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Aims and scope: Informed consent (IC) is a highly regulated process through which a person
voluntarily agrees to participate in research, after being informed of everything she or he needs
to know. The current IC process has been shaped by international and national guidelines,
developed over the last 70 years to ensure that clinical research upholds strict ethical and legal
standards. Such extensive guidelines have however led to the introduction of long, complicated
documents that are heavily reliant on technical and legal language. Not only does this approach
discourage some participants from taking part, even those that do consent are often left with
a limited understanding of the trial.

The main aim of this study was to examine the views and opinions of European patient groups
on IC for clinical vaccine trials with a particular focus on the themes of comprehension, assent,
patient expectation and gender. Patient groups have a unique insight into the perspectives and
concerns of the patients they represent, and such views must be considered if we are to provide
a comprehensive, multi-state holder perspective on the issues surrounding IC for clinical
vaccine trials.

Methodology: Fifteen European patient groups were invited to attend a one-day workshop in
central London, and nine accepted the invitation. Attendees represented eight patient groups,
from five European countries. All were active organisations that directly represent patients, had
a focus on meningitis, HPV, RSV, maternal/child health or healthy living, are in favour of
vaccination, and had English speaking capacity (as the workshop was conducted in English).

A pre-read exercise was sent to participants two weeks before the workshop to equip them
with a baseline level of understanding of IC and to introduce the four workshop themes. The
exercise included an example patient information sheet for an RSV vaccine trial, alongside a 10
point questionnaire that was designed to test participant’s comprehension of the document
and provide an opportunity for them to generate thoughts on the topic being explored.

During the workshop, Nominal Group Technique (NGT) was used to explore issues that were
considered pertinent within each of the four themes, and to reach consensus in terms of their
significance. NGT follows a highly structured, face to face technique, and empowers
participants by providing an equal opportunity to have their voices heard and opinions
considered, whilst minimising researcher-bias.

Main Findings: The patient group representatives identified many issues surrounding the IC
process, most of which fell under one of three major barriers:

A lack of a clear case for participation: Patient group representatives felt that IC documents
should connect with patients, presenting a clear case for participation and offering a compelling
story that is relevant and meaningful. The absence of a ‘patient story’ in IC documents was




considered a significant barrier to participation. Moreover, inclusion of excessive risk
information was felt to contribute to the inability of IC documents to connect with patients, in
that this information was perceived to be for the benefit of the sponsor (reducing their liability)
rather than the patient. On the converse equipping participants with an understanding of the
disease that a vaccine might offer protection against was considered motivating.

Difficulties with trust and relationship: The importance of communication, trust, and the
relationship between researcher and patient emerged in nearly all of the nominal groups. For
the participants, trustworthy and clear information was considered key, not only in the consent
document but also in communication between researcher and patient.

The order in which information is presented is also important in establishing patient trust, with
participants agreeing that it would be helpful to include a statement about ethical approval at
the beginning of the document to show that the trial had been scrutinised by independent
authorities and could therefore be trusted.

Communication not appropriately tailored: Long, complicated documents, technical/legal
language and medical jargon were considered barriers to comprehension.

In children’s assent, the scenario in which parent and child agree, and the child, parent and
researcher work together was considered ideal, but family dynamics and hierarchy were
acknowledged as potential barriers. For trials relating to sexually transmitted diseases it was
felt that teenagers and parents should be able to have individual, private conversations with
the researcher. Tailoring communications to the child’s age and ability and testing
comprehension were considered important and it was felt digital media could be helpful.

Participants acknowledged that while some gender-based communication differences do exist,
they are not categorical. Therefore, participants were uncomfortable about the risk of making
generalisations about gendered behaviours to inform the consent process. They suggested that
communication should instead focus on connecting with and responding to the needs of
patients.



Reference

Short description

Reference page

1

IC documents should be written with the patient in mind,
presenting a clear case for participation through use of a
compelling patient story.

p.30, p.31, p.32

Information on risks and benefits should be presented in a
more balanced way. The inclusion of excessive risk
information in current IC documents was perceived to be
due to the sponsor’s desire to limit their legal liability.

p.30, p.31, p.32

Protection from disease was a top motivating factor for
participation in a vaccine trial. Participants felt the IC
document should enable a better understanding of the
disease that a vaccine might offer protection against, and
any evidence of vaccine efficacy.

p.35, p.37, p.38

Communication and trust emerged as a key theme.
Trustworthy and clear information was considered
essential, within both the consent document and in the
relationship between researcher and patient.

p.34, p.35, p.37,
p.45, p.48, p.49

IC documents are frequently too long, incorporating
technical/legal language and medical jargon which is
difficult to understand. A short lay summary or flowchart at
the beginning of the IC document would help facilitate
understanding.

p.31, p.33

The order of IC documents needs to be considered. For
example, sponsor information is off putting for participants
and should be included later on in the document. Ethical
approval was perceived to build trust and should appear
near the beginning of the IC document to demonstrate that
the trial had been independently scrutinised.

p.31, p.33

Negative perceptions of vaccines and the influence of anti-
vaccine lobbyists are key influencers against taking partin a
vaccine trial. These issues are societal factors and likely
beyond the influence of the IC process.

p.36, p.39, p.40,
p.41

Within assent, the ideal scenario is one in which parent and
child agree, and the child, parent and researcher work
together. However, family dynamics and hierarchies could
be a barrier in a situation in which either a child wants to
take part, but their parent/carer disagrees, or when the
child is pressured into a decision by the parents/carer.

p.43, p.44

Participants suggested that comprehension tests should be
carried out for children. Interestingly, this point was only
discussed in detail during the assent theme, suggesting that
participants felt a greater obligation to protect children.

p.42, p.43




10

IC communications should be tailored to respect the age
and ability of the child so the child understands why they are
being asked to take part and why the trial is important.

p.45

11

Digital tools were briefly discussed under the
comprehension theme, although the topic of social media
only fully emerged within the assent theme suggesting
participants understood there to be a greater potential for
the role of social media with younger audiences.

p.33, p.45

12

Participants noted situations in which gender may impact on
the patient/researcher relationship, such as in trials relating
to sexually transmitted diseases where individual, private
conversations with the researcher should be available for
both teenagers and their parents.

p.48. p.49

13

Although some gender-based communication differences
were highlighted, participants felt strongly that gender
stereotypes should be avoided within the IC process.

p.49




The purpose of I-Consent is to improve the relationship between science and society, favouring
informed engagement and dialogue with citizens and civil society within the area of research
and innovation. The overall aim is to develop guidelines for the production of a comprehensive
IC process. Dissemination of the results and contact with regulatory bodies may also contribute
to the implementation of the results into the Good Clinical Practice guidelines.

The I-Consent project is comprised of six work packages (WPs). Work Package 1 establishes
baseline knowledge on the issues concerning the IC process. It uses systematic review,
supplemented with qualitative studies conducted with experts, to identify the challenges faced
during the IC process. This task (1.6), within WP1, explores the patient group perspective and
involvement in vaccine research by identifying issues relating to informed consent for vaccine
trials in the areas of meningitis, cervical cancer and respiratory syncytial virus (RSV) vaccination
in pregnancy. Specifically, participants were asked to consider the informed consent process in
relation to:

@ Comprehension

@ Children’s assent

® Impact of gender in vaccine clinical trials
@ Patient expectations

Patient groups are organisations which represent and advocate on behalf of their patients. They
play a unique role as passionate advocates for the prevention and treatment of the diseases
they focus on. They are also intent on ensuring that the voices of those patients they represent
are heard and taken into account. In line with this approach, a key requirement for achieving
the objectives of the WHO European Vaccine Action Plan (2014, p. 45) is to “Engage, enable
and support in-country professional associations and societies, academic institutions and civil
society organizations, to advocate the value of vaccines to communities, policy-makers and the
media.”
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The autonomy of an individual deciding to participate in clinical research is of major
importance. Historically, the participation of individuals in clinical research has not always been
voluntary. However, informed consent is now considered fundamental within clinical research
and is described as, “A process by which a subject voluntarily confirms his or her willingness to
participate in a particular trial, after having been informed of all aspects of the trial that are
relevant to the subject's decision to participate” (ICH, 1996: p. 5).

The current IC process has been shaped through the implementation of international and
national guidelines developed over the last 70 years. Notably, the Declaration of Helsinki
(WMA, V1 1964) and the CIOMS Guidelines (V1 1982) established a framework for obtaining
informed consent in clinical research. Subsequently, the Guideline for Good Clinical Practice
(ICH, 1996) defined an international standard for quality within clinical research involving
human subjects and has now been transposed into law in many countries. The ICH guidelines
ensure that clinical trials must abide by strict ethical values, protecting research participants
under the principles set out by the Declaration of Helsinki.

The process of informed consent has both ethical obligations and legal implications. It provides
essential information about a clinical trial to potential participants and empowers them to make
a rational and informed decision about participation. This typically occurs in two ways; verbally
with the clinical researcher and by providing the individual with detailed documentation for
them to read. The latter will typically take the form of an information sheet or booklet, aiming
to describe the study in simple language, using non-technical terms and referencing the risks
and benefits of participation.

4.1. Comprehension

Although informed consent is an essential principle in clinical research, issues related to
comprehension by research participants have become evident. The informed consent
documentation used for clinical trials has become highly regulated and legalistic as it also forms
a contract between the industry, investigator and the participant. This has led to the
introduction of longer and more complicated consent documents with participants often
having a limited understanding of study information even when they have signed a consent
form (Grady C, 2015).

4.2. Children and assent

Clinical research involving children and young people has traditionally been seen as laden with
both ethical and practical challenges (Leibson and Koren, 2015). The Council of Europe’s
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Convention on Human Rights and Biomedicine (1997) categorises children as a vulnerable
population and states that any persons, such as children, incapable of giving legal consent to
clinical trials should be given special protection by the law. They may not be allowed to
participate in clinical trials if the same results can be obtained from adults.

However, as children are physiologically and psychologically different to adults, age related
research is important to ensure that medicinal products for children are tested scientifically
before widespread use. Advocacy for the involvement of children in research is supported
within international (The Clinical Trials Directive, 2001) and national (Nuffield Council on
Bioethics, 2015) guidelines which warn that without research conducted in age-appropriate
groups, there is a risk that children could be harmed by medicines that have only been tested
on adults. In vaccine research, the participation of children is even more important since many
vaccines are aimed exclusively at minors.

