

1.6 Approaches to communicating results to participants

There are a wide variety of approaches that could be used to communicate
results to participants, but the evidence base to support any of these is

weak. Most of the evidence is based on surveys of participants or the public,
prospectively asking how they would prefer to be informed, or retrospectively
asking whether an approach that was used was acceptable or understandable,
rather than systematically comparing outcomes from different approaches[13,
14, 16, 18-20, 37, 39-45]. The evidence around the main approaches that are
reported in the literature (printed results sent by post, webpages and email,
and two-way communication approaches) is summarised in the rest of the
section.

1.6.1 Printed results sent by post

Most of the published evidence to date relates to sharing results with
participants via posted letters or leaflets; these studies generally report high
acceptability of this approach[13-15, 19, 20, 37, 42, 43, 45-47]. However,
sending out results by post has resource implications, which could be
substantial for very large trials. There are increasing moves towards electronic
means of communication, such as webpages and emails, which may be less
costly to implement.

1.6.2 Webpages and email

Sharing results via webpages has a number of potential advantages, including
the ability to offer links to further information or support, include audio
and visual content alongside written summaries, and being discoverable
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by participants who have been lost to follow-up. There are also potential
drawbacks in terms of accessibility for populations with low computer literacy.
Fewer studies have reported sharing results via webpages than by post.

One study randomised participants in a breast cancer trial to receive a letter
containing a link to a website with the trial results, or no letter. They found that
participants who received the letter had better understanding of the results,
but were not significantly more likely to have received the trial results than
participants who did not receive the letter[48]. Other studies have reported low
uptake of results shared via webpages[42, 43], or lower levels of satisfaction
with how the results were shared[45]. There is less evidence around the

use of email to share results with participants, however one study found

that potential research participants would be happy to receive results that
way[41], and it was the preferred approach in two surveys of cancer patients
in the USA because it is seen as quick and easy for both researchers and
participants[49].

1.6.3 Two-way communication approaches

Other approaches to sharing results include face-to-face meetings[40, 43, 45],
teleconferences[44] and individual telephone calls or helpline services[13, 44,
46]. These approaches facilitate two-way dialogue, allowing participants to ask
questions and seek clarification. However, the resource requirements for these
approaches may be prohibitive, particularly for large trials, and uptake of these
services may be low, with Dixon-Woods et al reporting no calls to a telephone
helpline[46].

1.7 How do participants respond to receiving trial results?

A wide variety of outcomes have been measured in studies of sharing trial
results with participants. The most common of these outcomes are preferred
mode of communication, comprehension of the results, demand for or

uptake of results and reaction to the results. Other, less commonly reported
outcomes include satisfaction with communication, whether participants would
recommend taking part in research to others, participants’ need for support
following receipt of results, and quality of life upon learning the results.

Generally, participants’ response to receiving trial results seems to be
positive[37, 43, 44, 46, 50, 51]. Several studies report participants gaining
pleasure from receiving results[16, 25, 37, 52, 53]. 96% of respondents in

a study among people with myocardial infarction said they were pleased

to have been informed, found the results interesting, relevant and easy to
understand[43]. Similarly, 96% of women in a breast cancer trial were glad to
have been offered the results, and 95% of those who received the results did



not regret their decision[13]. A case study of using a meeting to share results
with participants in a prospective cohort study in rural Uganda found that

the event helped make the participants feel respected, and created a sense
of community among participants[17]. 95% of participants in a long-running
cataracts trial would recommend taking part in clinical trials to others[20],
while 89% in a Phase lll breast cancer trial[19] and 70% in a Phase |l breast
cancer trial that was stopped early due to a negative result would recommend
participation to others[13].
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Studies show that it is possible to create comprehensible results summaries
for participants. Some studies have reported 84%-98% of participants
saying results summaries (some developed with extensive PPI) were easy
to understand[13,37,51], while others report around 57-63% saying they
understood the results very well, or the summaries were very clear[42,20].

While there are reports in the literature that receiving study results may be
upsetting for some participants in some circumstances (e.g. if they were in the
group that did less well on the trial, or if they had experienced side-effects)
[16, 37, 43, 46, 47], that does not necessarily mean that they would be better
off not having received the results[54]. This echoes what was found in a study
of parents of babies in a trial; although receiving results may be upsetting, that
does not mean they would rather not have received them([47, 55].

1.8 What should be communicated?

Various guidance has been issued around what should be included in a
summary of results for lay audiences in general, or trial participants specifically.
Table 1.1 summarises guidance from the Multi-Region Clinical Trials Center
(MRCTQC) issued in 2015[56]; the 2017 version of the MRCTC guidance
document[57] (updated based on the European Parliament Regulation (EU) No
536/2014 Article 37 (4) requirements on content of lay summaries of results

of clinical trials[58]); and the Center for Information and Study on Clinical
Research Participation (CISCRP) structure for results summaries[59]. CISCRP
is a non-profit organisation that works with pharmaceutical companies to
develop participant summaries of trial results. There is considerable overlap
between the three results summary structures, although the exact heading
names and what is included under them differs. The order of headings differs,
for example the position of the summary of results varies from being the third
item in the MRCTC 2015 guidance, to 8th item in the 2017 version, and 6th

in CISCRP structure. The MRCTC 2017 guidance includes sections on who
sponsored the study, and who took part in the study, which are not standalone
sections in the other guidance. It also includes plans for further studies, which
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is not explicitly included in the other guidance. The CISCRP structure includes
a section on what is happening in the trial now, which is not part of the other
summaries (which may assume the study has finished).

Table 1.1: Information items recommended to be included in results summaries for
participants in different guidelines

MRCTC 2015 MRCTC 2017 CISCRP

A thank you to study A thank you to study participants | Thank you message to

participants volunteers

Simple title of the study Study name (simple version + full | What is happening with the
version for UK studies) trial now?

Summary of results Who sponsored this study Why was the research

needed?

Why the study was done General information about the What treatments did the
clinical trial (dates, countries, patients take?
why it is important, purpose)

Study information (dates, | What patients/people were What happened during the

countries, study population) | included in this study? trial?

How the study worked What medicines [or vaccines] What were the results of
were studied? the trial?

Safety events What were the side effects? What medical problems

did the patients have?

Official title of the study What were the overall results | How has this trial helped
of the study? patients and researchers?

Final comments (whom How has this study helped Where can | learn more?

to contact with questions, | patients and researchers?

study ID numbers, where | Are there plans for further

to find further information, | studies?

sponsors) Where can | find more
information about this study?

Key:
Bold text used to indicate items identified as most important by respondents considering an
individual view in the RECAP study (see Table 1.2);

Purple text used to indicate items identified as most important by those considering an population
view in the RECAP study;

Italic used to indicate items identified as least important from an individual view in the RECAP study;

Underline used to indicate items identified as least important from a population view in the RECAP
study.



The RECAP study explored which information items are most important to
include in results summaries for participants. The researchers interviewed

a mix of trial professionals and patients and the public, asking them to rank
information items that might be included in the results summary of a trial. They
found two different points of view on what was most and least important in a
results summary, split by whether the interviewee was taking a population view
or considering it as an individual (Table 1.2)[60]. The items identified as most
important by those considering the question from an individual view are shown
in bold in Table 1.1, and those identified as most important by those taking a
population view are indicated with purple text. Those deemed least important
from an individual view are shown in italic in Table 1.1, and those deemed least
important from a population view are indicated with underlining. The ‘primary
outcome’ item is not a specific heading in any of the structures, but is likely to
be included in the sections on how the study worked, its purpose or within the
results section. In two of the three structures, the first of the most important
information items from an individual view comes at least halfway down the

list. In the case of the MRCTC 2017 guidance, this is after four items that are
viewed as least important from a population or individual level perspective. This
suggests that the current structures may not be well aligned with the priorities
of key stakeholders in the process. The CISCRP structure includes the fewest
items identified as least important from either perspective.
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Table 1.2: Most and least important information items identified in the RECAP study[60]
Population view Individual view

Most important items | A thank you message Primary outcome

Clinical implications of the results | Clinical implications of the results
Topline overview of study results [ What were the side-effects?
Least important items | Sponsor details A thank you message

Trial identifier and full title Sponsor details

General information about the trial | Trial identifier and full title

— administrative information

1.9 Making results understandable

There is little point to providing results to participants if the information is
provided in a way that is incomprehensible to lay audiences. Doing this could
potentially lead to confusion or misinterpretation, which could be harmful.

In order to create summaries of trial results that are understandable by
participants, researchers need to consider the health literacy and numeracy
of the participant population and employ the principles of writing in plain
language and good risk communication. How the information is framed will
also make a difference to how it is interpreted, while the visual presentation of
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the information can help or hinder comprehension. This section explores each
of these issues in turn.

1.9.1 Health literacy and numeracy

Health literacy can be defined as “the cognitive and social skills which
determine the motivation and ability of individuals to gain access to,
understand and use information in ways which promote and maintain good
health”[61]. Health literacy is dependent on literacy, which, according to the
National Literacy Trust, is “the ability to read, write, speak and listen in a way
that lets us communicate effectively and make sense of the world”[62]. Around
one in six people in the UK are functionally illiterate, which means that reading
information from unfamiliar sources, or on unfamiliar topics, is difficult for
them[63]. Health information is often from unfamiliar sources for most people,
or on unfamiliar topics, and many people have difficulty understanding health
information[64, 65]. It is therefore important that trial results summaries are
written in a way that is easy to understand for people with limited literacy skills.

Numeracy is the ability to understand quantitative or numerical information[66],
and health numeracy can be defined as “the degree to which individuals have
the capacity to assess, process, interpret, communicate and act on numerical,
quantitative, graphical, biostatistical and probabilistic health information
needed to make effective health decisions”[67]. Health numeracy, alongside
health literacy, is necessary to understand much health information, including
trial results. There is often a substantial mismatch between the levels of health
literacy and numeracy needed to understand health information materials, and
average levels of health literacy and numeracy in the UK[68]. How researchers
present numerical aspects of trial results can make a substantial difference to
the understandability of those results.

1.9.2 Principles of writing in plain language

Plain language is “writing that is clear, concise, well-organised, and follows
other best practices appropriate to the subject or field and intended
audience”[69]. Using plain language may help improve understanding of
written information, even among people with higher levels of health literacy[70,
71], and may also be more acceptable and useful to the target audience[72].
However, the size of the effect may be marginal[73]. In the UK, the National
Health Service Digital Service Manual style guide states that they aim for

a reading age of 9-11 years old where possible[74]. The general principles

of writing in plain English include writing with the audience in mind; using
everyday language where possible (and defining more complex, specialist
terms where needed); preferring short words to longer alternatives; using short



sentences and paragraphs; using the active rather the passive voice where
possible; and avoiding nominalisations (abstract nouns)[75]. This may be
challenging for medical information, where jargon is common and accuracy
vital. However, if our aim is to communicate trial results to trial participants,
who are generally not medical experts, in a way they can understand, we need
to be careful about the language we use to maximise clarity. Employing the
principles of writing in plain language may help with this.

S
=3
=
(®)
Q
c
(2]
=4
(©)
=

1.9.3 Approaches to presenting risk

The results of clinical trials are often presented in numerical forms such as
percentages, frequencies, risk, odds or hazard ratios, or numbers needed

to treat. They can also be expressed using words such as ‘likely’ or ‘rare’.
The way in which risks are presented in results summaries for participants is
likely to affect both comprehension and interpretation of that information[66,
76]. Percentages may be most likely to support comprehension among
highly numerate younger adults and healthy older adults when comparing
percentages above 1%[66]. Natural frequencies (e.g. 5 out of 100) are an
alternative approach to presenting the information, which may make it easier
for people to interpret[77], providing the denominator remains constant to
allow easy comparison (it is easier to compare 5in 100 vs 4 in 100 than 1 in
20 vs 1 in 25). Adding verbal terms (such as “common”) alongside numerical
risks lead to overestimation of risks compared to giving the information as
numerical frequency bands alone (contrary to EMA guidance)[78]. Verbal
terms for likelihood are problematic because they are interpreted differently
by different people[79]. Absolute risk reduction is better understood than
relative risk reduction[77], which can lead to an overestimation of intervention
effects[79]. Patients presented with information about the effectiveness of
statins presented in ‘prolongation of life’ (the extra length of life on average that
people taking statins can expect) format in a study were less likely to redeem a
statin prescription than if given the information as absolute risk reduction[80].

There are many approaches to presenting risk visually, including bar charts,
pictographs, line graphs and pie charts. More complex graphical formats
(such as box-and-whisker plots and forest plots[81]) that are commonly used
in the medical literature are unlikely to be useful for trial participants who are
unfamiliar with these types of diagrams, as they are unintuitive for those who
have not been taught how to interpret them. Adding pictographs to numerical
descriptions of incremental risk may improve understanding compared to

the numeric text alone[82]. Pictographs can be effective even for people with
low levels of numeracy, and were rated as being an effective, trustworthy

and scientific visual format (compared to pie charts, bar charts, sparkplug
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diagrams, clock diagrams and tables)[83]. Figure 1.2 gives an example of a
pictograph used to convey the results of a trial run by the MRCCTU at UCL.
Pie-charts can convey the gist of information, but less able to achieve accurate
understanding[83], and using bar charts instead of pie charts results in better
comprehension[84].

Figure 1.2: Example of a pictograph to visually convey trial results

Standard hormone ': Docetaxel + standard
therapy hormone therapy

pRefaefees o ARRRRRARS

GiARRILLL
db

i Alive without o Alive with Dead
'n‘ disease 'n.l disease come from any
coming back back cause

1.9.4 Framing of information

How information is framed can affect how it is interpreted. Health information
can be ‘gain’ framed, (focusing on what people may gain from a behaviour
or treatment), or ‘loss’ framed (emphasising what people may lose if they do
not adopt the behaviour or treatment). While the factual content of gain and
loss-framed messages of the same results are equivalent, the effects they
have differ. For encouraging people to adopt disease prevention approaches,
a meta-analysis found that gain-framed messages are more persuasive (i.e.
people are more likely to adopt the disease prevention approach) than if the
message is loss-framed[85].



1.9.5 Layout and visual presentation

The layout and visual presentation of materials aimed at lay audiences can help
or hinder comprehension. Guidance on the layout of documents for lay people
often includes advice such as:
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e Use of 12 point size and use of a clear font
¢ Good contrast between background and text
¢ Avoiding block capitals

e Left aligning text, with no right justification

e Leaving plenty of white space around the text and other content

¢ Use of headings and sub-headings to help readers navigate the text
e Use of bold text for emphasis rather than italics or underlining

¢ Avoiding clutter[86].

An RCT comparing different versions of a Patient Information Sheet (a standard
one, and one with revised layout and wording following user testing) found that
participants were significantly better able to find and understand information in
the revised than the standard Patient Information Sheet, and nearly all preferred
the revised version[87]. The layout for the revised Patient Information Sheet
used a contents list on the front page, and sub-headings in large, bold text to
help improve the navigability of the text. Bullet and number lists were used.
The document was changed to have two columns rather than one. Colour was
used to help emphasise the headings.

1.10 Importance of Patient and Public Involvement in
communicating trial results to participants

The Patient and Public Involvement (PPI) literature suggests PPl in the
communication of trial results to participants can be beneficial[37, 88-

90], although this activity is often poorly reported[27]. The MRCT Return

of Aggregate Results Guidance recommends that participant clinical trial
summaries should be reviewed by patient representatives[57], and Good
Participatory Practice Guidelines also recommend relevant stakeholders are
consulted around how results are shared with participants[11]. PPl is likely to
be important for ensuring that the participant results summary covers the items
that are likely to be most important for participants, while not becoming so
long that participants are put off reading it. In my own professional experience,
PPI has been important for determining the most appropriate methods for
communicating the results to the trial population; developing messages that
are relevant and appropriate for participants; and ensuring the content is
understandable and layout clear and attractive to the target audience. In some
cases, patient or participant representatives have played an even more active
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role in the communication of trial results, taking on the role of messenger in
events, films or podcasts. One example of this that has been evaluated and
published is from the PROUD HIV prevention trial[89].

1.11 Aim & scope of this PhD

This PhD aims to better understand how the results of Phase Ill randomised
controlled trials can be communicated to participants. | explore this issue
through a mixed methods study within the context of an ovarian cancer
treatment trial in the UK. While a one-size-fits all approach is not likely to be
appropriate across trials with very different settings, participant populations
and interventions, high quality evidence is needed to inform practice. The
ovarian cancer setting is interesting as the condition is serious, so the
results of the trial may be ‘high stakes’ for participants, making appropriate
communication important. It is also typical in setting to many of the cancer
trials run by the MRC Clinical Trials Unit (MRCCTU) at UCL. This makes it a
good setting in which to start gathering evidence to inform future practice
within and beyond the MRCCTU at UCL.

This PhD explores the perspectives of both trial participants, and the staff
based at trial sites (UK hospitals) who are involved in communicating trial
results (including research nurses, trial coordinators and clinicians). The views
and experiences of participants are obviously vital for better understanding
how to share results with participants. For many trials, site staff are the bridge
between the trial Sponsor and participants. The coordinating trials unit may not
have contact details for participants, and communication about the trial comes
via site staff. If plans to share results with participants are to succeed in this
setting, communication interventions need to be both feasible and acceptable
to the site staff whom Sponsors depend upon to implement them.

| have adopted a mixed methods approach for this PhD, because qualitative
and quantitative approaches allow me to illuminate different facets of the
issue. The quantitative study is a cluster randomised controlled 2 by 2 by 2
factorial trial within a trial, testing different approaches to communicate trial
results to participants, gathering quantitative data on participant satisfaction
with how the results were shared and other outcomes. This rigorous approach
allows me to generate results that can identify evidence of causality between
the interventions and outcomes, and to convince trialists who are used to
understanding, generating and demanding this sort of evidence. The qualitative
data allows me to explore the reasons why the quantitative results show what
they do, and place them within the context of participants’ and site staff’s
experience of receiving or sharing the results, aiding the interpretation of the
quantitative results, and factors that may affect transferability.



1.11.1 Outline of the chapters of this thesis

1.11.1.1 Chapter 2: Quantitative Methods

This chapter presents the overarching quantitative methods used in the Show
RESPECT (Show Results to Participants Engaged in Clinical Trials) study
(ISRCTN96189403). This chapter relates to the overall study design, and the
quantitative methods used within it, including the setting in which it took
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place, the PPI that informed the design and conduct of the study, the types of
participants, an overview of the outcomes collected, data collection process
and analysis, the randomisation process, and study management.

1.11.1.2 Chapter 3: Qualitative Methods

This chapter presents the overarching qualitative methods used in the Show
RESPECT study. Show RESPECT incorporated two qualitative studies: one
focusing on the perspective of patients around receiving the results of the trial
they had taken part in, and the other focusing on the perspective of site staff
who had been involved in sharing the trial results with participants. Both the
patient and site staff qualitative studies used data collected through semi-
structured interviews and free-text responses to the quantitative questionnaires
on the experience of receiving or sharing trial results, completed by patients
and site staff. This chapter gives an overview of qualitative methods

used within Show RESPECT including sampling and data collection, data
processing, the analysis process and model used to frame the analysis,
discussion of my positionality and how that may have affected my research,
and the triangulation approach used within Show RESPECT.

1.11.1.3 Chapter 4: Interventions tested within Show RESPECT

This chapter describes the communication interventions that were tested
in Show RESPECT, including the process of selecting the interventions,
their development, the process of delivering the interventions within Show
RESPECT, and patient and public involvement in these aspects. Show
RESPECT gathered data on a Basic Webpage, an Enhanced Webpage, a
Posted Printed Summary and an Email List.

1.11.1.4 Chapter 5: Patients’ perspectives on the effectiveness of the Show
RESPECT interventions

This chapter relates to the patient data from Show RESPECT, including both
quantitative and qualitative data. It reports results from Show RESPECT
including the delivery of the interventions and the baseline characteristics of
patient participants. Data that relate to the primary and secondary quantitative
outcomes are then presented alongside the qualitative findings that relate to
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those outcomes, using a ‘following the thread’ triangulation approach. This
chapter concludes with a short discussion of these results, including key
findings, strengths and limitations.

1.11.1.5 Chapter 6: Site staff perspectives on the benefits, feasibility and
resources needed to share the ICON8 results with participants

This chapter relates to the site staff from Show RESPECT, including both
quantitative and qualitative data. It reports on the baseline characteristics

of site staff who took part in the study, their views on sharing results with
participants generally, and their views on the processes used in Show
RESPECT. It then goes on to explore the resource implications of the Show
RESPECT interventions for both sites and the Clinical Trials Unit (CTU),
including staff time and other costs. Quantitative and qualitative data that relate
to the same topic are presented alongside each other, using a ‘following the
thread’ triangulation approach. This chapter concludes with a short discussion
of these results, including key findings, strengths and limitations.

1.11.1.6 Chapter 7: Patients’ thoughts and feelings on receiving the ICON8 results

This chapter explores the qualitative data from patients and site staff around
participants’ thoughts and feelings on receiving trial results. It also includes
quantitative data on participants’ reaction to receiving the results. It starts by
exploring patients’ motivations for joining the trial in the first place, as this
may influence their desire to receive results and their reaction to those results.
It then goes on to explore their expectations around whether they would be
offered the results, and whether they wanted to receive them. It then looks at
whether patients understand the range of potential outcomes a trial may have,
as this may affect their reaction to receiving the results. It goes on to explore
patients’ reaction to finding out the results, including their intellectual response
and emotional response. It finally explores patient and site staff views around
sharing trial results with other stakeholders, including family members of trial
participants (including participants who die during trials); other patients and
general practitioners. This chapter concludes with a short discussion of these
results, including key findings, strengths and limitations.

1.11.1.7 Chapter 8: What aspects of the Show RESPECT interventions influenced
satisfaction with how the results were shared?

This chapter explores mostly qualitative data from site staff and patients
around what aspects of how the results were communicated influenced
participants’ satisfaction with how the results were shared, to explain the
results around satisfaction reported in Chapter 5. It starts by looking at
opinions on the communication medium in principle (not specific to the



interventions tested in Show RESPECT), before exploring views on the
information contained within the ICONS8 results summaries. It then focuses on
the information products used within Show RESPECT. It goes on to look at
the issue of personalisation in the context of sharing trial results, and whether
results should be shared on an opt-in or opt-out basis. The chapter concludes
with a short discussion of the key findings, the strengths and limitations of this
study.

S
=3
=
(®)
Q
c
(2]
=4
(©)
=

1.11.1.8 Chapter 9: What other factors influenced satisfaction with how the results
were shared?

This chapter explores qualitative and quantitative data from patients and site
staff on other factors that may have influenced patient satisfaction with how
the ICONS results were shared. These factors can be divided into factors
related to the trial itself, applying to all participants (including the disease

area, what the trial is comparing and its design, what the results showed)

and characteristics that vary between participants within a trial (including the
demographic characteristics of patients, their health and experience during
the trial, their understanding of the trial, expectations around receiving results
and access to support). While these factors are generally not controllable

in the same way that the aspects of the mode of communication are,
understanding these factors, how they interact with each other and their
impact on satisfaction, may be helpful when thinking about how transferable
or generalisable the Show RESPECT findings are to other studies with different
trial and patient characteristics. The chapter concludes with a short discussion
of the key findings, strengths and limitations of this work.

1.11.1.9 Chapter 10: Discussion and conclusion

This chapter summarises key findings from the Show RESPECT study, puts
them in the context of the wider evidence base and explores their implications
for future policy, practice and research. It proposes a framework to help trialists
plan how to share results with participants in different trial contexts, ending
with a call to action to improve how this is done.
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2. Quantitative methods

2.1 Overview of scope of this chapter

This chapter presents the overarching quantitative methods used in the
Show RESPECT (Show Results to Participants Engaged in Clinical Trials)
study (ISRCTN96189403). Show RESPECT is a mixed methods cluster
randomised 2 by 2 by 2 factorial trial, testing different approaches to sharing
results with trial participants. It collected both qualitative and quantitative
data from trial participants and the site staff who were involved in sharing
trial results with participants. This chapter relates to the overall study design,
and the quantitative methods used within it, including the setting in which it
took place, the types of participants, an overview of the outcomes collected,
data collection process and analysis, the randomisation process, and study
management. Chapter 4 gives details of the interventions tested within Show
RESPECT, and Chapter 3 describes the qualitative methods used.

2.2 Aim

The Show RESPECT study sought to generate evidence to inform trialists on
how to share results with trial participants through a mixed-methods cluster
randomised factorial study within the ICONS8 trial. Show RESPECT tested the
following three hypotheses, in terms of participant satisfaction with how the
results were communicated:

1. An enhanced webpage will be superior to a basic webpage

2. A printed summary sent by post will be superior to no printed summary

3. An invitation to join an email list will be superior to no invitation to join an

email list

Quantitative data was collected from patients, site staff and trials unit staff,

and qualitative interviews carried out with trial participants and site staff to

understand more about their experiences and views around how results are
shared with trial participants.

2.3 Study design
2.3.1 Show RESPECT design

Show RESPECT was a cluster randomised 2 by 2 by 2 factorial mixed methods
trial embedded within the ICON8 Phase Ill randomised controlled trial (see
Section 2.3.2 for more information on the ICONS trial). Each ICON8 UK trial site
(secondary or tertiary hospital) that agreed to take part in the Show RESPECT



study was randomised to a combination of interventions, as shown in Figure
2.1. Allocation to each intervention within a randomisation was on a 1:1 ratio.
Figure 2.1: Show RESPECT schema

UK ICONS sites
randomised

Link to basic .. Link to enhanced
Randomisation 1
webpage webpage

No printed summary Randomisation 2 Printed summary

Quantitative data were collected from both participants in the ICONS trial,
and site and clinical trials unit (CTU) staff who were involved in sharing the
results with trial participants. Qualitative interviews were carried out with both
participants in the ICONS trial and site staff to explore their experiences and
views around the sharing of trial results with participants.

2.3.1.1 Rationale for cluster design

Each ICONS8 hospital taking part in Show RESPECT was a cluster for the
purposes of the Show RESPECT study. A cluster design was appropriate for
this study, as it was felt that implementing individual randomisation would be
impractical for sites, being harder to manage than using the same approach for
sharing results with all their ICONS8 patients. There was concern amongst the
study team that the administrative burden of individual randomisation would
deter sites from agreeing to be part of the study. There was also the potential
for ‘cross contamination’ if patients at a site are part of the same support
groups and talk about how they found out the results to others. This could
potentially lead to some patients being disappointed that they did not learn
the results in the same way as others at that site. Using each site as a cluster
simplifies delivery of the intervention for sites, and reduces the risk of cross
contamination.
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2.3.1.2 Rationale for factorial design

Factorial designs allow for efficient evaluation of more than one intervention

in a single study[91]. As there was no reason why the interventions tested in
Show RESPECT could not be used in combination, as well as separately, the 2
by 2 by 2 factorial design offers more statistical power for a given sample size
than a multi-arm design testing the same number of combinations would.

My prior assumption was that there would ][not be any important interactions
between the interventions. Hence the primary analysis was of the main effects
of each intervention adjusting for the others. However, for the primary outcome
| also tested each of the three two-way interactions, and also report the effect
of each of seven intervention combinations relative to control. In the event of
statistically significant and qualitatively important interaction(s) | planned to
change the analysis approach to report as primary analysis for the primary
outcome the effect of the three (or even seven) intervention combinations
relative to control, as determined by the interaction findings.

2.3.2 The ICONS trial

The ICONS8 trial is a Phase  Figure 2.2: ICON8 chemotherapy schedules
Il randomised controlled

trial looking at which Week | Group A | Group B|Group C
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should be used for women =~ '2' """""" G_ """ é _G_ 7
with ovarian cancer == '3' """""" _0 """ 6_6 "]
(ISRCTN10356387). ICON8 -----q------ft------|----- -1
compared three-weekly - _4_ s _Q_@_ I _Q?_ -l _?E -4(" Drugs )
chemotherapy cycles (the  __ _5_ ___________ _G _____ ?E -
current standard of care), . _6_ ___________ ° | o0 | Carboplatin
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New Zealand. ICON8 included patients with newly diagnosed, histologically
confirmed, FIGO (1988) stage IC/IIA (high-risk histology) to IV ovarian cancer.
Most participants in ICON8 had stage IlIC or IV disease, meaning the cancer
had spread outside the pelvis and, in the case of stage IV, to other organs.
Participants were enrolled between 2011 and 2014, meaning that, by the

time Show RESPECT data were collected, all had been taking part in the trial
for between 4 to 8 years. Follow-up mainly took place via face-to-face clinic
visits. Results from one of the co-primary endpoints, progression-free survival,
were published in 2019[92]. These results showed no evidence of difference

in progression-free survival between the three arms. Participants were still in
follow-up to allow collection of data on overall survival, which is the co-primary
outcome. The ICON8 team were keen to share results with participants, but
unsure how best to do it.

2.4 Selection of trial and sites

2.4.1 Why ICON8 was selected as the trial in which to embed Show RESPECT

ICONS8 was selected as the trial in which to embed the Show RESPECT

study as it was a Phase Ill randomised controlled trial with primary results to
communicate in the planned timeframe, and many UK sites. The ICONS trial
team were keen to share results with participants, and were willing to embed a
methodological study to gather data to inform how best to do this.

Ovarian cancer provides an interesting context for a study of how to
communicate results to participants, as outcomes for women with ovarian
cancer can vary widely, with some whose cancer responds well to treatment,
while others experience disease progression and/or death soon after
treatment. In the UK, five-year survival for stage lll disease (which includes less
severe disease than IlIC) was 27% and 13% for stage |V disease, for women
diagnosed during this time period[93]. Side-effects from treatment are also
common. The patient population, being predominantly older women, also raise
interesting challenges around the accessibility of online information. All these
factors mean there is substantial uncertainty about how to communicate trial
results to this patient population, and how those results will be received by
participants.

The UK sites that are part of the ICONS trial are typical of those in cancer
studies run by the MRC Clinical Trials Unit at UCL (MRCCTU): a mixture of
district general and specialist hospitals all within the UK National Health
Service (NHS). The MRCCTU does not have direct contact with ICON8
participants; all communication with participants goes via the sites which
care for the participants, and MRCCTU holds no contact information for
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participants. This is standard practice for MRCCTU cancer trials, but does raise
challenges in terms of communication with participants. These factors mean
the results of Show RESPECT around the feasibility of the interventions tested
are likely to be generalisable to other cancer studies run by the MRCCTU at
UCL.

2.4.2 Selection of ICONS8 sites for Show RESPECT

All 83 ICONS sites in the UK were invited to take part in the Show RESPECT
study. Of these, 43 sites were randomised. Reasons for sites not being
included in Show RESPECT were lack of eligible participants (5 sites), sites
lacking capacity to support the study (6 sites), sites declining to take part (4
sites), sites expressing interest in the study but failing to obtain the necessary
approvals within the study timeframe (12 sites) and sites not responding to
the invitation to take part in the study (13 sites). Sites from outside of the UK
were not invited to take part in Show RESPECT as they had very few ICON8
participants alive at the time the results were available, so it was not worth the
work required to obtain the relevant national approvals for these countries.

2.5 Participants

There were three categories of participants in the Show RESPECT study:

1. ICONS participants from the sites randomised within Show RESPECT
(referred to as ‘patients’)

2. Staff from participating sites who were involved in sharing the results with
participants (referred to as ‘site staff’) - this includes research nurses, trial
coordinators and administrators, and clinicians

3. Staff at the MRC Clinical Trials Unit at UCL who were involved in sharing
the results with participants (through developing and implementing the
interventions)

2.5.1 Eligibility criteria

To be eligible for Show RESPECT, patients had to meet the following inclusion
criteria:

e Participant in the ICONS trial

e Currently being followed up at an ICONS trial site that was participating in
Show RESPECT

e Aged 18 years or older
Patients were excluded if they met any of the following exclusion criteria:

e Participant had previously informed their site that they do not wish to
attend any further visits in relation to the ICONS trial, or provide any further



data (sometimes referred to as ‘withdrawal of consent’); participants who
previously stopped ICONS trial treatment earlier than expected but continue
in ICONS follow-up were not excluded, nor were participants who have
reduced follow-up arrangements but still contribute data to the ICONS trial.

¢ Lost to follow-up from the ICONS trial

e Site staff consider the patient to be too unwell to be contacted about this
study

Site staff were eligible if they worked at a Show RESPECT site and were
involved in sharing the ICONS results with participants, or responding to
queries about the results from patients.

2.5.2 Consent

No informed consent was required for the study interventions, as we would
expect trial results to be shared with participants regardless of this study.
Randomisation was site level (each site being a cluster), rather than individual,
so individuals did not have the opportunity to opt out of randomisation.

In addition, most of the interventions offered are by nature opt-in, i.e. trial
participants could choose whether or not to visit a webpage, or join an email
list.

We provided participants, site and CTU staff who were sent quantitative
questionnaires with information about why we are collecting the study data.
This information was integrated into the data collection tool and included
explanations of:

¢ What the data collected will be used for

e How data will be stored

e Confirmation that provision of data for the study is entirely voluntary

Participants in Show RESPECT are not placed at any significant risk through
being randomised to receive information about ICONS trial results in different
ways, and there is no strong evidence to recommend one approach above
others. In order to avoid overloading participants with information (and

likely reducing the completion rate as a result) we therefore kept participant
information short and focused on key information only.

In line with the HRA’s guidance on proportionate approaches to informed
consent for self-administered questionnaire-based research, we did not ask for
a signature to confirm participants have read and understood the information;
instead, completion and return of the questionnaire were taken to indicate
consent to use the data had been given.
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2.6 Overview of outcomes

2.6.1 Patient and public involvement in selection of the quantitative outcome
measures

| carried out a PPI survey of 76 patients to inform the design of the Show
RESPECT study. | asked respondents which aspect was most important
to consider in how we measure the success of sharing trial results with
participants (with options identified from the literature review). The three most
popular options were:
e (Can participants understand the results? (37% of respondents)
e Does it tell people everything they want to know about the results (35% of
respondents)
¢ How satisfied participants are with how the results were communicated to
them (15% of respondents)

The other options (how many people choose that approach, would they be
willing to take part in future research, would they recommend taking part in a
trial to friends/family, will people who want to know the results actually be told
them, and how long it takes for participants to be told, after results are known
to researchers) were only chosen by a handful of respondents (1-3 each). In the
free text comments, many commented that there was no point communicating
results if participants could not understand them (and many had experience

of information about trials being communicated in a way they could not
understand). Those who selected satisfaction pointed out that this outcome will
incorporate both understanding and whether it told people what they wanted
to know.

Upon consideration, the Show RESPECT team felt that satisfaction would

be a better primary outcome for the study as it would, in theory, capture
participants’ views across whichever aspects of receiving the results were
important to them personally. We felt that a person would be unlikely to report
being satisfied if the results had not been understandable, or had not told them
what they wanted to know. Conversely, it would be possible for someone to
find the results understandable, but be very unhappy about receiving them,
which would not be a good result.

| wanted to make sure that the way in which we asked about our proposed
primary outcome (satisfaction with how the results were communicated) would
be clear and understandable to patients, and capture the concept we were
interested in. | asked attendees at a PPI discussion group for participants in
ovarian cancer trials to imagine they were participants in the ICONS trial, and
had received the printed summary of results through the post. They were asked



to read through the ICONS results summary. | then gave them one of three
options for primary outcome text:
A. “How satisfied are you with how we shared ICONS8 results with you?”
B. “How satisfied are you with how you heard about the results of ICON8?”
C. “How satisfied are you with the way you found out the results of ICON8
(rather than the results themselves)?”

All questions asked people to ‘Circle the best answer’ and gave five possible
answers on a scale:

e \ery unsatisfied

e Quite unsatisfied

¢ Neither satisfied nor unsatisfied

¢ Quite satisfied

e \ery satisfied

| then asked participants why they selected the option they had. The purpose
of this was firstly to see if participants were answering the question | thought
| had asked (or if we would get comments back on what the results showed),
and also to help me understand more about what is likely to influence
satisfaction with how the results were shared. None of the proposed questions
elicited responses to do with satisfaction about the results themselves.
Attendees favoured option C as the clearest. Option B produced some
‘incorrect’ conclusions and seemed to lead people away from talking about
how the results had been shared with them. Women who took part in the
discussion group were very supportive of both the proposed study in general,
and the use of satisfaction as the primary outcome measure. Based on this, |
chose option C as the wording of my primary outcome measure.

Once the patient feedback questionnaire was drafted, | asked the patient
representative on the Show RESPECT Study Steering Group to review it and
provide feedback about clarity.

2.6.2 Primary outcome

The primary outcome for Show RESPECT was patients’ satisfaction with the
way in which they found out the results. The final wording for the outcome
measure was “How satisfied are you with the way you found out the results

of ICONS (rather than the results themselves)?”. This was measured using a
Likert-type scale from (1=Very unsatisfied, 2=Somewhat unsatisfied; 3=neither
satisfied nor unsatisfied; 4=Somewhat satisfied; 5=Very satisfied).

All the outcomes collected from site and CTU staff are considered secondary
outcomes. However, amongst the outcomes collected from site staff, we
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consider cost to site per patient as the ‘primary’ outcome. This is a composite
endpoint that is made up of:
¢ an estimate of the cost of the time taken to deliver the interventions at a
site
¢ an estimate of the cost of the time taken to deal with queries
e The cost of any non-staff costs incurred by sites

These total costs were divided by the number of eligible ICONS8 patients at the
site (to whom the PUIS was sent).

2.6.3 Secondary outcomes

The secondary outcomes assessed in Show RESPECT can be split into the
following categories:
e Effectiveness and process outcomes, collected from patients:
* Did the information about the trial results tell patients everything they

wanted to know?

* How easy did patients find it to understand the results?

* How easy did patients find it to find out the results?

*  How upsetting did patients find the results?

*  How willing are patients to take part in research again in the future?

* How likely are patients to recommend taking part in research to
friends or family?

*  Are patients glad they found out the results?

Do patients regret finding out the results?

*  What proportion of patients used the intervention(s) offered?

*  What proportion of patients who wanted to find out the results

reported finding out the results?

*  What proportion of participants who did not want to find out the

results who reported finding out?

* Would participants prefer to have been given the opportunity to find

out the results in a different way?

* If they found out the results in several ways, which did they prefer?
¢ Process outcomes, collected from site staff

*  What costs were incurred by sites to communicate results to

participants, per patient?

* How much time was taken to deliver the interventions?

* Who delivered the interventions?

*  What challenges did sites face implementing the interventions?
How many queries did sites receive from patients following the results
being communicated?

* How long did it take to deal with a single enquiry, on average?
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What non-staff costs were incurred by sites?

What proportion of patients did the Patient Update Information Sheet
go out to?

What proportion of patients in sites randomised to the Printed
Summary were sent the Printed Summary?

How many patients opted out of receiving the Printed Summary?

e Other outcomes, collected from site staff, including preferences and

concerns

*

What method of communicating the results to participants did site
staff prefer?

What concerns did site staff have with the interventions / process of
communicating results?

Do site staff think the intervention(s) they were randomised to should
become standard practice for the trials they are involved in?

Would site staff prefer to have given participants a different way to
find out the results? If so, how and why?

What would site staff like to do differently for the next trial they are
involved in communicating results for?

e Process outcomes, collected from CTU staff

*

*

How much time did it take CTU staff to develop and deliver the
interventions?
How much did each intervention cost the CTU?

Outcomes included a range of question types, including Likert-type scales,

single and multiple-choice questions, free text and numerical response
questions. See Section 2.10 for more detail on the data collection process and

instruments.

2.7 Randomisation

Sites were randomised in blocks of 8 (the number of allocation arms) after
they had obtained the necessary approvals. This was phased as sites took
different lengths of time to obtain approvals. Randomisations were conducted
at five distinct time points, with the number of sites included at each phase as

follows:

1. 8 small and 8 medium sites (one block of each size)

2. 8 large sites (one block)

ok~

4 small and 4 medium sites (randomised jointly as a ‘mixed’ block)
3 small, 1 medium and 4 large (randomised jointly as a ‘mixed’ block)
2 small and 1 large (randomised jointly, an ‘incomplete block’ of final trial

sites)
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Randomisation was conducted through random permutation within blocks. For
the incomplete block at the final phase, the allocations were the first three of
the eight possible allocations after permutation.

To ensure allocation blinding, the Show RESPECT statistician generated the
allocations for the blocks (i.e. randomly ordered the 8 possible allocation arms
for each block) and was aware of which clinics featured in each block, while

a second statistician, unaware of these allocations, randomly permuted the
clinic names within blocks. | then matched the allocations and clinic names for
each block, and, once confirmed by both statisticians that this had been done
correctly, revealed the allocations to the trial team. Sites were then informed of
their randomised allocation and sent the matching Patient Update Information
Sheet.

2.8 Blinding

Once randomisation had been performed, it was not possible to blind site staff
to their site’s allocation. ICONS8 patients were not informed that the way they
were being offered the results was determined by randomisation and were not
aware of the interventions being offered to patients at other sites.

2.9 Sample size

At trial sites, the allocated Show RESPECT intervention was offered to all
eligible ICONS8 participants (through the Patient Update Information Sheet).
However, not all eligible participants were approached for data collection, so
as to reduce the burden on participants and staff. In cluster randomised trials,
the marginal information value of each participant declines as cluster size
increases[94]. Specifically, at small sites (<5 eligible participants), all eligible
participants were invited to provide outcome data, but at medium sites (6-12)
we aimed to collect outcome data from 6 participants and from large sites (>13)
we aimed to collect data from 12. For medium and large sites, the individuals
invited to participate were selected at random centrally. At medium and large
sites, if a participant who was invited to take part chose not to, the next
participant from a randomly ordered, centrally held list was invited to take part
to replace the original participant, until the target number of participants at that
site was reached, or no eligible participants remained.

The primary outcome measure was ordinal but for simplicity, because of lack
of knowledge of its likely distribution, and to be scientifically conservative, |
considered it as a binary outcome for our power calculations. | anticipated
that the proportion of respondents “satisfied” without any of the research
interventions would be between 20 and 80%, and in the absence of specific



prior information considered values of the Intracluster Correlation Coefficient
(ICC) between 0.01 and 0.05. | considered power to detect an effect for any of
the three interventions, for simplicity considering each in turn, i.e., effectively
conducting a power calculation for each intervention assuming the other two
would have no effect. | also assumed no appreciable interactions between the
three interventions. Based on 21 sites with and without an intervention, and

an average of 4 respondents per site (172 in total), at an ICC of 0.01 the study
would have 80% power to detect an increase from 20 to 40%, from 50 to 71%,
or from 80 to 95% in the satisfied group. Should the ICC have been 0.05 then
this sample size would have provided 80% power to detect an increase from
20 to 42%, 50 to 73%, or 80 to 95%. No power calculations were made for the
secondary outcomes.

2.10 Data collection

Quantitative data were collected from patients, site staff and CTU staff using
self-completed case report forms (questionnaires). Table 2.1 summarises

the method and timing of data collection from each of these three groups.
Sites kept logs to record each step of the data collection process. These
were regularly collected for monitoring purposes by the Show RESPECT data
manager.

All quantitative participant-level data collection specific to Show RESPECT
were collected on a single questionnaire. The questionnaire was sent by site
staff to participants by post, together with a stamped addressed envelope
for participants to return their completed forms to the MRCCTU at UCL.
Sites were sent the questionnaires pre-populated with the trial ID numbers
of relevant participants (i.e. those who were randomly selected to provide
data at their site). Prior to sending these questionnaires out to the selected
participants, sites were asked to confirm that the participant is still alive. This
was done through site staff contacting each selected participant’s GP to
check the patient has not died. The questionnaire was sent within a week of
this check. This check could be omitted if the site had had contact with the
participant within the preceding two weeks (e.g. for a clinic visit), and had no
reason to believe the participant was too unwell to receive the questionnaire. In
cases of doubt, the GP was contacted to check the patient was alive.

Sites were asked to follow-up with participants who have not returned their
forms within a month of the questionnaire being sent, to encourage them

to return them. Before contacting patients, sites were asked to confirm the
participant is still alive through the same process as described above. To boost
data collection rates, an incentive (£15) was offered to sites for each completed
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Table 2.1: Method and timing of quantitative data collection

Data collection type

Method

Timing

Quantitative data
from ICONS trial
participants

Single questionnaire, distributed
by site staff, with site-level
incentives to increase response
rates

Began at each site 1 month after
administration of last intervention
(Patient Update Information Sheet
sent/ email sent / printed summary
sent, depending on randomisation of
site) to the last patient at that site.
Sites were reminded of when this
was.

Quantitative data
from ICONS site staff

Case Report Forms for site staff
to complete; one immediately
after intervention delivery, one
later (more than one set per
site allowed, if several people
were involved in the process of
communicating results)

Data about the process of
communicating results was
collected immediately after
interventions have been delivered.
Data about the response from
patients was collected 2-3
months after administration of last
intervention.

Quantitative data
from MRCCTU trial
staff

Case Report Forms for CTU staff
to complete; one immediately
after intervention delivery, one
later (one set per team member
involved in dissemination of trial
results)

Data about the process of
communicating results was
collected immediately after
interventions have been delivered.
Data about the response from
patients and sites was collected 2-3
months after administration of last
intervention.

questionnaire returned to the MRCCTU. If a pre-selected participant chose

not to complete the questionnaire, or became ineligible for the study, the site

was asked to contact an additional participant as a substitute, if there were

other ICONS8 participants at the site who were not selected in the initial Show
RESPECT sample. A list of up to 6 (for medium recruiting sites) or 12 (for high
recruiting sites) substitutes, selected at random (or, where it equals all the

eligible participants at a site, ordered at random) was prepared in advance by

the trial statistician, but was not revealed to sites until required (i.e. participant

had confirmed to site that they did not wish to complete the questionnaire,
or a completed questionnaire had not been returned to the MRCCTU at UCL
despite the site having reminded the participant three times). Substitute

participant numbers were revealed to sites one at a time, to prevent selection

bias.




Sites were provided with a specific log to record each stage of this process
for each participant, i.e. the date the Patient Update Information Sheet was
distributed, the date postal interventions were distributed (if applicable to their
site), the date the patient’s GP was contacted to confirm the patient has not
died, the date the CRFs were distributed and dates of any further attempts to
contact participants to encourage return of CRFs. These data were used for
central monitoring processes.

Some data from the ICONS trial was used in Show RESPECT (year of birth and
ICONS trial arm). The ICONS trial ID number was used to link these data with
the Show RESPECT questionnaire data.

2.10.1 Processing the data

Case Report Forms and patient questionnaires were returned to the MRCCTU

at UCL by post. Upon arrival, | logged the forms, and systematically checked
for any issues of concern (e.g. participants finding ICONS8 results extremely
upsetting, or issues of potential harm where we might have a duty of care to
act, such as participant reports of suicidal thoughts). Any issues found were
passed in the first instance to the Clinical Reviewer and discussed, involving
the ICONS8 team where appropriate. If it was considered necessary by the
Clinical Reviewer, we informed the site staff of any concerns so that they could
take appropriate action. Forms were then passed to the Show RESPECT Data
Manager for data entry onto the study database.

2.10.2 Quality Assurance

To ensure the primary and secondary outcomes were correctly entered on the
database, | checked 50 patient questionnaires and 50 forms from site and CTU
staff on the database against the original form. Data entry accuracy was 100%
for the patient questionnaires, and 99.55% for the site and CTU staff forms
checked. Once data checking was complete, the database was locked and
data extracted from the study database for analysis.

The Show RESPECT team kept logs to ensure that all the necessary activities
were happening at the right time, and collected logs from sites for monitoring
purposes. With the Show RESPECT Data Manager, | prepared monthly
monitoring reports that covered:

e Distribution of Patient Update Information Sheets

e Distribution of Participant Summaries

¢ Intervention uptake based on link clicks and logs from sites

¢ Eligibility checking prior to distribution of the patient questionnaire

¢ Return of patient questionnaires

e Return of site staff questionnaires
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e Return of CTU staff questionnaires
e Site opening and randomisation status
e Site closure

These reports were discussed at the monthly Study Management Group
meetings, and action decided to address any issues that had been identified
(such as low rates of questionnaire returns from particular sites).

2.11 Analysis
2.11.1 Patient data

The Show RESPECT Statistical Analysis Plan for patient data was written

by the study Statistician (Professor Andrew Copas), with input from me. The
Statistical Analysis Plan was finalised and signed off prior to database lock. |
carried out the analysis under the supervision of Professor Copas. The analysis
of the primary outcome measure was independently (double) programmed by
another statistician. Statistical analysis was carried out in Stata version 15.1
and 16.1 (Stata Corp, Texas).