Whilst competent children could be considered to have the capacity to understand a study, in
many countries, children entering clinical trials of medicines cannot legally give informed
consent for themselves. Article 6 of the Council of Europe Convention on Human Rights and
Biomedicine (1997) sets out that “Where, according to law, a minor does not have the capacity
to consent to an intervention... the intervention may only be carried out with the authorisation
of his/her representative or an authority or a person or body provided for by law.” This gives rise
to the problem of how to include children in the research consent process.

Assent is crucial to the participation of children in clinical research. It is defined as the
willingness to participate in research by persons who are too young to give informed consent
but who are old enough to understand the study, its expected risks and possible benefits, and
the activities expected of them as subjects. The laws and ethical guidelines governing
enrolment of children in clinical trials vary among countries (see Figure 1 for a summary
covering participating patient groups’ countries). For example, the Nuffield Council on Bioethics
(2015) recommends that where children have sufficient understanding but are not legally able
to give informed consent under the law of their country researchers should, wherever possible,
seek consent from both children and their parents.

12



Figure 1: Ages for informed consent and requirements for children’s assent in participating patient groups’

countries
Country Legal age of Age for giving Number of
consent assent required
signatories
Italy 18 years Case-by-case Both parents
assessment
Netherlands 16 years 12-15 years with Both parents
own signature
Republic of 16 years (for Assent can be given One parent
Ireland clinical trials), from 7 years, or
18 years (for all according to the
other research) capacity of the child
Spain 16 years 12-15 years with One parent
(informed consent own signature
to refuse medical
treatment)
United 16 years Assent is not One parent
Kingdom explicitly required.

The explicit wish of a
minor capable to
form an opinion is
considered by
researcher

4.3. Gender in vaccine clinical trials

Gender is commonly used as a synonym for sex (Diamond, 2002). Yet the two are distinct
concepts that should not be conflated. Whilst sex describes the purely physiological
characteristics of males and females, gender encompasses the sociocultural qualities that help
shape ‘masculine’ and ‘feminine’” behaviours (Guidance on Gender Equality in Horizon 2020).

Historically, theories on gender differences for communication were stereotypical. For
example, the deficit model, first developed in 1922 describes women’s language as being
deficient to that of men’s which was considered the norm (Hidalgo-Tenorio, 2016). The notion
that women are vulnerable or inferior to men, has now been superseded with the view that
men and women are heterogeneous groups, of which internal differences between them can
be much greater than gender differences alone (Cameron, 2006; Hidalgo-Tenorio 2016).
Indeed this perspective is the cornerstone of the diversity paradigm which suggests that
gendered behaviour is influenced by many dimensions including age, class, ethnicity, social
roles as well as religious and political beliefs (Cameron, 2006).

Independently of its format, informed consent is a communicative act. It is therefore important
to consider differences in communication by gender, to enable the development of audience
appropriate informed consent. Yet, to our knowledge, there are no guidelines on how to adapt
the IC process by gender, although there is some evidence that men and women express
different preferences in the way in which informed consent is presented (Knepp, 2014). Where
guidelines are in place, they tend to reference safety concerns relating to pregnant or
breastfeeding women or those of childbearing potential which recommend that researchers
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need to exercise special care with female participants in certain social, cultural or physiological
situations. As the CIOMS guidelines (V4 2016, p. 58) states, “Pregnant women must not be
considered vulnerable simply because they are pregnant”, however, “specific circumstances,
such as risks to the foetus, may require special protection”.

In the context of vaccine trials, gender deserves consideration given that women are often the
specific targets. For example, in Europe, adolescent girls are deemed the priority target for
preventing cervical cancer via Human Papilloma Virus (HPV) vaccination, and the platform for
vaccination in pregnant women is ever growing, currently including flu and pertussis, and with
RSV and Group B Streptococcal vaccinations currently in development. Moreover, the
consensus amongst experts is that parental authorisation for the participation of infants and
children in vaccine trials is almost always given by the mother (personal communication with
investigators at leading UK vaccine trial institutions).

4.4. Patient expectations

Patients’ expectations of clinical trials also need to be considered from an ethical perspective.
Subjects may harbour misconceptions about the research and the burden of participation may
affect enrolment and retention levels (Frisaldi et al, 2017). In addition, patients may like to
know how they contributed to outcomes of the research, and may therefore have expectations
regarding personal feedback about the research results. Fully understanding the implications
of patient expectations will elucidate factors which ultimately affect recruitment and retention.

Trials of therapeutic agents may have high associated risks. However, for those patients
suffering from an incurable illness any potential benefits of the treatment, from relief of
symptoms to lengthened life expectancy, may outweigh such risks. This could be a significant
incentive to participate in a therapeutic clinical trial.

In contrast, the target population for vaccines are healthy people, including children. As a result
the general public have a low tolerance to any adverse events following vaccinations (Kulkarni,
2013). While the individual risks from vaccine trials are often relatively low, the individual
benefits are also likely to be lower. Current vaccine research focuses on diseases which are
either very severe but rare, or relatively mild but common, as the majority of common and
lethal or universally disabling diseases are already vaccinated against.

There may be limited personal benefit to participating in some vaccine trials, meaning key
motivating factors may be more altruistic, such as achieving benefit for the health and well-
being of society, should the research be successful. Indeed a recent review of barriers and
motivations for participation in vaccine trials (Detoc, 2017) found that altruism was the most
cited motivation for participation in vaccine trials, and it has also been reported as an important
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motivating factor for engaging in clinical research amongst chronic disease patients
(DasMahapatra, et al, 2017).

Tied within expectation is compensation. Compensation is typically paid to trial participants for
reasons such as relieving participants of financial sacrifice, as an appreciation of their
contribution to medical science or for achieving recruitment where the target population is
difficult to reach (Pandya and Desai, 2013). Financial inducement is considered ethically
unacceptable as it may cloud the potential participants’ appreciation of any risks, reducing the
likelihood that consent is genuinely informed (Grady, 2015). As a result, any financial rewards
must be limited to compensation for travel, time and inconvenience. However, the modest
compensation received by patients could be perceived as undervaluing the contribution they
have made to global health (Sheehy and Meyer, 2012). Therefore, this is an ongoing issue and
one which has not been fully investigated.
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5. Design of Task 1.6

5.1. Selection of patient groups

Nine participants from eight patient groups, based in five European countries, were recruited
to attend a one-day workshop located in central London.

Figure 2: The process for selection of patient groups

The criteria for selecting and shortlisting patient groups was as follows:

Directly represents patients

Focuses on meningitis, HPV, RSV or healthy living
Advocates for vaccination

An active organisation

Has English speaking capacity

Anti-vaccine groups and patient groups focused on genetic conditions (with the exception of
diseases that result in an increased susceptibility to HPV, meningitis and RSV) were excluded
on the basis that either their motivations would not be in line with the overall workshop aims
or they were focused on conditions for which vaccines are not available.
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Suitable patient groups were identified using a combination of purposive sampling and
snowball sampling. In order to streamline the recruitment process, and to minimise the risk of
participants dropping out of the project, groups known to Meningitis Research Foundation
(MRF) were prioritised. This included I-Consent consortium partners and umbrella
organisations which MRF are members of, such as the Confederation of Meningitis
Organisations (CoMO) and the Association of Medical Research Charities (AMRC). Additional
patient groups were identified through targeted searches of electronic databases and
resources.

An initial search identified 25 potential patient groups for inclusion in the workshop, however
following a shortlisting procedure, which involved comparing the relevance of the organisation
to our pre-determined inclusion criteria, 10 were excluded due to a lack of relevant expertise,
or because they no longer appeared to be active in their field. The remaining 15 patient groups
were invited to the workshop via e-mail (invitation email template in Annex 1). The email was
personalised to each recipient and tailored to the focus of the organisation. If there was no
response, invitation emails were followed up with a further email and / or telephone call. From
the invitations sent, eight patient groups accepted, three declined (due to limited capacity),
and four failed to respond.

5.2. Profile of participants

The eight patient groups that attended the workshop are shown in Table 1. As can be seen from
the table the participants had expertise in a variety of fields, however, meningitis was the focus
of three out of the eight organisations.

Many of the workshop participants occupy senior positions within their organisation and a
number are founding members. Despite a high level of expertise within their area of focus, prior
knowledge of clinical trials and the IC process varied across the group with few having direct
experience of the topic.

As we did not have direct access to patients, we relied on the patient groups having insight into
the perspectives of their patients and being able to successfully represent these perspectives
during the workshop. Some workshop participants gave examples directly referencing their
area of expertise, whilst others spoke of issues in a general sense. The impact of this was
positive and led to the generation of a wide range of ideas.
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Table 1: Description of patient group participants

Representative’s role | Gender Country Organisational focus
Research and Female United Raising awareness of meningitis to enable prompt
Information Kingdom diagnosis, funding research and providing support to
people living with the impact of meningitis.
Leadership Female Italy Welfare of parents and families
Male
Leadership Female Spain To provide information about meningitis symptoms, to

raise awareness and promote vaccinations throughout

Spain

Leadership Female United Working to stop Group B Streptococcal infections in
Kingdom babies.

Content and Female United Support for babies born premature or sick.

Information Kingdom

Leadership Female The Supporting families who have experienced meningitis,
Netherlands | encephalitis and septicaemia.

Communication and Male Republic of Promotes gender equity in public health, research and

technology Ireland social policies across Europe.

Leadership Female The Advocates for the best care and quality of life for people

Netherlands | with a liver disease.

5.3. Pre-read exercise

A pre-read exercise (Annex 2) was created in order to equip attendees with a basic
understanding of informed consent and to introduce the four themes to be discussed at the
workshop. The pre-read consisted of 17 slides, and was e-mailed to participants approximately
two weeks before the workshop, with the advice that it would take around an hour to complete.

The opening slides provided a short introduction to the aims and objectives of the |-Consent
project as a whole, as well as outlining the specific aims of the workshop. This was followed by
an introduction to the concept of informed consent, and its importance in research, the
description of which was supported through use of a video excerpt. The final part of the
introduction underlined the need for an improved IC process due to shortcomings in the
current approach, and the importance of participants’ perspectives.

After providing participants with a basic understanding of the IC process, the pre-read
introduced the four themes to be discussed at the workshop. For each theme, there was at
least one explanation slide providing background information, and explaining the theme’s
importance in relation to vaccine trials. For the assent theme, a map indicated the legal age of
consent for research in our participants’ countries. Each theme also included a slide setting out
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the workshop question formulated to explore that theme, with an illustration (see example in
Figure 3) to provoke the participant to start thinking of issues.

Figure 3: Illustration used to encourage participants to generate issues on the topic of children’s assent

I-consent. oo

Foundation
During the workshop, we're going to be discussing the following question:
What are the challenges of recruiting children to take part in vaccine trials?
Consider how the consent / assent process involves the child, parent and researcher.

What sorts of issues or concerns could each group have?

Please think about the question and write down any ideas you have ahead of the workshop

Here are a few ideas to start with:

Finally, participants were provided with a real life example of a patient information document,
and asked to answer a 10 point questionnaire (set up using Survey Monkey). The questionnaire
was designed to test participant’s comprehension of the document and provided an
opportunity for them to generate thoughts on the topic being explored. Results from the survey
were analysed and presented during the workshop to open discussion on the issue of
comprehension.

The patient information sheet chosen was ‘Developing a vaccine to prevent RSV, a cause of
serious respiratory infections in infants’ (Annex 3). It was 14 pages in length and contained some
technical jargon, for example referring to the trial vaccine as ‘Ad26.RSV.preF.” Before selecting
this example we looked at more than 12 patient information documents for vaccine trials.
These were collected from the websites of four UK institutions responsible for running vaccine
trials, and personal contact with individuals working at Oxford Vaccine Group, St George’s
Vaccine Institute, and Bristol Children’s Vaccine Centre. This example was selected because it
enabled exploration of three of the four workshop themes: comprehension (an example of a
technically complex, lengthy document typical of IC documents used today), assent (the trial
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was recruiting children) and patient expectation (through asking participants what they
anticipated their involvement would entail).

5.4. Workshop methodology

The objective of the workshop was to explore and document issues within informed consent
for clinical vaccine trials from the perspective of patient groups, with a focus on the following
themes:

® Comprehension

@ Children’s assent
® Gender

@ Patient expectations

Nominal Group Technique (NGT) was employed during group exercises to explore the issues
pertinent within each theme and to reach a consensus in terms of their significance. Originally
designed by Van de Ven and Delbecq (1974), NGT is a well-established method in social
research, which allows consensus to be reached in a group setting. It follows a highly structured,
face to face technique as shown within Figure 4, which empowers participants by providing an
equal opportunity to have their voices heard and opinions considered by other members, whilst
also minimising the researcher-bias. An additional benefit of the NGT approach is that there
are no negative impacts if the workshop organisers and participants are already known to each
other. This enabled the recruitment of some groups who MRF already had existing relationships
with.

The NGT compares favourably with other group processes such as Delphi (Okoli and Pawlowski,
2004), focus groups (Stewart and Shamdasani, 2015) and brainstorming, as minimal
preparation is required by participants prior to the workshop, participants’ input is limited to a
single meeting, and the structure prevents more vocal participants from dominating the
discussion.
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Figure 4: Overview of the Nominal Group Technique process

Silent generation of
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Clarification
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The group exercises in this workshop followed the NGT structure set out below:

1) Assemble the group

After brief introductions, the workshop began with an overview of the project and its purpose,
reinforcing the value of each participant’s contribution.

2) Scene setting stage

Before commencing each nominal group, the facilitator presented a short introduction to the
theme using a slide presentation prepared by the organisers. For each theme, a video was used
to set the scene, except for the gender theme for which storyboards were used as no suitable
video could be identified.

3) Silent generation stage

Each participant was given sticky notes and instructed to write down as many individual issues
as possible in response to the nominal group question, using a separate sticky note for each
idea. There was no limit to the number of ideas the participants could generate. This stage was
conducted in silence and repeated for each of the four themes.

4) Round robin stage
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Participants were then instructed to take it in turns to read out one of their ideas and pass the
note to either the facilitator or one of the workshop organisers who placed the sticky note on
the whiteboard. However, in the latter two sessions, some participants self-moderated their
ideas, removing duplicates before they had been handed over to the workshop facilitator /
organiser. They also began to read out their sticky notes in a random order and took some time
to explain the reasoning behind their idea. The latter occurred because although the workshop
was conducted in English, for over half the group English was not their first-language. Therefore
there was some overlap between the round robin and clarification stages.

Participants were able to continue recording and offering new ideas during the round robin
process, but were instructed to wait their turn before sharing them with the group. This process
continued until no new ideas were forthcoming. This stage was repeated for each of the four
workshop themes.

5) Clarification stage

The workshop facilitator went through each idea on the whiteboard to ensure participant
understanding, seeking clarification where required. With the agreement of the participants,
similar ideas were grouped and participants were asked to think of an appropriate name for
the grouped issues, which are referred to henceforth as ‘sub-themes’. This stage was repeated
for each of the four workshop themes.

6) Ranking stage

The ranking stage was split into two parts:

1) A numbered ranking sheet (Annex 4) was given to each participant and they were
asked to rank the sub-themes in order of importance. They did this by scoring the
sub-theme they found least important as 1, and so on up to the most important, so
that if there were nine sub-themes, the maximum score would be nine. Participants
were asked to do this separately without conferring. One organiser quality-checked
the ranking sheets as they were handed in, for example to ensure that participant’s
had only used each number once in their scoring.

2) During the breaks, the organisers entered the scores from each individual ranking
sheet into a spreadsheet and added them together to calculate the total scores for
each sub-theme. This stage was repeated for each of the four workshop themes,
producing a prioritised list of sub-themes for each theme. We had intended to
present back the prioritised list to the group for discussion after each nominal group
and before moving onto the next, providing an opportunity to alter the order of
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priorities while the topic was still fresh in the minds of participants. However, due
to time constraints all the combined scores were presented at the end of the
workshop, except for the comprehension theme which was discussed as soon as the
priorities had been calculated.

The workshop was scheduled according to the timings recommended for each stage of NGT by
McMillian, King and Tully (2016), as shown in Figure 4. Extra time was allocated to the theme
of comprehension as it was the first nominal group conducted that day and participants needed
to get used to the format. Extra time was also allocated to present the pre-read survey findings
as an introduction to the comprehension section (see Annex 5 for the workshop agenda).

In practice, the earlier sessions took longer than anticipated and there are a number of possible
reasons for this:

® It took some time for participants and organisers to get used to the exercise and the
first two sessions involved additional steps, described in the ‘Workshop findings’
section below.

@ Participants had more energy at the start of the day and were more forthcoming with
ideas. The volume of ideas generated was higher for the first three themes: 52 for
comprehension, 55 for patient expectations, 51 for child assent compared with gender
for which only 30 ideas were generated.

@ The topics discussed earlier in the day (comprehension and patient expectations) were
easier to understand and engage with.

5.5. Data management

During the workshop, we used a spread sheet on Microsoft Excel 2013 to record the scores
given by individual participants and to calculate the combined scores. This provided a list of
priorities which were presented back to the group at the end of the workshop, or for
comprehension, at the end of discussion around the theme. This allowed us to generate the
combined scores very quickly and to feedback to the participants during the workshop.

5.6. Data collection

The workshop was voice-recorded in its entirety and written consent for the digital audio
recordings was obtained from the participants prior to the workshop, with the exception of two
participants who wanted to take part but not to be recorded. Ahead of the workshop, the two
participants agreed they would relay their ideas to the workshop facilitator who would then
state them aloud to the group. This allowed their ideas to be recorded and ensured that their
input would not be missed during the analysis stage.

23



The recordings from the round robin, clarification and ranking stages of each nominal group
were transcribed in-house. The purpose of this was to enable the researchers to review the
transcripts during analysis to ensure the original meaning of the ideas generated were
interpreted correctly.

Four workshop organisers were also present and took notes throughout the day. They focused
on documenting the key interactions between patient groups and the main discussion points
identified, as well as being available to answer questions about the process or topic.

The raw materials generated at the workshop (i.e. the sticky notes and ranking sheets) were
collected and written up by the workshop organisers after the workshop was concluded (Annex
6 - 9). Photographs (shown in Figure 5) were also taken of the boards with all of the grouped
sticky notes at the end of each clarification stage to document the round robin and issues
clarification steps for each nominal group.

Figure 5: Photographs of the sticky notes generated during the silent generation and round robin stage, and their
grouping following the clarification stage.
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In this section we use three terms to convey a specific meaning:

® Themes are the four topics discussed in each of the four nominal groups:
comprehension, patient expectations, assent and gender.

@ /ssues are the ideas generated by the participants during the silent generation and
round robin stages of each nominal group, and written and displayed on sticky notes.
These issues were clarified in discussion, duplicate issues removed, similar issues
grouped and these clarified issues expressed as sub-themes.

@ Sub-themes were then ranked in order of importance by participants at the end of each
nominal group session.

During the workshop there were a number of deviations from the methodology described in
Section 5.4. Firstly, participants explained their ideas during the round robin stage which lead
to an overlap between the round robin and clarification stages. This, however, was beneficial
in facilitating discussion as it encouraged the involvement of non-native English language
speakers by providing them with additional time to explain their ideas.

Secondly, after the combined ranking scores for the first theme (the comprehension theme)
had been presented back to participants, time restrictions meant that the combined scores for
the final three themes were presented at the end of the workshop rather than immediately
after each nominal group. Although there was some discussion about sub-themes lower down
on the priority list being of equal importance, participants did not suggest re-ordering the
priorities of sub-themes in any of the nominal groups. Despite these deviations, the workshop
progressed well and it is not expected that these events had a substantial impact on the quality
or quantity of the information obtained.

6.1. Theme 1: Comprehension
What features of the informed consent process may make it difficult to understand?

Comprehension was the first theme discussed during the workshop, and instead of using a
scene-setter it was introduced by presenting the questionnaire results from the pre-read which
both tested and surveyed opinion on comprehension in informed consent.

6.1.1. Pre-read survey results

After reading the example informed consent form (Annex 3), participants had been asked to
complete a 10-point questionnaire (Annex 10), which consisted of three questions designed to
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test comprehension, and seven questions to survey participant’s views and opinions of the IC
document. Eight participants from nine different patient groups completed the questionnaire,
as one patient group had two representatives who decided to complete the questionnaire
together (Table 2).

Table 2: Participants’ responses to the pre-read questionnaire. Correct answers to the first three questions, which
test participants’ comprehension of the IC document, are shown in green font.