The primary outcome measure was defined only for participants who received
the ICONS trial results, and hence analysis for this outcome was restricted

to participants who reported receiving the ICONS results. For this reason, |
describe the primary analysis as following modified intention to treat (mITT).
All other secondary outcomes are similarly only defined for participants who
received the ICONS results, with the exception of ‘report finding out the
ICONS results’, which | present separately among participants who report they
wanted to find the results out, and among participants who report they did
not. To assess the overall effect of the intervention, it is important to interpret
the results of the primary outcome alongside results concerning the possible
effect of the interventions on whether participants actually found out the ICON8
results.

In the ICONS setting, patients’ health may be poor and may deteriorate before
the Show RESPECT interventions were received or between intervention
exposure and follow-up by questionnaire. Patients who died or became

too sick to complete a questionnaire were not considered ‘eligible’ for data
collection or analysis, and were not considered as missing data.

The prior assumption in the Show RESPECT trial design is that there will not
be any important interactions between the three interventions. Hence, the
primary analysis was of the main effects of each intervention adjusting for
the others. However, for the primary outcome measure | also tested each

of the three two-way interactions, and report the effect of each of seven



intervention combinations relative to control. Adjustments were not made for
multiple testing, so all confidence intervals presented are at the standard 5%
significance level.

To reflect the trial design, | adjusted for site size stratum, and also early (first
two phases) vs. later randomisation phases. All models included random
effects for site. Estimates were also adjusted for age (continuous - linear),
education (graduate vs. not), and internet use (daily vs. less).

Effect measures for the interventions are estimated and presented based on
regression models. Ordinal random effects logistic regression was used for

the primary and other Likert scale outcomes unless the proportional odds
assumption was clearly violated. The response categories were merged for the
regression analysis in the event of very low reporting of one or more categories

(<5% of responses). All decisions about merging response categories were
taken based on an initial dataset without cluster or allocation identifiers.

For the primary outcome measure only, | conducted pre-specified subgroup
analyses by age group (<70 vs. >70), allocated arm of the ICONS trial,
education category (graduate vs. not), and reported internet use (daily vs. not).
For each subgroup analysis the effect of each intervention within subgroups
were presented and an interaction test was conducted. All interactions were
binary subgroups, except for age which was used as a continuous variable.
These subgroup analyses were conducted for each of the three interventions
‘by margin’.

2.11.2 Site and CTU staff data

The Statistical Analysis Plan for the site staff and CTU data was written by me,
with input from Professor Andrew Copas. | used an intention to treat approach
for this analysis. All staff were analysed according to the interventions their
site was allocated to, regardless of whether they were personally involved

in the administration of a particular intervention. To reflect the design, |
adjusted my analysis for clinic size stratum. | did not adjust for early vs late
randomisation phases (which | did for the patient data), as the small number
of responses we have limits our ability to adjust for different factors, and |
suspect randomisation phase is less likely to influence site staff outcomes than
clinic size stratum. | conducted an available case analysis, and did not impute
missing data, as there was nothing to inform the imputation.

| estimated and present effect measures for the interventions based on
regression models. Most of the quantitative outcomes are categorical (mostly
either ordinal or binary). | used ordinal logistic regression for ordinal outcomes.
Binary outcomes were analysed using binary logistic regression. All models
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included random effects for site. Unordered categorical outcomes (e.g.
preferred approach for sharing results) were summarised using descriptive
statistics, with tests conducted for each intervention using a clustered data
version of a chi-squared test. | used linear regression to analyse the costs of
the different interventions, adjusted by strata. For continuous outcomes | used
mean differences to summarise the effects.

Secondary outcomes were not double-programmed. | was not blinded to
allocation. However | conducted some preliminary analysis tasks using a
dataset in which individual and cluster identifiers, and allocation identifiers, had
been removed, including consistency checks and decision making to inform
the model.

For continuous variables, | looked at the distribution to assess model fit, and
decided whether the data needed to be transformed (if distribution was clearly
skewed). For ordinal outcomes | merged response categories for the regression
analysis in the event of very low reporting of one or more categories (<5% of
responses). Where this occurred, the lowest response category was merged
with the adjacent category that had the lowest response, and the process
repeated until all remaining categories had >5% of responses.

For ordinal outcomes the key aspect of model fit | needed to address is the
assumption of proportional odds that underlies the ordinal logistic regression
analysis | intended to apply. | based my assessment of whether ordinal
regression is appropriate by inspecting the proportion of participants reporting
each of the ordered response categories for each intervention in turn ‘by
margin’. The key deviation from proportional odds | looked for was that an
intervention affects the outcome by increasing reporting at both extremes —
e.g. very short time taken to deliver interventions, and very long.

No sensitivity analyses or subgroup analyses were performed on the site staff
or CTU staff data, as the dataset was too small for this to be informative.

2.12 Study management
2.12.1 Study Management Group

Day-to-day management of the Show RESPECT study was carried out by the
Study Management Group, which was made up of the following roles:

e Chief Investigator (me)

e Trial Manager

e Data Manager

e Trial Statistician

¢ Trial Clinicians



The Study Management Group met monthly to discuss any issues arising in the
monitoring reports, and other aspects of study management.

2.12.2 Study Steering Group

The Study Steering Group provided oversight of the project. The Study
Steering Group was made up of external experts in this area, representatives
from the ICONS trial, a patient representative, and members of the Study
Management Group. The Study Steering Group met 8 times over the course of
the study, and provided advice on the design, conduct and dissemination of
the study.

2.12.3 Patient and public involvement in the running of the trial

A patient representative sat on the Study Steering Group. The patient

representative for Show RESPECT was also a patient representative on the
ICONS8 Trial Management Group, so knew the ICONS trial and its results well.
She participated in steering group meetings, and sent written feedback on draft
documents.

| also consulted her a number of times by telephone or email on specific

issues that arose in between steering group meetings. For example, during

the early part of data collection, we noted that some of the questionnaires had
solicited seemingly contradictory answers relating to the primary outcome

(e.g. the patient ticked ‘very unsatisfied’, but put in free text comments about
being very satisfied). | discussed this with the patient representative, and,
following that discussion, added smiley and frowny faces to the questionnaire
above the relevant tick boxes to make it easier for people to distinguish, at a
glance, between very satisfied and very unsatisfied. This seemed to resolve the
problem.

Once the initial analysis had been carried out, the results were discussed at a
Study Steering Group meeting, which included a patient representative. | also
held an online discussion group with women participating in ovarian cancer
trials, to ask their feedback on the trial results, how they should be interpreted,
and what recommendations we should make based on them. Contributors to
the discussion group were not surprised by the results. They provided input

to the recommendations that we developed based on the trial results (see
Discussion), and said they felt these recommendations should be strong. They
also provided input on how we should share the Show RESPECT results with
patients, including through patient group newsletters.

The patient representative on the Study Steering Group commented on drafts
of the paper, and the summary of Show RESPECT results that we developed to
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go out to ICONS participants. She also contributed to a podcast | developed to
explore the issue of sharing results with trial participants.

2.13 Ethics and approvals

The study obtained ethics approval from the London-Chelsea Research Ethics
Committee, MREC number 18/LO/1011.

In addition, the Research and Design department of each participating site
gave approval for the site to take part in the study. The National Institute of
Health Research Clinical Research Network adopted Show RESPECT as part
of its portfolio, which enabled sites to obtain payments for each ICON8 patient
they recruited to Show RESPECT.
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3. Qualitative methods

3.1 Overview of scope of this chapter

This chapter presents the overarching qualitative methods used in the Show
RESPECT study. Show RESPECT incorporated two qualitative studies: one
focusing on the perspective of patients around receiving the results of the trial
they had taken part in, and the other focusing on the perspective of site staff
who had been involved in sharing the trial results with participants. Both the
patient and site staff qualitative studies used data collected through semi-
structured interviews and free-text responses to the quantitative questionnaires
on the experience of receiving or sharing trial results, completed by patients
and site staff.

Chapter 4 contains a description of the interventions used within Show
RESPECT to share results with participants, and Section 2.3.2 describes the
ovarian cancer trial within which Show RESPECT took place. This chapter
gives an overview of qualitative methods used within Show RESPECT, the
patient and public involvement that informed the studies, an overview of
sampling and data collection, data processing, analysis process and model
used to frame the analysis, discussion of my positionality and how that may
have affected my research, and the triangulation approach used within Show
RESPECT.

3.2 Mixed methods approach within Show RESPECT

3.2.1 Role of qualitative and quantitative approaches within Show RESPECT

The aim of this research was to generate findings that could guide the practice
of sharing results with participants in future trials, beyond the specific trial

in which the research took place. A concurrent mixed methods design was
used[95]. Figure 3.1 shows an overview of the different components of Show
RESPECT.

The role of the qualitative research within Show RESPECT was threefold:

1. To explore the context in which the quantitative results were observed,
describing the experience of patients and site staff around receiving/
sharing the ICONS results, within the broader context of their involvement
in the trial, their previous experience and wider context

2. To provide explanation for the quantitative results, exploring the factors
that influence satisfaction, motivation to receive or share results, and
barriers that may make sharing or receiving results challenging
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Figure 3.1: Overview of the different components of Show RESPECT
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- Free-text responses

from questionnaire

Qualitative data
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3. To evaluate acceptability and feasibility of the interventions and process
used within the Show RESPECT study, particularly from the site staff

perspective, to identify areas for potential improvement in future attempts
to share results

The aim of the quantitative research was:
1. To evaluate the effectiveness of the interventions on ordinal outcomes
including satisfaction, understanding, providing the information patients
wanted to know, and ease of finding out the results

2. To identify the resources required to implement the interventions at site
and CTU level

3.2.2 Qualitative research questions for patient study

Semi-structured interviews and free-text comments in feedback questionnaires
were analysed to explore:
1. What are the experiences and views of women in the ICONS8 ovarian
cancer trial on how the results were communicated to them? (Chapter 5
and Chapter 7)



2. What aspects of the mode of communication influence satisfaction with
how the results are communicated, and why? (Chapter 8)

3. What other factors influence how satisfied women in the ICONS trial were
with how the results were communicated to them? (Chapter 9)

3.2.3 (Qualitative research questions for site staff study

Semi-structured interviews and free-text comments in feedback questionnaires
were analysed to explore:

1. What are the experiences and views of site staff in communicating the
results of the ICONS trial to the trial participants using the approaches
tested in the Show RESPECT study? (Chapter 6, Chapter 7 and Chapter
8)

2. Which approaches to communicating the results of the ICONS trial to
participants are acceptable and feasible to implement for site staff and

why? (Chapter 6)

3.2.4 Sequencing of qualitative and quantitative research

Data collection for the quantitative and qualitative components of Show
RESPECT was concurrent. | identified patients for the semi-structured
interviews from their questionnaire responses and contact form returned
alongside the questionnaire, so interviews took place after quantitative data
collection for those individuals (while quantitative data collection continued
for others). Interviews with site staff took place after they had shared results
with participants, by which time they were scheduled to have completed
Case Report Forms (CRF) 2 and 3, although this was not part of the process
of identifying interviewees. As sites were randomised at different time points,
implementation of the interventions was completed at some sites before others
had started. Later interviews allowed me to follow-up on issues raised in the
earlier interviews.

3.2.5 Triangulation of the different components of Show RESPECT

Show RESPECT used methodological triangulation, utilising qualitative and
quantitative research methods and data collection techniques to throw light on
different aspects of the issue being studied. | considered them to have equal
weight in their contribution to addressing the research aims. | integrated the
findings at the analysis stage using a ‘Following the thread’ approach[96]. |
analysed each data set initially using approaches applicable to the type of data
to identify key themes and questions. | then interrogated the qualitative data

to explore issues raised in the quantitative data. | also explored issues raised
in the patient data (qualitative and quantitative) in the site staff data, and vice
versa. This approach was chosen as it allowed each data set to be analysed
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using the techniques appropriate to the data, before being examined to see
how it related to what the other data set revealed. It does not require having to
translate qualitative data into a more quantitative form to allow assessment of
convergence, as is required in the Triangulation Protocol approach[97].

Analysis of the qualitative data from site staff and patients was conducted
within the same Atlas.ti project, using a coding scheme that developed through
the concurrent analysis of the two related datasets, based on the same model
(see Section 3.9). This allowed me to make comparisons between the site staff
and patient data on issues of interest. | analysed the two forms of qualitative
data (semi-structured interview transcripts and free-text questionnaire
responses) within the same Atlas.ti project, using the same coding scheme.
Atlas.ti is a computer assisted qualitative data analysis computer software
package.

3.3 Qualitative approach and research paradigm

The qualitative studies used data collected by semi-structured interviews and
free-text questionnaire responses, analysed thematically. | worked within

the critical realist research paradigm, taking the ontological position that an
external reality exists that is independent of our beliefs and understanding, but
that our knowledge of that external reality is influenced by our historical, social
and cultural situation[98]. The Critical Realism paradigm has an ‘ecumenical’
approach to data collection[99], which fits well with my mixed methods
approach. Both inductive and deductive approaches are used in Critical Realist
analysis. The Critical Realist paradigm means that, when interpreting my data,

| must remember, when attempting to describe or explain external reality, my
data and analysis is inevitably influenced by the context in which it my research
took place.

Clinical trials operate within a largely post-positivist tradition, producing
knowledge about the world through testing hypotheses to understand external
reality, and trying to minimise researcher ‘bias’. Qualitative research often
emphasises the importance of interpretation alongside observation and seeks
to be reflexive about how the background and context of the researcher
influences the data they collect and their analysis of it, rather than try to
eliminate this ‘bias’. Through the process of the interviews | carried out, |
could see how the participants and | were constructing knowledge during the
interviews, with the process of being asked questions and reflecting on their
experiences leading participants to new understanding or viewpoints.



3.4 Sampling

| used a purposive approach for sampling both patients and site staff for the
semi-structured interviews, to allow me to collect data from participants with

a range of characteristics that may be related to their experiences and views
on sharing results. For participants, this included age, education level and
frequency of use of the internet, while for site staff this included role, number of
ICONS8 patients at the hospital at which they work, and, for both groups, which
interventions their hospital had been randomised to.

3.4.1 Sampling study sites

Initially, | identified 8 Show RESPECT sites from the first two randomisation
phases from which to invite participants to take part in the qualitative studies.
These sites were selected because they were feasible for the me to travel to,

given the time and resource constraints of this study, as | hoped to conduct
the interviews face-to-face. These eight sites consisted of one from the small
stratum (which had fewer than 6 ICON8 patients), three from the medium
stratum (6-12 ICONS8 patients), and four from the large stratum (more than 12
ICONS8 patients), covering 7/8 of the possible combinations of interventions.
Patients were asked to complete a contact details form if they wanted to find
out more about the interviews and return it alongside their questionnaire.

3.4.2 Sampling participants

| hoped to recruit at least two patients from each site. | also invited site staff
from these sites to be interviewed. However, it soon became clear that fewer
patients than | hoped were returning the contact details form to learn more
about the qualitative study, and that | would be unable to recruit enough
patients from those eight sites. | therefore decided to expand the invitations to
sites where it was not feasible to travel, conducting interviews by telephone.
As, by this stage, most of the sites had already sent out the questionnaire, |
was restricted to the 11 sites from the last two randomisation phases, of which
six sites agreed to help me recruit qualitative participants.

Among those patients who returned the contact details form, purposive
sampling was carried out, based on their questionnaire responses, to include
people offered the range of Show RESPECT interventions, different levels

of satisfaction with how the results were communicated, education level,
internet usage and age. Respondents who completed the contact details
form and filled one or more gaps in the sampling frame were contacted with
more information about the study and, if they were willing to take part, a time
and date was arranged for the interview. Interviews were carried out until all
the gaps in the sampling frame were filled, or until no more volunteers were
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available who would fill a gap in the sampling frame. In practice, nearly all
respondents who returned the contact details form and were contactable were
contacted to take part, as most filled one or more gaps in the sampling frame.
Table 3.1 shows the sampling frame for patients.

Table 3.1: Sampling frame for patients

Characteristic Target
Show RESPECT randomisation
Basic webpage 6
Enhanced webpage 6
Printed summary 6
No printed summary 6
Email list 6
No email list 6
Reported satisfaction with how the results were communicated
Very unsatisfied to neither satistfied nor unsatisfied n/a
Quite satisfied or very satisfied n/a
Level of education
No qualifications — A level n/a
Degree / postgrad n/a
Internet/email use
Never n/a
<once a week n/a
>once a week n/a
ICON8 arm
A (3-weekly chemotherapy) n/a
B or C (weekly chemotherapy) n/a
Age group
<50 n/a
51-60 n/a
61-70 n/a
71+ n/a
Uptake of interventions
Basic webpage 2
Enhanced webpage 2
Printed summary 2
Email list 2
Opted out of printed summary 1

For site staff, my sampling frame included staff role, site strata, and whether
or not their site had been randomised to send posted printed summaries
(Table 3.2). | purposively selected site staff from the sites that were part of the
qualitative study that covered these characteristics, and was able to recruit
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my target number of participants for each section of the sampling frame.
Invitations were sent by email.

Table 3.2: Sampling frame for site staff

Characteristic Target
Site randomisation
Sent printed summaries 6
No printed summaries 6
Site strata
Small 2
Medium 2
Large 2
Job role
Research nurse 3
Admin / trial coordinator/ data manager |3
Clinician 2

Information Power is a concept that can guide decisions around sample sizes
for qualitative studies[100]. Applying the Information Power model to my study:
my aim was reasonably narrow, focusing on just one aspect of trial experience
(receiving results), although interviews did explore several approaches to
results communication. The sample specificity was dense, with all interviewees
having highly relevant experiences. As described in the analysis section

below, concepts from an established model for understanding the process of
information seeking and communication were applied during the analysis to
guide the development of the coding frame. The quality of dialogue in most
interviews was good, resulting in a rich dataset. The analysis strategy was
cross-case. Taken together, these factors suggest that a moderate sample size
should provide sufficient information power to meet the aims of the study.

See Section 2.9 for details of the sampling approach used for the
questionnaires.

3.5 Data collection

3.5.1 Overview

As shown in Figure 3.1, data collection for the qualitative studies happened via
semi-structured interviews and free-text questions on the quantitative patient
and site staff questionnaires. Details about the data collection process for the
questionnaires can be found in Section 2.10. Figure 3.2 gives an overview of

the data collection process for patient data.

| carried out semi-structured interviews with participants either face-to-
face, in the participant’s own home or workplace (depending on whether the
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Figure 3.2: Overview of the qualitative patient data collection process within Show RESPECT
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interviewee was a patient or member of site staff), or by telephone. Interviews
took place between April-September 2019.

3.5.2 Why chose interviews over focus group discussions?

The main source of qualitative data was semi-structured interviews with
participants. | chose to use semi-structured interviews for data collection,

as opposed to focus groups, for three reasons. The first reason relates to

the nature of data | wanted to collect; | wanted to gather in-depth personal
accounts of individuals’ experiences of receiving or communicating trial results,
and the factors that influence this, including personal context. This type of
subject matter is well suited to exploration in a semi-structured interview, rather
than focus group discussion, where the data is shaped by group interaction. It
allowed me to explore individuals’ experiences which were rare, for example

| was able to explore the views of a patient who did not want to find out the
results, and those of a patient who had wanted to find out the results but

had not managed to. These perspectives might have been hard to explore
within a focus group where most participants had very different experiences

or views. The second reason for using individual interviews rather than

group discussions was practical; my target participants were geographically
dispersed over a wide area. Patient participants had ovarian cancer, and, for
some, their health may have made travel to a group discussion impractical.
Some patient participants had jobs or caring responsibilities that would have
made scheduling a group discussion challenging. Site staff have clinical
commitments, so finding a suitable time and date that would work for enough
people would be very difficult. Using individual interviews allowed me to find
times that were convenient for my participants. The third reason (for the patient
participants) was the potentially sensitive nature of the topic. Ovarian cancer

is a serious health condition. Recounting experiences around treatment, trial
participation and receiving trial results may be upsetting for some patients.
Individual interviews allowed me to respond to individual’s emotional needs
more easily than had | been facilitating a focus group discussion. For site staff,
using individual interviews may help participants express opinions that they felt
could go against the views of colleagues.

3.5.3 Collecting free-text responses alongside the quantitative data

Alongside the qualitative interviews, | collected some qualitative data from free-
text questions on the questionnaires that were completed by patients and site
staff. The free text questions were related to the more quantitative questions,
allowing the participants to explain why they selected a certain box, or raise
issues that may be important to them, but which were not adequately covered
by the quantitative questions. The patient questionnaire can be found in
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Annex 1, the Site staff CRFs can be found in Annex 2 and the CTU staff CRFs
in Annex 3. While questionnaires are likely to collect lower quality data than
other qualitative data collection approaches[101], | felt that it was appropriate
to include free-text questions to allow respondents an opportunity to express
their views beyond simply picking a categorical option. The qualitative data
collected through the questionnaires allowed me to incorporate views from

a larger number of participants in my qualitative studies than would be
feasible through interviews alone, although the data collected through the
questionnaires is necessarily less rich than that collected through interviews.

3.5.4 Consent

For the interviews, participants who agreed to be contacted about the
qualitative study were sent the qualitative study participant information sheet
and consent form. | answered any questions by telephone, and, if the patient
or site staff member was willing to take part, a time, date and location for

the interview was arranged. At the start of the interviews, | went through the
information sheet with the patient or site staff member, answered any questions
and made sure they understood what was involved. | then obtained informed
consent from the participant, taking one signed copy of the consent form, and
leaving the participant with a copy for their records. For interviews that took
place remotely via telephone, | contacted the participant a week ahead of the
interview by telephone to go through the information sheet and consent forms
with the interviewee, and answer questions. The interviewee was then asked to
post the signed consent form, to reach me prior to the interview commencing.
At the start of the interview, | checked whether there are any further questions,
and made sure the interviewee was still happy to take part in the interview.

Section 2.5.2 describes the consent process for the questionnaires.
3.5.5 Data collection instruments

The topic guides for the patient and site staff interviews can be found in Annex
4 and Annex 5, respectively. Interviews were conducted either in person, or
over the telephone, and recorded on an encrypted recording device. Data were
collected between December 2018 to September 2019 (pre-COVID-19).

3.5.5.1 Patient and public involvement to inform the patient topic guide

In order to inform the development of the interview topic guide for patient
interviews, | held a PPI discussion group for women taking part in ovarian
cancer trials. | asked them what factors were likely to influence how trial
participants felt about how results are shared with them. Attendees highlighted
various issues, listed below in the priority order they identified.



e Wording used

¢ Amount of information

¢ Relationship with who tells you the information

¢ How the overall results fit with your personal experience during the trial

e How simple/complex the information is (in relation to your own level of
understanding)

¢ How the results were communicated (mode)

e Access to further support in dealing with the results

e Whether you feel like you’ve helped other people through your
participation

¢ How well you are when you receive the communication

¢ Which group of the trial you were in

¢ Whether you feel your contribution was valued

¢ Your own stage in your treatment pathway (e.g. if you have just started
treatment, or if you have nearly run out of options)

¢ |[f there is information about side effects that you personally experienced

¢ Timing of information

¢ Whether the communication is personal or generic

The topic guide was drafted to allow for these issues to be explored. Once the
topic guide had been drafted, | talked through it by telephone with two ovarian
cancer patients (separately) to get their views on whether it was clear, and
whether any aspects were likely to be upsetting for participants, and how to
minimise this risk. The topic guide was then further revised, and submitted to
ethics.

3.5.5.2 Structure of the patient topic guide

The topic guide started with introductory information about the research and
interview process, and seeking informed consent. It then explored participants’
experiences of seeking and obtaining health information generally, followed by
their experience of being part of the ICONS trial. It then went on to explore their
experience of finding out the ICONS results (or not finding out, as appropriate).
Patients were then asked about their understanding and interpretation or the
ICONS results (if they had received them). Patients were then asked to look

at and give their views on the different Show RESPECT interventions. | then
asked their views on sharing trial results with people who were not on the

trial. Participants were then asked if they had any advice for researchers, or
other things they would like to say about the topic. | finished the interview by
thanking the participant, giving them a voucher as a thank you, asking if they
had any questions, and offering them contact details for relevant local and
national support groups.
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3.5.5.3 Site staff topic guide

The topic guide started with introductory information about the research and
interview process. It then went on to ask the site staff member about their role
generally, and on the ICONS trial and Show RESPECT studies specifically,
along with information such as how many other trials they work on and in
which disease areas. It then asked them about their own experiences of
finding out the results of trials they have worked on, and previous experiences
of sharing trial results with participants. | then asked them about their views
about sharing results with trial participants in general, including whether they
thought participants wanted to know, and concerns and perceived benefits

of sharing results. We then went on to explore the practicalities of sharing the
ICONS results, before discussing any response they had received from ICON8
participants. | then asked for their views on the approaches used to share the
ICONBS results, starting with the interventions their site had been randomised
to, moving on to the other interventions in Show RESPECT. | then asked

their views about future practice in this area, and any recommendations they
would make for others. | finished the interview by thanking the participant and
answering any questions they had.

3.5.5.4 Refining the topic guide

The topic guides were amended as interviews proceeded to follow-up on
issues that emerged in early interviews, and to improve clarity[102]. The topic
guide was also amended for interviews where the participant had not already
learnt the results, taking out the questions about their experience of receiving
the results. For participants who did not want to find out the results, the
topic guide was abridged so they were not asked to look at any of the results
summaries.

The quantitative questionnaires contained some free-text questions, giving
participants the opportunity to say why they selected a particular quantitative
response, and add further comments. The questionnaires for patients, site staff
and CTU staff can be found in Annex 1, Annex 2 and Annex 3, respectively.

3.7 Data processing

3.7.1 Interview data

Interviews were transcribed using an ‘intelligent verbatim’ approach, whereby
“filler’ words such as ‘um’ and ‘err’ were omitted, as this type of detail was not
required for the analysis[103]. | transcribed the first two interviews, following
which a professional transcription company transcribed the remaining
interviews. Upon receipt of the transcriptions, | listened to the audio recording



while reading the transcript, to check for and correct inaccuracies. | replaced
details that might potentially enable identification of the interviewee, such as
names, details revealing the hospital or location, or other potential identifiers
in the transcript with a generic description (such as “[hospital name]”) to
anonymise it.

Audio recordings from the interviews are stored on the UCL Data Safe Haven,
along with transcripts prior to anonymisation. Anonymised transcripts for
analysis are stored on UCL servers, and only members of the Show RESPECT
team directly involved in this aspect of the study have access to it. The
anonymised transcripts were then imported into Atlas.ti software as individual
documents, labelled with key characteristics of the participant in terms of the
factors in the sampling frame.

3.7.2 Questionnaire data

Section 2.10 describes the data entry process for entering questionnaire data
(which includes the free text fields) onto the study database, and the quality
assurance process that | used to check this was carried out accurately. Data
were exported from the database in a format that could be imported into Stata
version 16.1, which was used for the quantitative analysis. Free-text data,
along with respondent characteristics, were exported from Stata as a csv file
to be imported into Atlas.ti. Potential identifiers such as site, date of birth, or
ICONS8 patient ID were removed.

3.8 Ethical considerations

Section 2.13 describes the approvals obtained for the study.

There was a risk that participants in the qualitative study could find the
interviews emotionally difficult. To mitigate this, | ensured that participants were
fully informed about the topic of the interview as part of the informed consent
procedure. | tried to be sensitive to the needs and emotions of the interviewee,
reminding participants they could pause or end of the interview at any time, or
skip any questions if they wish to do so. At the end of the interview | offered
patients contact details for ovarian cancer helplines (Target Ovarian Cancer
and Ovacome) and local support groups. The Participant Information Sheet
explained that if | became concerned that the interviewee needed immediate
support, | would refer them to their GP/site team/emergency mental health
team, as appropriate.

65



66

3.9 Analysis

3.9.1 Coding and developing themes

| used a reflexive thematic analysis approach to analyse the qualitative data
[104]. Analysis started with the interview data. | read the transcript while
listening to the audio recording of the interview. | then coded the transcript
using a combination of inductive codes (generated from the data) and
deductive codes (from a priori concepts in the topic guide and research
questions), within the software Atlas.ti version 8.4. Quotations were given as
many codes as were appropriate to cover the content of the quotation.

After nine interviews had been coded, with 569 detailed codes created, |
printed off the list of codes and cut them up so each code was on a separate
piece of paper. | then moved around the pieces of paper until the individual
codes were grouped into initial themes, where each of the codes in the group
related to a core concept. For example, all the codes that related to actions
site staff took, or participants thought should be taken, to prepare patients to
receive the results, were grouped into a theme called ‘Preparing participants
to receive results’. This included discussions at the informed consent stage,
helping participants understand the potential outcomes of the trial, phoning
participants to let them know the results were coming, and the role of the
Patient Update Information Sheet in preparing patients. This process of
grouping codes allowed me to identify that there were several duplicate codes,
which covered the same concept but were named differently. | then grouped
the codes in Atlas.ti, using the code name to indicate the theme as well as
the code. | also merged duplicate codes (after checking that the data in both
codes to be merged really did relate to the same concept). | then continued to
code additional transcripts and the free-text data from the questionnaires.

My review of more than 50 potentially relevant theoretical frameworks,
identified from the research communication and knowledge transfer literatures,
alongside my initial coding of around half the transcripts, led me to decide to
apply the Information Seeking and Communication Model (ISCM)[105, 106]
(Figure 3.3) as a framework for high-level categorisation and conceptualisation
of my data. The model covers the perspective of both the Information User
(patients) and Information Provider (site staff), incorporating:

e the communication process,
e communication medium

¢ information product



Figure 3.3: The Information-Seeking and Communication Model[106]
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e the context in which the Information User and Information Provider are
operating,

¢ what the Information User does to process that information,
¢ the outcomes receiving that information.

| mapped my initial themes and codes onto concepts from the Information
Seeking and Communication Model, moving codes to different themes

where they fitted better. Most of my codes fitted within the model, requiring
only minor adaptation of the model, as discussed in Section 10.5.8. Annex 6
contains a table showing my themes and high-level codes, and the Information
Seeking and Communication Model concepts they relate to.

Once analysis of all the interview transcripts for a respondent type (patient
or site staff) was completed, | imported free text responses from the
questionnaires for that respondent type into the Atlas.ti project, and coded
them using the same coding scheme as the interview data, with additional
codes added where necessary.

As my analysis progressed, | refined my codes, themes and sub-themes.
For example, having initially categorised data relating to the different
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communication interventions in Show RESPECT in separate sub-themes
for each intervention, | subsequently rearranged codes contained within
these themes to become part of sub-themes that cut across the different
interventions, within an overarching theme of ‘Views on the Show RESPECT
interventions.’ The initial themes defined by each intervention were then
scrapped, and codes relating to the information contained within the
information products were moved to a separate theme focusing on the
information being communicated.

Once coding was complete, | created network diagrams to explore linkages
between codes within each candidate theme and sub-theme. | imported

all the codes that may relate to a candidate theme or sub-theme into the
diagram, moving them around to group closely related codes. | read and
compared quotations linked to all the codes within the network to check for
consistency of meaning for each code, and created links between related
codes (such as one code being associated with another, being an example of
something described by another, higher-level code, or being the opposite of or
contradicting another code). Where a theme or sub-theme included data from
both site staff and patients, | looked at the quotations by type of respondent, to
see how their perspectives compared (in Figure 3.4, codes relating to data from
site staff are coloured purple, and from patients coloured green). Figure 3.4 is
one example of a network created at this stage of the analysis, showing codes
relating to the theme of patients’ motivation for joining the trial, and how this
links to patients’ desire to receive results. This example is chosen as it is one of
the simpler networks | produced, making it easier to read within the confines of
an A4 page. At this stage of the analysis | identified several codes that could be
merged. | wrote analytical memos to describe the findings for each sub-theme,

Figure 3.4: Example of a network diagram created during the analysis process
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and refined theme and sub-theme names based on these network diagrams
and the content of the analytical memos. My results chapters discuss themes
organised by the research question to which they relate.

My themes were shaped by my research questions, emergent concepts from
my qualitative data, the Information Seeking and Communication Model, and
also, for Chapter 5 and Chapter 6, by my quantitative data, because of my
choice of triangulation approach (Section 3.2.5). Using a ‘Following the thread’

approach to triangulation meant that | interrogated my qualitative data to shed
light on findings from the quantitative data, so the quantitative questions fed
into how my qualitative data were analysed and written-up for Chapter 5 and

Chapter 6.
Analysis of the patient data took place between May 2019 and May 2021.

3.9.2 Ensuring the credibility of my findings

As described in Section 3.2.5, | used methods triangulation, comparing data

collected by qualitative and quantitative methods. | also employed source
triangulation, comparing data from semi-structured interviews and free-text
responses within the questionnaire. | collected data from patients and site staff,
allowing me to triangulate the perspectives of these different stakeholders to
provide a broader understanding of the topic than would be possible with just
one type of respondent.

| did not employ member checking directly with the people who participated

in Show RESPECT. However, | did hold a PPI discussion group with women
who were participants in ovarian cancer trials, to share the emerging findings
with them, get their feedback on the results and interpretation, and implications
for future trials. | also held meetings with site staff to share the initial findings
with them, and get their feedback on interpretation and the implications of
these findings. | also discussed initial findings with the ICONS trial team, who
suggested further ideas to explore within the qualitative analysis.

3.10 Reflexivity/positionality

| am a highly educated, white woman in my late thirties, with a decade of
experience at communicating the results of clinical trials. | think that being the
same gender as most of my interviewees helped with putting interviewees at
their ease, especially as many of the patient interviews were conducted in their
homes - this might have been difficult had | been male.

| have a public health background, but no clinical training. | do not have
personal experience of ovarian cancer, but have a friend who has ovarian
cancer and has taken part in several trials. | have been a trial participant (for
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a less serious condition), and have also taken part in several observational
studies, and have experience of receiving the results of those studies in
different ways.

| am an introvert, which | think helped with the interviewing, as | was
comfortable leaving silences while participants thought, rather than jumping in
with the next question straight away. This quite often led to interviewees giving
additional insights on a question, which might have been lost had | asked

the next question without a pause. This was harder to do in the telephone
interviews, when there was no body language to read.

| designed the Show RESPECT study because, based on my experience

of talking to trial participants, | believed that most trial participants want to

be offered the results of trials they had taken part in, and that this does not
happen well enough in many trials. Prior to conducting the interviews and
analysis, | expected that the printed summaries would be the intervention that
was preferred by trial participants. This was based in part on my knowledge
of the literature in this area, and also because it is accessible to all and not
dependent on computer literacy and access to the internet. | thought the opt-
out approach was also likely to mean more patients who wanted to know the
results actually finding them out. | also expected the enhanced webpage to
be superior to the basic webpage in terms of the primary outcome of Show
RESPECT, and preferred by patients. | knew from the monitoring data we
collected as Show RESPECT progressed that there had been very few people
visiting the link to sign up to the email list. | tried not to let my presuppositions
influence my interviewing, by asking open questions, and, in analysis, by
checking for data that went against my assumptions.

My views on the interventions shifted somewhat during the process of

data collection. By the end of data collection, | still expected the printed
summary to improve satisfaction, particularly given the importance of keeping
records of their treatment that many participants demonstrated. However,

my expectations around the outcomes of the enhanced webpage lessened,
as through the interviews it became clear that while patients liked the idea

of many of the ‘enhanced’ features (FAQ section, video, links to further
information and support), this was more because they thought it might benefit
others, rather than themselves.

| was the Chief Investigator of the Show RESPECT study, and also designed
the interventions that were being tested. When preparing for the interviews,
| was concerned that this would lead to interviewees being unwilling to

say negative things about the interventions or process used within Show
RESPECT. | was also concerned that patients would be unwilling to recount



negative experiences about ICONS if they thought | was connected to their
research nurse or trial doctor. When introducing myself and my role to patient
interviewees, | explained that | was a researcher from UCL. | explicitly said
that | was not part of their hospital’s team. | did not reveal that | had been
involved in developing the Show RESPECT communication materials, and
they did not seem to assume that | had. | think this approach was successful
at encouraging patients to be open with me about their views on the
interventions. This was helped by showing them several different interventions
within the interview. This gave them an opportunity to compare the different
interventions, and say what they preferred about one over another, providing
a non-confrontational way for them to reveal what they disliked about any
particular intervention.

The site staff | interviewed were aware of my role within the Show RESPECT
study, as they had taken part in Site Initiation training that | had led, and had
also received emails from me in my role as study Chief Investigator. This

may have made it harder for them to criticise the interventions tested. | think
allowing them to compare the interventions tested within Show RESPECT,
and talk about their previous experience from other trials, helped give them
opportunities to express concerns and reservations about the approaches
used in Show RESPECT. They were also able to talk about what they thought
patients might think, rather than what they thought, which may have made it
easier to criticise the interventions without worrying about causing offense.

| carried out the interviews before the statistical analysis was carried out, but
| had seen the quantitative data as it came in, so | was aware of some of the
issues that emerged from the free-text questionnaire responses. | did not
know which intervention was associated with highest satisfaction. However,
qualitative analysis was carried out both before and after the quantitative
results were known.
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4. Show RESPECT Interventions

4.1 Overview of scope of this chapter

This chapter describes the communication interventions that were tested in
Show RESPECT, including the process of selecting the interventions, their
development, and the process of delivering the interventions within Show
RESPECT.

4.2 Selecting the interventions

In Show RESPECT | wanted to test interventions that would be feasible for
trials without access to extensive communications expertise at the CTU level
to implement. For the results to be of relevance to other trials, the interventions
also needed to be ones that sites working within the NHS could deliver to
participants. These two principles guided the selection of approaches for
testing within Show RESPECT.

As described in Section 1.6, my initial review of the literature revealed that
a number of approaches to sharing results had been used in other settings,
including:
e Written summaries or letters sent by post[13-15, 19, 20, 37, 42, 43, 45-47]
¢ |ndividual telephone calls[13, 44, 46]
e Teleconferences[44]
e Group meetings between patients and local trial staff[40, 43, 45]

Individual or group telephone calls or meetings have potential advantages in
terms of allowing participants to ask questions, however the resources required
for these approaches may be prohibitive. Individual telephone calls or meetings
with clinicians were likely to be infeasible for sites for most MRCCTU trials,
which often have many hundreds or even thousands of participants. Previous
experience has shown us that participant meetings are resource intensive,
often reach relatively few participants and are impractical for large trials with
many sites.

Electronic means of communication, such as websites, email, online forums or
social media offer a number of potential advantages, such as:

e potentially straightforward to implement

¢ |ow-cost

* reduce burden on sites

e enable participants to opt-in

e offer opportunities to share information in a number of ways, including

text, images, audio and video

72



Online methods are likely to be increasingly used to share trial results with
participants, however there is currently little evidence on how acceptable or
effective they are. There have been few studies reported so far investigating
the use of these methods for sharing results with participants[42, 43, 45, 48].
Some pharmaceutical companies have recently developed online portals for
participants to access trial results[33]. The EU are also developing a portal that
trialists will be required to post a lay summary of their results to, as part of the
new EU Clinical Trial regulation[58].

There are concerns around the accessibility of online communication methods
for some patient populations. The UK government’s Digital Divide research
shows that, in 2018, around 10% of the adult UK population were “internet
non-users”, meaning people who never use the internet, or who have not used
it in the last three months. People over the age of 65 were more likely to be

internet non-users[107]. This may make online methods less appropriate for
trials with a high proportion of participants aged 65 or older.

4.2.1 Patient and public involvement to inform intervention choices

During a PPI focus group | co-organised with Cancer Research UK, | asked
participants (split into two groups) to sort the different approaches to sharing
results with participants into categories of ‘preferred’, ‘acceptable’ or
‘unacceptable’. Where members of the group held different opinions, this was
recorded. Both groups identified some kind of written summary as one of the
preferred approaches — in group 1 all chose emailed written summaries, and in
group 2, printed summaries posted to participants and written summaries on
a website were selected as preferred approaches. Group 2 noted that printed
summaries may be more inclusive, particularly for people who do not have
access to the internet/email. Group 1 also identified a couple of interactive
approaches as preferred, including a meeting with other trial participants where
a doctor presents the results, and teleconferences that participants can dial
into anonymously. However, it was felt that in some circumstances people
may prefer a 1:1 meeting or teleconference rather than a face-to-face group
meeting.

There were concerns with the individual interactive methods of communication
(calls from research nurses or face to face meetings with clinicians) regarding
feasibility. This led to several participants saying these methods were
unacceptable. Another concern with individual calls from nurses was fear of
having to wait around for a phone call, rather than having a set time to dial into
a teleconference. Another spoke of the frustration experienced when a phone
call with results was promised but never happened.
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There was a general consensus that a combination of methods should be used,
perhaps using a staged approach where they can read the results at home first,
before engaging with the more interactive approaches such as meetings or
teleconferences. One participant commented that a film or teleconference or
webinar would be brilliant after they had heard the initial results.

| then carried out a PPI survey of 76 patients to find out which modes of
communication were most of interest as a way of sharing results with trial
participants. Survey respondents were asked to rank the following approaches
according to how they thought people taking part in a clinical trial would prefer
to be told the results:

e A printed summary of the results, posted when the main results
are published (most preferred or second most preferred by 52% of
respondents)

¢ Two printed summaries sent by post: one with early results and one
with more detail, when that is available (most preferred or second most
preferred by 50% of respondents)

¢ Having the option to sign up to an email list, which will be used to send
summaries of the results and links to further information (most preferred
or second most preferred by 46% of respondents)

e Having a link to a webpage with a summary of results plus links to
additional information such as patient support groups (most preferred or
second most preferred by 38% of respondents)

e A private online forum where results will be posted, and participants can
ask questions and discuss the results (most preferred or second most
preferred by 13% of respondents)

e Being invited to a teleconference where researchers will explain the
results, and people are able to ask questions (most preferred or second
most preferred by 9% of respondents)

Additional ways of sharing results suggested by respondents included
noticeboards at hospitals/GP surgeries, one-to-one by a research nurse or
consultant, discussion group or meeting, and text messages with links to a
webpage.

The results of the survey encouraged us to drop the web forum, as it was
unpopular with most respondents, and likely to be resource intensive to set-up.
We continued to consider the teleconference as an option, given the patient
population for the ICONS trial was older women, and giving an option that

did not rely on reading skills or computer literacy might be valuable for this
population.



Once the host trial for Show RESPECT had been determined, | ran a PPI
discussion group for women taking part in ovarian cancer trials. One of the
aims of this discussion group was to gather more specific guidance from our
target patient population to inform our intervention choices. At that point in
the trial development process, we were considering four interventions: printed
summary sent by post, email list, webpage and teleconference. Attendees
were generally positive about the interventions, except for the teleconference,
which was not popular. It was felt that teleconferences would be particularly
difficult for any patients who were undergoing second-line chemotherapy.
Based on feedback from this group, and the PPI survey, we decided to drop
this intervention.

The result of this patient and public involvement was the following interventions
were chosen to test within Show RESPECT:
¢ An ‘enhanced’ webpage featuring a short video of a clinician summarising
the results; diagrams; links to further information and support; and a
section on Frequently Asked Questions, enabling participants to send in
questions to be answered on the webpage
¢ An opt-out Posted Printed Summary of the results
¢ An email list to receive a summary of the results by email, along with
answers to questions sent in by participants

4.3 Selecting the ‘control’

We decided that the control for Show RESPECT needed to be some kind of
results summary, rather than no summary at all, as we felt that it would be
unethical to randomise some patients to not receive the results. We know from
the literature that around nine in ten trial participants want to be informed of
trial results, and that it is supported in guidance around the ethical conduct of
trials (see Section 1.3). We therefore decided that all patients should be offered
at least a webpage containing a plain language summary of the results. This
summary used the structure of plain language summaries mandated in the
European Clinical Trials Directive[58]. This is an appropriate control, as, once
this aspect of the Directive is in force, this will be a way that all participants in
clinical trials carried out in the EU will, in theory, be able to access the results.
However, this basic results summary structure does not take advantage

of some of the features that communicating via the internet allows. The
structure is also not specifically aimed at trial participants, so misses pieces of
information that may be important to them.
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4.4 Development of the interventions

The structure of the three interventions (Enhanced Webpage, Printed Summary
and Email), was based on an adapted version of the template in the MRCT
Return of Aggregate Results guidance[32]. The adaptations | made were based
on experience from previous trials, where PPI input had shown that other
information not covered in the MRCT template was of interest to participants.
Table 4.1 compares the structure of the different interventions and that of the
MRCT Return of Aggregate Results template version 2.0. Text was drafted for
the interventions applying principles of writing in plain language.

Once | had drafted the text for the interventions, it was reviewed for accuracy
and comprehensibility by:

e a member of staff from the Target Ovarian Cancer information service

e a patient representative on the Show RESPECT steering group

e the ICONS8 trial management team

| then got feedback on the revised, formatted printed summary from the
ovarian cancer discussion group. Their feedback included discussion of

how progression free survival was explained - the draft they saw used a

plain language definition used by Cancer Research UK. The original wording
(borrowed from the Cancer Research UK trials database) was “improve how
long women with ovarian cancer lived, and delay the disease getting worse”.
The discussion group felt that this made it seem that it was inevitable that
the disease was going to get worse, so for the version that was used in Show
RESPECT we changed this to “delay (or prevent) the cancer coming back

or getting worse and improve how long women with ovarian cancer lived”.
Another change they suggested was making the thank you at the end of
summary more prominent by giving it a heading. The summary text was revised
again in the light of these comments, and went to the ICON8 team for final
approval before being submitted for ethics approval.

4.5 Description of the interventions

Table 4.2 provides a comparison of the two Show RESPECT webpages

using the TIDIER framework[108]. Links to the basic webpage and enhanced
webpage are contained in the table. Table 4.3 provides a description of the
printed summary using the TIDIER framework, and Table 4.4 describes the
Email list intervention. The Printed Summary is appended in Annex 7, and the

email in Annex 8 of this thesis.
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Table 4.1: Comparison of the structures of the Basic Webpage, Enhanced Webpage, Printed
Summary, Email and MRCT Return of Aggregate Results template

MRCT Return
of Aggregate
Enhanced Printed Results
Basic webpage webpage summary Email template v2.0
Study Name Thank you Thank you Thank you Thank you for
Quick links to What's in this participating in
information on email? this study
this page
Who Sponsored this What was the ICONS trial about? Why the study
study? was done
General information Why was the ICONS trial needed? Study information
about the study
What patients were Who took part in the ICONS trial? How the study
included in this study? worked
Which medicines were | How was the ICONS trial carried out?
studied?
What were the side What did the ICONS trial find? Side effects
effects?
What were the overall Summary of
results of the study? results
How has this study How sure can we be about these results? Final comments
helped patients and
researchers?
Are there plans for What do these results mean
further studies e Foryou?
e For other people?
Where can | find further | What difference will these results make?
information about this | Thank you
study? Further information
Support Any questions?
Frequently Support
asked
questions
Tell us what Tell us what you
you think about think about this
this webpage email
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Table 4.3: Description of the Printed Summary

Why

As the population of women taking part in ICON8 had an average age of >60,
it was thought that lack of computer literacy might act as a barrier to some
patients accessing the results via webpage or email. A Printed Summary might
avoid these challenges. Previous studies have seen low uptake of results when
participants have to opt-in to receive them[46], so it was decided to make the
Printed Summaries opt-out.

The text was also written specifically for participants, rather than lay audiences
in general, using a structure adapted from the MRCT guidance document[32]. It
was hypothesised that providing the results in printed format to all participants
who did not opt out would improve satisfaction compared to not offering a
printed summary.

Materials

Participants received a Patient Update Information Sheet thanking them for
taking part in the trial, telling them that the results were available, and how

to access them. This included a link to whichever webpage they had been
randomised to. They were also told that they would be sent a Printed Summary
of the results in three weeks time, unless they let their study team know that
they did not wish to receive this.

The structure of the printed summary is shown in Table 4.1

The content of the printed summary was written following the principles of
Plain English. The text of sections 2-10 was identical to that of the enhanced
webpage. It contained information on relevant patient helplines, and the link to
the trial registry entry.

The Printed Summary was laid out with clear, colour headings, plenty of white
space, and the body text was Arial 12pts, black against a white background.
It used graphics to illustrate key points. It was four A4 pages long. It was
professionally printed on 150gsm paper.

Procedures

The Patient Update Information Sheet was sent to all ICON8 participants at sites
randomised to the Printed Summary, telling them they would be sent the Printed
Summary in three weeks unless they opted out. The Printed Summary was then
sent to participants who had not opted out.

Who
provided?

The Patient Update Information Sheets and Printed Summaries were provided
by staff at the patient’s trial site. This was usually a research nurse or trial
administrator.

Modes of
delivery

For most participants the Patient Update Information Sheet and Printed
Summary were delivered by post to the participants’ home address. For a few,
where clinic visits coincided with when the documents were due to be sent, they
were given in person.