Question Answers n
Q1. Throughout the course of the trial, how many routine 5
home visits will the participant receive from the nurse or 7-9 visits over a 52 week period 1
doctor in total? 5-7 visits over a 52 week period 1
Don't know 1
Q2. What has been done to the Adenovirus used in this 5
AD26.RSV.PreF vaccine to stop it causing colds and
respiratory infections when the vaccine is injected? It has been killed so it cannot cause 0
disease
It has been modified so it cannot use 0
the human body’s genes to make
proteins
It has been transformed into an 0

inactive form of the RSV virus

Don’t know
Q3. Will participants be able to find out whether they
received the vaccine or the placebo? Yes - anytime throughout the trial
No
Don't know
Q4. After reading the informed consent document could Yes
you make an informed decision on participation? No
Q5. On a scale of 1 to 5, how helpful was the document in 5
enabling you to understand what disease this vaccine might | 4
provide protection against? 2
Q6. Page 6 explains the potential side effects that may be 5
experienced when taking part in this trial. On ascaleof 1to | 4
5, overall how helpful was this? 2

Q7. Would you know who to contact if your child suffereda | Yes

O([WIWIN|O[O|W|W|IO|INIFRP|ININUR|INIEAINIRP|IN|RP|W|IRLR[W| W

mild adverse reaction? No
Q8. Page 10 provides information about the confidentiality | 5
of data collected in the study. On a scale of 1to 5, how easy | 4
or difficult did you find this information to understand? 3
(5=very easy, 1=very difficult) 2
1
Q9. If you met the recruitment criteria, how likely is it that 5
you would enrol your child in this trial? 4
5= very likely 1= very unlikely 3
2
1
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Participants’ opinions of the informed consent document

Overall, participant’s views of the IC document as reported in the survey were positive. Nearly
all (7/8) participants felt they would be able to make an informed decision on whether to
participate. The majority of participants (6/8) found the IC document either helpful or very
helpful in understanding what disease the vaccine is designed to protect against, and 6/8 also
found the document either helpful or very helpful in explaining the potential side effects for
children taking part in the trial. Additionally, nearly all (7/8) participants responded that they
would know who to contact if their child suffered a mild adverse reaction.

Participants’ opinions of the information provided in the IC document about the confidentiality
procedures for data collected were more neutral or negative: only 2/8 rated it as very easy to
understand, 3/8 were neutral, and 3/8 found that it was very difficult to understand.

Despite expressing positive views about how well the IC document explained the disease the
vaccine is designed to prevent and the potential side effects, only 2/8 participants answered
that it was likely they would enrol their child in the trial, with the remainder of participants
evenly spread between neutral and negative.

Participants were also given the opportunity to provide any additional comments about the
consent form and only three participants provided comments, which in summary described the
information booklet as ‘very wordy’ and ‘too long and very technical.’

Comprehension testing

Although nearly all participants felt the IC document enabled them to make an informed
decision on whether to take part in the trial, and most respondents found explanations in the
IC document helpful, the comprehension test showed that comprehension was far from
perfect. In fact, none of the comprehension questions were correctly answered by all
participants.

Participants had the most difficulty understanding whether or not those involved in the trial
could find out whether they had received the vaccine or placebo, with only 3/8 correctly
answering that they would be able to find out after the end of the trial. Most (5/8) participants
correctly answered the question about how the adenovirus had been modified to stop it
causing disease, and most (5/8) correctly answered how many routine home visits were
involved in the course of the trial.

Overall, the participants who spoke English as their first language answered more questions
correctly than those whose first language was not English. Of the four native English speakers,
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two answered all the questions correctly, one answered two out of the three questions
correctly, and one answered ‘Don’t know’ to all three questions. In comparison, of the four
questionnaires completed by non-native English speakers, one correctly answered two
questions and three correctly answered one question. Therefore, amongst this small cohort of
participants, although having a better command of English was an advantage, comprehension
was still imperfect amongst the native English speaking contingent of this highly educated and
professional group of participants.

Discussion of pre-read at the workshop

Despite the respondents rating the consent form positively in their surveys, a contrary
perspective emerged during the workshop discussion of the pre-read, with many participants
criticising the length and complexity of the document. One participant said; ‘Really long,
complex, even as being someone use to reading them [informed consent documents] it just
wasn’t accessible — not a handy summary to let you know what you need to know.” One
participant explained that difficulty understanding the document was the reason they would
have decided not to participate ‘Agree, - so | answered unlikely to let my child participate
because of the quality of the document — too long...”

During discussions one participant specifically made reference to the influence of the
pharmaceutical companies as being off putting; ‘First page | thought [I’d] take part...but then |
read it’s from a pharmaceutical company so it’s all about money so it put me off. So maybe it’s
not very good to put that at the first and there’s so much information as they are just protecting
themselves — not very inviting to take part!” This negative perception towards the influence of
the trial sponsor is discussed in a greater detail in the next section.

6.1.2. Workshop findings: comprehension

Overview of findings

In the round robin stage the nine workshop participants collectively generated 52 ideas which
were written on individual post it notes during the silent generation stage. During the
clarification stage, these ideas were grouped into nine sub-themes which are listed in the table
below. From this we can see that the sub-themes with the highest scores generated the largest
number of individual issues, produced during the silent generation phase. This suggests that
even when working alone, participants considered similar issues relevant to comprehension in
informed consent, and, if volume of ideas generated is an indicator of the importance of a topic,
they may have had similar views on which issues were most important even before feeding
back and discussing as a group.
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Table 3 lists the nine sub-themes in order of importance as prioritised by participants. Scores
for each sub theme were added together, and for each sub-theme the total score is shown,
along with the median, mean and standard deviation, as well as the number of individual issues
that were generated under each sub-theme. ‘Why should | take part’, received the highest total
score: 65 points out of a possible 81 and an average score of 7.2 (SD = 1.8). This was closely
followed by ‘content clarity’ which received a total of 63, and on average an individual score of
7 (SD=2.7). The third most important issue was ‘format of presentation’, receiving a total of 54,
and on average an individual score of 6 (SD 1.8). The further six sub-themes included fewer
individual issues, with lower scores that tended to bunch together, so consensus as to the exact
priority of these further sub-themes may not have been as strong as for the first three.

Table 3: Comprehension: sub-themes shown in the order prioritised by participants. Participants awarded the
highest possible score of 9 to the sub-theme they judged as the most important and the lowest score of 1 to the
issue they judged least important.

Sub-themes Total No. of Median Mean Standard
score individual deviation
(max = issues
81)
Why should | take part? E.g. Patient story, 65 10 7 7.2 1.8

proposal not interesting for parents, decisions
may involve emotions.

Content clarity e.g. Explanation vaccine 63 18 8 7 2.7
aspects - ingredients, how it works, after
effects, balance of benefits and risks, many
risks vs limited benefit’, technical language,
confidentiality of data and right to withdraw

Format of presentation e.g. small print, lay 54 13 7 6 1.8
versions, shorter documents, structure

Tailored to audience e.g. law refers to average 47 2 5 5.2 2.4
man

Relationship researcher and participant e.g. 47 3 5 5.2 2.3

participants not feeling able to ask questions,
pressure from health professionals

Decision making e.g. don’t put all your hope in 41 1 4 4.6 2.3
one document

Model e.g. IC process needs a better model 39 2 4 43 2.4
Sponsor perception e.g. influence of 27 2 3 3 1.7

pharmaceutical industry

Bias e.g. how might internal biases influence 22 1 2 2.4 2.2
perceptions of IC processs?
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Why should I take part?

‘Why should | take part’ and ‘content clarity’ were considered to be of similar importance, which
is consistent with the subsequent discussion in which it strongly emerged that participants felt
that there needs to be a clear case for participating, involving a compelling patient story, and
an appreciation of the emotional responses of patients/parents. In addition to this, it was felt
that the content of the document needs to be clear, minimising medical jargon and clearly
setting out the risks and benefits.

This focus on the importance of understanding the case for participation was also consistent
with the discussions on the later theme of patient expectation (Section 6.2), in which
understanding, as well as the protection/efficacy offered and disease awareness emerged as
top motivators for taking part in a vaccine trial. Therefore it is unsurprising that without
understanding what the benefits are, participants feel unmotivated to take part.

The influence of the sponsor was also discussed under the sub-theme of ‘Why should | take
part’, with some participants suggesting that the example IC document seemed to have been
written with the sponsor in mind as opposed to the patient. It’s difficult to understand why she
as a mother should participate in this study, it seems, from the documentation, important for
the pharmaceutical company but not important for her...” The perception that the document is
designed to reduce the liability of the sponsor, conflicts with the primary objective of the IC
document as a means of ensuring that a patient can make an informed decision on research
participation (ICH, 1996). Indeed one participant even commented that the ‘informed consent
current model sounds like an insurance proposal.” Since its conception, the IC document has
undergone significant changes, in part due to the development of international guidelines
established to provide ethical and regulatory standards for research conduct. However, due to
these guidelines emphasising the importance of information disclosure, over time, attempts at
transparency have resulted in the excessively lengthy and complex documents often used in
research today.

Interestingly, the participants did create a sub-theme on sponsor perception, discussing the
influence of the pharmaceutical industry. However, as a standalone sub-theme it was not
perceived to be a major barrier to comprehension, receiving just 27 points out of a possible 81.

The results of the ranking and transcripts of the workshop discussion, demonstrate clear
consensus from the group in that the greatest barrier to comprehension in the IC process is an
inability of the document to connect with the patient. As a result, the group felt that patients
are unable to appreciate the importance of the study, which in turn leads to a lack of
engagement with the trial. This is captured through comments such as ‘I missed the patient
story,” ‘Give me one good reason why | should participate. That’s what people want to know,
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why should | get involved? What’s the benefit for me or my child?’, ‘Why do | need to involve
my child in this... if it feels like it’s something you can understand and relate to then you are
more likely to engage’.

To our knowledge, this study is the first to reveal that from the patient perspective, the lack of
an understandable case for participation and a compelling patient story, is the greatest barrier
to comprehension - having a greater influence than clarity of content and format.

Content clarity

Under the sub-theme of ‘content clarity’ a number of issues emerged, with participants most
frequently criticising:

® Imbalance of risk vs benefits “..benefits (none) risks (many)’

® Language; inclusion of too much ‘medical jargon’

® Llack of clarity over ‘confidentiality, security of personal data’ and the ‘withdrawal
process’

The imbalance of information on risks and benefits emerged as a major barrier to patient
comprehension; 1 missed the balance between the benefits (there are none) and the risks (there
are many). There must be some benefits, but they aren’t mentioned.” With participants
suggesting that a balanced view of risks and benefits is necessary to provide a compelling
patient story. Nusbaum et al (2017) found that a group of experts shared concerns over the
way in which risk information is communicated, particularly during the ‘consent encounter’
which refers to the interaction between the health professional and patient. However when
these experts were asked how best to convey the probability of risks and benefits during these
encounters, suggestions were diverse ranging from using precise numbers to verbal
descriptions.

The inclusion of an extensive description of all possible risks, regardless of their probability, is
opposed by recommendations from the US Food and Drug Administration (FDA, 2014) which
suggests that: “[...] All possible risks do not need to be described in detail in the informed consent
form, especially if it could be overwhelming for subjects to read. Information on risks that are
more likely to occur and those that are serious should be included”. The tendency in IC
documents to include an exhaustive list of all possible risks no matter how remote from
biological plausibility and undermining understanding of the study may also result from the
sponsor’s desire to limit their legal liability.
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Format of presentation

Within this sub-theme, participants emphasised the length of the document ‘Length of the
document - too many pages, too much information unnecessary’, simplicity of language
‘Information must be simple’, as well as the desirability of digital format as an alternative to
traditional written documents ‘Online I-Consent - adapt to new technologies’, ‘Accessibility for
all - written, podcasts/other formats?’.

The importance of the structure of the IC document was emphasised both in issues offered
during the round-robin ‘Miss a flow chart’, ‘Lay version?’, ‘FAQ?’, ‘Order: ethical approval at the
end.” and in subsequent discussion.

Participants’ consensus that the inclusion of a lay summary or flowchart at the beginning of the
informed consent document would help facilitate understanding of what participation involves
concurs with the new EU clinical trial regulation 536/2014 (Article 37) that mandates a
‘summary of study results that is understandable to laypersons’ for all clinical trials conducted
in the European Union. These layperson summaries will be accessible in a new EU database
once it becomes available and is approved according to the timelines set forth in the regulation
(European Commission, 2017).

Participants also felt that the inclusion of sponsor details at the beginning of the document was
off-putting, and that not mentioning ethics approval until near the end was unhelpful. This issue
re-emerged during discussions on the later theme of children’s assent (see Section 6.3). One
participant suggested that having ethical approval at the beginning of the document would be
reassuring to prospective participants “..to read on knowing it’s been scrutinised, and it’s not
just a pharmaceutical company sending you this..” This supports the view of Nystrand (1986)
who suggests that the information at the beginning of a document forms the basis for a reader’s
interpretation of the rest of the information.

Given the volume of existing literature that suggests that the format, i.e. the length of the
document and volume of information included (Lorell et al 2015; Pandiya 2010), is the major
barrier in the IC process it is perhaps surprising that this sub-theme emerged a relatively distant
third in priorities assigned by our participants.

Whilst our results do still highlight the importance of all these aspects of format, the content
and the effectiveness of the IC document in connecting with the patient in a meaningful way
was considered to be of greater value. This perhaps offers an explanation as to why attempts
to improve comprehension through the use of shorter documents have often had little success.
Indeed both Stunkel et al (2010), and Grady et al (2017) found that neither comprehension of
study information nor satisfaction was affected by the length or complexity of the consent
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form. Despite concise consent forms appearing to offer little benefit to the patient, it has been
suggested that alternative benefits may include a reduction in the time that review committees
spend on consent forms (Grady et al, 2017).

Relationship between researcher and patient

This sub-theme included three issues: ‘more informed consent is formed between doctors and
patients’, ‘participants may not feel able to ask questions to clarify their understanding’ and
‘pressure from researcher or health professionals’. It did not rank very highly in this nominal
group, tying for 4th highest priority with the sub-theme ‘tailored to audience’ however
‘relationships’ also emerged in the subsequent ‘patient expectation’ theme and ranked as the
most encouraging factor for participation in vaccine trials (see Section 6.2).

6.2. Theme 2: Patient expectations

When deciding whether to take part in a vaccine trial, participants will have certain
expectations. What might encourage them to take part and what might put them off?

During the round robin stage, 55 individual issues were generated by workshop participants
under the theme of ‘patient expectations’. These issues were then categorised into 16 sub-
themes. We altered the standard procedure for this nominal group and decided to rank the
sub-themes twice, firstly asking participants to consider what might encourage them to take
part in a vaccine trial and the second time considering what might put them off. This decision
was made during the workshop as the sub-theme titles generated by the group included
inherently biased wording such as ‘negative perception of vaccines’.

As before, participants were asked to give the issue perceived as the most important the
highest score, descending to the issue they judged least important which would get the lowest
scores. In this instance, as there were 16 sub-themes the highest priority issue would get an
individual score of 16.

Although the decision to rank the sub-themes twice allowed for a more detailed understanding
of the factors relating to patient expectations, due to a lack of time to prepare the amended
ranking sheets and brief the participants accordingly, some participants had difficulty
understanding the adapted ranking process. One participant misunderstood the scoring system
and unfortunately the resultant scores could not be included within the analysis.

The overall scores show that the factors that encourage people to take part are not simply the
reverse of those they consider off-putting. Therefore, certain factors are more powerful for
encouragement than the converse would be as a discouragement and vice versa.
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Some sub-themes, such as ‘values/culture’ and ‘media’, were expressed in entirely neutral
language, but in discussion and ranking participants seemed to perceive these sub-themes as
more powerful as negative influencing factors than as positive influencing factors.

6.2.1. Factors encouraging participation in a vaccine trial

Table 4 lists the 16 sub-themes in order of importance as prioritised by participants in response
to the question of what might encourage participation in a vaccine trial. Scores for each sub
theme were added together, and for each sub-theme the total score is shown, along with the
median, mean and standard deviation, as well as the number of individual issues that were
generated under each sub-theme

The ‘relationships and understanding’ sub-theme received the highest total score at 113 out of
a possible of 128 and an average score of 14.1 (SD = 1. 9). There was strong consensus on the
importance of this sub-theme as indicated by the score achieved and low standard deviation.
‘protection/efficacy’ was collectively scored as the second most important issue with a total
score of 100 and an average score of 12.5 (SD = 2.6). ‘Disease awareness’ scored a combined
total of 96 with an average score of 12 (SD = 4.0). In this case, the high standard deviation
indicates that consensus within the group on the perceived importance of this sub-theme was
not as strong as for the other sub-themes. ‘Economic compensation’ achieved a score of 95 and
an average score of 11.9 (SD = 2.5).

Table 4: Patient expectations: sub-themes are shown in the order prioritised by participants when considering
what might encourage them to take part in a vaccine trial. Participants awarded the highest possible score of 16
to the sub-theme they judged most important and the lowest score of 1 to the issue they judged least important.

Sub-themes Total score No. of Median Mean Standard
(max-128) | individual deviation
issues
Relationships and understanding e.g. 113 7 15 14.1 1.9

storytelling about choice, clear understanding
of what is involved, trustworthy information

Protection/efficacy e.g. expensive vaccines for 100 5 12.5 12.5 2.6
free, protection for my child from illness

Disease awareness e.g. direct protection from 96 2 13.5 12.0 4.0
serious illness, more likely to take part if |
know someone who suffered from the disease

Economic compensation e.g. compensation for 95 4 11.5 11.9 2.5
risk, costs of involvement including time,
effect, expenses

Benefits to society e.g. contribution to public 90 8 11 11.3 3.8
health, the value of the study for future
generations
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Values/culture e.g. conflict with values, future 85 3 10.5 10.6 3.7
relationship if child disagrees with his
participation at a later date

Increased access to health care professionals 76 2 10.5 9.5 4.7
Media e.g. good news about vaccine potential, 75 2 9 9.4 3.4
put off by news articles

Presumptions e.g. a health child? 70 1 8.5 8.8 1.6
Time/effort e.g. too much time involved 69 1 7.5 8.6 3.6
Patient/parent concerns e.g. concerns around 53 2 6 6.6 28

any pain caused to the child by injections

Infrequent but significant risks e.g. / can 42 4 5 53 3.5
demonstrate the safety of the vaccine, anxiety
for child’s health during the trial

Placebo e.g. participants expect to be in 42 2 35 5.3 3.7
treatment not placebo arm

Side effects e.g. after effects unknown, 40 5 5 5.0 2.1
uncertainty over negative side effects

Anti-vaccine lobbyists e.g. high levels of 26 2 2 33 4.4
refusals to vaccinate, bad news about vaccine

effects

Negative perception of vaccines e.g. negative 16 5 2 2.0 11

rumours on vaccines, vaccines are not 100%

safe / effective, there are too many vaccines

Relationships and understanding

Seven issues were grouped under the sub-theme of ‘relationships and understanding’. This sub-
theme was perceived to be positive, and trustworthy and clear information was key so that any
person considering taking part in a trial is aware of exactly what is involved from start to finish.
This is essential, not only within the consent documents but also when in communication with
researcher. One participant also highlighted the positive influence of the recommendation for
participation in a trial coming from someone they trust and gave examples such as a doctor,
patient group or midwife.

The Nuffield Council on Bioethics (2015, paragraph 5.8) identified trustworthiness, openness
and courage as key professional virtues when conducting research with children. They suggest
that children and their parents will only agree to take part in research if they can trust both the
researchers and the way the research is structured. In addition, the Council highlights the need
for researchers to be clear and honest in communication with research participants,
throughout the entire study.

Two of the issues grouped within this sub-theme related to the need for a compelling story
clearly setting out what is involved when participating in a vaccine trial ‘good storytelling of
doctor’ and ‘storytelling about choice’. This underlines the importance of this issue to these

36



participants who agreed that it was the most important sub-theme in the comprehension
nominal group.

The relationship between researcher and patient was also a sub-theme in the comprehension
nominal group. Although it did not rank as highly in importance as under the current theme,
the consistency in issues and sub-themes raised by participants is re-assuring.

Protection/efficacy

Of the five issues grouped into the sub-theme of ‘protection/efficacy’ four focused on positive
outcomes of participation in a clinical trial, such as the opportunity to benefit from a vaccine
which may otherwise be expensive or currently unavailable to wider society. The final issue
focused on the potential for uncertainty on the behalf of the patient around the benefits of
participation for themselves or others. This may be viewed as a negative factor when
considering whether to take part in a vaccine trial. Overall, however, the combined scores
suggest that this sub-theme was viewed positively.

These points are reflected in a study by Newman et al (2004) which explored the concerns,
motivations and intentions in HIV vaccine trials among adults. This study found that patients
indicated several motivating factors for taking part in the trial including protection against the
HIV infection, the endorsement of the vaccine by trusted authorities and to improve their
overall health.