Where the At participants’ homes.

intervention

took place

When and One Patient Update Information Sheet (2 pages) was sent.

how much For patients who did not opt out, a four-page Printed Summary was sent three
weeks later.

Tailoring Some sites sent a personalised cover letter or compliments slip with the Patient

Update Information Sheet and Printed Summary, giving their contact details for if
patients had any questions about the results. Some sites phoned patients to tell
them they would be sending the Patient Update Information Sheet and Printed
Summary. Some sites did no tailoring.

Modifications | Sites were not able to modify the Patient Update Information Sheet or Printed
Summary. The content of the Printed Summary remained the same throughout
the course of the study.

How well All eligible patients at sites randomised to the Printed Summary were sent the
Patient Update Information Sheet, which informed them they would be sent the
Printed Summary in three weeks time unless they opted out. Three patients
opted out of receiving the Printed Summary. All other eligible patients were sent
the Printed Summary.
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Table 4.4: Description of the Email List intervention

Why

The email list was designed to offer participants the opportunity to receive
content similar to the enhanced webpage directly to their inbox. This was
particularly relevant for responses to any frequently asked questions, to save
participants having to regularly check the webpage for updates. The content of
the results email was the same as the enhanced webpage, minus the video. The
content of subsequent emails was the same as the frequently asked question
updates of the enhanced webpage.

Materials

Participants received a Patient Update Information Sheet thanking them for
taking part in the trial, telling them that the results were available, and how to
access them. This included a URL to a form where participants could enter their
email address onto a secure MailMan database, which was not linked to their
trial data.

The email updates were designed using a MailChimp template that works well
in different email platforms, including mobile phones.
The structure of the first email is described in Table 4.1

Subsequent emails included answers to questions sent in by participants, and
links to previous emails.

The content of the emails was written following the principles of Plain English.
The emails were be laid out with clear headings, plenty of white space, and the
body text was Arial 12pts, black against a white background.

Procedures

The Patient Update Information Sheet was sent to all participants at sites
randomised to the printed summary, giving them the link to sign up to the email
list.

When participants signed up to the email list, they were sent an email,
confirming their subscription and telling them how they can unsubscribe at any
time.

The first email with a summary of results (using the same written content as
the enhanced webpage,) was sent 1 month after the first sites randomised had
received the Patient Update Information Sheets, to allow them time to distribute
them to participants, and for participants to sign up.

Questions about the results could be submitted anonymously via an online form
using the Opinio survey system. Update emails were sent out with answers

to any frequently asked questions that have been received since the previous
email, and any updates.

Participants who signed up to the email list after the first email had been sent
were sent a welcome email with a link to online copies of any email(s) that have
previously been sent.




Who
provided?

The Patient Update Information Sheets were provided by staff at the patient’s
trial site. This was usually a research nurse or trial administrator.

Modes of
delivery

For most participants the Patient Update Information Sheet was delivered by
post to the participants’ home address. For a few, where clinic visits coincided
with when the documents were due to be sent, they were given in person.
Sign-up to the email list was via a webpage. Emails were then sent to email
addresses.

Where the
intervention
took place

At participants’ homes.

When and
how much

One Patient Update Information Sheet (2 pages) was sent. Patients who signed
up for the email list were then sent a confirmation email.

The first email with a summary of results (using the same written content as
the enhanced webpage,) was sent 1 month after the first sites randomised had
received the Patient Update Information Sheets, to allow them time to distribute
them to participants, and for participants to sign up.

Update emails were sent out with answers to any frequently asked questions
that had been received since the previous email, and any updates. Only one
email update was sent, with answers to 5 questions sent in by one participant.

Participants who signed up to the email list after the first email had been sent
were sent a welcome email with a link to online copies of any email(s) that have
previously been sent.

Tailoring

Some sites sent a personalised cover letter or compliments slip with the Patient
Update Information Sheet, giving their contact details for if patients had any
questions about the results. Some sites phoned patients to tell them they would
be sending the Patient Update Information Sheet. Some sites did no tailoring.

Modifications

Sites were not able to modify the Patient Update Information Sheet or email.
Additional emails were sent based on questions received from participants.

How well

All eligible patients at sites randomised to the email list were sent the Patient
Update Information Sheet which contained the link to sign up to the email list.

4.6 Process of delivering the interventions

| developed a 2-page Patient Update Information Sheet (see Annex 9) to
provide patients with information on how to access the webpage they had

been randomised to, or, if applicable, sign up to the email list, or opt out of
receiving the Printed Summary. This was based on the HRA End of Study
Information Sheet template[109]. It contained the following information:

e Study title

¢ Introduction
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e Thank you

e What is happening now in the ICON8 study?

e How can | report side-effects?

e What results will be available and when?

e How can | find out the results of the research?

e Will | be given any results about me as an individual?
e Which group of the study was | in?

e [f | have any questions, whom should | contact?

e Further information

Sites were asked to send all ICONS8 participants a site-specific Patient

Update Information Sheet containing information on how to access the

results specific to that site’s randomisation. Sites that were randomised to

the Printed Summary then waited for three weeks, to give participants the
chance to opt out of receiving the Printed Summary, before sending the
Printed Summary by post to all eligible participants who had not opted out.
Figure 4.1 gives an overview of the intervention and data collection process for
sites. Sites completed logs at each stage of this process, so we could keep
track of whether the interventions were being delivered as planned to eligible
participants.

As part of the site set-up process, site staff involved in Show RESPECT
received training which covered:

¢ The rationale for the study

¢ The study design

e The outcomes the study was assessing

e Study procedures, including logs, randomisation and the process outlined

in Figure 4.1

e Data collection and site questionnaires

e Timelines

e Site payment

e Adverse events

¢ The qualitative component of the study



Figure 4.1: Intervention and data collection process

to not send to send
printed printed
summary summary
Y Y
Site sends Patient Site sends Patient
Update Information Update Information
Sheet to patients Sheet to patients
3 week gap to allow
4 week gap patients to opt out
) 4

Site sends Printed
Summary (to patients
who have not opted
out)

Y

Site sends patient
questionnaire

Y

4 week gap

Y

Site sends patient
questionnaire

Y

returned?

4 weeks

No
Site reminds patient Data collection from
about questionnaire participant complete

| |

Site reminds patient Data collection from
about questionnaire participant complete

declines/doesn’
questionnaire after 3
reminders?

declines/doesn’
questionnaire after 3
reminders?

Yes Patie

ere a reserve patien Data collection
end questionnaire to?2 finished

ere a reserve patien Data collection
end questionnaire to?2 finished
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5. Patients’ perspectives on the effectiveness of the
Show RESPECT interventions

5.1 Overview of the scope of this chapter

This chapter reports patient data from Show RESPECT, including both
quantitative and qualitative data. It starts by summarising the number of sites
and patients that took part in Show RESPECT. It then describes delivery of the
interventions within Show REPECT and the baseline characteristics of patient
participants. Results relating to the primary outcome of the study, participant
satisfaction with how the results were shared, are explored, together with
qualitative data on the reasons for satisfaction or dissatisfaction. | then
explore uptake of the Show RESPECT interventions, following by whether the
information told participants everything they wanted to know; whether it was
understandable; whether it was easy to find; and patients’ attitudes to trial
participation. Quantitative and qualitative findings relating to the same issues
are alongside each other using a ‘following the thread’ triangulation approach
(see Section 3.2.5). Quotes from patients are shown in indented, blue italic

text. This chapter concludes with a short discussion of these results, including
key findings, strengths and limitations. These results were published in PLoS
Medicine in October 2021[110]. | led the analysis and writing of that paper.

Results relating to the information contained within the summaries and the
information products used to convey the results are discussed in Chapter 8.
Participants’ reaction to the results are discussed in Chapter 7. Other factors
that influence satisfaction with how the results are shared are discussed in

Chapter 9.

5.2 Results
5.2.1 Participation in Show RESPECT

The 83 ICONS sites in the UK were assessed for eligibility. Forty sites were
excluded for reasons including lack of ICONS8 participants eligible for Show
RESPECT (5), lack of capacity (6), declining to take part (4), failing to obtain
site approvals in time (12) or non-response to the invitation (13). 43 (52%)
ICONS8 UK sites took part in Show RESPECT. Figure 5.1 shows the CONSORT
diagram for the study. Table 5.1 shows the number of sites randomised to

the interventions by site size strata, the number of eligible patients who

were offered the interventions, sent the questionnaire, and returned the
questionnaire. Data collection took place between December 2018 and



Chapter 5 Summary Box

Why was this study done?

Previous research has shown that most people who take part in clinical
trials want to be told the results of those trials, but many participants
never get to find them out.

There is little evidence to guide researchers on how best to share
results with the people taking part in their trials.

What did | do?

What did | find out?

| collected and analysed quantitative and qualitative data from patients
participating in ICON8, covering their views and experiences on how
the ICONS trial results were shared with them

Nine in ten women wanted to be told the results of the trial they had
taken part in

Women at hospitals which were randomised to the posted printed
summary (in addition to a webpage) were more likely to be satisfied
with how the results were shared and were more likely to find out the
results than those at hospitals not randomised to the posted printed
summary

Women who received the results said that the information was easy to
understand and find, and told them everything they wanted to know

Participants said they were likely to take part in future research and
recommend it to others

What do these findings mean?

These findings suggest that trials with similar participants to our
ovarian cancer trial (mainly women aged fifty or older), where
webpages are used to share results with people taking part, should
also share results through opt-out mailed printed summaries

This will enable more people who want to know the results to find them
out, and improve satisfaction

September 2019. In total, 384 ICONS8 participants were offered the Show

RESPECT interventions; 275 were sent the questionnaire of which 180 returned

the questionnaire (65%).
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5.2.2 Delivery of the interventions

Logs kept by sites showed that Patient Update Information Sheets went

to 100% of eligible ICONS8 participants at participating sites. Three ICON8
participants opted out of receiving the Posted Printed Summary, and one
ICONS participant died after the Patient Update Information Sheet was sent
and before the Posted Printed Summary was sent. According to site logs, all
other eligible ICONS8 participants at sites randomised to Printed Summaries
were sent the Posted Printed Summary.

5.2.3 Characteristics of participants

The mean age of patients who returned the questionnaire was 67, with
approximately one third from each of the three ICON8 arms. There was a
wide range of reported highest level of educational qualification, with 38
(21%) reporting no qualifications, and 41 (23%) holding a degree or higher
qualification. Nearly all participants who returned the questionnaire reported
English being their first language. 61 (40%) respondents reported using the
internet or email less frequently than every day, with 26 (15%) never using
internet or email. The baseline characteristics of those who returned the
questionnaire can be seen in Table 5.2, and Table 5.3 shows the baseline
characteristics of all eligible ICONS8 participants at Show RESPECT sites.

94 participants were invited to take part in the qualitative study, of whom 13
(14%) were interviewed. Table 5.4 shows the characteristics of the interviewed
participants. Only 3/185 participants randomised to the Posted Printed
Summary opted out of receiving it, none of whom were at sites taking part

in the qualitative study. No participants signed up to the Email List. Only 5
respondents to the quantitative questionnaire were aged 50 or younger, of
whom only one was at a site taking part in the qualitative study. This meant |
was unable to recruit participants for these parts of the sampling frame: ‘opted
out of Posted Printed Summary’, ‘had used the Email List’ and ‘aged 50 or
younger’.

5.2.4 Did the interventions improve satisfaction with how the results were
shared?

5.2.4.1 Quantitative findings on satisfaction with how results were shared

Table 5.5 shows the patient-reported outcomes relating to the experience
of receiving the results, by intervention (Webpage, Printed Summary, Email).
The Posted Printed Summary led to a large difference in satisfaction with
how results were communicated (adjusted ordinal OR 3.15, 95% CI 1.66

to 5.98, p<0.001). There was no evidence of differences in satisfaction for
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Table 5.4: Characteristics of qualitative interviewees

Characteristics No. of interviewees
Total number of interviewees 13

Interventions offered!

Basic Webpage

Enhanced Webpage

Posted Printed Summary

No Posted Printed Summary

Email List

No Email List

Interventions used?

Basic Webpage

Enhanced Webpage

Posted Printed Summary

Opted out of Posted Printed Summary
Email List

Had not found out the results prior to interview 2
Reported satisfaction with how the results were shared (from quantitative

questionnaire)?

AlO|IN|O|OT]|

[eo} e} Forl BEGR N &)

Very unsatisfied, quite unsatisfied or neither satisfied nor unsatisfied 5
Quite satisfied or very satisfied 5
Reported highest level of education*
Alevels or lower 6
Degree or higher 6
Reported frequency of internet/email use
Less than once a week 2
More than once a week 11
ICON8 randomised allocation
Three-weekly chemotherapy (control arm) 3
Weekly chemotherapy (intervention arms) 10
Age group
<50 0
51-60 2
61-70 6
>71 5
! Adds up to >13 as some participants were offered more than one intervention
2 Adds up to >13 as some participants used more than one intervention
3 Data missing from 3 participants’ questionnaires
4 Data missing from 1 participant’s questionnaire
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the Enhanced vs Basic Webpages (adjusted OR 1.47, 95% CI 0.78 to 2.76,
p=0.235) and Email List vs No Email List (adjusted OR 1.38, 95% CI 0.72 to
2.63, p=0.327). There was no evidence of interaction between any pair of
interventions.

When the seven possible combinations of interventions were looked at
individually, compared to the control of basic webpage alone, the only
combinations for which there was evidence of improved satisfaction were the
ones that included the Posted Printed Summary Table 5.6).

5.2.4.2 Patients’ views on the reasons for satisfaction with how results were shared

Participants valued the information contained in the results summaries

being clear and understandable (see Section 5.2.7.2 for more information on
understandability of the information), and the results being interesting (see
Section 7.6.4 for more information on participants’ emotional response to the
results). Some participants (all from sites allocated to the printed summary)
said they were satisfied with how the results were shared because they had
received information in their preferred way, with having a physical document

making it easier to access, read and keep the information (see Sections

5.2.8 and 8.2.1 for further discussion of this). Other participants said their
satisfaction was because of the thoughts and feelings the results provoked,
including reassurance, putting their own experiences in context, and knowing
that they had not been forgotten about. Participants also wrote about the
impact they thought the trial would have for future patients as a reason for their
satisfaction with receiving the results. The process of informing participants
that the results were available (through the Patient Update Information Sheet),
before the results were shared was appreciated by some patients.

“I found the whole experience very professional and reassuring.” ELQO04:
Patient, large site randomised to Enhanced Webpage only

“Easy to understand and work out where | personally fitted into the
results” DMQOQ7: Patient, medium site randomised to Basic Webpage,
Printed Summary & Email List Invitation

“Good to know that the trial could help experts decide how to move
forward with treatment for the future” DMQO2: Patient, medium site
randomised to Basic Webpage, Printed Summary & Email List Invitation

“It was helpful being informed the results were on the way so | was
prepared and looked out for them” DMQO9: Patient, medium site
randomised to Basic Webpage, Printed Summary & Email List Invitation
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5.2.4.3 What caused some participants to be unsatisfied with how the results were
shared?

Reasons for dissatisfaction with how the results were shared, included: not
knowing how to find out the results; problems accessing the webpage (Section
5.2.8); finding the results difficult to understand (Section 5.2.7); perceived lack
of timeliness in receiving the results; and the information not giving enough
detail (Section 5.2.6).

Some participants said they would have preferred to have found out the results
in a different way. For example, some who had not been randomised to the
Posted Printed Summary said they would have preferred to receive the results
by post, rather than having to go online. On the other hand, some who were
randomised to the Posted Printed Summary would have preferred to receive
results via a webpage or email (all participants had the option of receiving
results via one of the webpages, but not all seem to have realised this). The
perceived advantages to these electronic forms of communication were the
ability to share with others, and saving NHS resources.

“The ways in which the results were sent through was overwhelming.
Prefer to read webpage but don’t know how to access it.” BLQO3: Patient,
large site randomised to Basic Webpage and Printed Summary

“Would have preferred to get e-mail with results in rather than going on
a webpage because people don’t always remember to go to webpages”
CLQ12: Patient, large site randomised to Basic Webpage and Email List
Invitation

5.2.5 Uptake of the Show RESPECT interventions

Nearly all patients (164/177 (93%)) reported wanting to know the ICON8
results, and 145 (88%) of these 164 reported finding out the results. None of
the 13 patients who said they did not want to know the results reported having
found them out. These 13 patients were spread across the Show RESPECT
interventions. Section 7.4 explores the views of participants and site staff
around patients’ desire to know trial results.

The Posted Printed Summary significantly increased the odds of finding out the
results among those patients who wanted to know, compared to No Posted
Printed Summary. In the Posted Printed Summary arm 78/83 (94%) reported
finding out the results, compared to 67/81 (83%) of those in the no Posted
Printed Summary arms. This had an odds ratio (OR) of 3.57 (95% Confidence
Interval (Cl) 1.18 to 10.77, p=0.024), adjusted for age, education level, internet
use, strata, randomisation phase and clustering (Table 5.7). There was no
evidence of a difference in the proportion of those who wanted to receive the
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results who actually found them out in the other randomisations (Enhanced vs
Basic Webpage, or Email List Invitation vs No Email List Invitation).

Reported use of the Posted Printed Summaries was greater than that of the
other interventions. Posted Printed Summaries were sent to 89 questionnaire
respondents, 62 (70%) of whom reported using them, 10 (11%) reported

not using them, and data were missing for the remaining 17 (19%). 23/90
(26%) participants randomised to the Basic Webpage and 28/90 (31 %)
randomised to the Enhanced Webpage reported using the webpage. 29/90
patients randomised to the Basic Webpage and 28/90 (31%) randomised to
the Enhanced Webpage reported not using the webpage. However, data were
missing on this question from 38/90 (42%) randomised to the Basic Webpage
and 34/90 (38%) randomised to the Enhanced, making these results hard to
interpret. No patients signed up to the email list.

5.2.6 Did the information tell patients everything they wanted to know?

Most patients agreed that the information told them everything they wanted to
know (Table 5.5). Patients at sites randomised to the Enhanced Webpage were
more likely to agree that the information told them everything they wanted to
know (adjusted OR 2.15, 95% CI 1.13 to 4.07, p=0.019) than those allocated
to the Basic Webpage. There was no evidence of differences in the proportion
saying the information told them everything they wanted to know between

the Posted Printed Summary versus No Posted Printed Summary (adjusted
OR 1.32, 95% CI 0.70 to 2.48, p=0.394), or Email List versus No Email List
(adjusted OR 1.11, 95% CI 0.58 to 2.12, p=0.759). Section 8.3 presents
qualitative findings around the contents of the results summaries from both

participants and site staff.
5.2.7 Was the information understandable?
5.2.7.1 Quantitative results on whether the information was understandable

80% of patients reported that they found the results easy to understand.
There was no evidence of a difference in any of the randomised comparisons
for this outcome (Table 5.5). The adjusted odds ratio for Enhanced vs Basic
Webpage was 1.05 (95% CI: 0.53 to 2.08, p=0.895), Posted Printed Summary
vs no Posted Printed Summary was 1.66 (95% CI: 0.84 to 3.27, p=0.144) and
Email List Invitation vs no Email List Invitation was 0.79 (95% CI: 0.39 to 1.59,
p=0.500). As an additional analysis which was not specified in the analysis
plan, | looked at the proportion of participants who reported the results were
easy to understand, by highest level of education. These results are shown

in Table 5.8. There was no evidence of a difference in the proportion of
people reporting the results were easy to understand by education level, with



most participants slightly or strongly agreeing that the results were easy to
understand, regardless of their level of education. This was the case across
all the interventions tested. Similarly, no evidence of differences were seen in
reported understanding of the results by age group.

Table 5.8: Reported ease of understanding of the results by education level
The trial results were easy to understand
Neither

Strongly | Slightly | agree nor | Slightly | Strongly
disagree | disagree | disagree | agree | agree

Highest level of education n (%) n (%) n (%) n (%) n (%) | Total

No qualifications| 2 (7) 0 (0) 6 (21) 6(21) | 14(50) [ 28

GCSE / O-level /NVQ level 11 1(2) 4 (8) 5(10) 9(18) | 30(61) | 49
A-level / CSE/NVQ level 2| 2 (7) 13 4 (13) 2(7) | 21(70) | 30
Degree| 0(0) 0(0) 0(0) 5(25) | 15(75) | 20

Postgraduate degree [ 1 (6) 0(0) 3(18) 2(12) | 1165 | 17

Total 6 5 18 24 91 144

5.2.7.2 Patients’ views on the understandability of the information

Patients generally described the information as “clear”, “easy to understand”
and not too “technical”. However, some women did struggle to understand the
results. For some, this difficulty in understanding the results lead them to be
unsatisfied with how the results were communicated.

Nearly all the women | interviewed seemed to understand the results, and the
summaries they gave of what the results showed, and their implications, were
generally accurate reflections of the trial findings. However, for some patients,
it had taken them a while to reach that understanding, with their understanding
changing over time.

“Initially, when [ first read it | was thinking I’m really glad | had the every
three weeks because | thought the outcome would be better. But actually,
when we looked at it again... And | haven’t spoken to them since then
because I’m not due to go back to see them again until next year. But
having looked at it again, | can see basically, it didn’t seem to make much
difference whichever way the treatment was administered. It’s just the
different side effects from different dosages.” DMIO1: Patient, medium site
randomised to Basic Webpage, Printed Summary and Email List Invitation

Some women struggled with the amount of information given. Others
struggled to understand that a trial might not produce a clear ‘winner’, so
their understanding of what the results showed was accurate, but they were
confused about the implications of that.

“I got a bit confused to be quite honest, because | didn’t fully understand
it. | came to the conclusion that the three different methods of
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administering the chemo didn’t produce a winner, if you like. | got a bit lost
after that as to where you went from there, because to me there hadn’t
been any great find; any big development.” GMIO1: Patient, medium site
randomised to Enhanced Webpage and Email List Invitation

5.2.8 Was the information easy to find?

5.2.8.1 Quantitative results on how easy it was to find the information

Almost three quarters of patients reported easily finding the results, with no
evidence of differences between any of the Show RESPECT interventions

for this outcome (Table 5.5). The adjusted odds ratio for Enhanced vs Basic
Webpage was 1.75 (95% CI: 0.90 to 3.42, p=0.100), for Posted Printed
Summary vs no Posted Printed Summary was 1.37 (95% CI: 0.71 to 2.66,
p=0.345) and Email List Invitation vs no Email List Invitation was 0.70 (95% CI:
0.36 to 1.38, p=0.306).

As an additional analysis which was not specified in the analysis plan, | looked
at the proportion of participants who reported the results were easy to find,

by reported frequency of internet/email use, age and education level. These
results are shown in Table 5.9. People who used the internet daily were more
likely to report that the results were easy to find. However, there was no
evidence that those who used the internet less than daily found it easier to
access results if they were randomised to the Posted Printed Summary. There
was a suggestion that women over 70 years old were more likely to report that
it was easy to find the results if they were randomised to the printed summary
(72% agree/strongly agree in the Posted Printed Summary group vs 52%

Table 5.9: Reported ease of finding out the results, by subgroup

The trial results were easy to find
Strongly | Slightly | Neither agree | Slightly | Strongly
Highest level of disagree | disagree | nor disagree | agree | agree
education n (%) n (%) n (%) n(%) | n(%) |[Total
Reported frequency of internet/email use
Less than daily [ 6 (10) 5(8) 17 (28) 12(20) | 20 (33) | 60
Daily [ 6 (6) 6 (6) 11(11) 16 (16) | 59 (60) | 98
Age group
Upto70yearsold| 5(5) 5 (5) 16 (17) 13(14) | 53 (58) | 92
More than 70 years old | 7 (10) 6 (9 12 (18) 15(22) | 27 (40) | 67
Highest level of education
No qualifications | 3 (9) 2 (6) 6(19) 7(22) | 14(44) | 32
GCSE / O-level /NVQ level 1| 5(9) 509 11(21) 9(17) | 23(43) | 53
A-level / CSE/NVQ level 2| 3 (9) 2 (6) 7(21) 4(12) | 18(83) | 34
Degree| 0(0) 0(0) 2 (10 3(14) | 16(76) | 21
Postgraduate degree [ 1 (6) 2(12) 2(12) 3(18) | 9(53 17




agree/strongly agree in the No Posted Printed Summary group). There was no
significant difference in reported ease of finding out the results by education

level.

5.2.8.2 Patients’ views on whether the information was easy to find

5.2.8.2.1 Accessibility of Posted Printed Summaries

The Posted Printed Summaries were seen as accessible to everyone, as they
were not reliant on people’s computer literacy or access to the internet. When
asked whether there were other ways in which they would have liked to have
received the results, 22/91 (24%) patients from hospitals not randomised to the
Posted Printed Summary said they would have liked to receive the results by
post, with post being seen as convenient and easier to access.

“Like my mum, for instance, in her 80s, she wouldn’t have access to
this [webpage], so she would only want... She would only be able to
have posted results, really.” GMIO2: Patient, medium site randomised to
Enhanced Webpage and Email List Invitation

528272 Not knowing how to access the results

Rarely, questionnaire respondents reported not having been told how to access
the results. It is unclear whether or not they received the Patient Update

Information Sheet (which site logs record as having been sent). Others (from
sites not randomised to the Posted Printed Summary) reported receiving the
Patient Update Information Sheet, but missed the information on how to obtain
the results that the sheet contained.

“Apart from receiving the ‘Patient Update’ dated 11/5/2018 | have not
been told anything else.” CLQO2: Patient, large site randomised to Basic
Webpage and Email List Invitation

52.8.2.3 Accessibility of computer-based approaches to sharing results

In Show RESPECT, four out of every 10 patients reported using internet or
email less than daily, and 15% reported never using internet or email. 11/180
questionnaire respondents reported difficulties accessing the webpage, either
not having access to computers, or finding it hard to get onto the webpage,
with some participants eventually gaining access, alone or with the help of
family members, and others not succeeding. Having to go online to access
results put some patients off from finding them out. Other patients, who had
been able to access the results themselves, were concerned that sharing
results via webpages/email alone would be inaccessible to other participants,
either because of lack of computer literacy or lack of access to the internet.

“My daughter looked at the results on the webpage for me. | felt
overwhelmed by the thought of using the website myself” AMQO7:
Patient, medium site randomised to Basic Webpage only
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“I do understand why it’s computer, because most people have computers
nowadays. We have one, but I’'m always sort of frightened, a bit frightened
of them because | don’t know what I’m doing, and I’ll be looking at it and
thinking, what do you do here? Which do you press here, or...? And you
just think, it’s more of a harassment than an enjoyment” GSI02: Patient,
small site randomised to Enhanced Webpage and Email List Invitation

“We live in quite a small community here in [County] but there’s several
people that aren’t computer literate. And | think to presume that
everybody has got access to web pages and what have you would be a
mistake. And also, even things like the bandwidth or whatever you call it
here is dire. Sometimes our connection is awful and | still know people
in [County] who can’t get a connection so if they’re going to have to go
to Costa Coffee to get connected to find out the results of a trial, that
doesn’t feel very comfortable.” DLIO1: Patient, large site randomised to
Basic Webpage, Printed Summary and Email List Invitation

One woman commented that the process of having to type in a URL from the
Patient Update Information Sheet (e.g. http://bit.ly/ICON8-L11) to get to the
webpage was a barrier to accessing the results, and she would have preferred

to have been sent them by email without having to visit a webpage to sign up
for the email list.

52.8.2.4 Other ways in which patients found out the ICON8 results

Some patients reported finding out the ICONS results in ways additional to
their Show RESPECT randomisation. The most common of these alternative
ways of finding out the results was being told directly by their consultant,
research nurse or trial administrator. While, for most of these reports, it is
unclear whether the discussion was initiated by the patient or the site staff, a
few patients said they had asked for the information.

Some patients at sites not randomised to the printed summary who were not
regular computer users contacted site staff to request the information to be
sent by post (this was explicitly included as an option in the Patient Update
Information Sheet). However, not all people who experienced problems
accessing the webpage did reach out to site staff for a printed copy of the
results. Some patients had actively searched for the results online (as opposed
to visiting the webpage included in the Patient Updated Information Sheet).
One patient reported hearing about the results as part of a course on ovarian
cancer, while another found out via a newspaper article.


http://bit.ly/ICON8-L11

5.2.9 What were patients’ attitudes to trial participation and the ICON8
results?

5.2.9.1 Quantitative results on attitude to research

131/146 (90%) of respondents reported being willing to take part in future
research, with no evidence of difference between the Show RESPECT
interventions (Table 5.10). The adjusted odds ratio for Enhanced vs Basic
Webpage was 0.80 (95% CI: 0.38 to 1.70, p=0.567), for Posted Printed
Summary vs no Posted Printed Summary was 1.09 (95% CI: 0.52 to 2.28,
p=0.827) and Email List Invitation vs no Email List Invitation was 0.70 (95% CI:
0.33 to 1.53, p=0.375).

132/147 (90%) said they were likely to recommend taking part in research to
others, again with no evidence of difference between the Show RESPECT
interventions (Table 5.10). The adjusted odds ratio for Enhanced vs Basic
Webpage was 1.17 (95% CI: 0.56 to 2.44, p=0.671), for Posted Printed
Summary vs no Posted Printed Summary was 1.23 (95% CI: 0.59 to 2.57,
p=0.579) and Email List Invitation vs no Email List Invitation was 0.77 (95% CI:
0.36 to 1.65, p=0.507).

5.2.9.2 Patients’ reflections on being part of a trial

Patients’ reflections on being part of the ICONS trial were overwhelmingly
positive. For some, this was mainly down to the relationship with their site
staff, often particularly with their research nurses. Patients talked about

being glad they had taken part in the trial, despite the results not showing the
improvement they had hoped for. Others talked about being grateful for being
able to be part of the trial. Patients felt that their participation had been valued
by their site staff. Patients did not seem to find taking part in the trial a burden.
Patients’ motivation for taking part in trials is discussed in Section 7.2.

“The experience itself has been great because my research nurses that
have been dealing with it have been really helpful.” DMIO1: Patient,
medium site

“I think they went to a great deal of trouble, and | think they really are
working hard at it, and it was important to them; that was quite evident,
that it was important to them.” GMIO01: Patient, medium site

While, for most patients, trial participation was a very positive experience, a
few negative aspects did come up. Some patients found the questions about
sex in the ICONS8 Quiality of Life questionnaire intrusive.

“I kind of objected to the questions on intimacy so | left those. | can see
that it might have mattered to perhaps younger people, not that I’'m saying
it doesn’t matter to me, but it felt a bit more intrusive after the first year |
suppose.” CLIO1: Patient, large site
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Some found trial participation a lonely experience, although seeing the nurses
regularly gave others an opportunity to talk about their health in a way they
were unable to with family and friends. One patient at a large site talked
about becoming “part of the furniture” after a while, and that this affected the
information she was given about her treatment and health.

“I suppose you can feel quite alone on the trial. | don’t know anybody or
I don’t know the numbers that they had in [Hospital] or anything about
any of the others, so | never met anybody who was on it as well.” DLIO1:
Patient, large site

5.3 Discussion

5.3.1 Summary of key findings

Show RESPECT found that nearly all of the women taking part in an ovarian
cancer treatment trial said that they wanted to know the trial results. The opt-
out Posted Printed Summary was effective at increasing patient satisfaction
with how the results were communicated, and also allowed more patients

who wanted to know the results to find them out. Importantly, none of the
patients who did not want to know the results found them out with any of

the modes of communication. A two-stage process, informing patients that
the results are available and how to access them, rather than automatically
sending results out to all patients, can help ensure that any patients who do
not want to find out the results do not have the results forced upon them. This
is especially important in trials where the patient population may be vulnerable,
or the results may be emotionally challenging for some patients. The additional
features of the Enhanced Webpage did not increase satisfaction with how the
results were communicated compared to the Basic Webpage, but did lead to a
significantly higher proportion of patients reporting that it told them everything
they wanted to know. The lack of uptake of the Email List suggests that for
similar trial populations it is not worth creating email lists at the end of the trial.

5.3.2 Strengths of this study

Show RESPECT employed a cluster randomised factorial design to assess
three methods of sharing results with participants, allowing us to be confident
that the differences observed were due to the interventions, rather than other
differences between the groups. Patients in the Show RESPECT study were
not aware of how the results were shared with patients from other sites. This
means their responses to the quantitative questionnaire were not coloured by
knowledge of interventions others had received.

| carried out extensive patient and public involvement to ensure the study was
asking a question that was important to patients, and that the interventions
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tested were appropriate. The interventions selected were designed to be
easily replicable in other studies. The mixed methods approach allowed us to
explore the reasons behind the quantitative results, while gaining an overall
picture across the study population, and the ‘following the thread’ approach
to triangulation allowed me to generate a multifaceted picture of patients’
experience of finding out trial results, while using the analytical techniques
appropriate for each type of data[96].

| reached inductive thematic saturation at the 13th participant interview.
Inductive thematic saturation is when new themes or codes are no longer
being identified within the data, and new theoretical insights are not being
gained[111]. This was also the point at which ‘data saturation’ was reached,
when new data repeat what was expressed in previous data[111]. | cannot rule
out the possibility that further codes and insights may have been generated
had | interviewed many more participants, but given the diminishing number
of new insights over the final three interviews (with no new insights in the

final interview), and the lack of new volunteers who filled the remaining gaps
in my sampling frame (see Section 5.2.3) it is unlikely that interviewing more
women would have substantially added to my understanding of the views and
experiences of women around receiving the ICONS results.

5.3.3 Limitations of this study

Budget constraints meant | was unable to send questionnaires to all ICON8
participants at the participating sites. However, | used random selection of
participants to avoid selection bias, and the characteristics of respondents in
terms of age and ICON8 arm are similar to that of all eligible participants at
trial sites. The response rate of those invited to complete the questionnaire
was 65%. We cannot discern if there are differences between respondents
and non-respondents in other potentially relevant characteristics (e.g.
education level, computer literacy), however respondents cover the range

of these characteristics, and the subgroup analysis showed no evidence of
heterogeneity in treatment effect by these subgroups.

5.3.4 Conclusion

Understanding the perspectives of trial participants is vital to working out

how best to share trial results with them. The results described in this chapter
suggest that using opt-out Posted Printed Summaries may improve satisfaction
with how the results are shared, and increase access to results, compared to
webpages alone, in trials with similar patient populations and trial settings.
However, sending printed summaries by post has resource implications for
sites. Understanding the perspectives of site staff is also essential if we are to



improve practice in this area for trials where communication with participants is
led by sites. The next chapter explores the quantitative and qualitative findings
from the site staff data gathered in Show RESPECT.
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6. Site staff perspectives on the benefits, feasibility
and resources needed to share the ICONS results
with participants

6.1 Overview of the scope of this chapter

This chapter presents qualitative and quantitative results from the site staff
data from Show RESPECT, including the characteristics of site staff who

took part in the study, their views on sharing results with participants and the
processes used in Show RESPECT. It explores the resource implications of the
Show RESPECT interventions for both sites and the Clinical Trials Unit (CTU),
including staff time and other costs. Quantitative and qualitative data that
relate to the same topic are presented alongside each other, using a ‘“following
the thread’ triangulation approach (see Section 3.2.5). Quotes from site staff

are shown in indented, purple italic text. This chapter concludes with a short
discussion of these results, including key findings, strengths and limitations.

Chapter 8 brings together the views of site staff and patients on the information
contained within the summaries, and the information products used to convey
the results in Show RESPECT. Chapter 9 explores site staff and patients’ views
on other factors that influence patient satisfaction with how trial results are
shared.

6.2 Recruitment and characteristics of site staff respondents

In total, 68 staff from 41 sites returned at least one Case Report From (CRF).
No CRFs were received from 2/43 of the randomised sites due to staff turnover.
Both these sites were randomised to the Basic Webpage, No Printed Summary
and Email List Invitation. Figure 6.1 shows the CONSORT diagram for site staff
questionnaire respondents, and the number of sites where no responses were
received for either of the two site staff questionnaires (CRF2, which asked
about time spent posting documents, and CRF3 which asked about time
spent dealing with queries), by each of the 8 combinations of interventions.

We received no CRF2 from 5 sites, and no CRF3 from 7 sites (only sites that
received queries from participants were expected to complete CRF3). Table
6.1 shows the numbers of sites and questionnaires received by margin (i.e. the
three factorial randomisations). Sites that we received no CRF2s from were
mostly allocated to the Basic Webpage and No Posted Printed Summary. Sites
that we received no CRF3s from were split between the randomisations.



Chapter 6 Summary Box

Why was this study done?

For many trials, Sponsors are reliant on site staff to share results with
participants, so understanding their views on this topic is important

Lack of resources or time can be a barrier to sharing results with
participants, so it is important that approaches are feasible for site and
CTU staff to implement

Data on costs and time requirements of different approaches to sharing
results could help future trials budget and plan appropriately

What did | do?

| collected quantitative and qualitative data from site staff involved in
sharing results with participants at Show RESPECT sites, covering their
views on sharing results with participants, their experience of sharing
the ICONS results, and the resources required to implement the Show
RESPECT interventions

| also collected data on the time and costs to the CTU for developing,
reviewing and disseminating the Show RESPECT interventions

What did I find out?

Site staff were strongly supportive of sharing results with participants,
citing benefits including it being a way of showing that participants’
contribution to trials are respected and valued, repaying trust,

giving something back to participants, increasing awareness of the
importance of research, and helping participants process their trial
experience

Site staff felt that the process of sharing results with patients in Show
RESPECT was generally straight-forward and not too time-consuming,
although the time required was more of a challenge for some staff at
sites with large numbers of participants

Sharing results via a posted printed summary increased costs to sites
by around £14 per participant compared to no posted printed summary

The email list intervention was the most time-consuming for CTU
staff, which accounted for a third of the hours spent on developing,
reviewing and disseminating the Show RESPECT interventions
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Chapter 6 Summary Box ctd.
What do these findings mean?

¢ These findings show that all of the approaches adopted in Show
RESPECT (Patient Update Information Sheet with links to Basic and
Enhanced Webpages and Email List; Posted Printed Summary) were
feasible for staff at the participating NHS hospitals to implement,
acceptable to those staff, and could potentially be adopted by other
studies in similar settings

¢ Trials with sites that have very large numbers of participants will
need to consider how to support these sites with sharing results with
participants

¢ The time and costs of sharing results with participants are small in
comparison with the overall costs of trials, and time required for other
trial processes

¢ The estimates of costs and time required can be used to inform
planning and budgeting of future trials

Most respondents were in nursing (63%) (e.g. research nurse) or administrative
(80%) (e.g. trial coordinator) roles, with only five clinicians returning
questionnaires. There was a wide range of years of experience working in

trials among respondents, with more than a quarter having worked on trials

for more than 10 years, while 13% had been working on trials for less than a
year. Respondents generally worked on many trials, with 72% working on more
than 10 at the time they completed the questionnaire. Two thirds spent almost
no time each week working on ICONS, reflecting that many of the participants
are no longer in follow-up, and visits are now infrequent. Around half of
respondents had been working on ICONS8 for two years or less, while 38%

had been working on the trial for more than 5 years. 81% of respondents had
been involved in sending information by post, and 63% had been involved in
answering patient queries about the results. These data are shown in Table 6.2.

For the qualitative study, | interviewed 11 site staff from 12 sites. | was able to
recruit at least the target number of interviewees in all parts of the sampling
frame. Table 6.3 shows the characteristics of site staff who were interviewed.
They covered the range of site strata, job roles, and were evenly split between
sites randomised to No Posted Printed Summaries vs Posted Printed
Summaries, giving me a range of perspectives.
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Table 6.3: Characteristics of site staff interviewed for the qualitative study

Characteristics No. of interviewees
Total interviewed 11
Show RESPECT randomisation*
Works at site randomised to posted printed summaries 6
Works at site not randomised to posted printed summaries 6
Site strata (based on number of ICON8 participants)*
Small 2
Medium 5
Large 9)
Staff job role
Medical 2
Nursing 5
Administrative 4

* One interviewee worked at two sites of different sizes, randomised differently

6.3 Site staff’s access to and experience of sharing previous trial
results

Most of the site staff | interviewed worked on many trials at any one time, and

some of them had long experience working on trials, often across several
disease areas. However, for many of them, ICONS8 was the first trial for which
they had been asked to systematically share the results with trial participants.

6.3.1 Site staff’s access to study results

Site staff said they generally found out the results of studies they had worked
on, usually via email or newsletter from the Chief Investigator, Sponsor or trial
coordinator / Contract Research Organisation just before the results are made
public, or sometimes through it being fed back from clinicians in their team.
Access to results may be better for Principal Investigators at sites than for
other members of the team involved in delivering the study.

“I think more studies now are beginning to let us know... so I'll get a
summary and more studies are beginning to let patients know as well,

so | think it has improved, probably... this is off the top of my head but
probably within about the last five years or so. Before that, | don’t think
you ever got to know the outcomes and we’ve been quite keen to try to
feed study outcomes back to the teams that have actually been helping
with the studies as well, and that’s been quite hard because it’s really hard
to find.” DMRNIO2: Research Nurse, medium strata site

6.3.2 Experience of sharing trial results with participants in other trials

For most of the site staff | interviewed, most of their previous experience of
sharing results with participants has been in an ad hoc way, when patients
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come back to clinic and ask about the results. For some site staff (even those
with considerable trial experience), Show RESPECT was the first time they
had been asked to offer results to all participants. For others, the picture
varied, with some trials sharing results, and others not providing information to
feedback to participants.

IV: Is sharing overall trial results with participants something that you do
routinely?

HLCLIo2: “I think we have to say it isn’t. It would normally be
something we would do on an ad hoc basis when we see patients in
clinic, who either enquire about the results... Or, when those results are
fresh in our minds and we remember that particular patient participated in
that study.” HLCLIO2: Clinician, large site

A few did talk about having shared results with participants systematically

in previous studies. This was usually done through passing on letters or
newsletters to participants, either through the post or at their next clinic visit, if
they are still in follow-up. Sometimes instead of giving printed information, the
information may be relayed verbally.

“We don’t always get that information to pass forward to patients

and patrticipants. But if we do it’s usually to be honest in the form of
newsletters, especially thinking of quite a few breast trials that | worked
on.” AMRNI05: Research Nurse, medium site

The staff member who was responsible for sharing results varied, with some
clinicians wanting to share the results, while in other cases it has been the
research nurse, or a combination of the two. The level of information that is
shared may be tailored according to the site staff’s perception of patients’ level
of interest and understanding.

“I treat each patient as an individual. Some patients who struggle with
information, sometimes they don’t want to know some of the results.
Some of them do and so | would treat each patient as an individual and
give them the results accordingly. Sometimes the results will be vaguer
than is specified in the publication, so | give them an approximation rather
than say this definitely such and such percentage. Some people may

take a small risk, a medium risk or a high risk of recurrence and some
patients prefer it that way. So, | do have to be flexible with giving results.”
EBLMCLIO2: Clinician, large and medium sites

Where site staff have shared results with participants in the past, their
impressions were that participants wanted to know the results, but did not
come back with lots of questions. Site staff thought that participants in
previous studies who had been informed of the results reacted positively.

“Generally they’ve been interested and quite enthusiastic to hear about
the outcomes of the study. It’s very unusual for us to get any negative
comments back in that circumstance.” HLCLIO2: Clinician, large strata site



6.3.3 Support from trials units to share results in other trials

Generally, site staff said they had not received much support from the trial units
responsible for coordinating trials in terms of sharing results with participants
for previous studies. At best they have been provided with the information and
asked to give it out. Some interviewees thought that support from trials units
for sharing results with participants may be increasing, with the issue being
discussed as part of the consent process, but this still is not common. Clinical
trials units could provide further support to sites around sharing results through
providing clear patient-facing information, and training.

“I think it might be reasonable when we get more experience with

doing this, of having specific training, to allow maybe research nurses

or clinicians at very trial-active sites to discuss experience, and maybe
communication strategies for dealing with those difficult scenarios. We’ve
all got techniques that we use for the difficult consultations that we have,
unfortunately, very regularly in oncology. It’s a question of working out how
we can apply those to this particular setting.” HLCLIO2: Clinician, large
site

6.4 Site staff views on sharing results with trial participants

Site staff who were interviewed were overwhelmingly positive about sharing

results with participants, describing it as “necessary”, “a good thing”, “right”,
“prilliant”, “an excellent idea”, “the way forward” and “courteous”. They talked
about participants being “entitled to know”. One research nurse talked about it
being, in principle, like sharing test results, which is standard practice.

“I think it should be a priority” CSRNIO1: Research Nurse, small site
6.4.1 What motivates site staff to share trial results with participants?

When talking about what motivated them to share trial results with participants,
site staff linked this back to the reasons to do the trial in the first place, both
from a trialists’ perspective and a participants’ perspective. They argued that,
from a trialists’ perspective, the reason to do trials is to find out the results,
and that therefore communicating those results is important. They believed
that patients often agree to take part in trials because they want to improve
treatment for others, and so communicating results and implications of those
results helps them to see how that aim has been met and provides closure.

“The reason why | can imagine patients went on the trial in the first place
is, one, because they obviously wanted to get more care, but also, it’s just
helping people out in the long run. So if they see the fruits of their labour
as it were, yes, it would be a really good thing for them.” GMTCIO2: Trial
Coordinator, medium site
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6.4.2 Views of site staff around the benefits of sharing results with
participants

6.4.2.1 Sharing results as a way of showing respect and valuing participants’
contribution

The most frequently mentioned benefits of sharing trial results related to the
relationship with participants, repaying participants’ trust and contribution

to the trial, giving something back to participants, showing they are valued

and respected, and not treating them like guinea pigs. There was recognition
that trial participation often involves risk or inconvenience, and a feeling that
sharing results was a way of repaying that, in part. Several site staff talked
about sharing results as being a way of involving and empowering participants.

“They’ve given their time and effort to take part in the study and | think,
you know, it’s kind of courteous, isn't it, just to let them know actually
what impact, or even if it hasn’t had an impact, but still what outlines so
that they’ve got a record of their contribution.” GSTCIO3: Trial Coordinator,
small site

6.4.2.2 Sharing results to increase awareness of the benefit of research

Site staff also talked about the knock-on benefits of sharing results with
participants, increasing knowledge of the benefits or impact of research,

which they may then talk to others about (such as friends and family who

have supported them through the trial process), and potentially increasing

the likelihood of people agreeing to take part in future research. This was
particularly the case where the trial had a ‘positive’ result, but site staff thought
that it was also important to be transparent where trials hadn’t found what they
were hoping to.

“So they will talk about it in the sense of ‘I went on this trial, and they’ve
done this, or they’ve told me that’ and ‘oh, you should go on this trial
because your care, your treatment, your aftercare...’, it, it makes it a more
positive experience.” CSRNIO1: Research Nurse, small site

6.4.2.3 Sharing results to help participants process their trial experience

Another perceived benefit of sharing results with participants was that it
would help participants understand the effort that had gone into the study
and reinforce that they had been given high quality care (even if they were
randomised to the control arm). It also provides an opportunity for participants
to reflect on their own trial experience and discuss it with their study doctor.

“An opportunity to discuss the trial, and any outstanding questions that
they may have in relation to that. But also, revisit the rest of their ovarian
cancer journey.” HLCLI02: Clinician, large site



6.4.3 What inhibits site staff from sharing trial results with participants?

Providers talked about two types of concerns regarding sharing trial results
with participants: concern around the emotional impact of the results for
participants, and concern around the practicalities of sharing the results.
The emotional impact may depend on the study whose results are being
communicated, what it found, how those results are presented, and which
arm the participant was in. The emotional impact may also depend on the
participants’ health at the time they receive results.

“It may differ when the results are available, they may be at a much more
difficult time during their illness. Their cancer could have recurred. They
could be in a situation where they’re getting close to the end of life and
very much in the palliative phase of their illness. Sharing information

at that point of time could potentially be upsetting for them. It may,
particularly if it was found that they were on a treatment that was less
effective, means that they will ask questions about... What if? There may
be a risk of causing some emotional distress to a small proportion of
participants.” HLCLI0Z2: Clinician, large site

If the trial had ‘negative’ results, or if participants were not in the arm that did
best, there is the danger that sharing results with participants could lead to
negative feelings about research, or distress, and that participants may talk

about trials negatively to others. Careful wording of the results is needed in this
case to ensure participants understand that benefit to science of the research,

even if it will not lead to a change in practice.

“Say if you were on an arm which is very inferior to the treatment which
was already there, you have got to find ways of how you can impart this
information to these participants without upsetting them.” BMRNI04:
Research Nurse, medium site

The clinicians | spoke to expressed the need for care in how sharing results

is done, to ensure participants are not unnecessarily distressed or confused.
Patient and public involvement in the preparation of information about results
for participants was identified as a way of mitigating the risk of causing upset.
Having information carefully prepared and written specifically for patients
was seen as a better way of managing the process than the current ad hoc
approach, which depends on participants asking clinicians, and clinicians
remembering the key findings when asked.

“We do have a duty to give the patient information, it’s just being wise and
careful to give that information well, in a way that patients can understand.
So, yes, we have a duty to give it it’s just how we give it and how much

of it we give it. And like any information we have to time that well and be
sensible about who we’re giving that to.” EBLMCLIO2: Clinician, large and
medium sites
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6.4.4 Providers’ perception of the views of colleagues around sharing results

The site staff | interviewed felt that their colleagues were also supportive of the
principle of sharing results with trial participants.

“At the end of the day, we all work really hard to deliver cancer research,
to coordinate trials, and the sole purpose of it is to, you know find an
outcome, find a result, and a hoped for result, so yeah, | think we would
all share the same thought on that, yeah.” FLTCO1: Trial Coordinator, large
site
One clinician talked about clinicians being more likely to support sharing results
with participants when the results are ‘good’. Another clinician suggested that

colleagues in less research active sites might find sharing results more difficult.

IV: Do you think generally, your views around it, it being a good idea to
Share results generally with participants, do you think those are shared by
your colleagues?

HLCLIO2: “I think it probably would be for the majority of colleagues. I'm
coming at it from a slightly biased perspective, being a very trial-active
clinician. And so, somebody who does really value the extra sacrifice in
terms of time etc, that my patients put in, to taking part in clinical trials.

| think it may be in some settings, if people have got fewer patients on
trials, they might find that a little bit more difficult to share those results
without support. So, they may have more reservations about taking this
forward routinely.” HLCLIOZ2: Clinician, large site

6.4.5 Who do site staff think should be responsible for sharing results with
participants?

There were differing views around who should be responsible for sharing
results with participants. The most common view was that it should come
from the site that had been looking after the patient, rather than the trial
Sponsor. Reasons for this include that it is the site rather than the Sponsor
that has the relationship with the participant, and is in a position to support the
participant, and that the logistics of the Sponsor sending out the results would
be impractical. Conversely, a research nurse at a site that had a large number
of participants in trials was concerned that, if instituted for all trials, this would
be extremely time-consuming for site staff, and said it would be better for the
results to go directly from Sponsors to the participants.

“I think it’s probably a responsibility for us as investigators to, when we’ve
got patients who are keen to participate in trials, to be open and keep
them informed in terms of the outcomes of the studies that they have
been participating in, if they want to be informed about that.” HLCLIOZ2:
Clinician, large site

“The only problem with our site is we recruit so many patients onto our
trials, it would be extremely time consuming. Now whether we could,
you know, whether the Sponsors could send something out directly to



the patients themselves, you know, with an option to receive the results
or not. That would probably be a better option, you know, | don’t know.
Again, it’s just the volume of patients that we’ve got on trial here. So, it’s
a, you know, it’s a lot of information to send out to people, you know,
when we’ve got so many patients on trial.” HLRNIO3: Research Nurse,
large site

6.4.6 Which trials should share results with participants?

Most interviewees felt that all trials that consent participants should

offer results to participants, as part of the routine process of the trial. No
interviewees were able to think of a scenario which would make it inappropriate
to share results with participants, however, what the results show may

affect how the results should be shared, with additional support or more
individualised approaches potentially being needed in some scenarios. One
clinician who was interviewed identified circumstances when it may not be
appropriate to share results routinely, such as trials in emergency settings
where the patient did not give consent to participate. Most site staff recognised
that not all participants will want to know the results, so an opt-in or opt-out
process will be needed to ensure that people who do not want the results are
not exposed to them (see Section 8.6).

“There may be certain circumstances where you are doing trials in other
situations, maybe in emergency settings, where you’re not gaining patient
consent. It might be inappropriate to share trial results routinely at that
point. But in oncology I think it’s beholden on us to do that.” (HLCLIOZ2:
Clinician, large strata site)

6.4.7 When should trial results be shared?

There is often a substantial gap between when trial teams first know the results
(internally), when they are first presented at a scientific conference, and when
they are published in a peer reviewed journal. Media coverage may take place
around presentation or publication of the results, or not at all. The question

of when, during this often lengthy process, the results should be shared with
participants is difficult. Some site staff felt it should be done as soon as the
team are sure of what the results were. Some were keen that participants were
informed prior to the results being reported by the media, as finding out the
results via the media would not be good. Where the media may cover results
at the time of presentation, then the results may need to be communicated to
participants first or concurrently.

“If they were to find out that way via press coverage because you haven’t
let them know that it’s going to be coming out in the public domain, then
that might annoy certain individuals. You probably wouldn’t want to find
out, like, put ITV on, the news has come out, and then all of a sudden

the paparazzi are there talking about this trial. You’d probably be sitting
there thinking, | could’ve done with this information earlier, couldn’t I?...
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Out of respect for the patient really, you should be telling them as early as
possible, | can imagine.” GMTCIO2: Trial Coordinator, medium site

Waiting for publication of the results, which may often be months or even a
year, was seen by some as being too long, particularly for a condition like
ovarian cancer when some patients may not be alive at the later point to find
out the results.

“As long as you are confident that is what is going to be written in the
journal. You are sending this information to people who participated in
the study. | think it’s better to let them know as soon as you are confident
about whatever has been outlined. Like, waiting for a year, they might be
dead.” BMRNIO4: Research Nurse, medium site

For most, the period between presentation and publication of the results
was seen as the best option, as researchers will have had some feedback
and discussion around the results, but not delaying the communication to
participants unnecessarily.

“I suppose my thought is that it probably would be okay to share that
after the presentation, rather than waiting for it to go to a journal and go
through the peer review process. Because that in itself will often add
another twelve months or even longer to the timeline and that’s taking
you even further out from the time the patients were actually participating
in trial. | think doing that once the results are presented, and you’ve had
some initial feedback from the discussions that happen at the conference
would be the right time to do that. So, in a sense, it’s a question of
preparing that information in parallel with the research presentation, isn’t
it? Being in a position shortly after the conference to be able to take
forward the dissemination to study participants.” HLCLIOZ2: Clinician, large
site

6.5 Site staff experience of sharing the ICON8 results

6.5.1 The process of sharing results

Site staff described several stages to sharing results with participants, from
preparing participants to receive results, checking participants’ health, finding
addresses, sending the Patient Update Information Sheet, then, if randomised
to it, sending the Printed Summary, before providing further follow-up and
support. The process of sharing results as set out in the Show RESPECT
protocol is described in Section 4.6.

6.5.1.1 Preparing participants to receive the trial results

In Show RESPECT, the protocol specified that a Patient Update Information
Sheet should be sent to all participants. For those randomised to no printed
summary, this gave details of how the results could be accessed (via
website, email, or asking site staff for a printed copy of the results). For those



randomised to the posted printed summary, this explained that a printed
summary would be posted to them in three weeks time, unless they informed
staff they did not want to know the results (opted out). It also included a
reminder of what the trial was looking at, and how it was done.

The concept of preparing participants to receive results came up repeatedly
in both interviews and questionnaires from site staff. Some thought that this
should start at the point patients join the trial.

“Right at the very beginning, we should be telling them, when there is an

update, we will be letting you know.” CSRNIO1: Research Nurse, small site
The importance of preparing participants to receive results stemmed partly
from recognition that not all participants would want to know the results, and
so it was important to offer them the opportunity to opt in or out of receiving
them. Some site staff framed this as seeking consent to receive results. Views
differed on the timepoint at which that consent should be sought, with some
site staff saying this should be done at the start, when participants are joining
the trial. This was being done in some trials that site staff were working on.
However, some site staff thought patients might change their minds between
joining the trial and the results becoming available, meaning that they would
have to be re-consented nearer the time, or that consent should only be asked

for when the results are actually available.

“I think it would be a really good idea going forward to, you know, ask
patients if they want the results when consenting to the clinical trial, And,
again, ask them once they’ve completed the treatment if they’d still like to
receive the results.” HLRNIO3: Research Nurse, large site

The other driver behind discussion of the need to prepare participants prior
to sharing results was that results may potentially be upsetting, depending on
what the trial found, and the arm the patient had been randomised to.

“I think if you put it on the update sheet that there was... not saying which
particular arm was the best, but just saying that they should be prepared
for some sort of news that they may not find good. | don’t know, but just
preparing them beforehand might or would help if that were the case.”
CLTCI04: Trial Coordinator, large site

While, in Show RESPECT, the Patient Update Information Sheet was
designed as a way of preparing participants to receive results (and giving
them the opportunity to opt out/in, depending on what interventions their
site was randomised to), some site staff added a preliminary step to prepare
participants to receive the Patient Update Information Sheet through
telephoning them or talking to them in clinic to let them know it was coming.
However, not all site staff agreed that this step was needed or a good idea.

“We sent the information sheets out, then contacted them and let them
know they’re coming. I’'m pretty sure, obviously, | wasn’t privy to every
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conversation that [research nurse] had, but she talked them through it.
That’s a really good way of doing it because if that had just ended up on
their doorstep, they’d have read it and then just probably thrown it in the
bin because it didn’t come with any compliment slip or they didn’t really
know what it was.” GMTCIO02: Trial Coordinator, medium site

“I don’t agree with phoning the patients, just because, you know, a lot of
our patients, you know, are busy with day-to-day life and it’s not, | don’t
think it’s nice just calling them and reminding them of it all” FLTCIO1: Trial
Coordinator, large site

6.5.1.2 Checking participants’ health

Prior to sending out information by post, site staff checked that participants
were still alive, and not too ill to receive the results. This was generally done
by checking the hospital database, which was straightforward. If it required
checking with the participants’ GPs, that was more time-consuming.

“We have access to the database. We have access to make sure they’re
still alive when we’re doing it. So, you’ve got all of that in front of you. So
that side of it for us is not a problem at all.” CSRNIO1: Research Nurse,
small site

AMRNIO05: “I think all GPs wanted a letter sent before they would even say
whether or not...”

IV Whether the patient was alive or not?

AMRNIO05: “Yes. So that, yes, it totally depends on the GP at all whether
you need to do that or not. And then they might not answer for a couple
of weeks, so that can slow it down.” AMRNIO5: Research Nurse, medium
site

6.5.1.3Finding addresses

Finding the contact details for most participants was straightforward for site
staff. However, for site staff at sites which had many participants, this process
could be more time-consuming.

“I think the only thing that’s slightly time-consuming is, you know,

finding the address and writing the address and everything down. But in
comparison to a lot of our other trials, and the work that it involves, it’s not
a lot of time.” FLTCIO1: Trial Coordinator, large site

6.5.1.4 Sending out the Patient Update Information Sheet

The Patient Update Information Sheet was seen by site staff as an important
part of the process of sharing results with participants, except if results were
shared during a clinic visit. Site staff were asked to keep a record of which
participants had been sent the Patient Update Information Sheet, and the
reasons for not sending them to any patients who weren’t sent one. Some
site staff included covering notes, compliments slips or letters with the Patient
Update Information Sheet. This is discussed in Section 8.5.



6.5.1.5Leaving time between the stages of sharing results

Sites were asked to leave three weeks between sending out the Patient Update
Information Sheet and the Printed Summary (if sites had been randomised to
that), in order to give participants time to opt out of the printed summary. Some
felt this gap was about right, whereas others felt the gap was too long.

BMRNIO4: “Though | thought the interval between them getting the
summary, because they were saying, | haven’t received what you said you
were going to be following up with. And | said, | don’t have it, I’'m waiting
for it from the centre.”

IV: They were impatient?

BMRNIO4: “Yes, they were impatient because now you know they are in
the enthusiasm of saying, what is actually written in there? | now want to
see it and when is it coming?” BMRNI04: Research Nurse, medium site

“I actually think giving them shorter time is probably better because | think
they just forget otherwise. Yes, | think three weeks is fine, shorter probably
reasonable.” CLTCIO04: Trial Coordinator, large site

6.5.1.6 Sending out Printed Summaries

The process of sending out the Printed Summaries was the same as that for
sending out the Patient Update Information Sheet (Section 6.5.1.4). At sites
not randomised to the Printed Summary, the Patient Update Information Sheet
informed participants they could request a Printed Summary from their site,
which happened in some cases.

“I know we had the option of then sending out the printed summatry.
So that worked well and | think we did end up doing that for one of the
patients” GSTCIO3: Trial Coordinator, small site

6.5.1.7 Further follow-up and support

There was recognition that some participants may need further support or have
questions about the results. Some site staff phoned participants after they sent
the Patient Update Information Sheet or Printed Summary, depending on their
randomised arm, to see if participants had any questions or needed further
support. Others included a note with the results saying to contact them if the
participant had any questions.

“That was the thing, | think, we were slightly concerned about was, well,
what if that raises questions, which again is why we put that you know,
compliments slip in... you know, do phone us if you’ve got any issues with
it or queries or anything.” DMRNIO2: Research Nurse, medium site

6.5.2 Concerns and challenges

Most site staff (88%) reported no concerns about how they shared the
ICONS results with participants, with no significant differences between the
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intervention arms. Similarly, around three quarters of site staff reported not
finding anything challenging about sharing the ICONS8 results, again with no
evidence of differences between the arms. These figures are shown in Table
6.4.

As discussed in Section 6.4.3, some of the concerns site staff reported were
around the emotional impact of sharing results. In relation to the ICONS results
specifically, some site staff were uncomfortable with sharing information on
average progression free survival times, while others were concerned that
participants who felt they had benefited from trial participation may be upset
to learn that the trial did not find a benefit overall. The practical concerns

site staff expressed included how to deal with questions the results raise for
participants.

One of the main challenges identified by site staff was the time needed to
share results via posted information (the Patient Update Information Sheet
and Printed Summary). This was particularly an issue for staff at sites with
larger numbers of ICONS8 participants. Sites taking part in Show RESPECT had
between 1-52 eligible ICON8 participants. Staff at smaller sites also recognised
that, though it may not have been a problem for them in this study, it would
be challenging in studies where there are many patients at a site. For some
site staff finding addresses was time-consuming, whereas for others the need
to request patients’ notes in order to file copies of the results summaries was
time-consuming and meant the task had to be spread over several days.
Section 6.6.2 contains details of the amount of time staff reported spending on
sharing the results, per participant.
“Finding each patient address was time-consuming.” GLTCQOT1: Trial
Coordinator, large site
In Show RESPECT we specified a time-period in which we wanted the results
sent out to participants at each site. This timeline was felt to be too tight by
some, as it meant they were unable to wait until the patients’ next scheduled
visits to give out the Patient Update Information Sheet. Giving sites more
flexibility with when they share the results would have addressed this concern.

One challenge that came up repeatedly was patients saying they had not
received information that had been posted to them.

“Well, the only difficulty was that they didn’t receive it because it was

Christmas. | think three out of the five letters didn’t get there to start with,

so they had to be sent again.” AMRNIO05: Research Nurse, medium site
The issue of who to send the results to raised some questions for site staff. If
site staff had not had contact with a patient for a while, and were aware the
patient was unwell, this did raise some questions for sites over whether they
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should send the results. Similarly, if patients had transferred from one site to
another, it could cause confusion over who was responsible for sharing results
with that patient.

“There were a couple of patients who we hadn’t seen for a while and
knowing how appropriate it was to send the information or any of it out
really, and there was one that | did send the information to who | knew
was a little bit poorly but | also knew had been really keen on ICONS, so |
felt okay to send it to her.” DMRNIO2: Research Nurse, medium site

For some site staff, giving information out remotely, rather than face to face,

was challenging as they could not gauge the reaction of patients.

One clinician identified that, in large trials with many sites, there may be
challenges for trial teams getting sites to engage in sharing results with
participants, due to insufficient staffing.

“Although the majority of sites would actively engage, there may be some
sites who feel that it’s an optional extra. And they don’t have the staffing,
and the information then doesn’t get out to the participants who would
actually like to have that information.” HLCLIO2: Clinician, large site

6.5.3 Dealing with queries from participants

Just over a quarter of site staff reported that no participants contacted

them with queries, while almost 60% were only contacted by one or two
participants. No respondents reported being contacted by more than five
participants. There was no evidence of significant differences between the
randomised arms in the number of queries received from participants. 83%

of site staff felt it was quite or very easy to deal with the queries participants
raised, again with no evidence of differences between the arms. These data are
shown in Table 6.5.

6.5.4 Site staff views on sharing results in future trials

Three quarters of site staff respondents said they thought the way they had
shared results with participants in Show RESPECT should be the standard
approach for other trials, with no evidence of differences between the
randomised arms. Similarly, 79% said they would not do anything different

for future trials (Table 6.6). Site staff preferences around the method used to
communicate results to participants, and the reasons for these preferences, are
discussed in Section 8.4.3.

6.5.5 Site staff views on the process of sharing results

Aside from the concerns and challenges described in Section 6.5.2, site staff
described their experience of the process in positive terms, as “easy”, “not
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complex”, “achievable”, “not time-consuming”, “working well”, and having
appreciated the “clear instructions” provided.

“It was very, very simple, and you basically gave me all the instructions |
needed” GMTCIO2: Trial Coordinator, medium site

6.6 Resource implications of the Show RESPECT interventions

6.6.1 Who was involved in delivering the interventions?

The staff involved in sending out printed information (the Patient Update
Information Sheet and Posted Printed Summary, if appropriate) were mostly
nurses (55%), clinical trial coordinators (18%), trials administrators (16%)

or data managers (7%) (Table 6.7). While there were statistically significant
differences between those at sites randomised to No Printed Summary versus
Posted Printed Summary, these differences are largely in the distribution
between the different administrative roles (trial coordinators, administrators
and data managers). There were no significant differences in the other
randomisations.

The breakdown of staff involved in dealing with participants’ queries is
different, with more focus on the clinical roles, particularly nurses (74%)

followed by oncologists (13%) (Table 6.7). There were no significant differences
between the randomisations.

6.6.2 Time and cost to sites of delivering the interventions

The resources required from sites to share the results with participants include
staff time for posting information and dealing with participant queries, and

the costs of postage and stationery for sending out the information. Table

6.8 shows the estimated total costs per participant, and a breakdown by the
different types of resources required. The average total costs to site were
£23.11 per participant. While per participant costs were higher in the Printed
Summary arm (£29.79) compared to the No Printed Summary arm (£15.37)
(which is to be expected), this difference was not statistically significant
(p=0.108). The differences between the other randomisations were not
statistically significant. The biggest component of the total costs of sending
out results was staff time to send out the printed information. On average it
took 11 minutes of staff time per participant in the No Posted Printed Summary
arm, compared to 46 minutes per participant in the Posted Printed Summary
arm. This difference was statistically significant (p=0.002). This translated

into a £16.72 higher cost of time spent posting information in the Posted
Printed Summary group compared to No Posted Printed Summary, which was
statistically significant (p=0.005). The amount of time spent dealing with queries
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from participants was about 10 minutes per participant. This translated into a
cost of about £8.00 per participant for the time spent dealing with queries, with
no significant difference by randomisation. However, there was a suggestion
that these costs may be lower in the Printed Summary and Enhanced Webpage
arms. Other costs made up a small amount of the overall costs, although there
was a significant difference between the No Printed Summary arm (£0.68) and
the Printed Summary arm (£1.29) (p<0.001).

Most (26/41) sites reported spending between 0-1 hours in total sending out
the Patient Update Information Sheet. Ten sites reporting spending 2-4 hours
and three sites spent 5-7 hours in total. Only two sites reported spending
considerably longer (12-13 hours) sending out the Patient Update Information
Sheets. The sites randomised to the Printed Summary also reported the total
amount of time spent posting the Printed Summary information. This was
largely dependent on the number of participants at the site. 12/22 reported
spending around 0-1 hours; 7/22 spent around 2-4 hours; and 3/22 spent 5-7
hours sending out the printed summary. 14/41 sites reported spending no
time dealing with queries, while 21/41 spent up to an hour; 1/41 spent around
2 hours and 4 sites spent 3-4 hours dealing with queries. No sites reported
spending more than 4 hours dealing with queries from participants.

Staff views on the time required to send out the information are discussed in
Sections 6.5.2 and 6.5.5. Other resource implications to sites did not seem to

be a concern, aside from one research nurse commenting that postage costs
may be an issue for her site.

AMRNIO5: “If it’s a public post then it can be a bit of an issue for us if
postage isn’t supplied because budgets are tight.”

IV: Is there reluctance in your hospital to cover that sort of cost?

AMRNIO05: “Yes. Budgets are very tight.” AMRNIO5: Research Nurse,
medium site

6.6.3 Time and cost to the clinical trials unit of the Show RESPECT
interventions

Developing, reviewing and implementing the Show RESPECT interventions
took time from staff including a data manager, trial manager, programmer,
statistician, communications specialist and clinical professor, with different
associated costs. Table 6.9 shows the amount of time and cost of that time for
the Patient Update Information Sheet, Basic Webpage, Enhanced Webpage,
Printed Summary and Email List. The Email List was the most labour intensive
intervention for the CTU, taking around 41 hours of staff time, which cost
approximately £1695. This was followed by the Patient Update Information
Sheet, (36 hours, £1545) and Printed Summary (26.5 hours, £1182 total). The
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time and costs for the Enhanced Webpage (20.5 hours, £872 total) and Email
Lists are underestimates, as they both largely use the same text as the Printed
Summary, but the time spent developing this text is only counted in the Printed
Summary row, to avoid double counting. The cost of the Basic Webpage were
the lowest, although it benefited from plain English text having already been
developed for the printed summary, requiring only restructuring and pruning for
the Basic Webpage (13.5 hours, £564 total).

Table 6.9: Approximate time (hours) taken by CTU staff on developing, reviewing and
disseminating the Show RESPECT interventions, and approximate cost of that time

Development | Testing/ Distribution |Total |Approximate
time (hours) |reviewing |time (hours) | (hours) | cost of time
time (hours) (GBP)
Patient Update 17 9.5 95 36 1545
information Sheet'

Basic webpage 4 9.5 n/a 13.5 564
Enhanced webpage 11 9.5 n/a 20.5 872
Printed Summary 1.5 13 2 26.5 1182
Email list 22 17 2 41 1695
Total 65.5 58.5 13.5 119.5 5858

' The Patient Update Information Sheet is how the links to the basic webpage, enhanced webpage,
email list were shared, along with opt-out information for the printed summary (i.e. the other
interventions were not stand-alone without the Patient Update Information Sheet).

In addition to the staff time involved in developing, testing and distributing the
interventions, the CTU also incurred printing and postage costs for sending the
Patient Update Information Sheet and Printed Summary to sites. The average
cost to the CTU per participant for the Patient Update Information Sheet was
£0.61, coming to a total of £290. The average cost to the CTU per participant
for the Printed Summary was £0.69, coming to a total of £125.

6.7 Discussion

6.7.1 Summary of key findings

The site staff who took part in the Show RESPECT study were strongly
supportive of sharing results with participants, citing benefits including it being
a way of showing that participants’ contribution to trials are respected and
valued, repaying trust, giving something back, increasing awareness of the
importance of research, and helping participants process their trial experience.
Concerns about the emotional impact the results may have on participants,
and the practicalities of how the results are shared may act as barriers to
sharing results, but these may be at least partially addressed through clinical



trials units providing sites with clear information co-produced with patients
and the public. Despite strong support for the principle of offering all trial
participants results, in practice trial results are often not systemically shared
with participants, with Show RESPECT being the first experience of this for
some staff who had worked across many trials for years.

The process used in Show RESPECT to share results with participants was
generally seen as appropriate and feasible by site staff. Preparing participants
to receive results was an important step in this process. Some site staff viewed
the Patient Update Information Sheet alone as sufficient for this, while others
felt more comfortable talking to the patients first to let them know what to
expect, and some felt it should be covered in the informed consent process
when participants join the trial. Sending out the printed information was
generally reported to be easy and not too time-consuming, although staff at
sites with large numbers of participants found it more of a burden. Site staff
generally received fewer queries from participants about the results than they
expected.

Providing results to participants in the form of opt-out Posted Printed
Summaries increased costs to sites, with the bulk of that being staff time. It
cost sites an average of £29.79 per participant to share results using opt-out
Posted Printed Summary, compared to the £15.37 per participant in the No

Posted Printed Summary arm. Most sites spent less than an hour sending out
the Patient Update Information Sheet to all their participants. This was the
same for sending out the Posted Printed Summary to all participants at sites
randomised to that intervention.

The bulk of costs to the CTU was staff time for developing, testing, reviewing
and distributing the interventions, with the Email List accounting for a third of
that time. While developing, testing reviewing and distributing the interventions
took staff time, the cost of this was well under 1% of the total costs of the trial
to the clinical trials unit.

6.7.2 Strengths of this study

The range of sites included in this study, from District General Hospitals to
specialist cancer hospitals, reflects the types of sites usually included in
cancer trials run by the MRCCTU at UCL in the UK. Sites had between 1-52
eligible ICON8 participants. This allows us to be confident the findings around
feasibility could be transferable to other UK cancer trials where sites have
similar numbers of participants.

My study is the first to provide detailed information about the costs of sharing
results with participants through different approaches, from both a site and
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clinical trials unit perspective. This information will be of value to guide
researchers planning and budgeting for sharing results with participants
(something which the literature repeatedly recommends is considered, but
provides no guidance on what resources are required).

As discussed in Section 5.3.2, the mixed methods design of this study is a
strength, allowing us to gain a better understanding of the experience and
views of site staff involved in sharing results with participants.

| reached inductive thematic saturation and data saturation at the 11th site staff
interview. | cannot rule out the possibility that had | interviewed more site staff,
additional insights may have been generated, but given the diminishing number
of new concepts emerging in the last few interviews, it is unlikely to have
substantially changed my findings.

6.7.3 Limitations of this study

A limitation to the generalisability or transferability of my findings is the
possibility that site staff at sites which agreed to take part in a study about
sharing results with participants may be more supportive of approach than site
staff at other hospitals. This needs to be borne in mind when interpreting my
findings.

Another limitation to this study is that the resource use data is only an
approximation. Staff chose a category (e.g. 0-1 hours, 2-4 hours etc) rather
than specifying the exact amount of time each task took them. The cost of
this time is estimated from the generic approximations of the costs for that
job family (medical, nursing or administrative staff for site staff, and role grade
for clinical trial unit staff) taken from the National Institute of Health Research
Schedule of Events Cost Attribution Template, assuming an Association of
Medical Research Charities funder, for site staff, and WorkTribe assuming UKRI
as a funder for CTU staff. We are missing site staff data from two sites, and
we are missing data from five sites on time spent sending out the information,
and 6 sites on time spent dealing with queries. This means there is some
uncertainty around these estimates.

6.7.4 Conclusion

This chapter shows that there is strong support among site staff for the
principle of sharing results with participants, and the process used within

the Show RESPECT study is both acceptable and feasible for sites. The
information on the process and resource requirements for the approaches
used in Show RESPECT can guide others seeking to plan for sharing results in
similar ways.



7. Patients’ thoughts and feelings on receiving trial
results

7.1 Overview of the scope of this chapter

This chapter explores patients’ thoughts and feelings on receiving trial results
and their reactions to receiving the results. It starts by exploring patients’
motivations for joining the trial in the first place, as this may influence their
desire to receive results and their reaction to those results. It then goes on to
explore their expectations around whether they would be offered the results,
and whether they wanted to receive them. It then looks at whether patients
understand the range of potential outcomes a trial may have, as this may affect
their reaction to receiving the results. It goes on to explore patients’ reactions
to finding out the results, including their intellectual response and emotional
response. It finally explores patient and site staff views around sharing trial
results with others, including family members of trial participants (including
participants who die during trials); other patients and general practitioners.
This chapter concludes with a short discussion of these results, including key
findings, strengths and limitations.

7.2 Patients’ motivation for joining the trial

Participants cited two main reasons for joining the trial: 1) they could personally
benefit from trial participation, and 2) others could benefit.

“I just felt that, you know, whatever my possible chances were, if
something | could do that was going to be part of my treatment might
have meant that a) | could benefit, and b) you know, medical science
could benefit by whatever was observed as part of the trial, and | had
nothing to lose. | felt | had everything to gain.” CSI01: Patient, small site

This section explores those two motivations in more detail.
7.2.1 Personal benefits

Some women assumed that, for an intervention to have reached the point of
being included in a trial, there must already have been considerable testing,
meaning trial interventions are more likely to work than not work. As ICON8
was using established drugs, in a different dosing schedule, it was perceived
to be low risk. Participants felt that it made sense that having more frequent,
smaller doses of chemotherapy (as tested in ICONS8) would be easier than
large doses every three weeks. The evidence on this approach from previous
Japanese trials was encouraging.
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Chapter 7 Summary Box
Why was this study done?

¢ Participants wish to receive the results of research they have
participated in

¢ Trial site staff may be reluctant to share results with participants
because of fear of upsetting them

¢ I|tis important to understand participants’ thoughts and feelings on
receiving trial results to make sure that sharing results does not cause
more harm than good

What did | do?

¢ | analysed qualitative and quantitative data from patients and trial site
staff to explore patients’ thoughts and feelings on receiving trial results

What did | find out?

¢ Patients join trials for potential personal benefits and to help other
people

* Nearly all patients wanted to know the results of the ICONS trial, to
help them understand if their aims for taking part were achieved

¢ A large majority of patients were glad to find out the results of the
ICONS trial, despite some also being some being disappointed that
weekly chemotherapy did not improve outcomes

e Offering trial results to the families of participants who die during
a trial may have value for the bereaved, but needs to be done
sensitively to avoid causing unnecessary distress

What do these findings mean?

¢ Participants should be offered the results of trials even when those
results may be disappointing

e Further research is needed to explore how to share results with
bereaved families of trial participants

Another personal motivation for joining the trial was the increased monitoring
that trial participants receive, compared to those in standard treatment. This
was reassuring for some participants.

“It was just about getting through what | needed to get through,

and something that might give me a better opportunity of getting
through it successfully. And also something that was going to give
me an opportunity to be monitored for longer than | might have done
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otherwise, because [Research Nurse] explained to me that under normal
circumstances | would be monitored routinely by the hospital for five
years. But because | take part in the trial, I’d be monitored for ten.” CSIO1:
Patient, small site

7.2.2 Altruism

For some patients, helping others was a key reason for taking part in the trial.
Taking part in the trial was seen as a way helping future patients, or of giving
something back to the NHS, or the doctors and nurses who looked after them.
Taking part in a trial was framed by some as a good thing to have come out of
their cancer experience. Others talked about having benefited from research
that had been done previously, and participation in research being a way of
paying it forward for future generations. Site staff also perceived altruism to be
a key reason for participants agreeing to take part in trials.

“I just felt that mine had gone so unknown if there was any way that my
participation could help, | don’t know, future diagnosis or help future
patients going through a treatment. Then | wanted to do that just to, if you
like, just to put back a little bit into the system, into the NHS and see what
comes of it.” BLIO1: Patient, large site

7.3 Patients’ expectations around receiving results

Patients had differing expectations around whether they would receive the
results. Among those who had not been expecting to receive the results, some
had assumed that, as they were still in follow-up, results would not be available
yet. Others had assumed that they would have died before the results were
available. Some had put it out of their mind, while others remembered being
explicitly told by their doctors that they would not be told the results. One
interviewee talked about previously having participated in paid drug trials, and
having not received results from that, so not expecting results from ICONS.

“I assumed that | would never know the results, that it would be... Well
first of all | thought well I'll probably be dead anyway, but no, | didn’t think
they would be available. | thought trials probably went on for much longer,
and that they would wait until people died before they assessed it.”
GSI01: Patient, small site

There was a sense among some site staff that patients’ expectations around
receiving results had shifted in recent years, with patients now being more
likely to expect to receive them. This change in expectations may be because
there is more discussion of the issue at the time patients join the trial.

“It's something that I think is becoming more important. A lot of our
patients are becoming more empowered. They’re wanting to seek more
information. Treatment of cancer is becoming more complex, often
patients will survive for longer and live with their cancer as a chronic
illness. Probably there are more trial participants who are keen and
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interested in finding out the results of studies that they have taken part in,
in the past. It is becoming a greater priority for us to engage with them in
this setting.” HLCLI02: Clinician, large site

7.4 Patients’ desire to receive trial results

A summary of findings from the patient qualitative data around patients’ desire
to receive results was published as Supporting Information to the participants
results paper in PLoS Medicine[110].

7.4.1 Wanting to know the results

In line with the quantitative findings that 93% of respondents wanted to know
the trial results (see Section 5.2.5), most of the women interviewed had wanted
to receive the results of the trial. Most of the site staff interviewed said they
thought trial participants did, generally, want to know trial results. The reasons
site staff thought this were either because they had experience of patients
asking for the results, or because they themselves would want to know if they

were taking part in a trial. For several patients, their interest went back to when
they joined the trial. Site staff talked about some patients asking when results
would be available early in the trial. For some patients, interest in the results
of the trial had been a motivating factor in signing up to be part of it in the first
place. Other women said that when they joined the trial, learning the results
was not a major focus for them because of the challenges they were facing at
the time around dealing with a cancer diagnosis and chemotherapy.

“The whole point of when | joined the trial was because | wanted to know

what the outcomes would be and how that would affect us in the future.”
DMI01: Patient, medium site

Some women had been actively seeking the results through the course of the
ICONS trial:
“I asked, well not all the time, but | used to see various consultants and
when | saw the one that was the main one, | always would ask her, how’s

the trial going and what are the results looking like? And when can we see
them? And all that kind of thing.” DLIO1: Patient, large site

One research nurse believed that patients who want to know the results will
ask for them, so not being explicitly asked for results is a sign that patients did
not want to know. However, other site staff felt that most would be interested
to know, but only a minority will actively ask for results.

“I think if they were offered the opportunity to have the results or not,

| think the majority of participants would be interested in seeing that
information and reading that. From general experience, it does only seem
to be the minority of patients who will actively seek that information out.”
HLCLIO2: Clinician, large site



This chimes with one participant’s view, who had wanted to know the results
but hadn’t actively sought them out. This has implications for whether an opt in
or opt out process is most appropriate (see Section 8.6).

One participant said that she had lost interest in the trial, because nobody was
talking about it following her chemotherapy (patients in the ICONS trial have
been followed up for several years after completing chemotherapy). When she
received the Patient Update Information Sheet, she was surprised to receive it
several years after her chemotherapy, but decided that she did want to know
the results so accessed the webpage.

Some patients were keen to find out the results because they wanted to

know how they had been affected physically by trial participation. For

others, receiving the results was about knowing that they had contributed to
something that may have an impact, and gaining closure. These motivations for
finding out the trial results mirror the motivations for taking part in the ICON8
trial (see Section 7.2).

7.4.2 Not wanting to know the results

7% of patient questionnaire respondents did not want to be informed of trial
results, and while site staff thought that most participants want to know trial
results, there was recognition that not everyone does. This creates a need to
be careful about whom you share the results with.

“I think what we need is before we can send to them, either we write them
a letter to find out if they want, because some people want to forget about
certain things. But then if we can phone them and say, we have got this
which we can share with you, if you are interested. And if they say yes...

I don’t believe in just sending information without first asking for their
consent or asking them if they’re interested in doing this, because some
do want to know and some don’t want to know.” BMRNI04: Research
nurse, medium site

One interviewed patient said she did not want to receive the ICONS results as,
although she herself was well, she did not want to find out that others in the
trial had done less well. If, however, she had been on a trial for a less serious
condition, she would have been interested in learning the results.

“If everything is fine, and all the ladies on the trial are fine, | would want
to read that. If | was going to read it, and | found out that a very high
proportion were not well, | don’t want to see that. I’'m probably putting
my head in the clouds, or burying my head in the sand probably. But I'm
very well at present, and I’m sure I’ll stay well, but | don’t... and there are
always the seeds of doubt, you... Nobody who has cancer really is ever
convinced that they’re cured. | don’t ever use that word, but | don’t want
to know about people. And you tend to hear about people who are not
well and who have died. You don’t hear about the people who are well.
And | don’t want to read something either in a letter, or on a computer
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that says such and such a proportion of ladies had died, or had got
secondaries, or whatever. If everybody was fit and well, yes I’d read that.”
GSI01: Patient, small site

Other reasons reported by patient questionnaire respondents included worry
about what the results would show, feeling like the results are not relevant to
them now as their health situation had changed, or will not make any difference
to their situation, and wanting to believe that the treatment they had was the
best. Some had found it difficult to access or understand the results, which
made them decide that they did not want to know them. Some site staff said
that some patients did not want to be reminded about their cancer.

“We’ve got some patients here who obviously they don’t want to talk
about diagnosis, they don’t want to talk about prognosis. So, again, I think
receiving information like that through the post is sort of a reminder of,
you know, the situation that they’re in. And some don’t really want to be
reminded of that.” HLRNIO3: Research nurse, large site

7.5 Patients’ understanding of potential trial outcomes

Communicating results to patients that go against their expectations of what
the trial would show may be more difficult. It is important that participants
understand the potential outcomes and have a sense of the prognosis of
people like those in the trial, so survival results are not shocking. Site staff
generally believed that patients, at the time of consent, understand the
potential outcomes of the trial and their prognosis. But this understanding may
be being constantly refined over the course of the trial and patients’ interaction
with site staff.

“We’re always refining their understanding of the disease and we’re
sometimes at the beginning we’re not as detailed because they can’t
absorb all the information. So, when they’re on treatment many of them
think they’ll have perhaps a better outcome because being positive on
their treatment, than perhaps the results may indicate. So, we have to
constantly refine that as we see them.” EBLMCLIO2: Clinician, large and
medium sites

Not all the women | interviewed had been in equipoise at the point at which
they agreed to join the trial. Some had had strong views about which arm

they wanted to be randomised to (weekly chemotherapy) because they
believed it was likely to be gentler than having larger doses every three weeks.
Some patients had tried to persuade site staff to allocate them to weekly
chemotherapy arm. One participant was surprised and upset to be allocated to
the control arm, having not understood that she would be randomly allocated
to an arm.

“I think I cried for about three days when | found out | was on the standard
treatment really because it was a shock and the way that the information



was given to me in a telephone message. The computer has randomised
you, standard treatment, bang.” CLIO1: Patient, large site

7.6 Patients’ response to receiving the Patient Update
Information Sheet

The first step in the communication of results for Show RESPECT (from the
patient’s perspective) was receiving the Patient Update Information Sheet
(Figure 7.1), which thanked them for taking part, told them results were
available, and how to access them (or, for those at sites randomised to the
Posted Printed Summary, how to opt out of receiving it).

Figure 7.1: Patient Update Information Sheet (version for site randomised to webpage,
Posted Printed Summary and Email list)
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7.6.1 Uncertainty about whether they received the Patient Update Information

Sheet

Sites were meant to send the Patient Update Information Sheet to ICON8
participants, and logs from sites indicate they sent them to all eligible
participants. However, some patients struggled to remember whether they had
received the Patient Update Information Sheet, which may partly be a result
of interview taking place several months after they had been sent the Patient
Update Information Sheet, and also what else was going on in patients’ life
at the time the sheet was sent out (which, for some, included problems with




their own health, or having to care for sick relatives). It may also be that some
Patient Update Information Sheets got lost in the post, and never made it to
participants.

7.6.2 Actions on receiving the Patient Update Information Sheet

Patients described various actions they took upon receiving the Patient Update
Information Sheet, starting with reading it or glancing through it and keeping
the information. Patients at sites randomised to the Printed Summary did not
need to take action to receive the results via Printed Summary, however some
patients contacted their research nurse anyway, to say they wanted the results.
For those at sites randomised to not have the Printed Summary, seeking out
the results involved visiting a webpage, or contacting the site to ask for a
printed copy of the results.

7.6.3 Thoughts on receiving the Patient Update Information Sheet

Patients generally welcomed the Patient Update Information Sheet.
“I thought, oh, it’s interesting after all this time.” CLIO1: Patient, large site

For sites randomised to the Printed Summary, the Patient Update Information
Sheet explained that the Printed Summary would be sent in three weeks time,
unless the patient opted out of receiving it. This was to enable patients who did

not want the results the opportunity to opt out. But for some patients who did
want the results, this seemed like an unnecessary step in the process. Others
recognised that it may be necessary for other patients.

“For me it would have just been okay to receive the main report. And |
wouldn’t have needed any warning about it. But | understand that some
people might think well why am | getting this, so | suppose it’s a bit
difficult.” BLIO1: Patient, large site

7.6.4 Emotional responses to receiving the Patient Update Information Sheet

As the primary outcomes measured in ICONS8 tend to take several years to
occur, and recruitment to the ICONS trial took place over several years, the
Patient Update Information Sheet was sent out several years after patients
had completed their treatment in ICONS8, and patients’ trial visits were now
infrequent. For some patients, receiving the Patient Update Information Sheet
was a surprise.

“It did come out of the blue, | suppose, because like | say, you tend to
put it all out of your head, don’t you?” FLIO1: Patient, large site
One patient spoke about feeling apprehensive about what the results would
show. However, that apprehension was mixed with excitement. Others also
reported feeling excitement about finding out the results. One patient, who
had not wanted to learn the ICONS results, said receiving the Patient Update
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Information Sheet did not raise anxieties for her, and that she did not mind
receiving the information sheet.

“I was in no way bothered by getting the letter, and | thought about it and
decided that it wasn’t for me, but | think the way it was handled, that was
okay.” GSIO01: Patient, small site (did not want to receive the results)

7.7 Patients’ experiences of finding out the ICON8 results

7.7.1 Reading and processing the results

For some patients, reading and processing the results was something that
took time, requiring several sittings to read small bits at a time, or re-reading
the information, at their own pace, in order to get it clear in their head. Some
patients particularly appreciated having a printed copy, which facilitated that
gradual process. Some patients ascribed this need to come back to things
several times to memory problems they had experienced as a side-effect of the
chemotherapy. Others put this down to the emotional response to receiving the
results.

“I think because when you first get some results like that, especially in
my situation, you almost panic. You get the result but you panic. So, you
read it and you’re panicking, although you can see the outcome’s good.
So, you have to read it again to clear your mind, if you see what | mean.”
DMI01: Patient, medium site

Some patients were only interested in learning the main result, and did not
spend much time reading the results.
“Once | saw that basically they didn’t seem to make a massive difference |
don’t think | looked to get any more details” FLIO1: Patient, large site
Those who had already received the results in another format (e.g. in person
from a consultant, or via another Show RESPECT intervention) did not spend
long reading the webpage information.

7.7.1.1Reading the results with others

Just as, for some patients, their experience of cancer treatment and trial
participation is something that they do together with loved ones, so too is
finding out the results of the trial, reading the information together.

“Yes, my husband were there when the letter, he said, oh look, you’ve got
a letter. When we looked in it, we were both reading it together.” GSI02:
Patient, small site
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7.7.2 How else did patients find out the results, besides their allocated
approach?

Some participants reported finding out the ICONS results in ways additional
to their Show RESPECT randomisation, including being told the results by
site staff, requesting printed copies of the results (for participants at sites not
randomised to the Posted Printed Summary), searching for the results online,
or finding them out through other ways.

7.7.2.1Being told the results by site staff

The most common of these alternative ways of finding out the results was
being told directly by their consultant, research nurse or trial administrator. 8
questionnaire respondents reported being told the results by site staff (research
nurses or consultants, or both) in addition to the randomised Show RESPECT
intervention(s). Sometimes this discussion was initiated by the patient. In other
cases the impetus for discussing the results may have come from the member
of site staff.

However, in some cases, patients asking for information on the results were
rebuffed by site staff. One questionnaire respondent said in answer to the
question on why she was very unsatisfied with how the results were shared
said:
“Never advised on how | could obtain the results or had any discussions
about the results. When asked about other patients told it was none of my

business.” AMQO5: Patient, medium site, randomised to Basic Webpage
alone

For two patients, the only way in which they found out the results was through
being told by site staff. One patient, who is herself a medical doctor, gave this
account of being told the headline results of the trial by her oncologist while
she was undergoing chemotherapy for disease progression.

IV: “Can you tell me about how you found out the results of ICON8?”

CLI02: “Oncologist.”

IV Okay, and did you initiate that conversation or did the oncologist?

CLIO2: “No. We talked. | was obviously sitting there a bit more frequently
again because | was going through chemo, and we were chatting about
what comes next, and then he went oh, by the way, it didn’t work,
ICONS8.”

IV: “Okay.”

CLIO2: “And that’s probably because I’m a colleague, and a lot of the
communication we have, not everything, | think it’s quite interesting, | think
the dynamics are... It was very much, it didn’t work, or it might have been,
not oh by the way, or you may have heard it’s not worked, and so | went,



all right, let’s move on. | mean it’s certainly not worked for me because I’'m
sitting here. And | didn’t even say that, it was like, okay.”

IV: “So you didn’t ask any questions?”
CLI02: “No.”
IV: “And it didn’t make you want to go out and find out more?”

CLI02: “No because | trusted him to say if there had been a disadvantage
of being in the arm that | was in, | trusted him to tell me that. So, having
not gone and looked it up, | don’t know that there really wasn’t a
disadvantage. | don’t think there was. Because | would have thought he
would have told me.” CLI02: Patient, large site

7.8 Outcomes of finding out the ICON8 results

Finding out the ICONS results led to several possible outcomes, including
discussing the results with family, friends or health workers, reflecting on how
the overall trial results compared to their own experiences, keeping the results
for future reference, and sharing the results with others, such as other patients.
The results also raised questions for some patients; this is discussed more in
Section 7.9.1.4

7.8.1 Discussing the results with others

Once patients had received the results, some then discussed those results
with others, including family members and friends, although these discussions
may not have been in depth. Some patients had not discussed the results
with friends or family, as they thought others would not understand, or be
interested.

IV: “Have you discussed the results with anyone?”

GMI02: “I have done with my husband. Only my husband actually, really,
because it’s just me and him at home, my son lives away, so... And you
know what youngsters are like there, as long as mum’s okay now he’s not
really worried too much, really. But yes, | have with my husband, because
he’s obviously keen to know, so yes. And | probably have mentioned it a
little bit to my mum as well, actually, come to think about it, yes.”

IV: “And what sort of things did you talk about with your husband or your
mum?”

GMI02: “Well, just really the overall results of the three different groups
and how... | sort of told them how the group | was in, the second group,
people had sort of more side-effects from that, so yes, that was the main
thing.” GMI02: Patient, medium site

Some patients had discussed the results with site staff.

“When | last saw [Research Nurse] at the hospital she was very busy, and
we had a time for a little chat. And what amazes me is she remembers
personal details about everybody. So, you know, it just makes you feel so
special and so cared for. She obviously is very well informed on the results

153



of the trial, and she knows that | feel that I've been very lucky with it all.
And she’s just always so upbeat, always. It’s amazing.” CSI01: Patient,
small site
However, several patients | spoke to had not yet discussed it with their clinical
team, despite wanting to, as they were waiting for their next scheduled visit for
an opportunity to do so. One patient said she would be more likely to discuss
the results with her trial nurse, rather than other clinical staff, as she felt that
the trial nurse would know more about the results.

7.8.2 Keeping the results

Many of the patients | interviewed showed me folders containing all the
information they had received about the trial and their cancer treatment. In this
context, patients appreciated having the printed summary that could be easily
added to their files. Some women said if they had not received the Printed
Summary, they would have printed out the information from the webpage, to
allow them to file it for future reference.

“It was easy to read over a period of time and | could keep a copy without
finding a printer.” BMQO5: Patient, medium site

7.8.3 Sharing the results and their trial experience with others

Some of the women | spoke to were keen to share their experience of cancer
treatment and being on a trial with other cancer patients. Some had been
asked by site staff whether they would be willing to talk to others about taking
part in trials.

“I would be very happy to communicate to people, and | did say that at
the time to the team. If they have anybody who wants to talk about what
it’s like to be on a study, then they can come and talk to me because |
can represent the patient participant, but also | know what it’s like to be
behind the scenes in an intervention trial, but also other types of studies.
And | just uniformly think it’s a very positive thing.” CLI02: Patient, large
site

One woman spoke about sharing the ICONS results with other patients via the
Ovacome online forum.

“When | was on there and | got the results, | actually went on and said,

in case you’re interested in the results, but it was basic just to say that it
was the same. | didn’t go into great depth, so I told them myself.” BMIO01:
Patient, medium site
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7.9 How did participants react to finding out the results of
ICON8?

7.9.1 Intellectual response

A summary of the qualitative findings around participants’ attitudes to
the results was included as Supporting Information in the PLoS Medicine
participants results paper[110].

7.9.1.1 Patients viewed the trial results as interesting

Most patients who were interviewed said that they had found the results
interesting. This was also reflected in some of the comments in the
questionnaires. For some, this interest was an abstract, intellectual interest. For
others, the interest was more personal, stemming from finding out how women
in their treatment group had done compared to the other groups and compared
to their own experience.