Similarly, a review of 46 studies by Tromp et al (2016) found that personal health benefit is one
of the key motivating factors for parents and children considering whether to take part in a
clinical trial. This however, also becomes problematic in situations where no direct benefit
exists. The review found that children are particularly vulnerable to therapeutic misconception
and where there is no prospect of a direct health benefit, children will frequently cite
therapeutic benefits as a key motivating factor. This again suggests that clear and honest
information from the researcher is essential.

Disease awareness

The two issues included within the sub-theme of ‘disease awareness’ were focused on an
increased likelihood to take part if the participant has direct experience of the disease or if a
person is motivated to participate because they may receive direct protection from a serious
illness. The latter issue overlaps with the ‘protection/efficacy’ sub-theme and should probably
have been grouped there.

Nevertheless, the fact that ‘disease awareness’ was collectively ranked as the third highest
priority for encouraging participation in clinical trials, demonstrates that personal experience
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is key. Although personal experience occurs outside of the IC process, there may be other ways
it could be incorporated such as through case study examples to demonstrate the impact of
the disease.

The influence of direct experience on likelihood to participate in a clinical trial is demonstrated
within research. A study by Trauth et al (2008) showed that having a relative or friend who has
an illness as well as those with prior experience with participation in a medical research study
are key determinants of whether someone would be willing to take part.

Economic compensation

The sub-theme of economic compensation included issues around compensation for the risk
of participation as a motivating factor as well the time and effort of participation as a deterrent.
Participants considered the financial and non-financial costs of involvement and whether they
would be reimbursed for their expenses. In reality, as financial incentives for participation in
clinical trials are considered ethically unacceptable, compensation is only paid for travel
expenses or to compensate for the time spent as part of the study (Grady, 2015).

One participant specifically referenced time spent travelling and explained that an honest
dialogue around the expectations of participants is highly important: “.. going two miles down
the road is quite different to going to a major centre 25 miles away.” Again, this relates back to
the need for clear and honest information about the trial from the beginning.

Benefits to society

Issues grouped into the sub-theme of ‘benefits to society’ referenced the altruistic benefits of
participation in a trial: ‘contribution to public health’, ‘the greater good’ as well as the
importance of clinical trials to the advancement of medicine: ‘the value of the study - to future
generations’, ‘thinking about future children’. The group also identified a potential
misconception patients may have around the outcomes of the clinical trial: ‘After this trial, what
will happen? — [will] all children will have this vaccine? (UK)’. Participants collectively ranked
this as the fifth most important factor when considering whether to take part in a vaccine trial,
considerably lower than the above sub-themes, however the fact that this sub-theme
generated eight individual issues indicates that participants were engaged with this topic.

Altruism had been previously been cited within the literature as a key motivation for
participants. In fact, Detoc (2017) found that altruism was the most commonly cited motivation
for participation in vaccine trials. However, these findings suggest that other factors such as
the opportunity to be protected against a disease and a clear and honest communication from
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the research team may be more persuasive for individual deciding whether to participate in a
vaccine trial.

6.2.2. Factors discouraging participation in a vaccine trial

The combined ranking scores for the question of what might put someone off taking partin a
vaccine trial are shown in Table 5. In this instance, ‘Negative perceptions of vaccines’ is the most
important sub-theme with a total score of 122 out of a maximum of 128, and an average score
of 15.3 (SD = 1.2). There was strong consensus amongst the group on the importance of this
sub-theme. ‘Anti-vaccine lobbyists’ were scored as the second most important discouraging
sub-theme, with a total score of 106 and an average score of 13.3 (SD = 2.2). These two sub-
themes were ranked respectively as least and second least important encouraging factors.
These were the only two sub-themes in which ranking as positive factors was precisely the
reverse of their ranking as negative factors. These were also the sub-themes with the clearest
bias in wording (‘negative’ perception, ‘anti’-vaccine) in contrast to the other themes which
were more neutrally worded. For example ‘protection/efficacy’ would be expected to be a
positive influence where there is evidence of efficacy but much less so if evidence is lacking,
while ‘side effects’ would be a more powerfully negative influence if significant side effects were
known and predicted than if side effects were considered mild or unlikely.

‘Infrequent but significant risks” were rated as the third most important factor with a collective
score of 104 and an average of 13 (SD = 2.5).

Table 5: Patient expectations: sub-themes are shown in the order prioritised by participants when considering
what might put them off taking part in a vaccine trial. Participants awarded the highest possible score of 16 to the
sub-theme they judged most important and the lowest score of 1 to the issue they judged least important.

Sub-themes Total score No. of individual Median Mean Standard
(max-128) issues deviation
Negative perception of vaccines 122 5 16 15.3 1.2
Anti-vaccine lobbyists 106 2 14 13.3 2.2
Infrequent but significant risks 104 4 12.5 13.0 2.5
Values/culture 94 3 11.5 11.8 1.8
Media 81 2 9.5 10.1 4.1
Patient/parent concerns 80 2 10.5 10.0 3.2
Side effects 73 5 9 9.1 4.1
Time/effort 68 1 11.5 8.6 49
Placebo 59 2 7 7.4 5.3
Presumptions 54 1 6.5 6.8 2.8
Relationships and understanding 53 7 6.5 6.6 4.1
Disease awareness 45 2 4.5 5.6 4.4
Protection/efficacy 43 5 5.5 5.4 2.5
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Economic compensation 42 4 5 53 2.4
Benefits to society 34 8 4.5 43 3.1

Increased access to Health care 30 2 3 3.8 2.0

professionals

Negative perception of vaccines

During the clarification stage, five issues were grouped under the sub-theme of ‘negative
perception of vaccines’. All the issues generated focused on negative views of vaccines which
are evident within the wider-population, but which participants conceived as vaccine myths,
such as ‘vaccines are not effective’, ‘vaccines are not good for the immune system’ and ‘there
are already too many vaccines’.

Although negative perception of vaccines is a key influence against taking part in a vaccine trial,
it is not necessarily likely to be part of the consent process in terms of either the interaction
between the researcher and patient or the IC document. The issues underlying negative
perception of vaccines are societal factors, likely to be beyond the influence of the consent
process.

Anti-vaccine lobbyists

‘Anti-vaccine lobbyists’ ranked as the second highest priority deterrent to taking part in a
vaccine trial and is invariably intertwined with ‘Negative perceptions of vaccines’. The two issues
grouped into this sub-theme focus on negative news stories on vaccine effects and how a high
level of refusal to vaccinate might impact wider society. One participant provided an example
of how an anti-vaccine stance can have an effect on wider society: “In Ireland, for example, the
cervical cancer vaccine has been heavily attacked by religious groups... This has had a high
impact on whether people have or have not accepted the vaccine.” There is a large body of
literature (Dubé et al, 2014) which documents the negative impact of anti-vaccination
movements on vaccine uptake rates. The influence of anti-vaccine movements varies over time
and between countries, and all participants’ countries have either currently or in the past
suffered from anti-vaccine activity with resulting outbreaks of preventable diseases. Fears
about the safety of vaccines propagated by such groups have a negative influence on
recruitment to vaccine trials as well as the uptake of routinely offered vaccines in national
programmes (Detoc, 2017).

Infrequent but significant risks

Four individual issues were grouped under the sub-theme of ‘infrequent but significant risks’.
They included issues from both a positive: I can demonstrate the safety of the vaccine tested’
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and negative perspective: ‘Potential anxiety for [my] child’s health for many years’. However,
when asked during the ranking stage what might put them off participating in a vaccine trial
the group perceived this sub-theme negatively leading to a high combined score. Conversely,
‘infrequent but significant risks’ scored as the fifth least important factor in encouraging
participation, again, indicating this sub-theme was viewed negatively overall.

This supports Kulkarni’s (2013) view that there is a low tolerability of adverse effects within
vaccine trials. This is because the target population for vaccine trials are healthy people, and
frequently children and infants. This factor also links back to the need for a more balanced view
of the risks and benefits so that the risks do not appear to be out of proportion in comparison
to any perceived benefits of participation.

Values and culture

This sub-theme is expressed in entirely neutral terms, and appears in the middle of both tables.
However, in the ranking it was more powerful as a negative factor (ranking fourth) and was only
the sixth most important factor for encouraging participation. This may be because all three
individual issues grouped within this sub-theme are negative influencers. They include the
potential for disagreement between a couple regarding participation in a vaccine trial and
concerns around whether a child who has participated in a vaccine trial could disagree with
their involvement once they reach adulthood. The final issue relates to the possibility that
participation in a vaccine trial could conflict with the participants cultural values.

The group discussed the impact of cultural factors and considered whether an individual might
be less likely to participate if the vaccine would not be relevant to them: ‘if there was a vaccine
that could protect you against cirrhosis of the liver but you think, “I never drink” so why would
you get this vaccine?’

The wider role of culture in relation to participation in vaccine trials, for example the influence
of social and cultural differences on understanding, or the need to provide support during the
IC process for families from different cultural backgrounds was not discussed in any detail
during the workshop.

6.3. Theme 3: Assent

What are the challenges of recruiting children to take part in a vaccine trial? Consider how the
consent/assent process involves the child, parent and researcher.

In the round robin stage the nine workshop participants collectively generated 51 ideas which
were grouped into eight clarified issues shown in table 6. The greatest number of individual
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post it notes was generated under the sub-theme of communication, however as this group
contained a diversity of issues, for the purposes of analysis it has been broken down into three
topics.

Despite the question asking the group to focus on the challenges of recruiting children to take
part in a vaccine trial, respondents frequently cited solutions alongside current issues. Testing
understanding received the highest score, achieving 60 points out of a possible 72. On average,
participants scored this 6.7 points (SD = 1.9). Testing understanding was closely followed by
family dynamics which received a total of 57 points and on average a score of 6.3 points (SD =
1.2). Communication was rated the next most important issue with an overall score of 53, and
on average an individual score of 5.9 points (SD = 1.6).

Table 6: Assent: sub-themes shown in order prioritised by participants. Participants awarded the highest possible
score of 8 to the sub-theme they judged most important and the lowest score of 1 to the issue they judged least

important.

Sub-themes Total No. of Median Mean Standard
score individual deviation
(max-72) issues

Testing understanding e.g. ensuring those 60 12 7 6.7 1.9
involved fully understand requirements of
trial through testing or through asking
researchers questions
Family dynamics e.g. who is involved in 57 11 6 6.3 1.2
the decision to consent? The difficulties of
dealing with disagreements within family
Communication 53 18 6 5.9 1.6
Impact on daily life e.g. physical after 38 2 4 4.2 1.6
effects and concerns surrounding change
to habits
Emotional response e.g. worry whether 36 2 4 4 2.2
you are making the right decision for child
Friendships e.g. children being concerned 36 3 4 4 2.1
what their friends think — could be
encouraging or discouraging
Society e.g. benefit for the health world 24 2 2 2.7 2.4
Change in circumstances e.g. what if a 20 1 2 2.2 1.0
child/teen decided to interrupt the trial
process?

42



Testing understanding

There was a cohesive collection of issues under this sub-theme on testing understanding: Some
way of validating child's and parents understanding of trial/requirements’, ‘Researcher - Can |
be sure that the child understands what will happen?’, ‘Ensuring parents/carers and child all
fully cognisant of what’s involved’. Participants discussed having ‘independent assessors to
verify that people understand’ and the importance of parents understanding what the benefits
vs the risks are to the child.

It might have been expected that testing understanding would have been discussed in detail
under the theme of comprehension, however it only fully emerged under the assent theme.
From this we can infer that participants felt a greater need to verify the understanding of
children as potential participants in vaccine trials, perhaps perceiving a greater obligation to
protect children due to their vulnerability.

Some issues included within this sub-theme focussed on the more loosely related idea of both
parents and children having the opportunity to talk to researchers individually, ‘space for child
to ask questions, maybe with/without parents present if sensitive in nature’ and ‘parent’s
[should be able to] ask Q’s [questions] without child being present’. There was extensive
discussion amongst participants of the need for individual, private conversations with the
researcher particularly in relation to trials of vaccines against sexually transmitted infections
such as HPV, given that parental permission may be associated with risks such as inadvertent
disclosure of an adolescent’s sexual orientation or risk behaviours, an imperative discussed in
the literature (Alexander et al, 2015).

Family dynamics

Family dynamics was ranked as the second most important issue, scoring 57 out of a possible
72.0n average, participants scored this issue 6.3 (SD = 1.22). Under family dynamics the group
were predominantly concerned with how decisions about participation were taken, with the
best case scenario being a group decision between the child, parent and researcher, and
problems arising when there is disagreement between parents and children. The group
discussed disagreements within a family as being a barrier in the assent process, both when a
child wants to take part, but their parent/carer does not agree, and in where the child
experiences parental pressure to take part.

Issues generated under this theme suggested that the way in which the consent/assent process
worked would be different in different families: ‘strong parents = strong child’, ‘the child is
fragile - depend on their parents’, ‘children - depends on his personality/age: might do it to
please/to reject his parents’. In the ensuing discussion, participants agreed that in some families
the child is used to obeying parents and would expect the parents to decide, while in other
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families the child would expect to have more autonomy. This supports existing literature which
suggests that the extent to which a child engages with the decision making process is
dependent on pre-existing relationships (Pinxten et al, 2008). One participant commented that,
‘it [information on the trial] might well not get to the child if the parents didn’t want to take part
in the first place.”

It was acknowledged that in addition to practicalities, such as the availability of a parent/carer:
‘Parents - time needed/balance other family commitments’, decision-making within
relationships may be influenced by social and cultural context. For example, one participant
suggested that “...there might be some cases where it’s not a mutual decision between parents,
it’s actually the father that gets more of a say or is more involved than the mother. Or in single
parent households you’ve only got one parent who needs to make the decision.’

In addition to the influence of family dynamics and socio-cultural considerations, the law
determines whether only one or both parents are required to consent for a child to participate
in research. For example in Italy and the Netherlands both parents are required to consent,
whilst in Spain, Republic of Ireland and United Kingdom, only one parent is (EMA, 2016). As
representatives from these five countries attended the workshop, their views are likely to have
been heavily influenced by the laws in place in their country of residence.

Interestingly, in our workshop, friendships were perceived to have a relatively low influence in
the assent process, yet Alexander et al (2015) revealed that when adolescents were asked to
consider participating in a HIV vaccine trial, peers were identified as the individuals they would
most frequently talk to, followed by health care workers, family and other adults. As previously
discussed, adolescents enrolling in trials for vaccines against sexually transmitted infections
may be less likely to consult family, hence more inclined to seek guidance from peers due to
the sensitive nature of the trial.

The current model of assent does not acknowledge the pre-existing hierarchies that exist within
most families, and the social content in which decisions are made (Alderson et al, 2006;
Snethen et al, 2006; Miller et al, 2008). Indeed, adolescents are considered in society, to be in
a socially less powerful position compared to the adults (Alexander et al 2015), yet the current
informed assent process seemingly disregards this, and assumes that children and parents will
have an equal role in the decision making process. This can create difficulties for researchers
attempting to enrol children and teenagers in trials, particularly where there is disagreement
or perceived disagreement between parent and child on whether to take part.
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Communication in informed assent

After family dynamics, the group considered problems with communication to be the next
major challenge in recruiting children to vaccine trials. Within this sub-theme a diversity of
issues were discussed, therefore for the purposes of analysis we have further divided this sub-
theme into three topics.

@ Clear and honest communication from the researcher

There were suggestions that the researcher should have a good relationship with the child and
parent, with the ideal scenario being the researcher, child and parents working as a team. The
group also stressed the importance of the researcher being honest about the opportunities and
risks, and providing realistic timescales for the trial. During this discussion, being able to trust
the researcher was emphasised, with one participant describing the opinion of a patient’s
personal, family Doctor as particularly valuable. This is congruent with the sub-theme of
relationships between participant and researcher which emerged in the two previous nominal
groups.

@ Tailored communication for the child

There was a discussion around tailoring the information to respect the age and ability of the
child. This includes the researcher using appropriate language and considering the level and
type of information suitable for children. For example, one participant suggested that there
may be some information that might not be appropriate for children ‘So what do children need
to know? Are there things that are not appropriate for all audiences? Maybe that’s a challenge
because there might be things that parents don’t want their child to know.” Another participant
described ‘moving in the world of the child, and being at the same level as the child’ as a way of
ensuring appropriate and effective communication.

@ Digital communications/social media

The potential benefits of using digital tools was briefly discussed under the comprehension
theme, in that it offers a way to develop informed consent documents that are accessible for
all, however assent was the only theme in which the topic of social media emerged. Therefore,
there appears to be a specific association with social media and younger audiences, with
participants making comments such as ‘Use the social media and communication, especially for
children’ “It’s just that the older generation are used to paper and they [children/adolescents]
use apps and You Tube.’
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Similarly to the comprehension theme, the importance of a child understanding why they are
being asked to take part and why the trial is important, in a way that makes sense to them,
emerged as an important issue under communication. However unlike in the comprehension
theme where this issue was deemed the most important, under the assent perspective, it was
considered to be a priority only after testing understanding and the influence of family
dynamics.

Change in circumstances

In table 6, the sub-theme ranked as the least important was ‘change in circumstances’, which
contained just one issue ‘researcher — what if the child/teen decides to interrupt the process.’
However, during the workshop, the group had a detailed discussion about how the behaviour
of teenagers could influence their recruitment and retention to a trial. For example, comments
included ‘if he is a teenager... for example he might decide to join [a trial] to rebel against his
parents. To do the opposite’, ‘They are at an age where they will easily change their minds and
you don’t know why.’

Whilst the group were in agreement that this was a valuable suggestion, they had difficulty in
agreeing on an appropriate title for this sub-theme. For example, an initial suggestion of ‘age
related issues’ was rejected on the basis that children and teenagers could change their minds
about participation, but their reasoning is likely to be different, i.e. younger children might
prioritise being selected for a school play, whilst adolescents might choose to prioritise new
relationships. As a result it was decided that ‘change in circumstances’ encompassed this
discussion, however it is somewhat ambiguous, and perhaps contributed to it being perceived
as having little importance.

6.4. Theme 4: Gender

What might different genders consider when providing informed consent?

The final nominal group focused on the theme of gender and generated 30 individual issues
which were grouped into eight sub-themes.

As shown in Table 7, the sub-theme of ‘communication’ received the highest score of 59 points
out of a maximum of 72. The average score was 6.6 (SD = 1.2). The sub-theme of ‘relationships’
received the second highest score of 55 and an average of 6.1 (SD = 1.9). As well as receiving
the highest ranking scores, these two sub-themes contained a greater number of issues. This
adds weight to the consensus within the group that communication and relationships were the
most important factors within the theme of gender and informed consent.
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The final six sub-themes will not be discussed in detail in this report, due to the drop off in

scores at this point. However, it is worth noting that whilst all other participants scored

‘contraception/trial’ as the least or second least important priority, one participant gave it the

highest possible score of 8.

The standard deviation of mean scores for the sub-themes discussed within this theme is

relatively low (between 1 and 2.4), indicating considerable strength of consensus on the priority

of sub-themes.

However, there were several indications that participants were less engaged with the gender

theme than the other themes discussed:

Fewer ideas were generated during the round robin stage: 30 compared to more than
50 ideas each for the themes of assent, comprehension and patient expectations. This
may have also been an effect of participant fatigue, as the the gender theme was
discussed at the end of the workshop, which ran for eight hours over a one day period.
During the round-robin and discussion stages, participants continually referred to the
specific circumstances set out in the scene-setter used to introduce the gender theme.
Scene-setters were used in all four nominal groups to aid discussion and stimulate ideas,
but it was only during the gender theme that the scenarios portrayed in the scene-setter
tended to dominate discussion. This may have been partly due to the use of story
boards as the scene setter, which were used because a suitable video, as was shown
for patient expectations and children’s assent, could not be located (although story
boards were used in the pre-read to introduce the patient expectations and assent
themes).

Finally, at the end of the workshop participants were asked to complete an Evaluation
Form to collate feedback on the session. When asked which of the four themes they
found most interesting or useful, none of the participants identified gender and all
identified one of the other three themes.

Participants thus appeared to have difficulty engaging with the gender theme, or found it less
important to the topic of informed consent than the other themes.
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Table 7: Gender: sub-themes shown in order prioritised by participants. Participants awarded the highest possible

score of 8 to the sub-theme they judged most important and the lowest score of 1 to the issue they judged least

important.
Sub-themes Total No. of Median Mean Standard
score individua deviation
(max-72) lissues
Communication e.g. speaking to a researcher 59 9 6 6.6 1.2

of the same sex, potential that men and
women may have different questions about
the trial, opportunities for individuals in a
school setting to ask questions privately
Relationships e.g. should the partner of a 55 7 7 6.1 1.9
pregnant woman entering a trial give

consent? Should one or both parents give
consent for their child to enter a trial?