“I thought there might be more of a difference but it seemed that really
there was no change, except | think it was my group two, which | was on,
which had more blood transfusions and things, so that was interesting.
Because | had to have that myself, so you know then, that was normal.”
BMI01: Patient, medium site

7.9.1.2 Patients viewed the trial results as important

Most patients who were interviewed said they thought the trial results were
important. For some that importance was about the knowledge gained through
the trial about the efficacy and side-effects of different treatment schedules,
despite the interventions tested in ICON8 not proving to provide a benefit.

“I think it is an important result because | think that we need to know

whether we’re targeting in the right way.” DMIO1: Patient, medium site
The importance of the results may be more personal for some participants, as
receiving the results gave them closure.

7.9.1.3Patients’ interpretation of the results and their implications

Most patients who were interviewed seemed to understand the results and
their implications (see Section 5.2.7). Despite the trial not finding any benefits
from the interventions tested, patients still felt the trial had been worthwhile,
either through ruling out a potential treatment, or providing data that might
eventually lead to something in the future that may help other patients. This
was cited as a reason for being pleased to have received the results.

IV: “Do you think these results will help in some way?”

FLIO1: “Well, yes, because it rules out, potentially rules out a method of
treatment.” FLIO1: Patient, large site
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The resource implications of the results for the NHS was something that
participants were interested in, speculating that three-weekly treatment was
likely to be cheaper to the health system than weekly treatment, which was
seen as a good thing.

“I guess if you’re just treating people every three weeks, it’s cheaper, so
therefore in some countries that might be crucial in how many people you
treat, so that might be of significance. So, that’s quite an important thing.”
FLIO1: Patient, large site

However, some were concerned that cost considerations may be driving the
researchers’ interpretation of the trial results. Other patients discussed the cost
and time implications of weekly versus three-weekly chemotherapy cycles for
patients, with three-weekly cycles reducing transport and parking costs.

7.9.1.4The results raised questions for some patients

Site staff expected to receive questions from patients who had received the
results. The results of the trial did raise questions for some patients, although
perhaps not as many as trial staff anticipated. For some patients, questions
were around clarifications about the contents of the results summaries, or how
their individual circumstances compared with the overall averages. For some
these questions focused on the results for specific subgroups (which were not
presented in the results summaries), such as by country or by disease stage
when they joined the trial. Section 6.5.3 discusses how confident site staff felt
about dealing with queries from patients.

Many of the questions raised by interviewees were around side-effects,
including side-effects that were not mentioned in the results summaries,

such as hearing loss, osteoporosis, allergic reactions, what factors influenced
whether or not people got side-effects, and what ‘severe side-effects’ means.
Some patients wondered what their side-effects would have been like if they
had been randomised to a different arm.

“I did go through the mill a bit back in those days and yes, | can... | mean,
severe side-effects obviously on the purple group was at just over 60%,
So... And then the bloods... | mean, | had to have blood transfusions
before chemo sometimes and sometimes leave a week because | wasn’t
well enough. And anaemia as well and things like that, so | did have that,
and then the numbness and pins and needles and all that. Yes, | had it all.
Yes. So, | did... Which | suppose, if anything, because | was keen to look
at the group | was in and sort of read those results, then part of you thinks
well, would | have felt a little bit better had | been in a different group? You
know, but that’s the whole point of being in it, isn’t it?” GMI02: Patient,
medium site



One woman (who received results via the Basic Webpage, which did not cover
this) had questions about the implications of the results for the treatment of
future future patients.

“Does that mean that the regime is changing, has changed, or won’t
change? Are people still offered a difference in the way these treatments
are given, or is it just going to be a standardised thing in future?” CSIO1:
Patient, small site

Receiving the results also triggered some questions about the trial itself, such
as how much longer they would remain in follow-up, or why the trial took place
where it did.

Site staff also talked about some patients having questions, with one clinician
talking about receiving the results empowering patients to ask questions.
However, site staff had not been overwhelmed by questions, or patients
requesting additional appointments to discuss the results, even at large sites.

“It’s been dealing with, as you say, some questions that patients have
raised. | have had one or two patients who I’ve seen for their routine trial
follow-up, who have been part of that, who’ve felt empowered maybe
from sharing those results... To delve into things a little bit more in detail.”
HLCLIO2: Clinician, large site

The information provided was sufficient for some patients, not raising
questions.

IV: Did you have any questions about the results?

GMI02: “Well, no, because they sort of spoke for themselves, really. | think
because the results were made quite clear and the outcome, like | said,
that they’re going to just stick to the every three weeks and that sort of
told everything | needed to know.” GMIO2: Patient, medium site

One research nurse at a large site said she thought that a lot of her patients
had not looked at the information that had been sent to them. Not receiving
questions or feedback from patients was interpreted by some as meaning that
patients were not interested in the results. Another hypothesised that patients
may have had questions, but forgotten them by the time they had their next
clinic visit.

“I’'ve not really received any phone calls from any of the patients, you

know, asking further questions about the results which, again, makes me

think did they read the information in the first place?” HLRNIO3: Research
nurse, large site

7.9.2 Emotional responses to receiving trial results

Quantitative and qualitative results around participants emotional responses
to receiving trial results were included in the PLoS Medicine participant results
paper and associated Supporting Information[110].
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7.9.2.1 Surprise at the results

Several patients mentioned being surprised at what the results showed. This
surprise came from their expectations that weekly treatment would be better or
at least gentler than three-weekly treatment. Conversely, one patient, who had
had weekly treatment and experienced side-effects, was expecting that the
trial would find the three-weekly treatment schedule was better based on her
experience, so was not surprised by the results.

GSI02: “When | were having this treatment done, | thought as | were
having the treatment done, that the one that came out on top was the one
every three weeks. | thought that would be the better one anyway.”

IV: “So you guessed right?”

GSI02: “Yes, because | knew by what | had had, the weekly one. How
it affected me, although it tended to... Affected everybody, but how it
affected my blood. | thought probably that would work out better for it
were giving your body a better chance of what would you say... It were
giving your body a better rest, | should say, in between the doses. So, it
didn’t come as a shock, if that’s what you mean.” GSI02: Patient, small
site, weekly chemotherapy

7.9.2.2 Positive emotional responses

Nearly all (127/145 (88%)) of the patients who returned the questionnaire
reported being glad they had found out results (Table 7.1). There was no
evidence of differences between the Show RESPECT randomisations on this
outcome. For some women, particularly those on the control (three-weekly
chemotherapy arm), receiving the results gave them reassurance or relief, as it
told them they had not missed out on a superior treatment.

“I think for me it’s quite reassuring because it wouldn’t have made any
difference to me whether I’d had it weekly or every two weeks or the same
drug every week for the smaller doses, you know, a month here or there.”
BLIO1: Patient, large site, control group

Some site staff said they had received positive feedback from participants,
who had found the results reassuring or encouraging. That does open the
question of whether emotional responses to receiving the results would have
been different had the results shown a clear benefit from one of the arms (see
Section 9.2.3).
“A lot of them were relieved because most of them were put onto the
three-weekly arm when they wanted to be put on the weekly arm. So they
were relieved to find out that it wouldn’t have made a difference to their
progression or relapse rate, as some of them had unfortunately relapsed.

But they were, | think, happy to find that their treatment arm was just as
good as the other treatment arm.” CLTCI04: Trial coordinator, large site




Receiving the results of the trial was a positive experience for some women
because it made them feel part of something big and worthwhile, and gave
them a sense of completion.

IV: “Are you glad you found out the overall study results?”

DLIO1: “Oh yes, definitely.”

IV: “Why do you think that is?”

DLI01 “Because it was worthwhile, it makes it more worthwhile having
done it. | think it doesn’t leave anything unfinished or in the air or doesn’t
leave me wondering so that | know that it’s been completed and all these
other women have taken part. It’s quite special really, | suppose, 1,500
women in the world from different countries and we’ve all been part of the
same thing. It’'s quite powerful stuff.” DLIO1: Patient, large site

7.9.2.3 Negative or mixed emotional responses

Only 4/138 (3%) reported regretting finding the results. 23/140 (16%) of
participants strongly or slightly agreed that they found the results upsetting
(Table 7.1). This is very similar to the proportion of site staff who reported
patients being upset by the results (17%) (Table 7.2). There was no evidence
of significant differences between the Show RESPECT randomisations on
these outcomes. The proportion of patients finding the results upsetting is
higher than the proportion regretting finding out the results, suggesting that
while some participants were upset by the results, they did not regret having
received them. For most patients receiving the results was, overall, a positive
experience, but one that was tinged for some with more negative emotions as
well.

The results of ICON8 were disappointing to some, as they did not show a
benefit from one of the new treatment schedules. That disappointment was
tempered by the understanding that you need to do trials to find out whether
treatments work. This disappointment was also felt by some site staff, who
talked about the need to share that sense of disappointment with participants.
None of the patients | interviewed regretted taking part in the trial, or receiving
the results.
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“I was a bit disappointed really, because | thought, well, gone to all this
trouble, and that’s obviously not a crucial factor. But on the other hand,
when you think about it, at least they’ve eliminated that as a potential
factor. So, that’s the way it works, isn’t it, that’s what you have to do, you
have a theory, and test it.” FLIO1: Patient, large site
None of the women | interviewed said that they had found the results
upsetting, although from the quantitative results we can see that some women
had been upset by the results. One respondent to the questionnaire said that
she had found some of the terminology used to explain the outcome measure
upsetting, rather than the results themselves. This echoes discussion in the
Patient and Public Involvement discussion group around the wording of the
explanation of progression free survival (Section 4.4). Other site staff said
that some patients had fedback negatively around receiving the results, with
some patients being concerned or disappointed by the average survival times
presented in the results. One patient, who had not experienced severe side
effects, said that reading about the side effects other patients had experienced
during the trial made her feel sorry for them.

For some patients, their emotional reaction to the results changed over time,
with the initial negative emotional reaction being tempered.

“The initial disappointment that | felt, it’s obviously softened with time”
CSI01: Patient, small site

7.9.2.4 Reflections on the results and their randomised treatment allocation

When reflecting on the results during the interviews, patients often related

the overall trial results to their experiences during the trial, such as how they
compare to the broader trial population, how their side-effects compared to
others, and how quickly their disease has progressed. Some patients seemed
to find some comfort in knowing they were not the only people to experience
those side-effects.

“In a way it was nice to see, in a way, and about how it affected different
people. | thought when | started, oh no, | couldn’t have been only one with
blood low, in that one | were in.” GSI02: Patient, small site

Having learnt the results, and had time to reflect on them, patients were
generally glad of which treatment arm they had been allocated to (regardless
of which arm that was). Patients who had initially been disappointed to be in
the control group of ICONS talked about now being happy to have been in that
group.
“I feel quite smug about that because | feel quite happy that | did it that
way because from your results, there isn’t a lot of difference between the
way the treatment was given.... it’s just that instead of feeling ill all the

time, | did have a week where | felt better and then you get back to the
next stage.” DMIO1: Patient, medium site, three-weekly chemotherapy



Patients who had been randomised to weekly chemotherapy gave various
reasons for being glad of their randomisation. For one woman, who did not
have people around her whom she could talk to about her cancer, seeing the
treatment nurses every week during the chemotherapy was beneficial. Another
patient talked about the comradery that developed between the patients who
received their chemotherapy weekly at the same time. For another, having
chemotherapy weekly made her feel like something was being done.

“I think that it is worth pointing out that seeing someone every week, |
found helpful. Even if you didn’t particularly talk about anything, it was just
the fact that you were there, and you felt that they were looking after you
and stuff, and that you weren’t on your own.” FLIO1: Patient, large site,
weekly chemotherapy

“It was really special every week with the people who shared that bay
with me because we really had a laugh. And we did, yes, we did. It was
outrageous. And we had a gentleman who was having treatment for his
gastric cancer | think it was, who wanted to be in the bay with us because
we were good fun.” CLI0O2: Patient, large site, weekly chemotherapy

7.10 Patient and site staff views on sharing results with others

7.10.1 Sharing results with participants in future trials

7.10.1.1 Advice for site staff

| asked interviewees what advice they had for site staff sharing trial results with
participants in the future. The advice from site staff for other site staff ranged
from preparing participants to receive results, finding out how they want to
receive the results, ensuring the participant is well enough to receive results,
keeping track of who the results have been sent to, making sure site staff
understand the results in order to respond to questions, and offering support to
participants.

“Find out what your patient wants, really, is probably the best thing to do.
They might not want it face-to-face. They might just say, I'm happy to
take something away. Actually it’s always better to ask your patients first.”
AMRNIO5: Research Nurse, medium site

Most participants | spoke to did not have advice for site staff on this. The only
things mentioned were the need to offer results (rather than assuming everyone
wants them), and for results to be shared honestly and personally.

“Offer them to them, but understand that for some people, they prefer
not to receive them, but certainly offer them.” GSIO1: Patient who did not
want to receive results, small site
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7.10.1.2 Advice for clinical trials units

Site staff advice for clinical trials units included giving sites flexibility on the
timelines in which the results are shared (to enable the results to be given to
participants when they next come to clinic, for example), giving options on how
results are shared with participants, making sure the wording is not too stark,
and allowing sites to personalise information to be sent out.

“Give patients a choice. Don’t put too stark information in the
information... allow it to be personalised, unless the study centre is
sending them out. If the study centre is sending it out, | don’t know

if that’s the best thing either, but, yes, if it’s to come from a site there
should be some personalisation to it. But, again, that’s easy for me to say
because we’re a small team with a small numbers of patients.” DMRNIOZ2:
Research nurse, medium site

Participant advice for clinical trials unit included framing the results in a positive
way, and keeping the information simple and brief.

“Communicate it in a positive way. We have an answer. We didn’t find

a great positive difference, even the word positive is quite loaded. We
didn’t find that one arm was better than the other, but we have an answer
because it means that we don’t need to bring women every week. We can
stick with the three weekly and they’re as safe as each other. Because
when you average it out the side effect profiles were fine, so that’s a really
good thing to know. So, frame it in a way that doesn’t make people feel
like they’ve contributed to something that’s been a total waste of time
because it hasn’t... And you always find out lots of other interesting stuff
along the way... So, there’ll be lots of other things that come out. And that
can be said. The main thing is, we have an answer to the question that we
asked, and that’s a really good thing to have, so now from there we move
on. And there are lots of other little bits that help us answer lots of other
little questions and you’ve helped us with that.” CLI02: Patient, large site

7.10.2 Sharing results with families of participants

7.10.2.1 Reasons for sharing results with participants’ families

Both site staff and patients recognised that family members of trial participants
are often heavily involved in trials, supporting participants to make decisions
and come to clinic appointments. In some cases, family members as well

as patients build close relationships with site staff. Family members may be
interested to know trial results. They might find some satisfaction in knowing
what their loved one had contributed to. In this context, it may be appropriate
for them to have the option of receiving the overall trial results.

“Relatives and friends are very much involved in the patients’ journey.
And personally | would like to know the results if my loved one was
participating in a trial.” FLTCIOZ2: Trial coordinator, large site



7.10.2.2 Who gets to decide whether patients’ families should receive trial
results?

There were differing views over who should decide whether family members
should receive trial results. Some patients wanted to be the ones to decide
whether information gets passed on to family members, as they wanted to be
able to spare family members from receiving worrying information.

BLIO1: “I think that information should come from me to my family or to
my friends not...”

IV Not directly from the research team?

BLIO1: “No, I don’t think so. | think it’s something that if | want to share
| will. But that’s just me. Yes, | wouldn’t want to put my family through
anything worrying.”

IV Okay so it’s you want to be able to shield them from it if necessary?

BLIO1: “Yes. If it was something, for instance, that my group had done
really badly compared to the other groups, | wouldn’t want them to know
that.” BLIO1: Patient, large site
Some women recognised that their partners may want different levels of
information to what they wanted, and that their partners should have the option
to receive information (e.g. about results) even if they personally did not want

that information. These patients advocated for their loved ones to be given the
choice of whether to receive results (regardless of what the patient decided for
themselves).

“I make sure that absolutely wherever possible, my husband comes as
well because, for me, the whole information seeking, and information
giving and receiving is not just about me, it’s about the other person, who
is kind of co-diagnosed in a way. He needs to know just as much as | do,
if not more so. So, | would think actually seeking the views of carers and
partners would be incredibly important because for them it’s a different
ball game.” CLIO2: Patient, large site

7.10.2.3 Practicalities of sharing results with families

There was general agreement that the question on whether family members
should be informed of the results, and if so, how, could be discussed at the
start of the trial with the patient and their loved ones, during the consent
process. Staff at smaller sites felt more comfortable contacting family
members, as they build relationships up with them over the course of the trial.

“So | feel like that should be in the consent form, right from the start, you
know, in the event. Because we do have some trials where, you know,

it states, if, in the unfortunate event of, you know, being unable to give
consent, or in the event of a death, | would like the results to be given to
a next of kin. So | feel like that should be mandatory in a consent form.”
FLTCIO1: Trial coordinator, large site
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7.10.2.4 Should we share results with families of participants who die during a
trial?

The issue of whether results should be shared with the families of participants
who die during a trial was highly contested. Some patients and site staff felt
that even offering them the results would not achieve anything, and be likely to
cause upset, particularly if they learnt their loved one was on the worse arm, so
it should be avoided. Others felt that it might be comforting for families to know
that something was achieved through the trial that their loved one contributed
to. Most interviewees recognised that different people would feel differently
about it, and recommended asking family members. There was recognition
that it would need to be done sensitively, and that that may be harder in some
results scenarios. Some site staff felt that it should not be offered to family
members of participants who have died unless they specifically ask for it.

“We’re all different aren’t we? Some relatives will be very upset, but others
will be very interested. | think my family would be interested, but | don’t
think you can make an overall judgment because people are so very, very
different, aren’t they?” GSIO1: Patient, small site

7.10.2.5 Experience of sharing results with families of participants who have died
during a trial

One trial coordinator | interviewed had experience from a previous study, where
all the participants had died, where the trial team had asked for results letters
to be sent to participants’ family and friends.

“It was worded for what input their loved one had had within the trial.
And we did have one person ring back and say she was quite distressed
about receiving the letter, because obviously, it brought back a lot of the
emotions. But the rest of them are quite positive and they actually want to
be kept in the loop.” GSTCIO3: Trial coordinator, small site

7.10.2.6 Who gets to decide whether we should share results with bereaved
family members?

There was general agreement that the results of trials should not be sent to
bereaved relatives without asking them if they wanted them first. Of those who
felt that results should be offered to bereaved families, some felt this should
be discussed with patients and their families at the time of joining the trial,
as part of the informed consent discussions. Others felt relatives should be
asked while the patient is still alive, but in poor health, or when the results are
available, either via phone call from the doctor or nurse, or through sending a
form for them to opt in.

“Just perhaps have a second interview. The first interview talking about

the trial and then perhaps another interview just with the nurses, just to
say whatever the outcomes are, where would you like the information to



go? Or what would you like us to do with it? | think that might be useful.
Certainly my husband when he was alive, he found it really difficult to
cope with my diagnosis and treatment. But | think if he knew that they
were going to see a result or an outcome, he might have... Unfortunately,
he isn’t here to see the end of the trial, but he probably would have liked
the information to read in his own time really.” DMI01: Patient, medium
site

7.10.2.7 Practicalities of sharing results with bereaved families

Offering results to bereaved families without causing unnecessary distress was
viewed as challenging by many interviewees.

“I don’t know how you’d do that without stepping on people... That
could be quite tricky because family members might actually want this
information, but it’s quite a sensitive conversation to have, isn’t it?”
GMTCIO2: Trial coordinator, medium site

7.10.3 Sharing results with other patients

Some participants were interested in how the ICONS8 results would be made
available to other women with ovarian cancer who had not taken part in the
trial, as they felt it may be of interest to them, and show that work was going
on to improve treatment. They made suggestions about how this could be
done, via summaries and posters in clinic waiting rooms, and patient support
groups. Some participants had even proactively shared the ICONS8 results with
others via online discussion forums.

7.10.4 Sharing results with GPs

Patients generally felt that trial results should be sent to the GPs of
participants, for their records, but recognised that GPs were so busy they were
unlikely to read a results summary.

“I’'m sure some GPs would want to know. | think you may wish to shorten
it to about this much. For the purposes of the interview that’s a paragraph.
No advantages, no disadvantages and basically, we’re now seeing
whether the weekly thing works in conjunction with another drug. Thanks
for continuing to look after your patient so well. That’s probably it. It’s a
headline thing. And how are you going to get that to the GP so that the
GP looks at it? No idea. Would my GP be interested? Well, | have such
limited dealings with my GP, when | need something, | email him, and
that’s because by and large | sort out things myself. But I’'m unusual in
that way. But they’re so snowed under with all these other things that they
have to... But you’d have to ask them. How do you want to find out about
trial results?” CLI02: Patient, large site
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7.11 Discussion

7.11.1 Summary of key findings

Patients join trials for two main reasons: 1) potential personal benefits from
access to improved treatment and/or monitoring; and 2) altruism, to help
improve things for future patients, or give something back to their doctors and
the NHS. 93% of participants had wanted to know the ICONS results, to see

if their motivations for taking part had been satisfied. Those who did not want
to know were trying to protect themselves from learning information that may
upset them. Participants generally understood that trials may not always find

a benefit, but sometimes that understanding may take a while to emerge, and
not all patients were in equipoise when they joined the trial, with some strongly
wanting to receive weekly chemotherapy.

Patients generally found the ICONS results interesting and important, and

felt the trial had been worthwhile even though it did not find a benefit from
weekly chemotherapy compared to three-weekly chemotherapy. The results
did raise some questions for patients, although not as many as site staff were
anticipating, which was sometimes misinterpreted as a sign of lack of interest
in the results. 88% of participants were glad to have found out the results,
while only 3% regretted finding out. However, 16% said they found the results
upsetting. Some participants had been disappointed the trial had not found a
benefit from weekly chemotherapy. Patients were generally glad that they had
been randomised to the treatment arm they had been on, despite any initial
disappointment in their randomisation, or the lack of benefit shown.

Offering trial results to family members, particularly of participants who die
during a trial, may have value, but would need to be done sensitively. Further
research is needed to explore how it can be discussed with patients and family
members during the consent process of a trial, without causing undue distress.

7.11.2 Strengths of this study

Triangulating the qualitative findings from both site staff and participants is a
strength of this study, allowing richer understanding of the issues raised, and
for comparisons to be made between site staff perceptions and participants’
views. For example, some site staff interpreted a lack of questions about the
results as showing patients were not interested, but the patient data shows
that they were interested, but the results did not always raise questions, or they
did not want to bother site staff.



Triangulating the qualitative and quantitative results allows the qualitative
findings to be put in the context of a broader range of participants and site
staff, and gives us insight into what lies behind the quantitative results.

7.11.3 Limitations of this study

It may be that participants who found the results upsetting were less likely to
agree to be interviewed, in order to protect themselves from having to relive
an upsetting experience, meaning their experiences and views may be missed
from my sample for the semi-structured interviews. This could explain why,
while 16% of questionnaire respondents reported finding the results upsetting,
none of the qualitative interviewees described finding the results upsetting,
talking instead about disappointment or panic, but finding consolation in the
trial answering the question it set out to. Instead, | have to rely on the free-text
data from the questionnaires, which is less rich than interview data would have
been.

The main limitation in the results around sharing trial results with family
members is that | spoke only to participants and site staff, not family members
themselves. Before any general recommendations for practice in future trials
can be given on this topic, further research with family members of trial

participants, including participants who die during a trial, is needed.

The research took place within the context of a single clinical trial, with a
particular patient population (people with ovarian cancer), and with trial results
that showed no difference. This means care is needed when transferring the
results to other trials with different patient populations or results scenarios.
Further research in different trial contexts could help explore to what extent the
results are transferable, and what are specific to the context in which the study
took place.

7.11.4 Conclusion

Trial participants should be offered the results of trials they have taken part

in. Receiving the results can be a positive experience for participants, even if
results do not provide a breakthrough that will change how future patients are
treated. Patients can understand the importance of ‘negative’ results.

The next chapter explores which aspects of the mode of communication
influenced participants’ satisfaction with how the results were shared. Lessons
from this may help guide future trials to ensure the positive response to
receiving results seen in Show RESPECT can be replicated in future trials.
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8. What aspects of the interventions influenced
patient satisfaction?

8.1 Overview of the scope of this chapter

In Chapter 5 we saw that the Posted Printed Summary increased patient
satisfaction with how the ICONS results were shared, and the Enhanced
Webpage increased the proportion of people reporting the results summaries
told them everything they wanted to know. This chapter explores data from site
staff and patients around what aspects of the Show RESPECT interventions
influenced patients’ satisfaction with how the results were shared, in an
attempt to explain these results. It starts by looking at patient and site staff
views on communication mediums in principle (including printed summaries,
electronic means of communication, and face-to-face approaches). It then
explores patient and site staff views on the information contained within the
ICONS results summaries, including the language used, and information items
which were seen as particularly important, unnecessary or missing. It then
focuses on patient and site staff views about the information products used
within Show RESPECT: the Patient Update Information Sheet; Basic Webpage;
Enhanced Webpage; Posted Printed Summary and Email List. It goes on to
examine the issue of personalisation in the context of sharing trial results, and
whether results should be shared on an opt-in or opt-out basis. The chapter
concludes with a short discussion of the key findings, the strengths and
limitations of this study.

A summary of participant qualitative feedback on the Show RESPECT
interventions was published as a supplementary table to the PLoS Medicine
paper[110].

8.2 Views of patients and site staff on the communication
medium

This section explores views of the communication medium in principle. Site
staff and patients’ preferences for communication medium fell broadly into one
of four categories:

1. Approaches based on a printed summary
2. Electronic means of communication
3. A personal approach to results communication

4. Giving patients a choice of communication medium



Chapter 8 Summary Box

Why was this study done?

Quantitative results from Show RESPECT showed that Posted Printed
Summaries increased satisfaction with how the results were shared, but
it is important to understand why, when thinking about how to commu-
nicate results to participants in future trials

Having a better understanding of patient and site staff views on the
Show RESPECT interventions could help improve the communication
of results to participants in future trials

What did | do?

What did | find out?

| analysed qualitative and quantitative data from patients and site
staff to explore their views on how results of trials should be shared
with participants in general, and the Show RESPECT interventions
specifically

Printed summaries sent by post were seen as accessible to all,
especially those with limited computer literacy or access to the
internet, and make it easy for patients to keep information for future
reference

The information contained in the results summaries tested in Show
RESPECT covered the topics participants were generally interested
in, and was written in an understandable way

The extra features contained in the Enhanced Webpage (the short
video, links to further information and support, and option to send in
questions to be answered on the webpage) may be useful for some
participants

Some personalisation of the Patient Update Information Sheet (and
Posted Printed Summary), such as including a personal covering letter
or compliments slip, was felt to be important by some participants and
site staff

Opt-out approaches to sharing results may be better at ensuring
participants who want to find out the results receive them, but the
option to opt out needs to be made clear before results are shared

What do these findings mean?

Offering participants both a Posted Printed Summary and an
Enhanced Webpage may be a good way of ensuring ease of access,
and providing ways to find additional information and support
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8.2.1 Views on approaches based on a printed summary

Approaches based on a printed summary were preferred by many patients

and site staff. For some this was because of ease of access for patients
(particularly for those who were less confident with computers), and less
chance of overlooking the results. Printed summaries were generally viewed

as accessible to everyone. One patient, who was only mildly interested in the
results because her cancer had already progressed, so she did not see the
results as being relevant for her, had said that typing in a URL to find the results
was a barrier to accessing them, but that she would be much more likely to
read a printed summary sent to her by post, as it was less effort to access.

"Having a hard copy of the results made it easier for me to access and
review the information thoroughly." HSQO02: Patient, small site
Some favoured printed summaries as they preferred to reading on paper
rather than on screens. Some site staff highlighted the advantages of giving
information to participants to read at home, in their own time. Printed
summaries facilitated this.

"It's easy and it doesn't put any pressure on the patients to give a
response; if they want to there are details of how to get in touch but
otherwise they can do what they want with the information." CLRNQO1:
Research nurse, large site, preferred posted printed summary
Some site staff and patients said they preferred printed summaries as it made it
easier for participants to keep the information for future reference, and bring to
clinic if they have questions. Many patient interviewees showed me the folders
where they kept all the information they had received about the trial, including
the Patient Update Information Sheet and Printed Summary (if randomised to
that arm). Some, who had received the results via a webpage, talked about
printing the information off to file it. Having paper copies also meant patients
could annotate them. Another reason given for preferring a printed summary
was it was seen as more discreet than other approaches.

Ease of sharing results for providers was given by site staff as a reason
for preferring a particular approach. This was cited by some of those who
preferred the posted Printed Summary.

Site staff often related their preferences to their perceptions of what

patients would prefer. This was particularly the case for those providers who
preferred the Printed Summary. Some linked this to how other information is
communicated with patients, and patients being used to a particular approach.

Some patients were keen to share the results with family and friends. For
some, having the results on paper made it easier to do this, whereas others
thought having it as a hard copy limited their ability to share with others.



Sending information by post was seen by some staff as being more personal,
giving the option to provide individual notes to patients. However, others would
have preferred to have given the Printed Summaries in person, during a clinic
visit, rather than post them out.

While many patients preferred receiving results via a Printed Summary sent by
post, some patients and site staff were concerned about the cost and logistical
implications of that approach. Chapter 6 discusses the resources required from
sites.

"Maybe having your named contact, who in my case is [Research Nurse],
maybe her having some of them to be able to distribute to people may be
Okay, but again it’s down to resources. If you were to email it to her and
say, print however many copies, is that an added expense that the hospital
really would rather not have? So it’s about who picks up the bill for all of
this. You know, where the economies have to be made. It’s life, isn't it,
budgeting and making sure there’s enough money to cover the costs of all
these things?" CSI01: Patient, small site

8.2.2 Electronic means of communication

Some patients preferred to receive results by email or webpage. For one
patient, this preference was because of the speed of finding results, and not
having to wait until the opt-out period has finished before getting the printed

summary. Several patients were keen to be informed of the results via email.
For some this was about saving resources for the NHS, compared to printed
summaries, and for others it was seen as easier than having to access a
webpage themselves. Others preferred to read the results on a webpage.
Some thought the information would be easier to understand online, whereas
for others it was easier to share a webpage with friends and family than a
paper document.

In principle, most of the women | interviewed said they would be happy to
receive results via email. One of the advantages of receiving results via email
was that it was seen as more personal. Site staff identified other advantages of
email as an approach to sharing results, including it being easier to file than a
webpage, and to share with family and friends. A drawback of receiving results
by email was the volume of emails people received, and the risk of emails
getting lost within that.

For those site staff who preferred electronic means of communication, ease for
patients was not one of the reasons for this preference, but ease for providers
sharing the results was. However, at some hospitals site staff talked about
challenges around hospital IT systems blocking certain email addresses, or
email addresses being less easy to access, which made sending emails to
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participants challenging. Others felt email addresses were more likely to remain
current than postal addresses.

"Sending an email like this to the participants would be a really good idea
for those who ask for the results. | think that would be really useful. Again
we could just forward this email onto them quite easily. And so | think that
would be a really quick, you know, and simple way of giving the results
by doing that. So, I think that’s a really good idea." HLRNIO3: Research
nurse, large site

Many site staff and patients had concerns around using electronic means of
communication, as they felt that many ICON8 participants do not have access
to computers, email or internet. Where electronic means were preferred, this
was often in combination with a printed summary for those who are unable to
access the internet.

"I know quite a few that wouldn't bother and don't like things online
anyway... | hate to say it but even my age group don't like getting things
on email. They like it in their hand." BMIO2: Patient, medium site, aged 71
or older
The way the interventions were delivered in Show RESPECT, women who
wanted to receive results by email had to visit a URL to sign up to the mailing
list. For women who wanted the results immediately, it was quicker to access
the website. And for those who were less concerned about speed, the Printed
Summary was an easier option, as the opt-out approach meant they did not
need to take action to receive it. Only one of the interviewees had tried to sign
up to the Email List, but she had used an email account that had been closed
due to inactivity, so she did not manage to subscribe.

8.2.3 Personal approaches

Several patients commented that they would have liked to have received
results in a more personal way, through face-to-face or telephone conversation
with their research nurse or consultant. For some it was about the opportunity
for discussion and explanation, or the chance to hear what their research nurse
or consultant thought about the results. Others said that they would feel more
valued if they received the results in a more personal way. Another reason for
preferring more personal communication of results is the relationship between
patients and site staff, which is discussed in Section 9.3.3.1. Having that

discussion would serve to draw attention to the results, which may be missed if
sent by post or email.

'It’d be good to hear what they think, in a way, we were surprised, or,
interesting? ... The trouble is you get so much stuff, don’t you, both
through the post, and email, and this, that, and the other, that you have to
find ways of drawing attention to it, don’t you? So, the personal approach
is good as well, if possible." FLIO1: Patient, large site



Some patients felt that finding out the results directly from site staff would be
preferable to reading the information, as site staff would be able to make them
more palatable. Some site staff felt uncomfortable not being able to gauge
participants' reaction, and whether they needed further support.

"When you see it in black and white it’s really final, isn’t it. Whereas a
health professional might be able to sugar the pill a bit." GSIO1: Patient,
small site, who had not wanted to find out the results

Face-to-face conversations with site staff were seen as a good way of finding
out the trial results. However, organising this needs to be approached with
caution, as calling patients in for an extra appointment could cause anxiety.
Where possible, combining the results discussion with a regular check-up was
seen as a good approach.

Some patients and site staff advocated for mixed approaches, which combined
one of the Show RESPECT interventions with more personal communication,
to allow the opportunity for patients to ask questions, and for site staff to make
sure patients properly understand the results.
"I think getting stuff through the post is fine, and maybe be followed up
with a phone call, perhaps. Obviously it’s people’s time, isn’t it, so you
don’t want to waste people’s time that should be doing other things. But
| think that might be a good idea, that’d be reasonably cost-effective |

would have thought, so that if you’ve got any questions, you could ask
them.

“Plus also, some people might just get it completely wrapped round their
ears and not understand it at all, and if they’ve been part of a trial you
have got a certain responsibility to make sure that they do understand at
least in general terms what it was about. As | say, | think the ideal thing is
actually talk to somebody face-to-face. | would have thought the only way
of doing that reasonably would be if you were there for another reason,
and then you could just have five minutes and go through it, that would be
good as well." FLIO1: Patient, large site

When talking about personal approaches to sharing results, several patients
raised the resource implications, leading some to conclude that the drawbacks
outweighed the benefits of more personal communication.

"I wouldn't have minded face-to-face, | suppose if you’ve got questions
that’s useful but it’s a lot of waste of NHS money and time, when they
can just send you something that you can read yourself." BMI01: Patient,
medium site

Another disadvantage of more personal approaches that patients raised was
they felt that would take away the ability to process the results at their own
pace, or be hard to take in.

"I think the way that it was offered, as documentary evidence that
everybody could take in at their own pace, that’s the best way to have
done it." CSIO1: Patient, small site
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8.2.4 Group meetings

Another approach to sharing trial results mentioned in interviews by some
patients was group meetings, where trial participants are brought together, and
the results shared with them. One of the advantages that patients identified
with this approach was that it would give researchers a better idea on whether
participants understand the results, and providing clarification where needed.
However, other patients did not like this idea, as they preferred to have

the opportunity to read and process the results privately. Other perceived
drawbacks included the risk of it being depressing, and not reaching everyone
who wanted to know the results. Site staff raised concerns about the feasibility
of this approach.

IV: How about face-to-face meetings where you get together all the
participants in one room and tell them the results?

AMRNIO05: "I've never done that, | would imagine it’s very tricky to do,
unless it was something which was done by the trial office but it would be
impossible for a hospital site to arrange."

IV Right. Is that just because of the costs involved or logistics?

AMRNI05: "All of it. Costs, finding a room, yes, it just would be too
difficult finding enough people to be there at the same time. It’s very
difficult." (Research nurse, medium site)

8.2.5 Giving participants choice

Patients and site staff recognised that different patients have different
preferences and needs when it comes to receiving trial results, and many
recommended that researchers should give patients options on how to receive
results, allowing patients to pick the option that best meets their needs. Some
specified what these options should be (postal and website, or consultation
and website). The combination of Printed Summary and Enhanced Webpage
was popular as not only did it give patients the choice between physical and
electronic information, but also the level of information, as the Enhanced
Webpage contained more information.

8.3 What did patients and site staff think about the information
contained in the results summaries?
8.3.1 The level and length of information contained in the summaries

Patients and site staff generally agreed that the information summaries used in
Show RESPECT were pitched at the right level of knowledge, being neither too
technical nor patronising.



"What I like, you don’t treat them as if they’re stupid, because they do
know what stage they are. They’re clued on to all of that, so that’s good,
you’re not thinking they won’t know." CSRNIO1: Research nurse, small site

The Patient Update Information Sheet was sent to participants to inform
them the results were available and how to access them. The Patient Update
Information Sheet was tailored according to how each site was randomised.
The Patient Update Information Sheet was two sides of A4. Information about
how to access the results was on the second page of the sheet. However, not
everyone had spotted that information. One clinician described the PUIS as
quite "text-heavy", which may have contributed to participants missing that
information. Others, however, had spotted that information, and appreciated
being given links to information they could access if they wished.

"Apart from receiving the 'Patient Update' dated 11/5/2018 | have not
been told anything else" CLQO02, Patient, large site, randomised to no
printed summary

There were mixed feelings around the length of the Printed Summary, with
some describing the Printed Summary as short, and a good length, whereas
others thought it was too wordy and would benefit from being reduced in
length.

"Well | personally think if it had been half as long, it would have been more
interesting. | think all you’ve got to do is cut the words down." GMIO1:
Patient, medium site

The level and amount of content of the Enhanced Webpage was about right for
some patients and site staff. Some site staff felt the chunks of information were
too long or wordy, while others thought it was about right.

8.3.2 The language used in the summaries

Many people described the language as clear and easy to read, not using

too much jargon. This was true for patients with different levels of education.
However, a few people found the Basic Webpage information more challenging
to understand. This may be because of the scientific terminology used in

the early sections of the webpage, which includes the full scientific title of

the ICONS trial (see Figure 8.1), after which one patient said it got easier to
understand. One suggestion to help with this was that a plain English glossary
would be a useful addition to the Basic Webpage.

The tone of the writing was also noticed, with the Basic Webpage being
described as being cold and less personal or conversational than the enhanced
webpage. However, this did not hinder understanding.

“It doesn’t seem as easy as to read as the enhanced one.” HLRNIO3:
Research nurse, large site
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Figure 8.1: Information at the top of the Basic Webpage

Results of the ICONS trial

1. Study name

ICONS: An international phase Il randomised trial of dose-fractionated chemotherapy compared to standard three-
weekly chemotherapy, following immediate primary surgery or as part of delayed primary surgery, for women with newly
diagnosed epithelial ovarian. fallopian tube or primary peritoneal cancer

ISRCTN: 10356387

EUDRACT: 2010-022209-16
MREC: 11/L0/0043

2. Who sponsored this study?

The ICONS trial is sponsored by the Medical Research Council. The Medical Research Council has delegated
responsibility for the overall management of the ICONS Trials Programme to the MRC CTU at UCL.

Queries relating to MRC sponsorship of this trial should be directed to: Director of MRC CTU at UCL, 90 High Holborn,
London, WC1V 6LJ.

“I think that’s better; even though it’s a bit more cold, | think it’s a bit
clearer, to be honest.” FLIO1: Patient, large site

8.3.3 Interesting and important information

For some patients, the most interesting parts of the summary were those that
related to the main efficacy results and their implications for patients. When
talking about the results, patients often focused on the side-effects, relating
what was presented in the summaries to their own experience. Site staff

also felt that this would be interesting for participants. The reminder about

the different groups in the trial was helpful to some patients, who may have
forgotten which group they were in. Patients were also interested in the size of
the trial, and where it was taking place.

“It was interesting to know how many people get a recurrence, because
I’'ve been lucky and I've not had a recurrence. But a lot of people do seem
to.” BMIO1: Patient, medium site
The item identified as most important to patients by site staff was the section
on ‘What do these results mean?’, which covered implications for the trial
participant and for future patients. The implications for participants was not
included in the Basic Webpage, and was identified by some site staff as
something important that was missing from that webpage.



“What they really want to ask you is that is this treatment going to become
the main treatment in future?” EBLMCLIO2: Clinician, large and medium
site

8.3.4 Unnecessary information

Some patients only wanted the headline result, finding the other information
hard to understand or unnecessary.

BLI01: “Because even when the information came through you look at it
and you think, really, pages | don’t really understand all of that and | don’t
need to really. All | would have wanted to have seen was... And | think it
was included in one of the results 50% of women who were on the three
week, 50... Well, 20% on weekly or whatever just to have seen how those
statistics had evolved.”

IV: So, the headline results?

BLIO1: “Yes, because the rest of it to me as a member of the public, | can’t
do anything with that information; it’s not useful to me. But | would have
been interested in as you say a headline result.” (Patient, large site)
The Basic Webpage started with the full, scientific title of the trial, trial
registration numbers and who the sponsor was (Figure 8.1). Some patients
found this information hard to understand, and unnecessary, and some site
staff thought patients would not be interested in this. However, one patient did

pick this out as information that was important to her.

“I think the first, I’'m not quite sure of the necessity to put all, | don’t know
what it means even, under number 1. Study name, it’s quite professionally
written from a lay point of view. And all those numbers and letters,
goodness knows what that means. ISRCTN: 103... You know, for a lay
point of view and even from my point of view, | suppose I’m somewhere
in between being lay and not lay, it’s gobbledygook really.” DLIO1: Patient,
large site, retired nurse

8.3.5 Missing information

Some patients were frustrated that the Patient Update Information Sheet did
not include information about the results.

“I think my husband’s words were, well, it doesn’t say anything, does it?

And | remember, no actually, it doesn’t really. It’s all a bit too vague and

glossing over the surface.” DLIO1: Patient, large site
Many patients felt that the results summaries they had received had told
them everything they wanted to know (see Section 5.2.6 for the quantitative
results relating to this). Site staff also felt that the Printed Summary, Enhanced
Webpage and Email contained all the information patients were likely to want
to know. Some felt that including any extra information would make it harder
for patients to understand or put people off reading it.
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“It’s informative and you’ve got everything there that you could possibly
need to know about the trial.” BLI01: Patient, large site
Some patients and site staff would have liked there to be a brief summary
of key points (the main result, and what it means for participants and future
patients) at the start of the results summary.

Some patients talked about other information they would have liked to have
seen, but there was no agreement over what should be added, with different
participants interested in different things. This included:

e more information on side-effects

information on overall survival (this information was not yet available at the
time the progression free survival results were released)

e areminder of which group they personally had been in

¢ information on how their individual results had compared to the overall
results

e more detailed information about the demographics of the patients who took
part in the trial

e more detailed breakdown of the results by subgroups
¢ more information on compliance with treatment
¢ more information about the study design

e putting the results into a wider context
8.3.6 Information on survival

Some site staff and patients were concerned about the information on survival
times, with some participants saying they found it scary, and staff worried it
would upset participants. However, the majority of site staff felt the wording of
this information was good.

“The only thing that can give you a few wobbles sometimes is when it
says that you roughly had around 24-25, that’s 25 months, before cancer
came back or got worse. It’s almost like as if it’s saying it will get worse or
it will come back” GMI01: Patient, medium site

One clinician reported that it could be tricky for some participants to
understand that they may have a different outcome from the average results.

“For patients they’re not a statistic, they’re an individual so they need to
know that although we have population statistics and this is what some
people do, it’s not necessarily going to be their experience. And so,

I’'ve had a lady in [E Hospital] again who said she was on her five to six
year follow up who had done pretty well. And she said to me ‘but | was
so disappointed with the results’ and | turned around to her and said
‘but that’s not you, is it? You’re an individual.’ So, it can be very tricky



perhaps making clear to patients that this is a general picture but it’s not
necessarily going to be their particular journey that they’ll be definitely in
the middle of that result.” EBLMCLIO2: Clinician, large and medium sites

8.3.7 Diagrams

There were mixed opinions about the diagrams (which were in the Printed
Summary, Enhanced Webpage and Email), with some patients and site staff
finding them helpful and clear, as well as adding colour to the summary. One
patient and some site staff thought the diagrams were unnecessary and/or
unclear.

“That’s the part that is very interesting but very clear because you can tell
then from group one what the most common reported side effects are.”
BLIO1: Patient, large site

“I think it’s okay, but it just needs a little bit of looking at it more and | think
for the women that | know are in follow up, they might not understand it
so clearly.” BMRNIO4: Research nurse, medium site

8.3.8 Links to further information and support

The enhanced webpage and email contained links to further information and
support. Some patients and site staff said that these links were helpful and
good. Several patients talked about not needing the links to support services
themselves, but that they might be useful for others who are less connected to
support already. Site staff also felt the links to further support may be helpful
for some patients, particularly if the results reawakened difficult emotions. One
patient, who had found out the results from the Basic Webpage, felt that the
basic webpage was missing information on how to access support. Against
this needs to be weighed the drawback of adding to the length of the summary,
which may make it harder for some patients to understand.

“I like that all of them let you know that if you do need further information,
there are plenty of ways of obtaining it. And it’s easy to actually get to the
stuff. Sometimes it’s a nightmare for when you go online and you’re trying
to find something, you can be half an hour searching your way around
trying to get to it. But this is easy to get to everything. Support lines, you
can’t ask for more than that, can you really? Loads of different support
lines and things you can have another look at.” BMI01: Patient, medium
site

“Particularly if sharing the results of the study reawakens emotions that
were present initially, at initial diagnosis or initial treatment. Having some
ability for that patient to get some additional emotional and psychosocial
support is important. But also, if they have questions about the results and
for whatever reason they are unable to get appropriate answers from their
investigators, being able to go onto patient forums or nurse advisor lines,

I think will be important for a proportion of trial participants.” HLCLIO2:
Clinician, large site
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8.3.9 Frequently asked questions

Both the Enhanced Webpage and Email offered the opportunity for patients
to submit questions about the results, which would then be answered in the
Frequently Asked Questions (FAQ) section of website or in the next email.
Although only one patient submitted questions, many of those interviewed felt
that it was a useful feature, which may be of value to others. One patient, who
had difficulty understanding the results, did not want to send in her question
because of worries about what others would think. Another patient disliked
the anonymity of having questions answered through the webpage and would
rather ask her research nurse. Site staff who were interviewed agreed that this
feature was a good idea, in addition to being able to ask site staff questions.
This was seen as being particularly useful for participants at large hospitals,
who may not know the person they’re speaking to at the hospital. Another
perceived advantage of the FAQ section is that it may be quicker than trying to
contact site staff.

“I think making results as accessible as possible and making sure that
there is a facility for this to be a two-way process, within reason, is
important. | would hope that most trial participants would be able to do
that with their treating oncologist and research nurse, but if they’re not, |
think having the ability to do that with the trials unit, and the trial team, is
important.” HLCLIO2: Clinician, large site

8.3.10 Video of researcher summarising the main results

The Enhanced Webpage contained a short video of a trial doctor explaining
the results. Many patients liked the video, finding it clear and even comforting
or reassuring, and more personal than just reading the results. Several
interviewees who had used the Enhanced Webpage had not looked at the
video, having found the information they wanted from written information.
Some felt that it would be useful for others, even if they themselves did not
feel like they needed it. It could also be a useful way for patients to share the
results with others, such as family members. The video was seen as being a
good alternative to reading, particularly for people who do not enjoy reading.
Some patients like the conversational tone of the video, while others had more
mixed feelings about the delivery of the talk. One patient strongly disliked the
video, feeling the tone and delivery was too sombre.

“So, in some way, having him talking about it is actually quite nice really.
It’s quite comforting | suppose because it’s not just plain written word.
It’s actually somebody talking to you. I quite like that.” DMIO1: Patient,
medium site

Some patients picked up on the doctor’s American accent, seeing this as
negative. This relates to comments several patients made earlier in the



interviews about distrusting health information from American websites, as they
view the US health system to be so different to the UK that information from
the US was irrelevant or untrustworthy.

8.3.11 Thanks

The Basic Webpage did not contain a statement thanking participants, and one
patient and several site staff picked up on this.

“I think the thank you at the start is something that’s missing off of the
other one [Basic Webpage]” DLIO1: Patient, large site

8.3.12 Other information

One thing several patients picked up on was that the date on the Patient
Update Information Sheet was considerably earlier than they had received it.
This delay is a result of the time needed to go through the various approvals
and site set-up processes to run a study like Show RESPECT. Patients were
unimpressed with how long it took to get them the information.

“From memory, | think it was vastly out of date so | would have received it
in, | don’t know, as an example, | received it in October and it was dated
May or something. So it didn’t impress me really.” DLIO1: Patient, large
site

8.4 Views on the Show RESPECT interventions
8.4.1 Layout and structure of the Show RESPECT interventions

8.4.1.1 General views about the layout

Patients described the Patient Update Information Sheet (Figure 8.2) as

and Printed Summary (Figure 8.3) as well laid out and nice to look at. Some
patients and site staff found the layout of the Basic Webpage (Figure 8.4) dull
and would have preferred to have information conveyed in a more graphical
way. Some site staff considered it less accessible than the other results
summaries.

“I really like this [Printed Summary]. | think it’s the layout as well ...
Visually, you can engage someone that’s got an attention span of a two-
year-old like me. You can immediately engage someone because of the
way something is laid out; they’re more likely to want to read it anyway.
GMTCIO2: Trial coordinator, medium site

“This [Basic Webpage] looks the least attractive and least accessible to
me.” HLCLI02: Clinician, large site

7

Most patients and site staff liked the look of the Enhanced Webpage (Figure
8.5), describing it as user-friendly, clear, and pleasing to look at. Participants
generally said they liked the layout of the Email (Figure 8.6).
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Figure 8.2: First page of the Patient Update Information Sheet

Patient update Clinical
11 May 2018 MRC E’n'ft's

An international phase lll randomised trial of dose-
fractionated chemotherapy compared to standard
three-weekly chemotherapy, following immediate

primary surgery or as part of delayed primary surgery, for women
with newly diagnosed epithelial ovarian, fallopian tube or primary

peritoneal cancer

Introduction

We now have the first results from the
ICONS study. This information sheet
contains details of what the next steps are
for you and the study. It will also tell you
how you can find out the results of the

Thank you

Thank you for taking part in the ICONB
study. You are helping us to answer
important questions about how to treat
women with ovarian cancer. This will help
other women with ovarian cancer in the

ICONS study. future.
T.he ICONB study is testing i’m_hEﬁl to_ Week | Group 1| Group 2 |Group 3
give chemotherapy to women with ovarian 1] 0@ @0 | oo
cancer. It compared having chemotherapy — ----- B8 B
every week to the current standard of L2 o O s
having chemotherapy once every three - N . ® | o0 |
weeks. [t aimed to see if weekly 4 O Go |0 |
chemotherapy is better at delaying or S R o | e |[edtatons.
preventing the disease getting worse and -3 e & [ ae o
improving how long women live for. 5 ——G—o B0 [ o0 - | Carboplatin
Women who agreed to take part in the BT e | oo | paclitaxel
ICONS study were split into 3 groups, at S R o T e ]
random. - 0] 00| @ | oo 4
- Sﬂmenweremgmupt'l'hey_ I e enl o 0
received standard chemotherapy, with ~ ---—-4------t--—-of - o 0
two drugs (paclitaxel and carboplatin) 121 _____|__ . || W W
given once every 3 weeks for 6 13 e_o Qo | oo ] ol
treatments (cycles). This took 18 Lo i e | o0 |
weeks in total. 15 [ 00 |
- 523 women were in group 2. They ..J6| 0@ 90 | oo |
received the chemotherapy drug 17 e 1]
paclitaxel once a week, and the drug I e | oo |

carboplatin once every 3 weeks for 6
cycles. This took 18 weeks in total.

= 521 women were in group 3. They
received both paclitaxel and
carboplatin once a week for 18 weeks.

ICONE Patient Update, 11 May 2018, version 1.0 H | pg. 10f 2

8.4.1.2Headings and broken-up text

Reference numbers

11/LOf0043

10356387

IRAS ID:
ISRCTN:

Patients and site staff appreciated the clear headings in all the interventions,
which they said made it easy to find the information they were most interested
in. Several patients also commented that they liked the text being broken up
into small chunks.

"It’s easy, in little chunks, because if | see messy, great big pieces | don't
really want to be bothered, but if it’s in nice chunks like this, that’s how |
like it." BMIO1: Patient, medium site

8.4.1.3Use of columns

Some found the single column layout of the Basic Webpage easier to follow
than the Enhanced Webpage, which used two columns, which some found
distracting, or even messy and anxiety provoking.



Figure 8.3: First page of Printed Summary

Participant Clinical &
summary MRC | e
11 May 2018 s

Results of the ICONS trial

Thank you = Weekly chemotherapy, giving

. ’ both carboplatin and paclitaxel
Thank you for taking part in the ICONS once a week (at a lower dose) for

trial. You have helped us to answer

important questions about how to treat slota ol 1) wecks o )
women with ovarian cancer. We need you The aim of the study was to see if
to carry on attending clinic visits so we having chemotherapy every week

can find out important longer term results. rather than every three weeks could:
This will help other women with ovarian

cancer in the future. = delay (or prevent) the cancer

This document describes the results of e S e ey
the study, including statistics about » improve how long women with
survival and side effects. If you have any ovarian cancer lived (we hope to
questions about the trial and its results, or find out these results in 2013)

if this summary raises any other worries
for you, please speak to your oncologist

or research nurse. Week | Group 1| Group 2 |Group 3
We wrote this summary in May 2018. We 1 | @0 G0 | ee
will have more results from this study at a T i P P
later stage. This summary only includes ~ -----
results from the ICONS trial. Other studies ~ ...3.| .| @ | ®® |
may find different results. ___g_ 00 _@_:____:: A
What was the ICONS 81T e [ ee ] — L_G
trial about? T ee 'é;"'{,;" on i '"o
The ICONB trial tested how best to 8] [ e [ee || raitael
treat ovarian cancer. It compared 9 ] T )
three ways of giving chemotherapy: 10 'Ge 'ﬁ;' ae |
+ Standard chemotherapy, giving both LA .8 | 0@ | e °
carboplatin and paclitaxel (sometimes 12 ] (1] e 0
also called Taxol) once every three 13| 6@ | Go | ee ||
weeks for a total of 18 weeks (Group 1) 131 e [es ] 0 medicutitn e
«  Weekly chemotherapy, giving 151 "o | oo |
carboplatin once every threeweeks "5 1 A6 | @e | e |
and paclitaxel once a week (at a lower cis :g 09 e.. T :: =
dose) for a total of 18 weeks (Group 2) g = T4

ICOME Parficipant Summary, 11 May 2018, wersion 1.0, Page 1

"I know this is the modern way to put stuff on, so that you have a column
there and a column there, but | actually think this takes away from your
concentration on what’s this side." CSI01: Patient, small site
Site staff were divided about the layout of the Email, with some liking the
simple one-column layout, while others described it as boring or bland.
Although the content was essentially the same as the enhanced webpage, the
visual appearance evoked different reactions.

"The email just looks bland, it looks boring compared. It’s got exactly
the same information on it, but it’s just that the layout of it, | wouldn’t
recommend this" GMTCIO2: Trial Coordinator, medium site

8.4.1.4Use of colour
The use of colour in the Printed Summary and Enhanced Webpage was

appreciated by patients and site staff. The diagrams added colour to the
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Figure 8.4: Extract from the body of the Basic Webpage

1 Study name

2. Who sponsored th|s study?

Tha SCONME Inal s sponsansd by thi Mesic
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C: spansorshio of Ihis tnal shaild be dinected b Divactor of MAC GTUW at LCL, 900 High Hodboen,

3. General mformatlon about the study

Tha trial 100k placa in @ 1100 UK haspiais 25 wel as hosgilals in Korea, e Fepubic of insand, Mexica, Australia

oirad this ICONS Inal bataaan Juna 2011 and Mowamber 2014, 50 120 we Rave folcwid UD Now Woman weng

rnmﬂ\ fih crearian cancer. 1t com

atin ance a week for 18 weaks.

Poapis taking part in tha IGOMS al wers:

Falioplan buba Lancer or primary panioneal canoer

A in ICOME coudd have surgery ba malheragy. Most women did have sumeny

5. Which medicines were studied?

Tha chematferasy medicnes Lsed in the BOONE tial wane the sama for womaen in al three groups. Al B

e crugs [paciaxs and carbaglating given onca ewary 3

e Dnee 2 week, ard the drug carboplalin once every 3

out of avery 10 wamen in G

Enhanced Webpage that was missing from the Basic Webpage, which one
patient said made the Enhanced Webpage more appealing to look at.

8.4.1.5Structure

Some site staff felt that a summary of results and their implications could have
been placed nearer the start of the summaries, to make it easier to find.

"I suppose the question is whether you have some sort of bullet-points
about what the trial means for you and just generally close to the front

of the information... a summary box upfront, so that presents that key
information, hopefully will raise interest to make the patient, participant
keener to read the full information summary." HLCLIOZ2: Clinician, large site
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Figure 8.5: Extract from the body of the Enhanced Webpage

Quuick finks to info on this page
Thank you

Thank you for taking part in the ICONS trial. You have helped us to answer impanant =
questions about how to treat women with ovarian cancer. We need you 1o camy on attending

clinic visits 50 we can find out important longer term results. This will help other women with
owarizn cancer in the future.

Cong

in the

This webpage describes the results of the study, including stafistics sbout survival and side
effects. If you have any questions about the trial and its resulis, or if this summary raises any

other worries for you, please spesk to your oncelogist or research nurss. sults mean?

& will these results make?

y asked guestions

information

Support
Tell us what you think about this webpage

Further information

If you have sny guestions sbout the ICONE
trizl, plesse speak to your docior or resesnch
nurse.

Cancer Resaarch UK ha
FCONE on their website

formation about

The ICONE trial is registered with the
ISRCTN registry. The registration number is
10356387,

Wz wrote this summary in May 2018, We will have more results from this study at 3 Iater The ICONS trial was sponsored by the
stage. This summary only includes results from the ICOME trisl. Other studies may find 3l Re: h Council. It was funded by
different resulis. Cancer Research UK.

Targst Ovarian Cancer havs some useful
and suppoert guides on their
«do Owacome and Cancer
Research LK.

What was the ICONS trial about?

The ICOME trisl tested how best to treat owsrizn cancer. |t compared three ways of giving
chematherapy
30 Support

= Standard chemotherapy, giving both carboplatin and paclitsxel {sometimes also called

Target Owarian Cancer hawe a Support Line
Tazeol) once every three wesks for 3 totsl of 18 weeks {Group 1)

whers you can spesk to & nurse advisor. You
Weekly chemotherapy. giving carboplatin once every three weeks and pacitaxel once a can call the Suppert Line on 020 7923 5475,
week (31 a lower doss) for a tots] of 15 weeks (Group 2)

Weekly chemotherapy. giving both earboplatin and paclitaxel once 3 week (3t a lower dozs) OI'EC.'TE Sholienc = E":'D.:'—’ e
for a total of 13 weeks (Group 3) offers |nf0"r_|atc>'|_§nd e!'rlonoral support 1o
women, their families, friends and carers.
‘fou can call the Support Service on 0800
008 7054, text them on 07427 300504, or
insiant message them on thair websits.

To find 8 Support Group or Semvice near you,
wisit Ovacome’s Bst of Support Senices

My Ovacome is an online community for
anyons affected by ovarian cancer. ltis a
=afe, supportive space for women with
owarian cancer and their friznds and families
to share their expeniznces and offer each
other encouragement, knowlsdgs,
understanding and friendship.

Targst Cwarian Caneer also has infon

@ about other sources of support on their

Py webesite
0 redoion dase

1A - s

For some patients, the structure of the information in the Basic Webpage was
logical. However, some found it confusing, and gave up before reaching the
results.

8.4.1.6 Navigation

The Enhanced Webpage and Email contained 'quick links' at the top of the
page (in the right hand column), so patients could navigate straight to any
section they were interested in. The feature was appreciated by some.

"Having the quick links is quite good because you can jump to something
and jump back to it." DLIO1: Patient, large site

8.4.1.7 Text size

Several people noted approvingly the large font size used for the Printed
Summary and Patient Update Information Sheet.
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Figure 8.6: Extract from the Email

Results of the ICONS trial

Thank you

Thank you for taking part in the ICONS
trial. You have helped us to answer
impaortant questions about how to treat
women with ovarian cancer. We need
you to carry on attending clinic visits so
we can find out important longer term
results. This will help other women with
ovarian cancer in the future.

This email describes the results of the
study, including statistics about survival
and side effects. If you have any
questions about the trial and its results,
or if this summary raises any other
worries for you, please speak to your
oncologist or research nurse.

We wrote this summary in May 2018.
We will have more results from this

study at a later stage. This summary
only includes results from the ICONS

What's in this email?
Clink on the links below to skip straight
to a section.

What difference will these results

make?

Thank you

Further information

Any questions?

Support

Tell us what you think about this email

"I quite like the fact that it is slightly a larger font size, and | know that my
husband would find it easier to read something like this than something
with a smaller font." CSI01: Patient, small site

There were mixed views on the font size of the Basic Webpage, which was
slightly smaller than that used in the Enhanced Webpage. One patient who had
viewed the Enhanced Webpage first, which uses larger type, asked if the basic
webpage was meant for healthcare professionals because of the smaller type.

One research nurse was concerned about the use of bold for the average

progression free survival times, worrying that it may draw too much attention to

it.

8.4.1.8 Paper

One trial coordinator noted that the printed summary was printed on high
quality paper, which was seen as a good thing.

"I particularly like the paper that the summary was printed on." FLTCIO1:

Trial Coordinator, large site



8.4.2 Suggested adaptations to the Show RESPECT interventions

8.4.2.1 Suggested adaptations to the webpages

Some patients and site staff would have liked a webpage that contained some
of the extra features of the Enhanced Webpage (video, FAQ section and links
to support), while maintaining the single column layout of the Basic Webpage.
Apart from the few patients who disliked the two-column layout, most patients
had no suggestions for how to improve the Enhanced Webpage. There was a
suggestion that the quick links might work better as a drop-down menu.

"Your quick links to info on this page, haven’t you, on the side...? | just
wondered whether it would work better with some sort of drop-down
menu, So you have, under each section, you have a very short, bullet
points summary? And then you can click on that to drop-down to more
information? Just so it doesn’t look quite so daunting when you open it for
the first time." HLCLIOZ2: Clinician, large site

8.4.2.2 Suggested adaptations to the Printed Summary

Changes suggested for the Printed Summary included emphasising the key
messages and thank you more visually, reducing the length of the printed
summary, and using more bullet points.

"It’s got the key sentence here, we think carboplatin and paclitaxel every
three weeks should be the standard treatment. That should be in big
letters, shouldn’t it?" FLIO1: Patient, large site
One patient commented that she would prefer it if the Printed Summary had
been broken up into more pages, with less information on each page, and use
of pictures to make the text more attractive.

8.4.2.3 Suggested adaptations to the Email

The only suggestion for improvement for the Email was that women should be
able to opt-in to the Email List when they joined the study, rather than when
results were available.

8.4.3 Preferences hetween the interventions

Most patients and site staff preferred the Enhanced Webpage to the Basic
Webpage, often giving multiple reasons for this. For some, this preference
was, at least in part, due to the content items that the Basic Webpage lacked
(FAQ section, diagrams, video, thanks). For some patients, the visual layout
or navigability of the webpage was a reason for preferring it. Readability

was another reason given for preferring it, as was it being more engaging or
personal.
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"It’s quite user-friendly, it’s got all the information that you need, it’s easy
for them to contact you should they need to, and the layout is really very
good." GMTCI02: Trial Coordinator, medium site
A few patients and site staff preferred the Basic Webpage to the Enhanced
Webpage. This was because they found the simpler, single-column layout of
the Basic Webpage easier to navigate.

Many patients said they would prefer to receive results via the Printed
Summary sent by post, rather than the webpages or Email. Table 8.1
summarises quantitative data on which interventions participants preferred,
out of the ones they were offered. For some the reason for preferring the
Printed Summary was the convenience of not having to access the webpage
for themselves (particularly for those who were less confident with computers),
and for others it was about having a physical copy they could read and file.
"It’s just a physical thing isn’t it, touching it and seeing it, being able to

look back over it again. So, | think probably | would rather have a report,
yes." BLIO1: Patient, large site

Table 8.1: Patients’ preferred intervention, from those they were offered!

Preferred intervention

Webpage | Printed Summary | Email list

Interventions offered n (%)
Basic Webpage & Printed Summary 2 (13)
Basic Webpage & Email List 10 (63)
Basic Webpage, Printed Summary & Email List 1(5) 17 (77)
Enhanced Webpage & Printed Summary 0(0) 19 (100)
Enhanced Webpage & Email List 6 (50)

Enhanced Webpage, Printed Summary & Email List 1(4) 23 (88)

' NB participants offered only a webpage were not asked this question

Site staff also tended to prefer the Printed Summary as an approach for
patients like those in ICONS8, with or without a link to an Enhanced Webpage
(Table 8.2) (the ‘combination of approaches’ described in the free-text of

the questionnaire was almost always the Printed Summary plus Enhanced
Webpage). This was often because they felt it would be more accessible for
these patients.

"So personally | feel like the best method is to send it in the post, because
not everyone has access to a computer, or has an email address or
knows how to use a computer. And, you know, by sending it in the post
you ensure that every participant who should receive it has received it."
FLTCIO1: Trial Coordinator, large site

There was considerable overlap in content between the Enhanced Webpage,
Printed Summary and Email. For one patient, who had problems understanding
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the content, the mode in which it was delivered made little difference, as it did
not address their main problems.

While many patients preferred to have a hard copy of the results, to enable
them to keep it, and/or share with others easily, some who received the Printed
Summary would have preferred to have looked up the results online. For other
patients, the costs of posting and printing meant they would prefer to receive
results in a way that was cheaper for the NHS.

8.5 Personalisation

In Show RESPECT site staff were asked to send the Patient Update
Information Sheet (and Printed Summary, for those randomised to that
intervention) by post. The protocol did not specify whether a personalised
note or cover letter should be included. Some site staff chose to include a
personalised note or cover letter along with the Patient Update Information
Sheet / Printed Summary. The reasons given for this included:

e so patients were not alarmed

so they knew whom to contact if they had any questions

e to explain what was included, and how it related to information they had
previously been told

¢ to highlight that participants could opt out of receiving results (for sites
randomised to the Printed Summary)

Some of the covering notes were the same for different patients, whereas
others were tailored individually. This personalisation did take additional time,
but some site staff felt strongly that they should not send the results out
without the personal note, coming as it did in the context of a relationship

with patients that had often been developed over several years. This was
appreciated by some patients, making them feel more valued. Individual emails
were another way suggested by a patient of communicating the results more
personally.

Not all sites included personalised notes or cover letters alongside the Patient
Update Information Sheet or Printed Summary. Some did not think it was
needed because the Patient Update Information Sheet contained all the
necessary information. Others felt they did not know participants well enough
to write a properly personalised note.

“I sent it by itself, but just because | didn’t know the patients. | want a
cover letter to be quite personal, and so | wasn’t comfortable writing a
cover letter to patients | didn’t particularly know. And then | didn’t want it
to be generic, | feel like they probably deserve a bit more than that. | do
understand that they probably deserve more than just a piece of paper



saying here’s an update sheet, but | just didn’t know how to do the in-

between of personal but generic.” CLTCIO04: Trial Coordinator, large site
Some of the communication approaches used in Show RESPECT were seen as
more personal than others. For example, one patient talked about receiving an
email feeling more personal than reading the same information on a webpage.
Another patient said that the Enhanced Webpage felt more personal than the
Basic Webpage, because of the thank you message and video.

8.6 Opt-in versus opt-out approaches to sharing results

To access the results via a webpage or email, patients had to take action
themselves (visit a URL), so these approaches were opt-in. However, the
Printed Summary was sent on an opt-out basis; patients had to let their site
staff know if they did not want to receive the results. Only three participants
opted out of receiving the ICONS results by Printed Summary. This creates the
possibility that some patients who did not want to find out the results may have
been exposed to them if they had not spotted the information about opting out.
The quantitative results of Show RESPECT suggest that this did not happen (at
least for patients who responded) (Section 5.2.5).

Patients, including those who did not want to receive the results, viewed the

opt-out approach as good, offering people the results but giving them the
chance to decline. However, one patient was concerned about the possibility
of results being sent to patients who were too ill to opt out.

“I think you should be offered postal, but then opt-out if you’re okay not
getting postal. | think that’s the best way to go.” GMI02: Patient, medium
site
One patient commented that opting-in to the email list should happen at the
point people join the trial, rather than at the end.

Staff at some large sites, who had found sending printed summaries to all
participants who did not opt-out time-consuming, would have preferred an opt-
in approach to reduce the workload. One research nurse thought that handling
opt-ins may be challenging for studies with large numbers of participants, even
though it was a good idea in principle. However, other research nurses said
they were used to keeping track of information like that, so it would not be a
problem. Collecting opt-ins at the time of gaining informed consent to join the
study might be a practical way of implementing the approach, although some
patients may change their minds in the interim.

Other site staff felt the opt-out approach was good, enabling patients to
choose whether or not to receive the results. It was felt that patients who don’t
want results are more likely to opt-out than patients who do want results are
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to opt-in. Some highlighted the option of opting out in a compliments slips or
cover letter that went with the Patient Update Information Sheet, to make sure
patients did not miss that information, while others talked to participants on the
telephone to make sure they were aware.

“I think they just wouldn’t care enough to call to opt in, whereas if they
really didn’t want the results then I think they’d be more willing to call or
take the time out of their day to do that.” CLTCI04: Trial Coordinator, large
site

8.7 Discussion

8.7.1 Summary of key findings

For patient populations like those who took part in ICON8 (mostly women
aged 60 or over), Posted Printed Summaries of results were generally
preferred by patients and site staff. This preference was partly related to

the accessibility of the approach, compared to email or webpages, in the
context of 4 in 10 ICONS participants not using email or the internet every day.
Posted Printed Summaries also facilitated the filing of information for future
reference, and sharing with friends and family members. Some of the features
of the Enhanced Webpage (the short video, links for further information and
support, and the FAQ section) were seen as being potentially useful for some
participants, leading some site staff to advocate for a combination of the
Posted Printed Summary and Enhanced Webpage.

The information contained in the results summaries tested in Show RESPECT
generally covered the topics that patients were interested in and was written

in a way most participants could understand. While some patients identified
further information they would like, this should be balanced against the need
to keep summaries concise. There was no consensus around what, if anything,
was missing, suggesting the content included was a good basis, if patients
are provided with ways to seek additional information if required. The layout

of the interventions was generally liked, with large text size, use of colour,

clear headings and broken-up text all contributing to the ease of use and
attractiveness of the interventions.

Trial results come to patients in the context of relationships with site staff
developed over the course of trial participation, which, in the case of ICONS,
was several years. In this context, some site staff were keen to personalise
the results communication in some way, through adding covering letters or
compliments slips with short notes, or phoning participants before or after
sending out the results. This was appreciated by some participants, making
them feel valued. However, it may not be necessary where patients do not



have such close relationships with site staff (for example, if their research
nurse has changed several times over the course of a trial). Some patients
would have preferred more personal communication of the trial results (for
example, through a face-to-face conversation), however, there was generally
an awareness of the resource constraints of the NHS, and most patients were
pleased to receive the results through the approaches used in Show RESPECT.

8.7.2 Strengths of this study

The qualitative interviews with patients and site staff allowed me to collect
detailed feedback on the interventions used within Show RESPECT. After
describing their memories of their initial thoughts about the interventions they
actually received, participants were asked to ‘think aloud’[112] while looking at
each Show RESPECT intervention in turn. This means | have data from nearly
all interviewees (patients and site staff) on all the interventions, rather than just
the ones their site was randomised to, or they chose to use, giving me a rich
dataset.

Triangulating data from site staff and patients, and from interviews and
questionnaires, gives me breadth in the range of respondents | have data
from, and depth. Many of the free-text responses were surprisingly rich,

complementing the data from interviewees.
8.7.3 Limitations of this study

One challenge in collecting qualitative data around the Show RESPECT
interventions was minimising the impact of social desirability bias, particularly
as site staff were aware of my role as Chief Investigator in the study. There

was a danger that this may have meant they would be reluctant to criticise

the interventions for fear of offending or upsetting me. | tried to minimise this
risk through explicitly asking about whether there was anything they disliked,
trying to create a comfortable atmosphere in the interviews, and give visual and
verbal cues that indicated interest but not a particular emotion. With patients, |
purposely did not explain my role in developing the interventions, to reduce this
risk. Encouraging interviewees to make comparisons between the interventions
(and any other previous experience they had of sharing/receiving trial results)
gave a non-confrontational way for interviewees to highlight weaknesses of
specific interventions through contrasting it with things they preferred, allowing
them to frame things positively. Together, these approaches seem to have
allowed both patients and site staff to express criticism of the interventions,
but | cannot rule out some having filtered their comments so as not to cause
offense.
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As discussed in Section 7.11.3, Show RESPECT was conducted within the
context of a single clinical trial, meaning care is needed transferring findings to
other trials.

8.7.4 Conclusions

Posted Printed Summaries were preferred by patients and site staff compared
to electronic methods of sharing results, as they were seen as accessible to
everyone, and easy to keep and share with others. At the same time, some of
the features of the Enhanced Webpage (video, links to further information and
support, and Frequently Asked Questions section) may be useful for some
participants, suggesting offering participants both may be a good approach for
sharing results.

However, the Show RESPECT interventions themselves may not have been the
only factors that influenced participant satisfaction with how the results were
shared. The next chapter explores what other factors may influence participant
satisfaction, including participant characteristics such as age, education level
and health, and trial factors such as the disease area, what the results show,
and what the trial is comparing.



9. What other factors influence satisfaction with how
the results were shared?

9.1 Overview of the scope of this chapter

Satisfaction with how trial results are shared is influenced by a complex
interplay between factors related to the trial itself, the characteristics of
individual participants and the aspects of the mode of communication
discussed in Chapter 8. This chapter explores those features that apply to all
participants, and the characteristics that vary between participants, that affect
satisfaction with how the results are shared, using qualitative and quantitative
data from patients and site staff. Table 9.1 summarises the factors explored
in this chapter, and Figure 9.1 illustrates how these factors interact with each
other and factors related to the communication approach. When planning
how to share results with participants, and developing communication tools,
trialists will know about the features that apply to all participants (shown in
the first row of Table 9.1). However, they also need to take into account that
the characteristics outlined in the second row will also influence satisfaction
with how the results are shared (and may not all be known to those sharing

results). Understanding what these factors are, and their impact on satisfaction,
may be helpful when thinking about how transferable or generalisable the
Show RESPECT findings are to other studies with different trial and patient
characteristics. The chapter concludes with a short discussion of the key
findings, strengths and limitations of this study.

Figure 9.1: Summary of factors that influence participant satisfaction with how trial results
are shared

Trial design & what’s What the results show (e.g.
being compared benefit, harm, no difference)

Disease / outcomes Trial features Length, frequency &
being studied that apply mode of follow-up
across all
participants

Information
Demographic items being
characteristics shared

Layout and
structure of
Characteristics Factors related the results
Hea!th of that vary to the summary
participants between communication
participants interventions Mode of

communication

Other Opt-in or
contextual opt-out Level of o
factors approach personalisation
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Chapter 9 Summary Box
Why was this study done?

¢ Understanding how trial and patient characteristics affect satisfaction
with how the results are shared may help researchers think about
the generalisability or transferability of the Show RESPECT results to
other trials, and identify what they need to consider when planning to
communicate the results from future trials.

What did | do?

¢ | analysed questionnaire and interview data from patients and site staff
relating to how trial and individual-level factors may have influenced
patients’ satisfaction with how trial results were shared within the Show
RESPECT study.

What did | find out?

¢ The ICONS trial found that weekly chemotherapy was not better than
three-weekly chemotherapy; in some ways this made the results
easier to receive for patients in the control arm as no-one had missed
out on a superior treatment.

e Communication of results takes place within the context of
relationships that have developed over the course of the trial
between patients and site staff; in the case of some patients and

site staff, these relationships were close, creating a desire for more
personal communication of trial results

¢ Patients across all ages, education levels and computer
competencies were more likely to be satisfied with how the results
were shared if they received the Posted Printed Summary. This
suggests that the higher levels of satisfaction from the Posted Printed
Summaries were not solely due to the patient population in ICON8
being older and less comfortable using computers.

What do these findings mean?

¢ Trials that find clear differences between the arms may need to
communicate results to people in the group that did less well overall in
a more personal way, or offer further support to these people.

e Communication of trial results should take into account the strength of
relationships developed between site staff and patients, for example,
allowing a degree of personalisation of how the results are shared
where these relationships are close.

¢ Posted Printed Summaries seemed to benefit all patients, not just
those who used email or internet less than daily.
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Table 9.1: Overview of factors explored in this chapter

Section
Trial features | Disease area 9.2.1
that apply Trial design, interventions and control 9.2.2
across all What the trial results show 9.2.3
participants
within a trial
Characteristics [ Demographic characteristics of participants (e.g. age, education level, | 9.3.1
that vary sex)
between Randomised arm 9321
participants | participants’ health at time of receiving results 9.3.2.2
within a trial . , . _ . ,
Participants’ experience of trial interventions (e.g. side-effects) 9.3.2.3
Relationship with trial staff 9.3.31
Understanding of the trial 9.3.32
Expectations around receiving results and what they will show 9.3.3.3
Access to support 9.3.34

9.2 Features that apply across all participants within a trial

| found several features that apply across all participants within a trial that

may have some influence on how the overall trial results are received, and
satisfaction with how they are shared. These include disease area, comparator,
and what the results showed. Section 2.3.2 describes the ICONS trial, which is
the context in which Show RESPECT took place.

9.2.1 Disease area and outcomes of interest

Ovarian cancer is a serious condition, often with a poor prognosis (see Section
2.4.1). The ICONS trial aimed to improve progression free survival (the time until
the disease gets worse or the patient dies) and overall survival. This means
participants had a lot riding on the success of the trial.

One participant who did not want to find out the trial results for ICON8 said she
would have wanted to find out the results if she had been taking part in a trial
for a less serious condition.

IV: If it had been a trial looking at how to treat your heel problems, that
might have been different?"

GSI01: "Oh, that’s fine because it’s a heel, | wasn’t going to die of that.

It might have been a nuisance, | might have moaned about it a huge
amount, but that was a different matter; that wasn't life or death." GSIO1:
Patient, small site, did not want to receive results
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Site staff felt that the severity of the disease, and survival being an outcome,
meant that extra care needed to be taken when sharing results. By the time
the first results were available a substantial number of participants had died.
Show RESPECT was looking at communication of results to participants who
were alive at the time results were available, but the ICONS results inevitably
reflect that some participants were not so fortunate. Site staff felt this may be
sobering or upsetting to some patients.

"If you were alive, you read the results, and there was a high mortality rate,
I don’t know how that would make me feel. Depressed, and grateful that
| was still there to read the results" GMTCI02: Trial Coordinator, medium
site
However, the severity of the disease may not necessarily make a difference
to how results should be communicated, if participants are aware of their
prognosis at the time they join the trial. The patients | interviewed did seem
aware of the severity of ovarian cancer, although some sought to avoid
information on this in order to protect themselves, and one clinician described
this understanding as something that grows over time, rather than necessarily
being fully understood at the point of diagnosis, when they are invited to join
the trial.

"Because most of these patients, when they were recruited into the study,
they know and they were told that some of them will be stage lllc ovarian
cancer, which they know how bad their chances are. So no, | don't think it
affects that. They sort of understand. Patients understand, especially how
far their stage is and what it involves." BMRNIO4: Research nurse, medium
site

9.2.2 Trial design, intervention(s) and control

ICON8 was an open-label Phase Il trial comparing different dosing schedules
for standard chemotherapy drugs, rather than testing a new drug. Many
patients saw the trial as low-risk when they joined, as the chemotherapy
drugs being used were well established, with only the frequency and dose
varying between arms. Placebo-controlled trials were seen to raise more
complex issues around communication of results, such as the practicalities
of unblinding, and some participants not having received an active treatment.
Sites and participants do not always find out which arm participants had
been randomised to in placebo-controlled trials, and if they do it is often long
after the trial has finished. Patients may have wanted to find out the results
more personally, through a conversation with their doctor, had the trial been
placebo controlled. Site staff felt that earlier phase trials might raise different
issues to Phase lll trials, and it may not always be appropriate to share results
with participants in early phase trials, as results may be harder for patients

to interpret as these trials do not focus efficacy. Another type of trial where



site staff felt it might be more difficult to share results is in trials in emergency
settings, where patients are not asked for informed consent prior to being
randomised.

9.2.3 What the trial results showed

ICONS found no difference between the three arms, in terms of progression-
free survival, with little difference in side-effects. As such, there were no clear
'‘winners' or 'losers' from taking part in the trial. This may make receiving the
results a less emotionally intense experience for participants. Some trial results
may also be harder to understand than others (e.g. where the results are
uncertain, or when the effect of an intervention varies by sub-groups).

Doctors may be more keen to share results with participants if the results are
seen as 'good'. Sharing results may be more difficult in certain result scenarios
(for example if the intervention caused harm). This was not seen as a reason
not to share results, but needs to be taken into account when deciding how to
share results.

"I think, when there’s some really good results a doctor always feels that’s
what they want to tell their patients. Whereas if there’s a marginal benefit,
then you’re likely to not really want to say too much of the results."
EBLMCLIOZ2: Clinician, large and medium sites
Some women felt that their emotional response would have been different,
had the results showed a difference between the arms. Patients speculated
that they may have felt angry or upset if their treatment arm turned out to be
less good, but the extent of this may depend on their own health at the time of
receiving results, as well as the results for the group overall. Some participants
and site staff felt that if the results had been different (complex or potentially
upsetting), it may be better to communicate them in a different way, with more
personal approaches generally being preferred, giving patients more support to
process that information, while some patients would want less information. Site
staff felt it was important to know what arm a participant was on before telling
them the results, if there was a difference between the arms, in order to share
the results carefully and sensitively.

"It would depend if it raised more questions perhaps. So maybe a clinician
would have been better suited | suppose, if it was going to have that
effect. Maybe the clinician giving a paper and discussing it in clinic maybe
better for them than obviously reading it at home on their own." GSTCI03:
Trial coordinator, small site

“If it went into my head that | was going to see more bad news about my

participating group | might be less inclined to want to see a written report
and just a referral to a website. Because this is almost... When you receive
this [printed summary] you have to look at it whereas with the website you
may think, oh, I’'m not going to bother. You can ignore it more easily if you
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feel that your group is not going to have any more good news or better
results.” BLIO1: Patient, large site

However, not all patients and site staff felt that, had the results been different,
they would have wanted to receive/share the results in a different way. One
patient, whose disease had progressed, talked about it not mattering to her
too much, as she had made the decision to join the trial in the knowledge that
it might help her, but it might not. She preferred not to dwell too much on what
might have been, focusing instead on the future. While how the results are
shared may not need to change, depending on the results, the way it is written
needs to be carefully thought through.

"It would be the same. Of course, maybe if they had been in an arm

which had been very inferior, very different, you would feel a little bit
disappointed for them especially if the cancer is coming back. You know?
But I mean... | don't think there would be a difference really. Because what
is done has been done. You can’t undo it." BMRNIO4: Research nurse,
medium site

While some site staff would want to give the results face-to-face in clinic,
patients may require more time and privacy for processing potentially
distressing information, if they were on the worse arm, which the clinic setting
may not necessarily offer. This led other site staff to prefer giving patients the
information to access in their own time and space, via a webpage or printed
summary, with the offer of further support if needed.

"I think if the results had been bad (in terms of | would have had to tell
them that this treatment arm is better than your treatment arm), | think
how they react to that, the clinic isn’t as private as you would want. If |
had to tell them to their face | don’t think it would have been as good as
me just sending them something on the web page and then putting at the
bottom, you know, they needed any further support or whatever they can
just call me. Instead of having them be in front of everyone reacting to it,
be able to read it on their own time in their own space and react how they
would want to react." CLTCI04: Trial Coordinator, large site

9.3 Characteristics that vary between participants

It is important to remember that every trial participant is unique, even within
trials with narrow inclusion and exclusion criteria. | looked at the qualitative and
quantitative data on characteristics that vary between participants that could
make a difference to their experience of receiving trial results. These factors
included demographic characteristics (age, education level and how frequently
they use the internet or email). | examined factors related to their health (which
arm of the ICONS trial they were randomised to, whether they had experienced
disease progression by the time they received results, and the side-effects they
experienced when taking part in the trial). | also looked at their relationship



with site staff, understanding of the trial and its potential outcomes, their
expectations around receiving results, and the support they had access to in
terms of family, friends and support groups.

9.3.1 Demographic factors

| carried out pre-specified sub-group analysis to explore if the effect of any
of the Show RESPECT interventions on reported satisfaction with how the
results were shared differed by age, ICON8 arm, education level and reported
frequency of internet/email use. The results of this sub-group analysis can

be found in Table 9.2 and Figure 9.2. Particular attention should be given to
the results of the interaction tests (shaded pink), as these test whether there

was evidence that the effect of the intervention differed by sub-group[113,
114]. Differences between the subgroups were nearly all quantitative rather
than qualitative, i.e. the direction of effect was the same, just the magnitude
of effect seemed to differ, and the interaction tests showed no evidence of
heterogeneity of effect by any of the subgroups tested. As Figure 9.2 shows,
the confidence intervals for the individual subgroups are often wide, and the
trial was not powered to detect sub-group effects, and so caution is needed
in interpreting these results. | was unable to test for heterogeneity by whether
their first language was English as so few respondents reported English not
being their first language.

Figure 9.2: Forest plot showing the adjusted odds ratio for satisfaction with how the results
were shared for each of the three randomisations, by sub-group

® Email List Invitation vs no Email List Invitation
Internet use: daily H— ® Mailed Printed Summary vs no Mailed Printed Summary
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9.3.1.1 Does patients' age make a difference to satisfaction with how the results were
communicated?

Patients of all ages seemed to benefit from having a Printed Summary sent to
them by post, rather than having to access the results via a webpage or Email.
| found no strong evidence that older patients benefited more than younger
patients from the Printed Summary in the sub-group analysis (interaction

test p=0.112) (Table 9.2 and Figure 9.2), although the point estimate for the
adjusted ordinal odds ratio was larger in the older sub-group (4.94 for women
aged >70 years, and 2.26 for those aged 70 or younger). Similarly, there was
no strong evidence of heterogeneity of effect in the Webpage or Email List

randomisations (interaction test enhanced vs basic webpage p=0.654, email
list invitation vs no invitation p=0.926). In contrast, site staff felt that the age
of participants would affect how they would prefer to receive the results.
They hypothesised that older patients would prefer Printed Summaries, while
younger patients may be happier with webpages or Emails. This distinction
may reduce over time, as people who are familiar with computers and the
internet get older.

"I think you’ve got to look at the age group of the patients. | think that

is the main thing. You’ve got to look at the age group of the patient. So
everybody is individual, so like, if you are looking at maybe 65 and above,
they would mostly prefer written summaries. Whereas the younger group
will want the website." BMRNIO4 — Research Nurse, medium site

9.3.1.2 Does education level make a difference to satisfaction with how the results were
communicated?

The women | interviewed who did not have at least A level qualifications
seemed less satisfied, struggling to understand the results, or to access them.
This is supported by the results shown in the left half of Table 9.2, with 18%

of those educated to less than degree level being very or quite unsatisfied,
compared to 10% of graduates. Some site staff felt that more educated
participants may want more detail than participants with fewer qualifications,
however from the participant interviews this was not necessarily the case, with
some highly educated participants wanting only headline results, while others
wanted a lot of detail.

As with age, patients of all education levels seemed to benefit from the Printed
Summary, with the point estimates for the ordinal odds ratio being very similar
(less than degree level: 2.91, graduate or above: 2.70, interaction test p=0.930)
(Table 9.2 and Figure 9.2). There was also no good evidence of a difference

of effect of the Enhanced Webpage (interaction test p=0.520) or Email List
Invitation (interaction test p=0.951) by education level. While the point estimate




for the email list invitation is large for the graduate or above subgroup, it is
very likely that this is due to chance, given no participants signed up to the
email list. As discussed in Section 8.3.10, patients and site staff felt the video
that was contained in the Enhanced Webpage could be useful for patients
who were less comfortable with reading, but there is no evidence from the
quantitative data that those with lower levels of qualifications benefited more
from the Enhanced Webpage. It may have been that participants who struggle
with literacy have developed alternative coping strategies for these sorts of
occasions. One research nurse described a patient asking her to read the
results to her, as she said she had forgotten her glasses. However, the nurse
suspected that it was because she could not read, but did not want to admit it.

9.3.1.3Does frequency of internet and email use make a difference to satisfaction with
how the results were communicated?

Patients’ level of satisfaction with how the results were shared overall did not
appear to be affected by frequency of internet/email use in the quantitative
analysis, as shown in the left hand portion of Table 9.2. There was no good
evidence of frequency of internet/email use interacting with the effect of any of
the interventions, with the interaction tests for the Enhanced Webpage vs Basic
Webpage, Printed Summary vs No Printed Summary, and Email List Invitation
vs No Invitation being p=0.955, p=0.104 and p=0.662 respectively. The point
estimate for the ordinal odds ratio of the Printed Summary was much higher in
the group who used the internet/email less than daily (9.09, compared to 1.74),
however the direction of effect was the same across both sub-groups, and

the confidence intervals were wide. In the qualitative interviews, participants'
frequency of using email/internet did not seem to affect satisfaction. Some
participants with lower computer literacy got the help of family members to
access results (or asked site staff for printed copies), which may have mitigated
the challenges for those who were randomised to no printed summary.
Similarly, as reported in Chapter 5, patients’ views on whether the results were
easy to access did not vary by randomisation, suggesting online approaches
were not inaccessible to most people. However, many site staff strongly
preferred the Printed Summary, as they felt it was accessible to all (see Section
8.2.1), unlike approaches relying on access to internet/email.

"The web page is okay but when | look at all the participants that we have,
there is only one who uses the internet. The rest are old school. They
prefer face-to-face or written." BMRNI04 — Research Nurse, medium site

9.3.2 Health factors

Factors related to participants’ health, and their experience while taking part
in the trial, may also affect satisfaction with how results are communicated.
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We did not collect quantitative data on participants’ health (e.g. whether their
cancer had progressed, or side-effects they experienced during trial treatment),
so are not able to carry out quantitative sub-group analysis on this. However,
we do have data on which ICON8 arm they were randomised to, so are able

to look for any subgroup effects of this on the efficacy of the Show RESPECT
interventions. This is included as an individual-level rather than trial-level factor,
as participants are randomised to different groups within a Phase Il trial,
whereas trial-level factors are those that apply to all participants.

9.3.2.1 Randomised arm

More than 70% of patients in each of the ICON8 arms were quite or very
satisfied with how the results of the trial were shared. | found no good evidence
that the effect of the Show RESPECT interventions varied by the ICON8 arm
women were on (Table 9.2 and Figure 9.2), with the interaction tests for the

Enhanced Webpage vs Basic Webpage, Printed Summary vs No Printed
Summary, and Email List Invitation vs No Invitation being p=0.424, p=0.543
and p=0.557 respectively. In the qualitative interviews women in both the
control and weekly chemotherapy arms talked about being glad of or not
regretting how they were randomised. See Sections 7.6.2.2 and 9.2.3 and for

more discussion on this.
9.3.2.2 Health at the time results are shared

From the qualitative interviews, patients' own health at the time they receive
the results does not seem to have had an impact on satisfaction with how the
results were shared. Both patients whose disease had progressed, and those
who were in good health, reported being satisfied or dissatisfied. Even the
person whose disease had got worse much sooner than average for the trial
was not upset about the overall results. Another patient whose disease had
progressed felt the results were of limited interest, because they were no longer
relevant to her.

However, there was some suggestion from a few patients that they thought that
it may influence how other patients prefer to receive results. One patient talked
about email being fine for patients who were doing well, but perhaps being less
appropriate for patients whose health was less good, or who had less access
to support.

CLIO1: “It would have been fine for me but it may not have been fine for
other people. Not everybody has survived this as well as | have.”

IV So your health status makes a difference to receiving this information?

CLIO1: “Yes. So, yes, | could receive that by email without a problem.
Somebody else might have found that more difficult” CLIO1: Patient, large
site



This desire for different modes of communication to those in the arm that did
less well overall (as discussed in Section 9.2.3) seemed particularly important if
the patient had experienced disease progression.
"I think | would have liked the doctors to talk to me about that. If there
really was a finding that actually, people were living longer and I’d got
secondaries or something, yes, | would have liked to have been spoken

to about that rather than finding out on the website." CLIO1: Patient, large
site

Site staff also felt that more care was needed when sharing results with
participants who were in poor health at the time results are available to share.
Understanding of what was happening in terms of patients’ treatment was
important for sharing results. This led most site staff | interviewed to the view
that the results need to come from sites, who have access to this information,
rather than trial Sponsors or other organisations who may not be aware of this.

"I think you’d probably have to be a bit more careful in terms of sharing
results with patients who were very unwell and closer to their end of

life. Particularly if they’ve reached the point where they are, | suppose,
have come to terms with the terminal nature of their illness. Sharing
information that might bring back difficult memories at that point, might
be more difficult. | think it’s probably still best practice that if we do have
that information available and we’re seeing the patient, that we ask them
whether they want to know about the outcome of the trial." HLCLIOZ2:
Clinician, large site

"I think someone in my role who has access to their clinical records
and knows where they are in their treatment plan and has access to
their clinical letters, the clinic letters, is always the best person to do it."
CLTCI04: Trial coordinator, large site

9.3.2.3Experience of side-effects during the trial

From the qualitative data, there did not seem to be a relationship between the
severity of side-effects patients experienced during their trial treatment, and
their satisfaction with how the results were shared. Those with side-effects
seemed to find it comforting to know others had had similar problems.

In the interviews, patients often underplayed the seriousness of the side-
effects they experienced during the ICONS trial. Often they would tell me they
did not really have bad side effects, then, later in the interview, they would go
on to describe side-effects that would be categorised as serious, for example
requiring admission to hospital. This downplaying of side-effects may be
because they were expecting to experience even worse side-effects, based on
what they expected, or what they had observed in others, or wanting to stay
positive.

"I didn’t really have major side effects. Having said that my bowel leakeq,
that was pretty much awful, blood clots in my lung, multiple blood clots in
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my lung. And the pins and needles were just awful. And my toes are still
really bad, my feet there’s still pins and needles but my fingers are all fine
now. That was a major side effect, the pins and needles. And as far as the,
yes, the debilitating side of chemotherapy | was quite lucky | didn’t allow
it or it didn’t pull me down as much as | have seen other people." BLIO1:
Patient, large site

9.3.3 Other individual-level contextual factors

There are many other contextual factors that may influence satisfaction with
how trial results shared. The ones discussed in this section are the ones that
came out as potentially important in my qualitative analysis. Other individual
factors that influences satisfaction, that have been discussed elsewhere in this
thesis are patients’ desire to receive (or not receive) the results (Section 7.4),
and the level of information they would like (Sections 8.3.1 and 8.3.5).

9.3.3.1 Relationship between site staff and participants

Participants had been taking part ICONS8 for between five to eight years, with
face-to-face follow-up visits initially every 6 weeks straight after treatment,
reducing to 3 monthly after 9 months, then 6 monthly after two years. During
this time, some patients had developed a very close relationship with their site
staff, particularly research nurses. This was especially the case at small and
medium sites where the research nurse had been the same throughout the
course of the patient’s trial experience. Having a good relationship with their
research nurse or oncologist meant that patients felt able to ask questions
about the results, if needed.

“I suppose to some extent, it’s on the research nurses because the two
that | saw are really great. | get on really well with them and | don’t feel
afraid to ask them any questions. But | think that’s more a personal thing
really. It’s quite difficult for somebody if they can’t relate to the people
they’re seeing, for whatever reason, obviously the next best option would
be to have some paper to take away and read in their own time.” DMIO1:
Patient, medium site, close relationship to site staff

However, some patients did not want to bother busy site staff with questions
(at least until they were scheduled to see them for a routine check-up), so had
less opportunity to ask questions or seek clarification, and may have forgotten
their questions by the time their scheduled visit arrived. In that situation, having
alternative routes to access support or ask questions (such as the FAQ section
and links to support on the enhanced webpage/email) might be particularly
useful.

“I do have numbers to ring the nurses at the [BL Hospital], but you never
really want to bother them.” BLIO1: Patient, large site

“I think by the time they had it in the post and they came back to clinic,
they’d forgotten all about it really and that’s probably why they didn’t



speak to the PI [Principal Investigator].” AMRNIO5: Research Nurse,
medium site

Patients’ relationship with site staff seemed to affect satisfaction with how

results were communicated; some questionnaire respondents explicitly cited it

as a reason for their satisfaction. Nearly all the patients | interviewed who said
they had a close relationship with their site staff were satisfied with how the
results were shared.

“My oncologist and research nurse have been excellent and | respect their

dissemination of information, as it is on a personal level” FSQIO2: Patient,
small site

Some patients with a close relationship with site staff would have preferred
to receive directly from them, rather than via a Printed Summary or webpage,
but were still satisfied with the way the received results, and recognised that
this personal approach may not be the best for patients without that close
relationship.

“I think they should do them face to face really. | don’t know if that’s...

I mean, the thing is, you build up a relationship with your trial nurses
because we see them quite regularly or every time we go for a hospital
appointment. So, | think it would be really nice if they presented that
themselves, obviously backed up with information. | think because
you’re feeling vulnerable anyway and | think if you’ve already built up a
relationship with people, then it’s easier to talk to them.” DMIO1: patient,
medium site, close relationship with site staff

“I don’t know, because we are a smaller centre and our numbers don’t
tend to be like a big teaching hospital, we have that more personal
approach, so we know our patients very well, we know the families very
well, so it makes it easier for us in that respect. I’'m not saying, if it was
a teaching hospital you could follow the same principles, but here, we
generally have that closeness.” CSRNIO1: Research nurse, small site

The number of trial participants at a site seemed to influence site staff’s

views on how results should be shared. This is linked to feasibility issues,

with posting information or talking to participants being less practical if they
have large number of participants, but also related to how well staff knew
participants. Some staff at large sites, in particular those who had worked on
ICONS for less time, felt uncomfortable contacting patients (e.g. by telephone)
as they did not know them, were not sure what their current situation was, or

whether they would want to be contacted. The two site staff members who felt

this would have preferred an opt-in approach, as they did not know whether

their patients would want to know the results, and the work involved was time-
consuming. They were also worried about reminding participants that they had

cancer.

“I guess this is quite easy for me to say though because we don’t have an

awful lot of patients on the ICONS trial, so this is not labour intensive for
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me and [research nurse]. It will just require me to initially send out some

things, a bit like what we’ve done already basically, and she’ll follow it

up with a follow-up call. It’s not really that much of a problem. If we had,

like, 50 or 60 patients on this trial, that could be an issue, couldn’t it?”

GMTCIO2: Trial coordinator, medium site
Patients | interviewed who did not have a close relationship with site staff were
less satisfied with how the results were shared. For some patients this was
because they struggled to understand the results, or access them, and not
having a close relationship with staff meant they did not want to contact their
research nurse for clarification or to ask for the information by post. In one
case the dissatisfaction was around the results summary not being detailed
enough, and being perceived to be received long after the results were known.

9.3.3.2Patients’ understanding of the trial and equipoise

In the qualitative interviews it became clear that not all participants had fully
understood the concept of randomisation at the time they joined the trial, or
were not in equipoise, having clear preferences for which arm they wanted to
be in. Those patients whose understanding of the purpose of randomisation
was less good, or who had strong views about which group they wanted to be
in, tended to be less satisfied with how the results were shared.

"I’d be miffed if | was a person on three-week, on the control group. In
fact, probably | would have pulled out and | know that sounds selfish but
| would have been so annoyed about not being able to have it weekly."
DLI01: Patient, large site, randomised to weekly chemotherapy

9.3.3.3 Patients’ expectations around receiving results

There was no clear pattern as to satisfaction with how the results were shared
based on whether patients were expecting to receive the results or not. Some
participants had been told at the point of joining the trial that they would
receive results, whereas others did not expect to receive them (or even be alive
when the results were available).

"It’s amazing because as | said earlier, | wasn't expecting to even get any
results let alone all this. So anything was going to be wow to me, wasn’t
it?" BMIO1: Patient, medium site

9.3.3.4 Patients’ access to support

The patients | interviewed varied in terms of how much support they had
access to, from family and friends they could talk to about their health, and
patient support groups. Some patients and site staff felt that the links to further
information and support and FAQ features of the Enhanced Webpage and
Email List may be particularly valuable for patients with less access to support,
or who feel less able to ask their site staff questions.



"The only real feedback | had was from some of the written in [E Hospital]
with that patients just were a little bit shocked it wasn’t better prognosis
all around. Just not having anyone to turn to at the time when it landed
on her letterbox because she lived alone. So, all those patient factors are
really important whether they’ve got someone with them when they’re
going through. Just like opening exam results, you initially need someone
with you." EBLMCLIOZ2: Clinician, large and medium sites

9.4 Discussion
9.4.1 Summary of key findings

The condition being studied in a trial, what the results show, and length and
type of follow-up have implications for how results are shared. Trials in more
serious conditions, or with more complex or potentially upsetting results

(e.g. when one arm did less well than others) may need to offer participants
additional support, for example through sharing results face-to-face, or offering
follow-up appointments or phone calls with clinicians or research nurses if
results are shared via written summaries. Trials with long follow-up, where
patients may build close relationships with site staff, need to provide a way

for the results communication to be personalised to some extent, to reflect
this relationship. This may be through staff members adding personalised
cover letters or compliments slips to Printed Summaries or Patient Update
Information Sheets, or through phoning the participants before and/or after the
results are posted out. This may be less important where relationships are less
close (for example, if the site has had considerable turnover of staff over the
course of the trial, or in trials where follow-up is shorter or not done through
site staff).

Participants’ age, educational qualifications, randomised arm of the ICON8
trial, and frequency of use of internet or email seemed to have had little impact
on the effect of the Show RESPECT interventions on satisfaction with how

the results were shared. These quantitative findings conflict with qualitative
findings, where interviewees suggested that older and less frequent internet/
email users would be less satisfied with webpages or email as approaches

to sharing results, compared to Posted Printed Summaries. Less computer-
literate patients often had coping strategies (such as enlisting the help of
families and friends to access results) which helped them access results, and
those | interviewed did not seem to mind having to get this help, which may
explain why we did not observe a difference in satisfaction, nor reporting that it
was easy to access results in the quantitative data.

Health-related factors did not seem to have a major impact on how participants
reacted to receiving the results, with women from all ICON8 arms able to find
positives from how they had been randomised, perhaps in order to reduce
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distress or regret. There were not obvious differences in reaction between
those whose disease had progressed, and those whose disease had not
progressed by the time they received results. Those who had experienced
serious side-effects found it interesting to read about the side-effect results
and put their own experience in context. Patients | interviewed who had

less understanding of the trial, equipoise and the purpose of randomisation,
tended to be less satisfied, reinforcing the importance of informed consent,
and the need for results summaries to include reminders of some of these key
concepts.

9.4.2 Strengths of this study

The main strength of this study is the triangulation of qualitative and
quantitative data from patients and site staff. The qualitative data allow us to
explore the reasons behind the quantitative results. This is especially valuable
for surprising results, such as the Posted Printed Summary not being superior
to No Posted Printed Summary in terms of being easy to access. Having
qualitative data from site staff, who generally work on many different trials with
different populations and results scenarios, allows us to explore their views on
the extent to which the results we saw within Show RESPECT are influenced
by trial-level factors, as they can compare their experience within ICON8 with
any previous experience of sharing results in other trials.

9.4.3 Limitations of this study

This chapter is only a partial exploration of the other factors that influence
participant satisfaction with how trial results are shared with them. The
quantitative data are limited as | was only able to collect data on a few
potential factors: age; highest educational qualification; frequency of internet/
email use and ICON8 arm. Data on ethnicity or socio-economic status was
not available in the ICON8 dataset, and the Show RESPECT study steering
group decided not to add questions on this topic to the patient questionnaire
as it was felt this might put some patients off completing it. | am therefore
unable to look at how these factors influence satisfaction with how results
were shared. | did not directly measure literacy or health literacy, using highest
educational qualification as a proxy measure, as measuring health literacy

is complex[115], and adding questions to assess literacy or health literacy
within the questionnaire risked reducing our response rate. Similarly, | did not
directly assess computer literacy, using frequency of internet/email use as a
proxy measure, as this was simpler to assess within a paper questionnaire,
and captures challenges of accessing the internet/email (e.g. lack of internet
connection at home) rather than just the skills needed if relevant technology is
available.



Show RESPECT was powered based on the primary outcome in the overall
patient respondent population, and not for the sub-group analyses. The
sub-groups were pre-specified, but | cannot rule out there being a real sub-
group effect that we were unable to detect due to lack of power. | had so

few respondents who said that English was not their first language that |

was unable to carry out subgroup analysis on that factor, and cannot draw
any conclusions as to how the Show RESPECT results would apply to those
receiving results in a second language. For some of the factors discussed

in this chapter, such as health at the time results were shared, experience of
side-effects, access to support, and understanding of the trial, only qualitative
data are available, but given the complexity of some of these factors, they may
perhaps be better explored qualitatively anyway.

Show RESPECT took place within the context of a single trial, meaning care is
needed when transferring the results to different patient populations or results
scenarios. In order to understand the extent to which the results reported in
Chapter 5 were influenced by trial-level factors, we have to rely on patients
and site staff views on hypothetical scenarios (e.g. if the trial had been in a less
serious disease, or had found a clear benefit), rather than comparing data from
patients who have actually received results in these different scenarios.

9.4.4 Conclusions

When deciding how to communicate trial results, trialists need to consider the
characteristics of the patient population of that trial, and also trial-level factors
such as the seriousness of the condition being studied; what the trial results
show; and the closeness of relationships developed between site staff and
patients over the course of the trial. Trials that find clear differences between
the arms may need to communicate results to people in the group that did less
well overall in a more personal way, or offer further support to these people.
Where relationships between site staff and patients are close, allowing some
degree of personalisation of results communication may be important. Posted
Printed Summaries seemed to benefit all patients, not just the 4 in 10 who used
email or internet less than daily, suggesting the results may be transferable to
patient populations with higher proportions of frequent computer-users.
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10. Discussion

10.1 Overview of scope of this chapter

Through Show RESPECT, | sought to

1. Evaluate the effectiveness of the Enhanced Webpage, Posted Printed
Summary and Email List on participant satisfaction, understanding,
providing the information patients wanted to know, and ease of finding out
the results (Chapter 5)

2. Evaluate the acceptability and feasibility of the interventions and process
used within the Show RESPECT study from the site staff perspective,
including the resources required to implement the interventions at site and
CTU level (Chapter 6)

3. Describe the experience of patients (Chapter 7) and site staff (Chapter 6)
around receiving/sharing the ICONS results, within the broader setting of
their involvement in the trial, their previous experience and wider context

4. Explore the aspects of the mode of communication that affected
satisfaction with how the results were shared, from both patient and site
staff perspectives (Chapter 8)

5. Explore the other factors that influenced satisfaction with how the results
were shared, from both patient and site staff perspectives (Chapter 9)

This chapter brings together the key results from my research, discusses
their strengths and weaknesses, and puts them in the context of the wider
literature. It then sets out areas for further research. | then present a framework

of factors to be considered when deciding how to communicate the future trial
results to participants, linked to my findings. | go on to make some overarching
recommendations for trialists, site staff, funders and ethics committees, to

help make sure the trials community does a better job of fulfilling our ethical
obligation to offer results to participants in the future. This is followed by a brief
conclusion, ending with comments from the Patient Representative on the
Show RESPECT study steering group.

10.2 Summary of key findings

10.2.1 Patients’ perspectives on the effectiveness of the Show RESPECT
interventions

Nine in ten women taking part in the ICONS trial of ovarian cancer treatments
wanted to be told the results of the trial they had taken part in. Patients at sites
which were randomised to the Printed Summary (in addition to a webpage)
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were more likely to be satisfied with how the results were shared and were
more likely to find out the results than those at hospitals randomised to no
Printed Summary. Generally, patients who received the results through any

of the Show RESPECT interventions said that the information was easy to
understand and find. While most participants said the information told them
everything they wanted to know, the proportion of patients saying this was
higher among those randomised to the Enhanced Webpage rather than the
Basic Webpage. ICONS participants said they were likely to take part in future
research and recommend it to others. These findings suggest that trials with
similar participant populations to the ICON8 ovarian cancer trial (mainly women
aged fifty or older) should use Printed Summaries alongside an Enhanced
Webpage. This will enable more people who want to know the results to find
them out, improve satisfaction, and give people all the information they want to
know.

10.2.2 Sharing results with trial participants: the perspective of site staff

Site staff were strongly supportive of sharing results with participants,

with benefits including showing that participants’ contribution to trials are
respected and valued, repaying trust, giving something back to participants,
increasing awareness of the importance of research, and helping participants
process their trial experience. They felt that the process of sharing results with
participants in Show RESPECT was generally straight-forward and not too
time-consuming, although the time required was more of a challenge for some
staff at sites with large numbers of participants. The approaches adopted in
Show RESPECT (Patient Update Information Sheet with links to Basic and
Enhanced Webpages and Email List; Posted Printed Summary) were feasible
for staff at the participating NHS hospitals to implement, and acceptable

to those staff, and could potentially be adopted by other studies in similar

settings. Trials with sites that have very large numbers of participants will need
to consider how to support these sites with sharing results with participants.

Sharing results via a Patient Update Information Sheet followed by an opt-out
Posted Printed Summary increased costs per participant to sites by around
£14 compared to a Patient Update Information Sheet with a link to a webpage
+ Email List sign-up link alone. Most of these costs were staff time. The Email
List intervention was the most time-consuming for clinical trials unit staff,
which accounted for a third of the hours spent on developing, reviewing and
disseminating the Show RESPECT interventions. The time and costs of sharing
results with participants are small in comparison with the overall costs of

trials, which often run into millions of pounds, and time required for other trial
processes.
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10.2.3 Patients’ thoughts and feelings on receiving trial results

Patients join trials for potential personal benefits and to help other people.
Nearly all participants wanted to know the results of the ICONS trial, to help
them understand whether their aims for taking part were achieved, and to

gain closure. The large majority of patients were glad to find out the results of
the ICONS trial, describing them as interesting and important, despite some
being disappointed that weekly chemotherapy did not improve outcomes. The
large majority of those who reported finding the results upsetting did not regret
finding out the results. Participants should be offered the results of trials even
when those results may be disappointing or upsetting.

Offering trial results to the families of participants who die during a trial may
have value for the bereaved, but needs to be done sensitively to avoid causing
unnecessary distress. Further research is needed to explore how to share
results with bereaved families of trial participants.

10.2.4 What aspects of the Show RESPECT interventions influenced participant
satisfaction?

Printed Summaries sent by post were seen as accessible to all, especially
those with limited computer literacy or access to the internet, and made it easy
for patients to keep information for future reference. The information contained
in the results summaries tested in Show RESPECT covered the topics most
participants were interested in, and was written in an understandable way.

The extra features contained in the Enhanced Webpage (the short video,

links to further information and support, and option to send in questions to

be answered on the webpage) may be useful for some patients, even if not
accessible to all. Some personalisation of the Patient Update Information Sheet
(and Posted Printed Summary), such as including a personal covering letter or
compliments slip, was felt to be important by some patients and site staff.
Opt-out approaches to sharing results may be better at ensuring patients who
want to find out the results receive them, but the option to opt-out needs to

be made clear. For trial populations like those in ICON8 (mainly women in their
60s or older), Posted Printed Summaries have several advantages, including
accessibility, and being easy to file results for future reference, or show to
others.

10.2.5 What other factors influence satisfaction with how the results were
shared?

The ICONS trial did not show a benefit from the research arms of weekly
chemotherapy; in some ways this made the results easier to receive for



patients in the control arm, as no-one had missed out on a superior treatment.
Trials that find clear differences between the groups may need to communicate
results to people in the group that did less well overall in a more personal way,
and/or offer further support to these people.

Communication of results takes place within the context of relationships that
have developed over the course of the trial between patients and site staff.
In the case of some patients and site staff, these relationships were close,
creating a need for how the results were shared to reflect this, for example
through some degree of personalisation.

The Posted Printed Summary increased satisfaction with how results were
shared across all ages and levels of education and computer use, indicating
that the overall results (reported in Chapter 5) were not solely due to the patient
population in ICON8 being older and less comfortable using computers. This
suggests the findings may be transferable to patient populations with higher
proportions of frequent computer-users.

10.3 Strengths of this study

This randomised controlled trial contributes to the scant evidence base on
how to communicate study results to trial participants, providing high quality
evidence to a field that is dominated by observational data, surveys asking
about hypothetical scenarios, and expert opinion. Show RESPECT is the first
randomised controlled trial to compare different communication modes for
sharing results with trial participants. The randomised design reduces the

risk of the results | observed being due to differences between the groups
other than the allocated interventions. Show RESPECT is embedded within

a clinical trial, where | gathered data from participants and site staff on their
actual experience of receiving or sharing results, unlike much of the published
literature on the topic, where survey studies tend to focus on hypothetical
scenarios, (“how would you like to receive/share results?”, rather than “did you
like receiving/sharing results in this way?”) necessitated by the rarity of trials
sharing results with participants[22, 39, 41, 45, 116].

The mixed methods approach, using both quantitative and qualitative

data collection and analysis, allowed me to explore not just quantitative
associations, but also the reasons behind those associations. Collecting data
from site staff as well as patients is another strength, as, for trials like ICONS,
site staff are key actors in the process of sharing results, without whose
support the interventions would not work. Triangulation of the different data
types and sources using the ‘Following a thread’ approach[96] allowed me to
create a multi-faceted picture of the topics discussed, without having to reduce
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qualitative data to frequency counts in order to integrate different data sets, as
required by other approaches such as the triangulation protocol[97].

The interventions tested within Show RESPECT were designed to be

easily replicable in other trials which do not have access to extensive
communications support or resources. This increases the transferability of our
findings. The ICONS trial context in which Show RESPECT took place is typical
of cancer treatment trials run by the MRC Clinical Trials Unit at UCL and many
other CTUs around the UK, in terms of range of site characteristics, and the
lack of direct interaction between the participants and trial Sponsor. This also
increases the transferability of my findings.

The qualitative data | collected provides a rich understanding of the
perspectives of patients and site staff on the experience of receiving or sharing
trial results. | applied an established theoretical model (the Information Seeking
and Communication Model[105, 106], described in Section 3.9.1) increasing

my ‘information power’[100] and allowing me to ground my conclusions in the
context of existing knowledge about the process of information seeking and
communication.

10.4 Limitations of this study

The main limitation of Show RESPECT is that it was carried out within the
context of a single trial, raising questions about the transferability of the
findings to trials with different patient populations, diseases, results scenarios
and settings. My patient population was women with an average age of 67,
nearly all of whom had English as their first language, and who were ovarian
cancer patients at NHS hospitals in England and Wales, and the results we
communicated showed no evidence of a difference between the treatment
arms. | have no data on the ethnicity of respondents, nor on factors such

as socio-economic background, so am unable to explore how these factors
influence satisfaction with the different communication approaches tested in
Show RESPECT. | may have seen different results if we had carried out the
study in the context of a different trial. For example, a trial looking at treatment
for testicular cancer with a young male patient population may have different
results in terms of desire to find out the results (given the better prognosis

in testicular cancer, it is conceivable that a higher proportion would not be
interested in the results as they ‘move on’ from their iliness). They may also
prefer to find out the results via online approaches, as they may be more
comfortable with this than the ovarian cancer population are. Trials carried out
in settings or populations which have less access to the internet than ICON8
may find even larger benefits from Printed Summaries.



Another limitation of this study is that not all ICONS sites took part in it. It could
be that sites that took part in Show RESPECT were systematically different to
those that did not, for example with staff being more committed to or able to
share results with participants, meaning the excellent results we saw in terms
of distribution of the Patient Update Information Sheet and Printed Summary
may not be replicable in all sites. Our study does demonstrate that, where there
is sufficient will, results can be shared with participants by sites of all sizes, and
that there is desire on the part of participants to receive these results.

The factorial design means that | have no data on the effectiveness of sharing
results using a Posted Printed Summary without also providing a link to a
webpage. This means | am unable to say how effective a Posted Printed
Summary without a link to a webpage =+ an invitation to join an email list would
be. However, setting up and providing a link to a Basic or Enhanced Webpage
in the Patient Update Information Sheet requires relatively little extra time and
cost (Section 6.6.3), so it may be worth offering both a webpage and Printed
Summary anyway, giving patients a choice of how to receive the results.

My study focuses solely on the communication of overall trial results,

rather than individual results. It took place within an open-label trial, where
participants were aware of their own outcomes (e.g. disease progression).
Placebo-controlled trials may raise additional issues to consider, as may trials
where participants are unaware of their individual results[7].

10.5 Results in context

10.5.1 Results in the context of what is known about approaches to
communicating results to participants

My results provide the first randomised evidence comparing different
approaches to sharing results with participants, showing that Posted Printed
Summaries in addition to webpages improves patient satisfaction with how
the results are shared, compared to webpages alone. Previous observational
research has shown that sending information by post is highly acceptable, or
preferred by participants[13-15, 19, 20, 37, 42, 43, 45-47, 117, 118]. My finding
that different approaches (e.g. face-to-face communication), or more support,
may be necessary to communicate complex results, or results that could be
perceived as bad news by some participants, supports recommendations put
forward by research ethicists[119].

Data from the UK Office for National Statistics in 2019 shows that 10% of the
UK population are classed as internet non-users, having either never used
the internet, or not used it in the last three months[107]. Internet non-users
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are more likely to be women, over the age of 65, disabled, or economically
inactive (particularly those on long-term sick leave)[107]. Households with
lower incomes are also less likely to have an internet connection[107]. While
the number of internet non-users has been declining in recent years, trials
should be careful about relying on the internet or email to share results with
participants, particularly if their trial population overlaps with some of the
groups most likely to be internet non-users. Failure to take this into account
could exclude a significant proportion of participants from accessing results.
Other ways of receiving trial results must be offered to participants.

| found no evidence of a difference in reported ease of finding the results
between the Posted Printed Summary and No Posted Printed Summary groups
in my quantitative data. This is surprising, given that four in ten respondents
reported using the internet or email less than daily, with 15% never using

them, so may be expected to find it easier to receive results by post rather
than having to go online to find them. In the interviews some participants
randomised to No Posted Printed Summary did report difficulties accessing the
webpage or email list. These challenges were generally overcome through the
help of family members. Patient and site staff interviewees generally felt that
Posted Printed Summaries were likely to be more accessible than webpages,
particularly for those with limited access to the internet or computer literacy. It
may be that as so many things now rely on access to the internet, participants
who struggle in this area are used to having to get help from relatives.

10.5.2 Results in the context of what is known about trial participants’ desire
to receive trial results

Nearly all patients in the Show RESPECT study wanted to be informed of the
results of ICONS8. This is consistent with findings from previous studies[14,

15, 18, 43, 120], which have suggested that not finding out the trial results

may increase the burden associated with trial participation that participants
experience[121]. Participants’ desire to find out trial results seemed to link back
to their motivations for joining the trial: the potential for it to benefit themselves,
and/or future patients. These motivations for joining the trial are consistent with
previous studies, including a qualitative study in diabetes trial participants[122]
and an overview of systematic reviews that looked at why patients take part

in research, where personal benefit and altruism were two of the three main
reasons[123]. The issue of trust, which was the third main reason found in the
latter study, was not prominent in my data.

Patients liked being given the choice over whether to receive results, and 7%
of patients did not wish to receive the results. This reinforces recommendations
that a two-stage approach should be used, offering results and then providing



them, rather than simply distributing results to everyone[124]. Choosing not

to access results was, for some patients, a way of protecting themselves from
potentially finding out that they missed out on the best treatment. This concept
of people choosing what information to engage with or not as a protective
mechanism is similar to findings from the BRACELET study, where some
bereaved parents of babies who died in a neonatal trials chose to throw away
communication from the trial if they felt it might be upsetting for themselves or
their partner[55].

10.5.3 Results in the context of what is known about how participants react to
receiving results

Fear of upsetting participants has been reported as a barrier to sharing results
by some trial staff in previous studies[34, 35, 39]. In Show RESPECT, 16%

of patients reported finding the results upsetting, which is similar to levels

of upset reported in previous studies[37, 43]. However, my results provide
reassurance that, even though some participants do find the results upsetting,
nearly all still do not regret finding out the results, supporting qualitative
findings from the BRACELET study around sharing trial results with parents

of babies who died during a trial[47]. Show RESPECT participants’ positive
reaction to receiving trial results is also consistent with that reported by
previous studies[17, 37, 43, 44, 46].

Nine in ten of Show RESPECT participants said they would be likely to take
part in future research, and recommend it to others. This is similar to the
findings of previous surveys of trial participants[19, 20, 125]. This is impressive
in a trial in which many women experienced unpleasant side-effects from the
trial interventions and control, and the trial overall did not find a benefit from
the interventions. Given the results of ICONS8, patients’ positive attitude to
research is likely to be down to other aspects of their trial experience, including
the quality of care they received, increased monitoring compared to non-trial
treatment, the close relationships that developed between many patients and
their site staff, and a feeling of having contributed to something worthwhile,
even if it did not lead to an immediate change in clinical practice.

10.5.4 Results in the context of what is known about what information should
be included in results summaries for participants

In Show RESPECT, patients were most interested in knowing the main

efficacy results, their implications for participants and future patients, and
information on side-effects. This is similar to findings from a qualitative study of
participants in two surgical trials, which found that implications for the future,
and the overall success of the trial, were important[117]. The RECAP study
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found that Sponsor Details, Trial Identifier and full title were considered among
the least important information items for inclusion in a participant summary[60],
which supports my finding that participants found this information hard to
understand and unnecessary (Section 8.3.4). Both RECAP and the study
within surgical trials found that a ‘thank you’ was among the information items
considered least important, however | found that, for the Basic Webpage
(which did not have a thank you), interviewees noticed it was missing, and
commented that it made it feel less aimed at participants, and less personal,
contributing to this webpage being less preferred than the Enhanced Webpage.
The difference between these two other studies and Show RESPECT may be
because in those studies participants were asked to comment on information
items in principle, rather than within the context of an actual results summary
for a trial they had contributed to. | have been unable to find reports of other
qualitative studies that have looked at participants’ views on the contents of
results summaries for the trial they have taken part in, suggesting that Show
RESPECT may be the first study to look at this.

10.5.5 Results in the context of what is known about how well patients
understand trial results

Previous studies of health literacy in the UK have shown high levels of health
illiteracy[126, 127], with low levels of health literacy and functional health
literacy being particularly common in older patients[126]. It is therefore pleasing
that 80% of Show RESPECT respondents agreed that information was easy

to understand, with no significant differences by education level. Interviewees
were able to give accurate summaries of the results during the qualitative
interviewees. The proportion reporting the results were easy to understand is
substantially higher than that reported in a study within the context of a breast
cancer trial, where only 56% said the results letter was easy to understand[19],
and a survey of cancer trial participants, which found less than half reported
fully understanding the results[16]. This difference is likely due to the work

put into developing the summaries, using principles of Plain English, and

input from patient representatives at several stages of developing the text.

The results letter used in the breast cancer study had a Flesch Kincaid Grade
Level[128] of 13.1[19] (indicating approximately 13 years of education would
be required to understand it), which is substantially higher than the Flesch-
Kincaid Grade Level of our summary, which was 9.7. It is not unusual for ‘plain
language’ summaries of study results to be hard to read, with many demanding
much more advanced reading skills than most people possess[129]. A study
linked to a trial of antibiotics for suspected pre-term labour developed a leaflet
with extensive input from patients, and saw similar levels of comprehension to



our study (86%)[37], suggesting that involving patients in developing results
summaries may be a helpful strategy for improving comprehensibility.

10.5.6 Results in the context of what is known about site staff views on
sharing results with participants

My finding that site staff are strongly supportive of the principle of sharing
results with trial participants is consistent with the results of previous surveys
of trial staff[18, 22, 28]. Site staff | interviewed talked about participants being
entitled to know trial results, which chimes with findings from a study looking at
communication of results in two US trials run by Pfizer, where site staff talked
about participants having the right to be informed of trial results[42]. Concern
about the emotional impact on patients of receiving trial results was raised by
some of my site staff interviewees, and has been reported as a barrier in other
studies[22, 39]. The importance of discussing how results will be shared during
the Informed Consent process has also been reported in previous studies[39].

10.5.7 Results in the context of what is known about the resources required for
sharing results with trial participants

| found that the process used to share results within Show RESPECT,

via Posted Printed Summaries, was feasible for site staff to implement.

This echoes findings from previous research carried out by the Center for
Information and Study on Clinical Research Participation (CISCRP), where
study staff reported disseminating trial results summaries was simple,
straightforward and not time-consuming, and that queries from patients were
rare and did not require substantial amounts of time to deal with[42]. The
estimated time required from study personnel to send out the lay summaries

is similar between Show RESPECT and that study, although some Show
RESPECT sites did take up to 7 hours sending out the summaries. It is unclear

from the CISCRP study how many participants were at each site, so the
difference in time may be due to some ICONS sites having considerably larger
numbers of participants.

Costs are frequently cited as a barrier to sharing results with participants[9,
18, 35]. My study is the first to provide detailed information about the costs of
sharing results with participants through different approaches, from both a site
and CTU perspective. One study has published information on the costs of an
online meeting for participants and other stakeholders, which cost £1624[130].
As 89 people attended the meeting this works out at £18.25 per attendee.
However, the estimate does not include the 40 hours of staff time required to
organise the event, would considerably increase the costs. Only 12% of trial
participants attended the meeting, and it is unclear whether those who wanted
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to know the results but did not attend have been able to find out the results in
other ways. Another study provides the costs of carrying out PPI to develop

a results summary, and print and post it, alongside the costs of a research
assistant to coordinate the study. Excluding the costs of data collection

to evaluate the intervention, these costs come to €7,681.91, or €76.06 per
participant the results were shared with[119]. The other cost estimate reported
in the literature is from a study which sent out leaflets by post, with printing and
postage coming to £1.22 per participant (similar to my estimates for printing
and postage), but not including the staff time required to develop or do the
mailing[15].

The average cost per participant of sharing results that | report in Chapter 6
are small in relation to the overall costs of phase lll clinical trials. If results had
been offered to all eligible ICONS8 participants in Show RESPECT via a Patient
Update Information Sheet, Posted Printed Summary and Enhanced Webpage,
costs to the clinical trials unit and sites would come to around £40 per
participant in total. This is around 0.5% to 1.4% of the average UK trial cost-
per-participant, using cost estimates of £2987 or €9758[131].

10.5.8 Results in the context of the Information Seeking and Communication
Model

The Information Seeking and Communication Model was helpful for my
analysis as it describes the process and factors that influence process from
both information providers and information users’ perspectives. Many models
of the communication process focus solely on one perspective[132]; or focus
on communication to change behaviour/practice[133-136], rather than to
inform, as was the case with the ICONS results. The Information Seeking and
Communication Model was developed based on a review of existing models

from the field of Library Information Science and communication studies,

and incorporates many of the insights from these models[105]. It has been
used empirically in research into healthcare communication, both by the
original authors[106] and others[137-139]. Using the Information Seeking and
Communications Model means that the terminology | use in my results can
easily be related to other research in the field, providing clarity and allowing
comparisons to be made. Identifying it as useful part way through my analysis
(after an extensive search, and review of more than 50 potentially relevant
theoretical frameworks), rather than from the start, means | am confident that
| was open to the possibility of other concepts being identified in the data (i.e.
my coding and theme development was inductive as well as deductive).

Although the model fits most of my data well, one concept that | identified
was not explicitly covered by ISCM diagram was ‘Information’, (what the
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information being communicated actually is, and how that affects how

the information is communicated and received). This includes the specific
information items included or excluded within the information products, the
framing of that information, the language used and the level of information
provided. Data on participants’ views on sharing results with others, including
family members, is beyond the scope of the Information Seeking and
Communication Model. Conversely, not all concepts from the Information
Seeking and Communication Model were evident in my data; for example
the ‘Act/decide’ concept was not relevant for this particular data set, as the
information being communicated was communicated to inform rather than
persuade, and the information did not have direct relevance to these specific
patients’ future treatment.

Therefore, | propose revisions to the model shown in Figure 3.3 to explicitly
incorporate ‘Information’, including its content, framing, the language

used and level of information. It may also be helpful to separate out out-
takes from outcomes (in line with the terminology used by the Association

for Measurement and Evaluation of Communication Integrated Evaluation
Framework[140]), to recognise that not all information sharing is seeking to
inform decisions or lead to actions, and may be primarily aiming just to share
knowledge. | propose adding ‘thoughts’ and ‘feelings’ to the ‘Assess, use or
ignore communication’ box, as from my data these were both part of how
patients assessed or chose to use or ignore communication. These revisions to
the Information Seeking and Communication Model may be helpful for others
studying the different sorts of impact communication may have, and those
interested in exploring how the information being communicated affects the
process and medium for communicating it, and the effect that has on how it is
received, used or ignored.

10.6 Areas for further research

Further research is needed to assess interventions like those tested in Show
RESPECT in different trial populations, settings, disease areas, trial designs or
for trials with different results scenarios.

NHS Digital have recently launched NHS DigiTrials[141]. One of the services
DigiTrials is planning to offer is distribution of research results to participants,
via post, text messages and email. There is a fee for this service, but, for
large trials, it is likely to be less than the costs of sites doing this. This may be
particularly appealing to trials where sites have large numbers of participants,
as my research found that, while most site staff said the process was feasible
and did not take too much time, some staff at sites with large numbers of
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participants did find the time required to post out results challenging. However,
there may be drawbacks to this approach, as it would take the communication
of results out of the context of the relationships developed between site staff
and participants, which, as discussed in Section 9.3.3.1, was important for
some, and not allow true personalisation (discussed in Section 8.5). Evaluation
of this approach is needed to look at its acceptability to patients and site staff,
and identify when it is appropriate, and when it would be important for results
to come from site staff instead.

Another issue that requires further research is sharing results with the relatives
of trial participants who die during a trial (as discussed in Section 7.10.2),

to see if this is something that relatives want, and if so, how it can be done
sensitively.

10.7 Factors to consider when deciding how to share results with
trial participants

Sharing results with trial participants is a surprisingly complex issue. There is
unlikely to be a single approach for sharing results with participants that will be
appropriate for every trial. My research has focused on a single trial, so care

is needed when transferring these results to other settings. However, | have
identified several factors that | believe trialists should consider when deciding
how to share results with participants. While these cannot be summarised in a
simple algorithm, | have developed Table 10.1 to help trial teams think through
these issues as part of their planning process.

Table 10.1: Factors to consider when planning how to share results with trial participants

Factor Notes Relevant
sections

Information Users — Who are your trial participants?

What are the demographic [ What is their: age, socio-economic status, education | 9.3.1
characteristics of your trial | level, health literacy, computer literacy, access to the

participants? internet?
How well are your How is their health at the time of receiving results? 3.2
participants likely to be? How was their health and experience of side-effects
during the trial?
What expectations do your | What did you put in your Patient Information Sheet? 7.3,

w
w

participants have around | Do you need to get ethics approval for any changes to | 9.3.3.3
receiving trial results? how you plan to share results?




Factor Notes Relevant
sections
What will participants want [ Will participants want to keep results for future 7.8.2,
to do with the results? reference? 8.2.1,
Will participants want to share results with others? 8.4.3,
7.8.3
Information — What do your trial results show?
What do your trial results Will it be seen as good / bad / neutral news by some/ |9.2.3
show? all participants?
How complex are your Are your trial results complex (e.g. there is important [ 9.2.3
results? heterogeneity between sub-groups, or do different
outcomes go in different directions)?
Information provider — Who should share the results?
How close are relationships | How long were participants in the trial for? 9331
between site staff and Was follow-up done face-to-face?
participants likely to be? Which organisation or individual was their main point
of contact for the trial?
Does the communication need to be personalised 85
to reflect the relationship between site staff and
participants?
How many participants do | Will sites with large numbers of participants have 6.5.2

sites have?

sufficient resources to share results?

Resources available — What budget, expertise and staff time is available for sharing

results?

What budget do you have Have you budgeted for costs such as printing and 6.6
for sharing results with postage?

participants?

What expertise around Do you have access to expertise on this within the 6.6.3
developing patient-facing team, through partners or paying for specialist

communications tools do support?

you have?

Is this activity seen as a Is sharing results with participants incorporated in 6.6.3
priority for clinical trials unit | clinical trials unit Standard Operating Procedures and

staff? trial protocols?

Has sharing results been Do sites know this is a trial activity they are expected |6.6.2
included in agreements with | to do (if you are planning for the results to be shared

sites? by site staff)?

Information product — What tool(s) will you use for sharing results?

What will participants want | Can participants who want different levels of 1.8,8.3,
to know? information find out what they want to? 10.5.4
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Factor Notes Relevant
sections
What language will your What languages was your Patient Information Sheet 1.9
participants understand? available in? 10.5.5
Do you know how to write in plain Language?
How will you get feedback from PPI contributors about
your draft results summaries?
How will you make your Do you have the skills to do this in-house? 1.95
information product Do you have good templates to base it on? 8.41
attractive and easy to use? Do you have the budget to pay for a designer? 84.21
8.4.3
Can you give participants Is it feasible for you to provide more than one way for |8.2.5
a choice of information participants to access the results?
products?
Process — How you will prepare and support participants receiving results?
How will you prepare What did your Patient Information Sheet say about how | 6.5.1.1
participants for receiving and when results will be shared?
results? How will you inform participants the results are
available?
Will you use an opt-in or How and when will you give participants the choice of | 7.4, 8.6,
opt-out approach? whether to receive results? 10.5.2
Are most of your participants likely to want to know the | 5.2 5
results (if so, an opt-out approach may be best)?
How will you provide support | Are participants still in follow-up? Can they still access |9.3.3.4
to patients who have support from their research nurse/study clinician? 8.3.9

additional questions or are
distressed by the results?

What other support is available to them to help
understand the results, or deal with them emotionally?

Communication medium —

How will the information product reach participants?

Which communication How can you make sure the results are accessible to [ 5.2.8.2
mediums are likely to all your participants? 10.5.1
be accessible to your

participants?

Where will participants Will participants prefer to receive results at the clinic, 2.1

receive results?

where support may be immediately available, or in the
privacy of their own homes, where they can process it
in their own time?

Timing — When should results be shared with participants?




Factor Notes Relevant
sections

How urgently do results Are your results likely to receive media coverage? If so, | 6.4.7
need to be shared? how can you make sure participants do not first find

out results via the media?

Do your results have implications for the future

treatment of your participants?

Are participants still in follow-up? If S0, is it feasible to

integrate sharing results with routine clinic visits or do

they need to reach participants sooner?
How certain are you that the | Are you confident enough that your key messages are | 6.4.7
results/key messages will unlikely to change substantively between presentation
not change during the peer | and publication, to share them with participants prior
review process? to publication?

10.8 Recommendations to improve the sharing of results with
trial participants

10.8.1 Recommendations for Clinical Trials Units

To ensure trials meet their ethical obligations to participants to share trial
results:

e How results will be shared with participants must be considered from
the planning stage of trials, to ensure adequate resources are budgeted
for and included in agreements with sites, and relevant information is
included in the Patient Information Sheet

e When deciding how to share results with participants, consider the
following factors: who the trial population is, the information to be
communicated, who should share the results, the resources available
for doing this, the tools and process for sharing results, and timing of
communication

¢ Participants should be offered choice over whether to receive results or
not

e Patient and public involvement is essential for planning how to share
results with participants, identifying the outcomes and study results that
are important and relevant to participants, and developing the content of
results summaries to ensure it is clear and sensitively written

¢ Plans for sharing overall trial results should take into consideration
whether this is likely to raise questions about individual results or
randomised allocation, how these questions will be dealt with and by
whom
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10.8.2 Recommendations for research funders

To ensure people taking part in trials they fund get the chance to find out the
results, if they want them, research funders should require that:
¢ (Clinical trial grant applications specify how the research team plans to
offer results to trial participants in a way that is appropriate to the study
population
e C(Clinical trial grant applications include adequate budget to fulfil their
obligation to offer the results to study participants
¢ Researchers report on how the results have been shared with participants
who want to know them as part of their final report

10.8.3 Recommendations for ethics committees

To ensure that the trials ethics committees oversee meet their ethical obligation
to offer results to participants, ethics committees should require that:
¢ Researchers specify how they plan to share results with participants in
ethics applications
e Patient Information Sheets contain information on plans for sharing results
¢ Researchers report back on the implementation of these plans to ethics
committees in their final report

10.9 Conclusions

For too long, clinical trials have been failing in their duty to share results with
participants who want to know. This must change. While sharing results with
participants is not straightforward, the Show RESPECT study shows that it can
be done well, and that when it is done well, participants are glad to receive
results, feel valued and find closure. Site staff are keen to be able to share
results with participants, and clinical trials units must support them in this.

| conclude with words from Eva Burnett, who was a Patient Representative on
the Show RESPECT Steering Group and the ICON8 Trial Management Group.

“Show RESPECT is one of the first studies in the UK attempting to
redress the balance between the expectations and objectives of the
cancer research scientific community and that of the trial patients. By
having sought to find the best ways to communicate the results of the
cancer stuaqy, it has placed the trial participant at its centre. It doesn’t
only show and commands respect towards the trial participants, as the
study title indicates, but more importantly it elevates the status of the trial
patient to that of a partner. In Show RESPECT study the patients are no
longer passive participants.

“The Show RESPECT study findings demonstrate that the overwhelming
majority of the trial participants wish to know the outcome of the trial,
even if that outcome is not of a major clinical significance. It also indicates



that the most trial patients are genuinely interested in the meaning of their
participation in the trial from the medical science development point of
view. These study outcomes make me hopeful about the future of clinical
research and therefore about the future of the healthcare.”
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Annex 1: Patient questionnaire

Clinical ICONS8 Trial Results Feedback Questionnaire
MRC Er,':t's Show Results to Participants Engaged in Clinical Trials &
(Show RESPECT)
ICONS8 Trial Number: | | | | | | | | | Year of birth: EI:I:I:,

Before you start, please check the year of birth above - is this right? If the year of birth above
is correct, please continue to question 1. If not, please do not complete this questionnaire yet
as you may not have the right questionnaire for you. Please contact your ICON8 nurse to
check if the trial number above is your ICON8 trial number.

1. What is today’s date? | | || | | ” | I | |

This information will help us understand if different people have different preferences about how to
receive trial results.

Section 1: About you

2. Is English your first language? Yes |:| No |:|

3. What is your highest level of education?
|:| No qualifications
|:| GCSE / O-level / NVQ level 1 / Foundation Diploma / equivalent
|:| A-level / CSE / NVQ level 2 / Intermediate or Higher Diploma / equivalent

|:| Undergraduate degree
|:| Postgraduate degree

4. How often do you use the internet or email?

Never

Once per month at most

More than once per month, but not as often as every week

Once per week or more, but not as often as every day

NN NN

Every day

Show RESPECT: ICONS Trial Results Feedback Questionnaire 1H v4.0 30Jan2019 Page 1 of 4
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Section 2: Finding out about the results of the trial

5a. Did you/do you want to find out the results of the ICON8 trial? Yes I:l No |:|

5b. If no, could you explain why not? (If you did, go to question 6).

6a. Have you found out about the results of the ICONS trial? Yes |:| No D

The table below shows the different ways we offered you to find out about the ICONS trial
results. We would like to know how you felt about these.

Ways we offered you

to find out about the Printed summary in  An invitation to join
Webpage . e

ICONS results: the post an email mailing list

6b. Do you remember

being offered or Yes I:] Yes I:] Yes |:|

iven?

gwen? No ] No |] No ]

6¢c. Did you use

tr:ese? g Yes I:] Yes I:l Yes |:|
No [] No [] No [ ]

6d. Tick one way

which you preferred

receiving the results. I:l |:| EI

7a. Did you find out about the results in any other way(s)? Yes |:| No |:|

7b. If yes, which other ways? (If no, go to question 8)

8a. Are there other ways you would have liked to receive the results?  Yes |:| No |:|

8b. If yes, how? (If no, go to question 9)

Show RESPECT: ICONS Trial Results Feedback Questionnaire 1H v4.0 30Jan2019 Page 2 of 4
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9a. How satisfied are you with the way you found out the results of ICONS8 (rather than the

results themselves)?

Very Quite Neither satisfied Quite Very
unsatisfied unsatisfied nor unsatisfied satisfied satisfied

9b. What were the main reason(s) why you were satisfied or unsatisfied?

Section 3: The information you received

For each of the following statements, please tick the box that best matches how you feel.

10a. The information about the trial results told me everything | wanted to know.

. . . Neither agree .
Strongly disagree Slightly disagree nor disagree Slightly agree  Strongly agree

10b. If the information did not tell you everything you wanted to know, what was missing?

11. The ICONS trial results were easy to understand.

. . . Neither agree .
Strongly disagree Slightly disagree nor disagree Slightly agree  Strongly agree

12. It was easy for me to find out the ICONS trial results.

. . . Neither agree .
Strongly disagree Slightly disagree nor disagree Slightly agree  Strongly agree

[] ] [] L] ]

Page 3 of 4
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Section 4: How the results made you feel

For each of the following statements, please tick the box that best matches how you feel.
13. 1 am glad | found out the results.

. . . Neither agree .
Strongly disagree Slightly disagree nor disagree Slightly agree ~ Strongly agree

[] L] [] L] L]

14. | regret finding out the results.

. . . Neither agree .
Strongly disagree Slightly disagree nor disagree Slightly agree  Strongly agree

[] L] ] L] []

15. | found the results upsetting to hear about.

. . . Neither agree .
Strongly disagree Slightly disagree nor disagree Slightly agree  Strongly agree

L] L] [] L] ]

Section 5: How you feel about research participation

For each of the following statements, please tick the box that best matches how you feel.

16. How willing do you think you would be to take part in research again in future?

Very unwilling  Quite unwilling Not sure Quite willing Very willing

[] L] [] L] L]

17. How likely are you to recommend research participation to friends or family?

Very unlikely Quite unlikely Not sure Quite likely Very likely

L] L] [] L] ]

Thank you for completing this questionnaire. It will help us
improve how we share trial results with people like you.

Please return this questionnaire using the prepaid envelope provided.

For office use only:

Date form received at Date form entered onto
CTU:

Initials of data D:I:Ij
database : enterer:

Show RESPECT: ICONS Trial Results Feedback Questionnaire 1H v4.0 30Jan2019

Page 4 of 4
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Annex 2: Site staff Case Report Forms

$,'.':.[:a' Show RESPECT Site Feedback Questionnaire re
Unit Show Results to Participants Engaged in Clinical Trials

Form 2A

ICONS8 Site Number: Djj S8 NAME. ..ottt

Study Number: | | | | | | | | |

MRC

Introduction

Please only complete this form if you were involved in the distribution of the Printed Summary and/or
the Patient Update Information sheet to participants.

Please ask your site’s main ICONS trial contact to record that you have completed this questionnaire
by entering your name next to the site questionnaire number, given above, on the site feedback
questionnaire log. This will not be sent to MRC CTU at UCL, so your completion of this
questionnaire will remain confidential.

1. What is today's date? [ [ |- [~ [ [ [ ]/]

2. What are your initials? D:I:Ij

Section 1—About you

This information will help us understand if different people have different views about how to share
trial results.

3a. Which of the following most closely matches your current job role?

|:| Research nurse, research practitioner, research radiologist, clinical nurse specialist
[ ] clinician

D Clinical trial coordinator or research manager

|:| Data manager

|:| Trials administrator

|:| Other, b. Please SPECITY............eeeieeeeeeieeee et

4. How long have you worked in clinical trials?

Less than 1 1yearto5
year years

L] L] [] L]

5. How many trials do you work on now?

6to 10 years  Over 10 years

1-5 6-10 Over 10

[] L] []

Show RESPECT Site Feedback Questionnaire Form 2A v2.0 30Aug2018 Page 2 of 5
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Clinical

Trials Show RESPECT Site Feedback Questionnaire
MRC | unit Show Results to Participants Engaged in Clinical Trials
Form 2A

ICONS Site Number: l:l:l:l SItE NAIME. ..ot

Study Number: | | | | | | I | |

6. Approximately how much of your time do you currently spend on ICON8?

Around one day  Around two Three or more
per week days per week days per week

L] ] [] ]

7. Approximately how long have you worked on the ICONS trial?

Almost none

Les; etgf” 1 1-2 years 3-4 years 5 or more years

L] L] [] L]

8a. What has/will be your involvement been in sharing the ICONS results? Tick all that apply.
D Sending the Printed Summary and/or the Patient Update Information sheet to patients by post
D Handling or answering queries from patients about the trial results

|:| Other, b. please specify

Section 2—Time and resource needed to send out results

9. Approximately how many hours did it take to send out the ICON8 Patient Update Information
Sheet to all participants?

0-1 2-4 5-7 8-10 More than 10

] L] ] [] L]

10. Approximately how many hours did it take to send out the Printed Summary to all
participants?

0-1 2-4 5-7 8-10 More than 10

L] L] L] [] ]

11. What costs did your hospital incur for sending out the Printed Summary to participants, if
any (excluding staff time)?

Show RESPECT Site Feedback Questionnaire Form 2A v2.0 30Aug2018 Page 3 of 5



Clinical

Trials Show RESPECT Site Feedback Questionnaire
MRC | unit Show Results to Participants Engaged in Clinical Trials
Form 2A

ICONB Site Number: D:I:I SHE NAME. ...

Study Number: | | | | | | | | |

Section 3—Your views

12a. Which approach do you prefer for sharing results with participants? (Please tick one box)

Posted, printed summary
Email
Basic webpage

Enhanced webpage (i.e. with videos and other extra content)

OOt

14a. Do you have any concerns about how you shared the ICON8 results with participants?

Yes D No D

14b. If SO, please explain WY ....... ... e e

15a. Was anything challenging about sharing the ICON8 results?

Yes |:| No D

Show RESPECT Site Feedback Questionnaire Form 2A v2.0 30Aug2018 Page 4 of 5
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Clinmical
Trials Show RESPECT Site Feedback Questionnaire &
MRC | unie Show Results to Participants Engaged in Clinical Trials

Form 2A

ICONS8 Site Number: D:I:l SIE NAME. ..o

Study Number: | | | | | | | | |

16a. Do you think the way(s) you shared results should be standard practice for trials you
are involved in?

Yes |:| No |:|

16b. If so, which method? And Why? ... e e

17a. Would you do anything differently for future trials whose results you are involved in
communicating?

ves [ | vo[ ]
17b. If so, what would you do differently?.........ccccoviiminimmininin
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Clinical

Trials Show RESPECT Site Feedback Questionnaire
MRC | unit Show Results to Participants Engaged in Clinical Trials
Form 3

ICONS8 Site Number: [D:I SItE NBIME. ...t

Study Number: | | | | | | | | |

Introduction

Please only complete this form if you were involved in the handling or answering queries from
participants about the trial results.

Please ask your site’s main ICONS trial contact to record that you have completed this questionnaire
by entering your name next to the site questionnaire number, given above, on the site feedback
questionnaire log. This will not be sent to MRC CTU at UCL, so your completion of this
questionnaire will remain confidential.

1. What is today’s date? | | || | | || | | | |
2. What are your initials D:I:Ij

Section 1—About you

This information will help us understand if different people have different views about how to share
trial results.

3a. Which of the following most closely matches your current job role?
D Research nurse, research practitioner, research radiologist, clinical nurse specialist
[ ] ciinician
|:| Clinical trial coordinator or research manager

|:| Data manager

D Trials administrator
|:| Other, b. please SPecCify..........ccviiiiiiiiiiiic e

4. How long have you worked in clinical trials?

Less than 1 1 yearto 5
year years

] L] [] L]

5. How many trials do you work on now?

6to 10 years  Over 10 years

1-5 6-10 Over 10

] L] ]

Show RESPECT Site Feedback Questionnaire Form3 v2.0 30Aug2018 Page 2 of 5
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Clinical

Triale Show RESPECT Site Feedback Questionnaire
MRC | unit Show Results to Participants Engaged in Clinical Trials
Form 3

ICONS Site Number: l:l:l:l SItE NAIME. ..ottt

Study Number: | | | | | | | | |

6. Approximately how much of your time do you currently spend on ICON8?

Around one day  Around two Three or more
per week days per week days per week

L] ] [] ]

Almost none

7. Approximately how long have you worked on the ICONS trial?

Less than 1
year 1-2 years 3-4 years 5 or more years

[] L] [ L]

8a. What has your involvement been in sharing the ICONS8 results? Tick all that apply.

|:| Sending the Printed Summary or the Patient Update Information sheet to patients by post
|:| Handling or answering queries from patients about the trial results

|:| Other, b. please specify

Section 2—Participant responses

9. How many participants do you remember contacting you (by any means) with queries about
the results?

1-2 3-5 5-10 More than 10

L] L] L] L]

10. Approximately how many hours have you spent dealing with participant queries about the
ICONS trial results?

0-1 2-4 5-7 8-10 More than 10

] ] ] [] L]

Show RESPECT Site Feedback Questionnaire Form3 v2.0 30Aug2018 Page 3 of 5



Clinical

Triale Show RESPECT Site Feedback Questionnaire
MRC | unit Show Results to Participants Engaged in Clinical Trials
Form 3

ICONS Site Number: |:|:|:| SO NAIME. ..ot

Study Number: | | | | | | | | |

11. How able did you feel to help with participant queries?

It was very It was quite Not sure It was quite It was very easy
difficult to help  difficult to help easy to help to help

12. Do you remember any participants being distressed or upset about the trial results?

Yes D No D
e

Section 4—Your views

13a. Which approach do you prefer for sharing results with participants? (Please tick one box)
Posted, printed summary

Email

Basic webpage

Enhanced webpage (i.e. with videos and other extra content)

Combination of approaches, b. please SPECIfY........covviiiiiiii e

NN

Other, b. Ple@SE SPECIY .. ..t e

15a. Do you have any concerns about how you shared the ICONS8 results with participants?

Yes D No I:I
15b. If 50, please explain WhY........coouiiiiii

Show RESPECT Site Feedback Questionnaire Form3 v2.0 30Aug2018 Page 4 of 5
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Clinical

Trials Show RESPECT Site Feedback Questionnaire
MRC | unit Show Results to Participants Engaged in Clinical Trials
Form 3

ICONS Site Number: |:|:|:| SO NAIME. ..ot

Study Number: | | | | | | | | |

16a. Was anything challenging about sharing the ICON8 results?
ves [ | o[ ]
16b. If SO, Please eXPlain: ......cceieiiiiiiiii et r et nnaan

17a. Do you think the way(s) you shared results should be standard practice for trials you are
involved in?

ves [ ] no[ ]
17b. If so, which method? ANd Why? ... s s r e ans

18a. Would you do anything differently for future trials whose results you are involved in
communicating?

ves [] ne[]

18b. If so, what would you do differently?..........cccocemrmiiniiins
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Annex 3: Clinical Trials Unit staff Case Report Forms

LI Show RESPECT MRC CTU at UCL Questionnaire
MRC E':‘:'t's Show Results to Participants Engaged in Clinical Trials dh
Form 4

StudyNumber:| | | | | I | l |

Introduction

We would like you to complete two questionnaires so that we can find out more about the experiences
of staff at the MRC CTU at UCL in developing the methods used to distribute the ICONS trial results to
participants. We anticipate both questionnaires will take around 5 minutes to complete. You do not
have to complete them, but if you do, we would be very grateful, and you will be helping us under-
stand how best to share trial results in future. The results of these questionnaire will be included in a
peer-reviewed publication, and individuals will not be identifiable.

This questionnaire will be completed after the development of the methods to distribute the results,
and second will be completed after the methods have been distributed to record details of any queries
from sites or participants.

1.Whatistoday’sdate?| | || | | || | | | |

2. What are your initials D:‘:I:I (We would like to collect this only to allow us to link this questionnaire to the second

questionnaire.)

Section 1. Time taken to develop the trial results materials

Please complete the table below to indicate how many hours you spent working on each stage
of development for each method of sharing the results. (Please complete each column)

Stage Approximate |a.Patient |b. Basic c. Enhanced |d. Email e. Printed
hours taken Update webpage |webpage newsletter |results
Information summary
Sheet
3. Initial 0
development
1-3
4-7
8-10

More than 10

4. Testing and/ |0
or review 13

4-7
8-10
More than 10

For office use only:
Date form received at Date form entered onto Initials of data D:I:Ij
CTU: database : enterer:

Show RESPECT MRC CTU at UCL Questionnaire Form4 v1.0_20Aug2018 Page 1 of 1
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=ILIEIE Show RESPECT MRC CTU at UCL Questionnaire
MRC :":?t" Show Resullts to Participants Engaged in Clinical Trials th
Form 5

Study Number: | I | | I | I | |

Introduction

This second questionnaire is about disseminating the ICONS trial results and should be completed
around 2-3 months after the Patient Update Information Sheet has been sent to ICONS8 ftrial partici-
pants. We will ask about any responses received from sites and participants, and then your views
about the process. We anticipate this second questionnaire will take less than 5 minutes. The results
of these questionnaire will be included in a peer-reviewed publication, and individuals will not be iden-
tifiable.

1.Whatistoday’sdate?| | ” | | ” | | | |

2. What are your initials D:I:‘j (We would like to collect this only to allow us to link this questionnaire to the first

questionnaire.)

Section 1. Time taken to distribute trial result materials

Please complete the table below to indicate how many hours you spent working on dissemi-
nating each method of results. (Please complete each column)

Stage Approximate |a. Patient Update d. Email newsletter |e. Printed results
hours taken Information Sheet summary

3. 0

Disseminating 13

to sites or 3

participants 4-7

8-10
More than 10

Section 2. Site and participant responses

4. How many sites do you remember contacting you (by any means) with queries about the
methods used to distribute the results or the results themselves?

(1]

5. How many queries do you remember receiving from sites about the methods used to
distribute the results or the results themselves?

(1]

6. Approximately how many hours have you spent dealing with site queries about the methods
used to share ICONS trial results?

0-1 2-4 5-7 8-10 More than 10
Show RESPECT MRC CTU at UCL Questionnaire Form5 v1.0 20Aug2018 Page 1 0of 3



LIS Show RESPECT MRC CTU at UCL Questionnaire
MRC E’:t" Show Results to Participants Engaged in Clinical Trials i
Form 5

StudyNumber:| | | | | | | | |

Section 2. Site and participant responses continued.

7. Approximately how many hours have you spent dealing with site queries about the ICON8
trial results themselves?
0-1 2-4 5-7 8-10 More than 10

] L] ] [] [

8a. Did you receive any direct contact from ICONS8 participants?

Yes D No D (If no, go to question 9.)

8b. If yes, approximately how many contacted you?

1]

8c. On average how long did it take to deal with each of these contacts from participants?

More than 30
minutes

] L] ]

9. Approximately how many hours have you spent chasing sites to perform actions relating to
sending ICONS results to participants? (Do not include any chasing relating to collecting data for
the Show RESPECT study).

Less than one 1-4 hours 5-8 hours Morg than 1
hour working day

[] L] [] ] [ ]

0-10 minutes 11-30 minutes

N/a

Section 3. Your views

10. Which approach do you prefer for sharing results with participants? (Please tick one box)

[:I Posted, printed summary

[ ] Email

|:| Basic webpage

|:| Enhanced webpage (i.e. with videos and other extra content)

D Combination of approaches, b. please Specify...........cccoovviiiiiiiiiii e

|:| Other, b. PlEASE SPECIY. .. ..ttt e
10c. Why do you prefer this method?

Show RESPECT MRC CTU at UCL Questionnaire Form5 v1.0 20Aug2018 Page 2 of 3
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SN Show RESPECT MRC CTU at UCL Questionnaire
MRC E’r':t" Show Resullts to Participants Engaged in Clinical Trials h
Form 5

StudyNumber:| | | | | | | | l

Section 3. Your views continued.

11a. Do you have any concerns about how we shared the ICONS8 results with participants?

Yes |:| No |:| (If no, go to question 12.)

11b. If yes, please explain Why..........o.ooii e e e

12a. Was anything challenging about sharing the ICON8 results?
Yes |:| No |:| (If no, go to question 13.)
12b. If yes, please eXplain: ... s

13a. Do you think any of the ways we shared the ICONS results should be standard practice for
trials you are involved in?

Yes |:| No |:| (If no, go to question 14.)
13b. If yes, which method? And Why? ... e

14a. Would you do anything differently for future trials whose results you are involved in
communicating?

Yes |:| No |:|
14b. If yes, what would you do differently?............ccciiiiiciiiicciiisrccee e e

Thank you for completing this questionnaire.

For office use only:

Date form received at Date form entered onto Initials of data |:|:|:|:|
enterer:

Show RESPECT MRC CTU at UCL Questionnaire Form5 v1.0 20Aug2018 Page 3 of 3




Annex 4: Topic guide for patient interviews

Participants topic guide Version no 1.3 11/07/19

Show RESPECT: topic guide for
interviews with ICONS participants

Research questions [for reference, not for asking participants]
The aim of the study is to help us find the best ways to communicate results to people in
research studies, and see what lessons we can learn from how this was done in ICONS.

1. What are the experiences and views of women in the ICONS ovarian cancer trial on
how the results were communicated to them?

2. What aspects of the mode of communication influence satisfaction with how the
results are communicated, and why?

3. What other factors influence how satisfied women taking part in the ICONS trial are
with how the results are communicated to them?

4. What lessons can we learn from how the ICONS results were communicated to

participants?
Introduction
e Thanks

o For participating in ICON8
o And for agreeing to be interviewed
e Wholam
o I'm a researcher working at the MRC Clinical Trials Unit at UCL. We run large
clinical trials on cancer and infectious diseases, including the ICONS trial. I've
been working at the Unit for 8 years, and my focus is on how we
communicate the results of our trials, and how we involve patients as partners
in our research.
e Go through participant info sheet
o Aim of study — to help us find the best ways to communicate results to people in
research studies
o Why | want to talk to her
o Confidentiality and anonymity
o Recording
o Any questions?
e Go through consent form
¢ Interested in your views and experiences - no right or wrong answers.
e We can stop at any time, or take a break, or skip questions you don’t want to answer

Health information sources
e When you want health information, where do you usually go for it?
o Why?
o Any other sources?
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o (Probe re. whether they use websites / ask people / look at medical journals
for information)

e Do you usually find what you want to know?
e How would you describe your confidence at using the internet to find out information?
e |s health research and medical science something you're interested in?

Experience of being part of ICON8
Remind participant about what ICON8 was about

e How long have you been taking part in the ICONS trial for?
e Why did you decide to take part?

e How would you describe your experience of being part of ICON8?
o Do you feel your participation is valued by your medical team?

e When you joined ICONS, did you think you would want to know the results of the trial
when they were available?

e How good do you think your ICON8 doctors and nurses are at keeping you informed
about your treatment and health?
o Do they explain things well for you?
o Have you had any problems understanding the medical information they give
you?
o Do you feel comfortable asking them questions about your health and
treatment?

e How good do you think your ICON8 doctors and nurses are at keeping you informed
about the research study?
o Do they explain things well for you?
o Have you had any problems with understanding the information you’ve been
given about the study?
o Do you feel comfortable asking them questions?
o Do you get frequent enough updates about the study?

Experience of finding out the ICONS8 results
Now we’re going to focus on your experience of finding out the overall ICON8 results (so not
your individual test results, but the overall results of the study)

o Do you remember receiving the patient update, telling you how to find out the results?
[show copy]
o If yes, what did you think when you received it?
e How did you feel?
o If no, let them look at the patient update to see if it jogs their memory
e Would you like to find out the results in any of those ways?

o Did you want to find out the results in the first place?
e Did that change over time?

e Do you remember finding out the results of ICON8?

Annex 4
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o If yes, tell me about finding out the results of ICON8
e How?
e How was your health when you found out the overall results?

Reaction to finding out the results
e How did you feel emotionally about finding out the results?
e (Comprehension, content, respected / valued, pride,
satisfaction, made a difference, disappointed, confused)

e Has your emotional reaction to the results changed over time?
e If yes, in what way?

¢ Do you regret finding out the overall study results, or are you glad you
did?
o Ifyes, Why?

[Look at website/printed summary/email together if either of these were how they
found out the results]
o What do you think of it now you’ve seen it again?

o What do you like or dislike about it? (prompt: look and feel, content, language,
navigation, use of diagrams, links to further support and information, video,
faq section)

o Which bits did you look at? Was anything particularly interesting? [prompt
more on this]

o Were there particularly boring or irrelevant bits?
o Was any of it upsetting?

o What would you change or add?

o Was any of it confusing or unclear?

o What do you think of the layout and formatting?

Were you offered any other ways of finding out the results?
o Ifyes, Which?
¢ Did you use any of those ways?
o [If yes] which? Why? Tell me about it.
e [if not:] Why did you decide not to use those ways?

Would you prefer to be able to find out the results in a different way?
o If so, how? Why?

If the results had been different, do you think that would change how you would prefer
to have the results communicated to you?

o What if having weekly chemotherapy was better?

o What if having three weekly chemotherapy was better?
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Interpretation of the results

¢ What do you think the ICONS results mean?
o Interesting? Important?
o Do you think it will help other patients?

o Did you discuss the results with anyone?
o Ifso, who?
e Doctor/ nurse?
e Friends / family?
o What did you talk about?

Did you have any questions about the results?

Did you want any further information or support?
o If so, what info or support did you want?
o Did you seek further info or support?
¢ If yes, did you get further info or support?
e Ifyes, who or where from?

e How do the results compare to your own experience in ICON8?

were in?

Other ways of finding out the results

11/07/19

How did finding out the overall results make you feel about the group of the study you

Some of the other women taking part in the ICONS trial found out the results from this

webpage [show other website — give time to look at]

e What do you think of this way of finding out the ICONS results?

¢ Would you have liked the option to find out this way?
o Why?

e How do you think researchers could improve it?

e What do you think of the layout?

o What do you think of the content?

For those looking at enhanced webpage:
e Do you think the video is helpful?
o Foryou?
o For others?

¢ Do you think the links to further information and support are helpful?
o Foryou?
o Forothers?

¢ Do you think the diagrams are helpful?
o Foryou?

Annex 4
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o For others?
¢ Do you think being able to send in a question and have it answered on the webpage
is helpful?
o Foryou?
o For others?
For women who didn’t receive the printed summary:

Some of the other women taking part in the ICONS trial were sent this printed summary
through the post [give copy and time to look at]

e What do you think of this way of finding out the ICONS8 results?

e Would you have liked to find out this way?
o Why?

¢ What do you think about the format and layout?
¢ What do you think about the use of diagrams?

e What do you think about the wording?

e How do you think researchers could improve it?

For women who weren’t offered the email list:

Some of the other women taking part in the ICONS trial were able to join an email list to
receive the results by email. Here’s the email they were sent. [Give time to look at email]

¢ What do you think of this way of finding out the ICONS results?

e Would you have liked to find out this way?
o Why?

¢ What do you think about the format and layout?
e What do you think about the use of diagrams?

e What do you think about the wording?

¢ How do you think researchers could improve it?

Sharing the results with others
e What do you think about us sharing the overall trial results with people who weren’t
on the trial, but care for people on the trial?
o Eg. relatives

265

p xouuy



Annex 4

266

Participants topic guide Version no 1.3 11/07/19

o Wider care team (eg. GP)

¢ What do you think we should do about sharing overall trial results where the person
who was taking part in the trial has died?
o Should we contact relatives to offer them results?

o helpful for them to know what their loved one contributed to?
e too upsetting?
e How can we do it sensitively?

Final thoughts

 What advice would you give to researchers in other trials on how to share the results
with participants?

¢ Is there anything else you'd like to say about this topic?

Thanks and wrap up

o Thank you

o For your contribution to the ICONS trial, and to this study
This information will help us improve how we communicate results to trial participants
Answer any questions they have about the ICONS results, if these came up earlier
Give contact details for further support if needed
Give voucher

O O O O



Annex 5: Topic guide for site staff interviews

ICONS Site Staff topic guide version 1.2 18/06/19

Show RESPECT: topic guide for
interviews with ICONS8 site staff

Research questions [for reference, not for asking participants]
The aim of the study is to help us find the best ways to communicate results to people in
research studies, and see what lessons we can learn from how this was done in ICONS.

1.

What are the experiences and views of site staff in communicating the results of the
ICONS trial to the trial participants using the approaches tested in the Show RESPECT
study, and how are these views shaped by their clinical setting or the interventions their
site was randomised to?

What influences their views?

Which approaches to communicating trial results to participants are acceptable and
feasible to implement for site staff?

Introduction

Thanks
Who | am
Go through participant info sheet
Aim of study — to help us find the best ways to communicate results to people in
research studies
o Why | want to talk to you
o Confidentiality and anonymity
o Recording
o Any questions?
Go through consent form

Start recording

Interested in your views and experiences - no right or wrong answers.
We can stop at any time, or take a break, or skip questions you don’t want to answer

About your role

Please could you start by telling me your job title?

What does that involve?

What do you think are the most important aspects of your role?
» Do you have direct contact with participants?

What has been your role in the ICON8 study?
» How well do you know the participants?

What has been your role in the Show RESPECT study?

How many trials do you work on?

What diseases are the trials for?
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¢ Do you find there are differences between the patients in the different trials in how
much information they want?
* Probe for details

Information sources

e Do you generally find out the results of the trials you work on?
¢ How do you generally find out the results of trials you have worked on?

Past experience of sharing trial results
e s sharing overall trial results with participants something you do routinely?

e Do you have experience of sharing trial results with participants on previous trials? If
so, please could you tell me about it?
+  How?
+  When?
+ To whom?
* Response
= Has response varied b:
e Trial arm
e Results
e Disease / stage
+  What support did you receive from
= the CTU coordinating the trial?
= Colleagues

Views about sharing results with trial participants in general
o What are your views about sharing results with trial participants in general?
* Do you think participants want to know?
» Do you have any concerns about it in principle?
= Any exceptions/ special cases?
o What if the trial shows clear benefit from the intervention?
o What if the trial shows no difference?
o What if the trial shows harm from the intervention?
o What if there is high mortality in the trial?
»  What do you think the benefits of sharing results might be?
What do you think the drawbacks of sharing results might be?
* Do you think your views are shared by your colleagues?

Practicalities of sharing ICONS8 results

e Could you talk me through the process you used for sharing the ICONS8 results with
participants?
« Time spent sending out the update sheet

Annex 5
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» Contacting participants — did you personalise the PUIS sheets / include a
cover note / ring participants?

* Timing

+ Time spent sending out the printed summary (if applicable)

» Did you encounter any difficulties?

¢ What would make it easier to share results with participants?

ICONS8 Participants' responses to finding out the results
¢ What responses have you had from participants to being offered the ICON8 results?
*  Questions?

Views on how the ICONS results were shared
Your site was randomised to offer participants:

e What do you think about these methods to communicate the ICONS8 results?
*  Which method do you prefer? If so, why?
If the results had been difference, would that change which method you think
should be used?
= Showed clear benefit from weekly chemo
= Showed harm or increased side-effects from weekly chemo?
*  Which method do you think your patients prefer? If so, why?
* Are there some methods used which aren't good? If so, why?
» Did you look at the webpage? If so, what did you think of it?
= Look through webpage now

e Figures

e Further info & support contacts
e Video

e FAQ

*  How could it be improved?
* Did you look at the printed summary? What did you think of it?
= [ ook through printed summary now
= What do you think of the content of the results section?
* This is the email your participants could sign up to receive. What do you think

of it?
If site was not randomised to printed summaries:

e Do you know if any of your participants had difficulty accessing the webpage or email
list?
+ Did anyone ask you for a print out of the results?
* Did anyone ask you to tell them the results?

o What do you think of the process of informing participants of the results — sending the
update information sheets first?
» Is that enough preparation for participants?
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» Do you think it is personal enough?
* Is the opt-out approach for the printed summaries a good one?

Some other sites were randomised to communicate results to participants using [email list /
basic webpage / enhanced webpage / printed summaries sent by post]. Show
webpage/printed summary / email and give time to look at. Highlight differences from other
webpage.

e What do you think of this/ these approaches to communicating the ICONS8 results?
» Content
*  Method of delivery
*  Which bits you like / dislike
¢ Would you like to have been offered any of these approaches as well as or instead of
the approaches you were able to offer to participants?
Why?

Views on future practice
e How should the overall survival results of ICON8 be communicated to participants?
*  Who should do it?
*  Which methods?
»  Which process?
+  Towhom?
= Al patients
= Relatives?
«  Why?
*  When?

General recommendations
e What do you think should be done to communicate the results of other trials to
participants?
*  Who should do it?
*  Methods?
* Process?
« To whom?
 All patients
* Relatives?
When?
«  Why?

e Are there any exceptions to this?
* Does it matter which arm participants were on, in cases where there is a
difference in outcomes?

+ What advice would you give to people working at sites on other trials on how to share
the results with participants?

Annex 5
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¢ What advice would you give to people working at clinical trials units on other trials on
how to share the results with participants?

¢ Is there anything else you'd like to say about this topic?

Thanks and wrap up
o Thank you
o This information will help us improve how we communicate results to trial participants
o We will share the overall results of this study with sites, when they are available.
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Annex 7: Printed Summary

Participant Clinical .
summary MRC | unic -
11 May 2018

Results of the ICONS trial

Thank you

Thank you for taking part in the ICON8
trial. You have helped us to answer
important questions about how to treat
women with ovarian cancer. We need you
to carry on attending clinic visits so we
can find out important longer term results.
This will help other women with ovarian
cancer in the future.

This document describes the results of
the study, including statistics about
survival and side effects. If you have any
questions about the trial and its results, or

Weekly chemotherapy, giving
both carboplatin and paclitaxel
once a week (at a lower dose) for
a total of 18 weeks (Group 3)

The aim of the study was to see if
having chemotherapy every week
rather than every three weeks could:

delay (or prevent) the cancer
coming back or getting worse

improve how long women with
ovarian cancer lived (we hope to
find out these results in 2019)

if this summary raises any other worries
for you, please speak to your oncologist

or research nurse. Week | Group 1| Group 2 |Group 3
We wrote this summary in May 2018. We 1 | OQ| @0 | eo
will have more results from this study at a N R o | 60 |
later stage. This summary only includes ~ ---Z-4------t---—---}---- -+
results from the ICONS trial. Other studies - 3 __________ . L .
may find different results. 4 00/ 060 00 |
=5 -5 ---------- ‘° ----- é-.; -1 ( _Medications
What was the ICONS I3 o o0 .. .t-e
trial about? 7@@ 'éé""é’e'" AIRORE me
The ICONS trial tested how best to 81 0 | 00 || paclitaxel
treat ovarian cancer. It compared 9 (- 00
Sty <g Ut jApupupupept ISP Sppuhntpis SR
three ways of giving chemotherapy: 10| 0| G0 | co
« Standard chemotherapy, giving both Sy @ | 60 | G e
carboplatin and paclitaxel (sometimes 12 0 60 e 0
also called Taxol) once every three o 1'3' """"" © | @@ ||szeisproportional
weeks for a total of 18 weeks (Group 1) 14 00 __G_o ----- oo | \lo medication dose )
+  Weekly chemotherapy, giving 1517 e | 00 |
carboplatin once every three weeks 16 OO | 6 o | o0 |
and paclitaxel once a week (at a lower 17 Ge— eo ----- 00 |
dose) for a total of 18 weeks (Group 2) - q- -l LT
18 ° 00
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Why was the ICON8
trial needed?

Ovarian cancer is usually treated by a
combination of surgery and chemotherapy.
Surgery is done to remove as much of the
cancer as possible. The initial chemotherapy
used for ovarian cancer usually involves two
drugs, carboplatin and paclitaxel (sometimes
also called Taxol). Chemotherapy might be
started before or after surgery, depending on
the extent of cancer. These drugs are
recommended by international experts for
treating ovarian cancer. They are referred to
as ‘standard chemotherapy’. This treatment is
usually given six times, once every three
weeks over 18 weeks.

A previous study in Japan suggested that
giving chemotherapy more often than once
every three weeks may also be effective. This
type of treatment involves giving paclitaxel
and/or carboplatin at a lower dose every
week for 18 weeks during treatment, rather
than a larger dose once every three weeks.
In this information sheet we call this ‘weekly
chemotherapy’.

In this study we wanted to find out if weekly
chemotherapy is better than standard
chemotherapy in treating women with ovarian
cancer. We also wanted to see if weekly
chemotherapy causes more or fewer side-
effects than standard chemotherapy.
Although weekly chemotherapy involves
more doses of chemotherapy than standard
chemotherapy, the treatment course is the
same length for both.

Who took part in the
ICONS trial?

People taking part in the ICONS trial were:
» female and at least 18 years old

+ diagnosed with stage Ic, II, Il or IV
ovarian cancer, fallopian tube cancer
or primary peritoneal cancer

» well enough to be up and about
for at least half the day

ICONS8 Participant Summary 11 May 2018, version 1.0, Page 2

+ starting treatment for ovarian
cancer for the first time

The trial took place in almost 100

UK hospitals as well as hospitals in
Korea, the Republic of Ireland, Mexico,
Australia and New Zealand.

1566 women took part in the ICONS trial.
The average age of women who joined
ICONS8 was 62, ranging from 22 to 84
years old. Most women had advanced
ovarian cancer (stage llIC or stage V).

How was the ICONS8
trial carried out?

Women joined the ICONS trial between June
2011 and November 2014.

People who agreed to take part in the trial
were put into three groups.

* Group 1 (522 women): received standard
chemotherapy, having both carboplatin
and paclitaxel once every three weeks for
a total of 18 weeks.

*  Group 2 (523 women): received weekly
chemotherapy, having carboplatin once
every three weeks and paclitaxel once a
week (at a lower dose) for a total of 18
weeks

*  Group 3 (521 women): received weekly
chemotherapy having both carboplatin
and paclitaxel once a week (at a lower
dose) for a total of 18 weeks

Women in ICONS8 could have surgery before
or part way through their chemotherapy. Most
women did have surgery.

So far, we have followed up how women were
doing for at least 3 years. We wanted to see if
having chemotherapy every week rather than
every three weeks could delay (or prevent)
the cancer coming back or getting worse, and
improve how long women with ovarian cancer
lived. We also looked at the side-effects
women taking part in the study reported.
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What did the ICONS trial find? Many women in the study told us they
had some side-effects. The main severe

The ICONS trial found no difference in side-effects are shown in the graph.
how long it was until the cancer came

back or get worse for women who had The main side-effects were:

weekly chemotherapy, compared to women +  Having a low number of white

who had three weekly chemotherapy. blood cells and a fever

On average, women who had chemotherapy * Pins and needles, numbness, and/
every three weeks (Group 1) had around or pain, usually in your feet

24 months before their cancer came back * Severe anaemia (low numbers

or got worse. Women who had carboplatin of red blood cells, or low levels
every three weeks, and paclitaxel every of haemoglobin in the blood)

week (Group 2) had around 25 months
before their cancer came back or got worse,
on average. Women who had carboplatin
and paclitaxel every week (Group 3) also
had around 25 months, on average, before
their cancer came back or got worse. This
difference is not big enough for us to be
confident that having weekly chemotherapy
is better than having chemotherapy once
every three weeks. These results are
averages. This means some women have
done better, with the disease not coming
back or getting worse, and others have had
their disease come back or get worse sooner. Women in Group 3 (who had weekly
carboplatin) were more likely to have
an allergic reaction to carboplatin
than women who only had it once
every three weeks (groups 1 and 2).
These reactions were mostly mild.

The difference in numbers of women having
any severe side-effect, a low number of
white blood cells and a fever, or pins and
needles numbness and /or pain is not big
enough for us to be sure that it was due

to the different treatment approaches.

The difference in numbers who had
severe anaemia is big enough for us to

be confident that women in Group 2 were
more likely to have severe anaemia than
women in the other groups because of the
treatment approach used in that group.

We found no evidence of any subgroups

of women taking part in ICON8 benefitting

from weekly chemotherapy compared

to three-weekly chemotherapy. We

looked at subgroups including stage of

disease, and whether chemotherapy Generally, women'’s quality of life improved

was started before or after surgery. during the trial. Women in Group 1 saw a
faster improvement

. in quality of life
Most common reported severe side-effects than those in
100 Group 2 or 3. But
B Group 1 R
20 mGroup2 | NiN€ months after
80 mGroups | J0iNing the trial,
ég women’s quality of
% 50 | life was similar in
40 - all three groups.
;g Weekly
10 | chemotherapy was
0 - safe to give, but
Any severe side- Low number of  Pinsand needles,  Severe anaemia did not work better
effect white blood cells & numbnes.s and/or than 3 weekly
fever pain chemotherapy as
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a first treatment for ovarian cancer. We think
carboplatin and paclitaxel every 3 weeks
should still be the standard treatment.

How sure can we be
about these results?

The ICONS trial had a large number of
women taking part in it. This means we can
be confident that having chemotherapy every
week does not delay or prevent the cancer
coming back or getting worse compared to
having chemotherapy once every three
weeks.

We do not currently know whether having
chemotherapy once a week rather than once
every three weeks improves how long women
with ovarian cancer live for. We will need to
follow-up women in ICONS for longer to
answer this question.

These results differ from an earlier trial in
Japan, which showed that weekly
chemotherapy increased how long women
lived for compared to those who had
chemotherapy every three weeks. This
difference may be due to genetic differences
between Japanese women and women from

Europe and other places.

What do these results mean?

What do these results
mean for you?

These results do not affect how you should
be treated in the future.

Please continue to come to your
appointments with your study doctor, so we
can keep track of how well you are. This will
help us to find out if there are any differences
between the groups in the longer term, and
see if it improves how long women with
ovarian cancer live.

What do these results mean for
other people?

These results suggest that women like those
in ICON8 with ovarian cancer are unlikely to
benefit from having chemotherapy once a
week rather than once every three weeks.

ICONS8 did not include women who were so
unwell they were confined to bed for more

ICONB8 Participant Summary, 11 May 2018, version 1.0

than half of every day, so we do not know if
they apply to them.

Evidence from the earlier Japanese trial
suggests that Japanese women may benefit
from weekly rather than three-weekly
chemotherapy.

What difference will these
results make?

These results will not change the way that
future patients are treated. But they help
doctors to understand more about how
chemotherapy should be given to women
with ovarian cancer. This may help them find
other, better ways to treat ovarian cancer in
the future.

The ICONS trial will continue to follow-up
women to answer the longer term question
on whether weekly chemotherapy improves
how long women live for.

A follow-on trial is now running called the
ICONSB trial. ICONSB is looking at whether
weekly chemotherapy is better than three-
weekly chemotherapy for women who are
also receiving the drug bevacizumab (also
known as Avastin) in addition to
chemotherapy.

Thank you

Once again, thank you for taking part in the
ICONS trial. You are helping us to answer
important questions about how to treat
women with ovarian cancer. We hope that the
results of this trial will help women with
ovarian cancer in the future.

Further information

If you have any questions about
the ICONS trial, please speak to
your doctor or research nurse.

The ICONS trial is registered with

the ISRCTN registry. The registration
number is 10356387. You can see
more details about the trial here http://
www.isrctn.com/ISRCTN10356387

The ICONS trial was sponsored by
the Medical Research Council. It was
funded by Cancer Research UK.
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Annex 8: Results Email

Results of the ICONS trial

Thank you What's in this email?
Clink on the links below to skip straight
Thank you for taking part in the ICON8 to a section.
trial. You have helped us to answer
important questions about how to treat What was the ICONS trial about?
women with ovarian cancer. We need Why was the ICONS trial needed?
you to carry on attending clinic visits so Who took part in the ICONS trial?
we can find out important longer term How was the ICONS trial carried out?
results. This will help other women with What did the ICONS trial find?
ovarian cancer in the future. How sure can we be about these
results?
This email describes the results of the What do these results mean?
study, including statistics about survival What difference will these results
and side effects. If you have any make?
questions about the trial and its results, Thank you
or if this summary raises any other Further information
worries for you, please speak to your Any questions?
oncologist or research nurse. Support

Tell us what you think about this email
We wrote this summary in May 2018.

We will have more results from this
study at a later stage. This summary
only includes results from the ICON8
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trial. Other studies may find different
results.

What was the ICONBS trial about?

The ICONS trial tested how best to
treat ovarian cancer. It compared three
ways of giving chemotherapy:

e Standard chemotherapy, giving
both carboplatin and paclitaxel
(sometimes also called Taxol)
once every three weeks for a
total of 18 weeks (Group 1)

e Weekly chemotherapy, giving
carboplatin once every three
weeks and paclitaxel once a
week (at a lower dose) for a total
of 18 weeks (Group 2)

o Weekly chemotherapy, giving
both carboplatin and paclitaxel
once a week (at a lower dose) for
a total of 18 weeks (Group 3)

The aim of the study was to see if having chemotherapy every week rather than
every three weeks could:

e delay (or prevent) the cancer coming back or getting worse
e improve how long women with ovarian cancer lived (we hope to find out these
results in 2019)

Why was the ICONS trial needed?

Ovarian cancer is usually treated by a combination of surgery and chemotherapy.
Surgery is done to remove as much of the cancer as possible. The initial
chemotherapy used for ovarian cancer usually involves two drugs, carboplatin and
paclitaxel (sometimes also called Taxol). Chemotherapy might be started before or
after surgery, depending on the extent of cancer. These drugs are recommended by
international experts for treating ovarian cancer. They are referred to as "standard
chemotherapy". This treatment is usually given six times, once every three weeks
over 18 weeks.
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A previous study in Japan suggested that giving chemotherapy more often than once
every three weeks may also be effective. This type of treatment involves giving
paclitaxel and/or carboplatin at a lower dose every week for 18 weeks during
treatment, rather than a larger dose once every three weeks. We call this "weekly
chemotherapy".

In this study we wanted to find out if weekly chemotherapy is better than standard
chemotherapy in treating women with ovarian cancer. We also wanted to see if
weekly chemotherapy causes more or fewer side-effects than standard
chemotherapy. Although weekly chemotherapy involves more doses of
chemotherapy than standard chemotherapy, the treatment course is the same length
for both.

Who took part in the ICONS trial?

People taking part in the ICONS trial were:

o female and at least 18 years old

o diagnosed with stage Ic, II, Ill or IV ovarian cancer, fallopian tube cancer or
primary peritoneal cancer

o well enough to be up and about for at least half the day

o starting treatment for ovarian cancer for the first time

The trial took place in almost 100 UK hospitals as well as hospitals in Korea, the
Republic of Ireland, Mexico, Australia and New Zealand.

1566 women took part in the ICONS trial. The average age of women who joined
ICON8 was 62, ranging from 22 to 84 years old. Most women had advanced ovarian
cancer (stage llic or stage V).

How was the ICONS trial carried out?

Women joined the ICONS trial between June 2011 and November 2014.

People who agreed to take part in the trial were put into three groups.

e Group 1 (522 women): received standard chemotherapy, having both
carboplatin and paclitaxel once every three weeks for a total of 18 weeks.

e Group 2 (523 women): received weekly chemotherapy, having carboplatin
once every three weeks and paclitaxel once a week (at a lower dose) for a
total of 18 weeks

e Group 3 (521 women): received weekly chemotherapy having both carboplatin
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and paclitaxel once a week (at a lower dose) for a total of 18 weeks

Women in ICONS8 could have surgery before or part way through their
chemotherapy. Most women did have surgery.

So far, we have followed up how women were doing for at least 3 years. We wanted
to see if having chemotherapy every week rather than every three weeks could delay
(or prevent) the cancer coming back or getting worse, and improve how long women
with ovarian cancer lived. We also looked at the side-effects women taking part in
the study reported.

What did the ICONS trial find?

The ICONS trial found no difference in how long it was until the cancer came back or
got worse for women who had weekly chemotherapy, compared to women who had
three weekly chemotherapy.

On average, women who had chemotherapy every three weeks (Group 1) had
around 24 months before their cancer came back or got worse. Women who had
carboplatin every three weeks, and paclitaxel every week (Group 2) had around 25
months before their cancer came back or got worse, on average. Women who had
carboplatin and paclitaxel every week (Group 3) also had around 25 months, on
average, before their cancer came back or got worse. This difference is not big
enough for us to be confident that having weekly chemotherapy is better than having
chemotherapy once every three weeks. These results are averages. This means
some women have done better, with the disease not coming back or getting worse,
and others have had their disease come back or get worse sooner.

We found no evidence of any subgroups of women taking part in ICON8 benefitting
from weekly chemotherapy compared to three-weekly chemotherapy. We looked at
subgroups including stage of disease, and whether chemotherapy was started
before or after surgery.

Many women in the study told us they had some side-effects. The main side-effects
were:

e Having a low number of white blood cells and a fever

¢ Pins and needles, numbness, and/or pain, usually in your feet

e Severe anaemia (low numbers of red blood cells, or low levels of haemoglobin
in the blood)

The difference in numbers of women having any severe side-effect, a low number of
white blood cells and a fever, or pins and needles numbness and /or pain is not big
enough for us to be sure that it was due to the different treatment approaches. The
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difference in numbers who had severe anaemia is big enough for us to be confident
that women in Group 2 were more likely to have severe anaemia than women in the
other groups because of the treatment approach used in that group.

Women in Group 3 (who had weekly carboplatin) were more likely to have an allergic
reaction to carboplatin than women who only had it once every three weeks (groups
1 and 2). These reactions were mostly mild.

Generally, women's quality of life improved during the trial. Women in Group 1 saw a
faster improvement in quality of life than those in Group 2 or 3. But nine months after
joining the trial, women's quality of life was similar in all three groups.

Weekly chemotherapy was safe to give, but did not work better than 3 weekly
chemotherapy as a first treatment for ovarian cancer. We think carboplatin and
paclitaxel every 3 weeks should still be the standard treatment.

How sure can we be about these results?

The ICONS trial had a large number of women taking part in it. This means we can
be confident that having chemotherapy every week does not delay or prevent the
cancer coming back or getting worse compared to having chemotherapy once every
three weeks.

We do not currently know whether having chemotherapy once a week rather than
once every three weeks improves how long women with ovarian cancer live for. We
will need to follow-up women in ICONS for longer to answer this question.

These results differ from an earlier trial in Japan, which showed that weekly
chemotherapy increased how long women lived for compared to those who had
chemotherapy every three weeks. This difference may be due to genetic differences
between Japanese women and women from Europe and other places.

What do these results mean?

What do these results mean for you?

These results do not affect how you should be treated in the future.

Please continue to come to your appointments with your study doctor, so we can
keep track of how well you are. This will help us to find out if there are any
differences between the groups in the longer term, and see if it improves how long
women with ovarian cancer live.

What do these results mean for other people?



These results suggest that women like those in ICON8 with ovarian cancer are
unlikely to benefit from having chemotherapy once a week rather than once every
three weeks.

ICONS8 did not include women who were so unwell they were confined to bed for
more than half of every day, so we do not know if they apply to them.

Evidence from the earlier Japanese trial suggests that Japanese women may benefit
from weekly rather than three-weekly chemotherapy.

What difference will these results make?

These results will not change the way that future patients are treated. But they help
doctors to understand more about how chemotherapy should be given to women
with ovarian cancer. This may help them find other, better ways to treat ovarian
cancer in the future.

The ICONS trial will continue to follow-up women to answer the longer term question
on whether weekly chemotherapy improves how long women live for.

A follow-on trial is now running called the ICONBS8B trial. ICONS8B is looking at
whether weekly chemotherapy is better than three-weekly chemotherapy for women
who are also receiving the drug bevacizumab (also known as Avastin) in addition to
chemotherapy.

Thank you

Once again, thank you for takin part in the ICONS trial. You are helping us to answer
important questions about how to treat women with ovarian cancer. We hope that the
results of this trial will help women with ovarian cancer in the future.

Further information
If you have any questions about the ICONS trial, please speak to your doctor or
research nurse.

Cancer Research UK has information about ICON8 on their website

The ICONS trial is registered with the ISRCTN registry. The registration number is
10356387

The ICONS trial was sponsored by the Medical Research Council. It was funded by
Cancer Research UK.
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Target Ovarian Cancer have some useful information and support guides on their
website, as do Ovacome and Cancer Research UK

Any questions?
Do you have a question about the ICONS trial and what it found? Submit your
question, and we will try to post an answer to it in the next email.

If you have a question about your own health or individual results, please ask your
doctor or research nurse, who will be able to help you.

Support
Target Ovarian Cancer have a Support Line where you can speak to a nurse
advisor. You can call the Support Line on 020 7923 5475.

Ovacome also have a Support Service that offers information and emotional support
to women, their families, friends and carers. You can call the Support Service on
0800 008 7054, text them on 07427 390504, or instant message them on their
website.

To find a Support Group or Service near you, visit Ovacome's list of local Support
Services.

My Ovacome is an online community for anyone affected by ovarian cancer. Itis a
safe, supportive space for women with ovarian cancer and their friends and families
to share their experiences and offer each other encouragement, knowledge,
understanding and friendship.

Target Ovarian Cancer also has information about other sources of support on their
website

Tell us what you think about this email
We are trying to improve how we communicate trial results to people taking part in
our trials. If you have any comments about this email, please tell us.

Copyright © 2018 MRC CTU at UCL, All rights reserved.
You are receiving this email because you opted in via our website.

Our mailing address is:
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Annex 9: Patient Update Information Sheet

Clinical
Trials

MRC Unit

Patient update
11 May 2018

|CON An international phase Ill randomised trial of dose-
fractionated chemotherapy compared to standard
three-weekly chemotherapy, following immediate

primary surgery or as part of delayed primary surgery, for women

with newly diagnosed epithelial ovarian, fallopian tube or primary

peritoneal cancer

Introduction

We now have the first results from the
ICONS study. This information sheet
contains details of what the next steps are
for you and the study. It will also tell you
how you can find out the results of the

Thank you

Thank you for taking part in the ICON8
study. You are helping us to answer
important questions about how to treat
women with ovarian cancer. This will help
other women with ovarian cancer in the

ICONS study. future.
The ICONS study is testing how best to Week | Group 1| Group 2|Group 3
give chemotherapy to women with ovarian
cancer. It compared having chemotherapy 10060 mEles
every week to the current standard of ___2 ___________ ® . "
having chemotherapy once every three 3 o | 6o
weeks. It aimed to see if weekly 4 O OGo | co _—
chemotherapy is better at delaying or T o | oo || Medications
preventing the disease getting worseand "7 17T = = | e
improving how long women live for. ~ ---5-{-—sa-t-a- -] ---- -1 Carboplatin
7 OO0 G0 | eo
Women who agreed to take part in the 8T o | 00 | Pac“taxeﬂ
ICONS study were split into 3 groups, at 9 """""""" e | 0o |
random. 0000 e Lo e e 1
10 O@ | @0 | oo
» 522 women were in group 1. They TR o | 60 | e G
received standard chemotherapy, with . —1—2— —————————— & 1 e | G 0
two drugs (paclitaxel and carboplatin) - -- 4 __1_ _____L___T_] o ———
given once every 3 weeks for 6 -- _1_3_ i _99_ ._Q?_ .. to medFi)cann dose
treatments (cycles). This took 18 14 o | 60 |
weeks in total. N _1_5_ __________ e | 60
» 523 women were in group 2. They ___1_6_ ] _99_ _9_? 1..@0 |
received the chemotherapy drug 17 o | 60 |
paclitaxel once a week, and the drug 18 (r) 600

carboplatin once every 3 weeks for 6
cycles. This took 18 weeks in total.

Reference numbers

+ 521 women were in group 3. They
received both paclitaxel and
carboplatin once a week for 18 weeks.

ICONS8 Patient Update, 11 May 2018, version 1.0 H | pg. 1 of 2
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What is happening now
in the ICONS8 study?

All the women in ICONS8 have completed
their study treatment. We are now in the
‘follow-up’ phase. This is where we keep
track of how you are doing, but your
current and future treatment is the same
as patients who are not in the trial.

Your study doctors and nurses will
continue to monitor how you are, as part
of the trial. This will help us to answer
questions about the long-term effect of
weekly chemotherapy.

How can | report side-effects?

When you see your doctor or research
nurse at each hospital visit they will ask
you about any side-effects you have
had. It is important that you tell your
doctor or research nurse about any
problems. We will monitor you closely
for any possible side-effects and your
doctor or nurse may suggest extra tests
if he/she considers it appropriate.

What results will be
available and when?

We now have results telling us about
whether weekly chemotherapy delays
ovarian cancer getting worse, compared
to having chemotherapy once every three
weeks.

We do not yet know whether weekly
chemotherapy makes a difference to how
long women live, on average, compared
to having chemotherapy once every three
weeks. We expect these long-term results
to be ready sometime in 2019.

How can | find out the
results of the research?

We have put a summary of the results on
this webpage [insert URL], which you can
visit if you want to find out the results.

We will post you a written summary of the
results. If you do not want us to send you
the results, please tell your research
nurse or doctor within the next three
weeks. If we do not hear from you, we will
assume that you would like the results to
be posted to you.

If you want us to email you a summary of
the results, sign-up for our email list here
[insert URL of sign-up form]

Will | be given any results
about me as an individual?

Your doctor has already discussed the
results of any tests or scans you have had
with you when they became available. If
you have any questions about these,
please ask your doctor or research nurse.

Which group of the
study was | in?

If you would like to be reminded about
which group of the study you were in,
please ask your doctor or research nurse.

If | have any questions,
whom should | contact?

If you have any questions about the
ICONS study, please speak to your doctor
or research nurse.

Further information

ICONS study is registered with the
ISRCTN registry. The registration
number is 10356387. You can see
more details about the trial http:/
www.isrctn.com/ISRCTN10356387

The ICONS8 study was sponsored by
the Medical Research Council. It was
funded by Cancer Research UK.
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