Decision making for children e.g. not wanting 47 3 5 5.2 1.3
to cause pain for child, decision making for
single parents

Risks to mother/child e.g. risks to pregnant 45 4 6 5.0 2.0
woman and baby, men may be more risk

averse for vaccines for their child if uncertain

of risks/benefits

Decision making in pregnancy e.g. consent 40 2 4 4.4 2.4
needed from father of baby?

Practicalities e.g. which parent will take the 38 3 5 4.2 2.1

child to appointments/deal with any side
effects? Key differences between men and

women
Assumption based on gender e.g. role versus 21 1 2 2.3 1.0
gender

Contraception/trial e.g. should this only be 19 1 1 2.1 2.3

the responsibility of the woman?

Communication

Nine issues were identified as relating to the sub-theme of ‘communication’.

Two issues referenced the impact of gender-based communication differences. Participants
suggested these differences may affect the patient/researcher relationship and noted the
potential benefits of a patient having access to a researcher of the same sex. This was in
reference to the scenario described in the scene-setter in which a teenage girl is being recruited
to an HPV vaccine trial, which is a sensitive situation.
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This is supported in the literature and is comprehensively described in deliverable 1.2 within
Work Package 1 of the |-Consent project, in the report entitled ‘Report on gender and age-
related issues associated with the acquisition of informed consent’. Existing gender-based
assumptions impact the patient/physician dynamic within a clinical setting, influencing both the
way health professionals communicate with patients and the way patients treat health
professionals. Bertakis et al (1995) suggest that female physicians engage in more positive
conversations, they ask more questions and provide more information. Deliverable (1.2) for
Work Package 1 explains that female doctors are identified by patients as being more positive
and tend to be rated as more satisfactory. This view is heightened if the patient is female. At
this stage, it is worth referencing one issue around ‘making gender-based assumptions’ and
attributing characteristics to men and women. This issue was grouped as a sub-theme in itself
and ranked as the second lowest priority but is worth discussing under ‘communication’ as the
two are invariably connected. The discussion focused on the dangers of making generalisations
in relation to the behaviours of men and women, 1 would question whether that [risk aversion]
is even anything to do with gender and whether we should even go down that road to attribute
certain characteristics to certain genders.’

Another participant then went on to suggest that some assumptions regarding the roles
adopted by men and women are grounded in truth. Referencing the scene setter, one
participant explains: ‘It’s quite likely that Holly will have told her mum that [she’s on the
contraceptive pill], but she probably won’t have told her dad. That’s just the way the world works
and it’s unlikely to have been the other way round... There may be things which are shared more
with the female parent, assuming that it’s a couple that’s a male and female, so in terms of
impacting the decision making it may be that mum has more information about the child.”

A study by Alexander et al (2015) supports the view that the mother is more likely than any
other family member to be consulted on medical issues, and this is particularly evident amongst
female trial participants. The most frequently cited reasons for consulting the mother include
valuing her opinion, her knowledge of the medical field and because she is likely to drive them
to appointments.

Participants also put forward a number of additional issues relating to communication in the
scenario of a teenager considering participation in an HPV trial. They highlighted the
importance of providing time and space for the teenager to speak to a researcher and ask
questions in private. They also referenced the discrepancy between the age of consent for
clinical trials and for receiving medical treatment such as the contraceptive pill. The otherissues
were specific to the scenario described in the scene setter and will not be discussed further in
this report.
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Relationships

‘Relationships’ scored as the second highest priority. This sub-theme included a range of issues
and so for the purpose of analysis they have been grouped into three topics; pregnancy,
parental consent and the cultural / social dynamic.

@ Pregnhancy

Participants discussed the controversial topic of consent during pregnancy and questioned
whether it is appropriate for the partner of a pregnant woman to give consent for her to
participant in a clinical trial. One participant felt that the views of both parents should be
considered when the pregnant woman or unborn child is at risk, however minimal that risk may
be: ‘In pregnancy it is important to have consensus from the partner. The partner may feel quite
strongly that they should agree to this as well.

Other participants felt strongly that the pregnant woman’s autonomy must be prioritised. One
participant in particular expressed a concern that the need to formally include the partner
within the consent process could jeopardise the rights of the mother: ‘Can I just flag up that
I’'m uncomfortable that there’s an element of taking control away from the woman about her
body... Women have come a long way in terms of having control over their bodies when they’re
pregnant... It’s the decision making that I’'m uncomfortable about.’

This view is backed up within the principles described by the American College of Obstetricians
and Gynaecologists Committee on Ethics, which explain that consent from the partner of the
pregnant woman is not necessary or ethically justified except in a few specific cases. Consent
from the partner is required when there is more than a minimal risk to their exposure to an
investigational agent, if personal data will be collected on the partner or if the testing of a
partner is required for a woman to participate in a study (ACOG Committee on Ethics, 2015).

Similarly, the Belgian Advisory Committee on Bioethics (2004) has discussed the status of the
partner when a pregnant woman is enrolled in a clinical trial. Whilst some members of the
committee agreed that the autonomy of the pregnant woman must be prioritised, other
members suggested that as pregnancy involves two parents, the responsibility of the father
must be considered. In case of conflicts, participation in a clinical trial should therefore be
denied.

@ Parental consent

An issue identified by one participant referred to a mother giving consent for her child to
participate in a trial despite her husband's disagreement. The group raised the issue of the
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legality around this scenario and agreed that in a stable relationship the partner should ideally
be involved in the decision making process.

As workshop participants were based in five different countries, this must be recognised within
the context of the debate as the number of signatories legally required for a child to participate
in a clinical trial varies between countries. In the Republic of Ireland, Spain and the UK only one
signature is required whereas in Italy and the Netherlands, a signature is required from both
parents.

Another issue referenced the dynamics between a child and their parents and the group
considered whether a child is more likely to confide in one parent over another. A very similar
issue was grouped and discussed within the sub-theme of ‘communication’ / ‘gender-based
communication differences’. Several participants again suggested it was more likely that a
female child would confide in her mother rather than her father, although this was not
unanimous.

@ Cultural / social dynamic

Two ideas within this sub-theme related to the social or cultural standing of individuals within
a relationship and the impact this may have on consent for a trial: ‘Maternal/child vaccine -
family/cultural dynamics may play a part in decision making” and ‘Man - my wife does have a
lower cultural background compared to mine. | fear she doesn't understand what she signed’.
The latter idea generated amusement and conversation about sexism in relationships, but also
acknowledged the fact that in some contexts women are not permitted to take decisions for
themselves.

Women who are not permitted to give consent for themselves and require permission from a
spouse or male relative to participate in research due to cultural factors should be considered
socially vulnerable in research. The CIOMS guidelines explain that researchers need to exercise
special care when recruiting women in these situations for clinical trials (CIOMS 2016,
Commentary on Guideline 15, V4). They need to pay particular attention to ‘the research
design, assessment of risks and benefits, as well as the process of informed consent, to ensure
that women have the necessary time and appropriate environment to make decisions based on
information provided to them’ (CIOMS 2016, Commentary on Guideline 18, V4).
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The participants felt strongly that IC documents should connect with patients, presenting a
clear case for participation and offering a compelling story. They agreed, as a group, that the
example IC document failed to explain to the patient why they should take part in a trial in a
way that is relevant and meaningful to them. This demonstrates a fundamental flaw with IC
documents and represents a significant barrier to participation.

The group agreed that risks and benefits should be presented in a balanced way. They
highlighted an imbalance in the way that potential risks and benefits of participation were
described within the example IC document. The inclusion of excessive risk information was
attributed to the sponsor, in that this information was perceived to be included, not to ensure
that patients were well informed, but rather to reduce the liability of the sponsor in case of an
adverse event occurring. One suggestion for enabling a more balanced view of the risks might
be to include comparisons with the level of risk involved in situations which are more familiar
to patients, such as the likelihood of having a car accident or winning the lottery.

Participants explained that one of the top motivating factors for taking part in a vaccine trial
may be to gain protection from a disease, either for themselves or for their children. This
echoes the consensus that the IC document should clearly show the case for why, presenting a
compelling story, including information to enable potential participants to understand the
disease that a vaccine might offer protection against.

For the participants, trustworthy and clear information is key. This point is relevant not only
within the consent document but also in communication between researcher and patient. The
importance of communication, trust, and the relationship between researcher and patient
emerged in nearly all of the nominal groups.

Conversely, a lack of trust was viewed as a key demotivating factor. A particular instance of this
was the idea raised by some participants that the IC document was written in line with the
sponsor’s interests as opposed to those of the patient. A practical suggestion was that sponsor
information should not appear at the beginning of the document. Participants agreed that it
was helpful to include a statement about ethical approval at the beginning of the document to
show that it had been scrutinised by independent authorities and could therefore be trusted.

The group provided other practical suggestions about improving the structure of the IC
document, such as including a lay summary at the beginning, and/or a flowchart explaining the
what’s involved in the trial and summarising the sections/lay out of the IC document, and the
importance of using simple language and avoiding medical jargon.
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With reference to the theme of assent, a situation in which the child, parent and researcher
work closely as a team was agreed upon by participants as being the ideal scenario within the
consent process. This, however, may be difficult to implement in reality, as the extent to which
a child is involved in the decision making process depends on pre-existing factors such as their
personality, and their role within the family hierarchy.

Tailoring communications for the participant was of particular importance in relation to
children’s assent. Participants agreed that information must be sensitive to both the age and
ability of the child, and use appropriate language. Linked to this, the group agreed on the
benefit of introducing comprehension tests for children to ensure a level of understanding on
behalf of the child. Digital communications were referenced as an appropriate means of
communication with younger people but interestingly, the topic did not appear as a possible
solution within the discussion around comprehension, as has been discussed extensively within
literature (Cummings and Rowbotham, 2017; Stevens et al 2016).

The group felt strongly that a pregnant woman’s autonomy must not be compromised in the
process of informed consent for research. Although this issue was discussed in relation to
concerns around formally including the partner within the consent process, it also relates to
the topic of communication. There are some situations in which researchers need to be aware
of gender issues, depending on the sensitivity of the topic. In certain circumstances, for
example trials of vaccines against sexually transmitted diseases, or involving pregnancy, many
patients may prefer to be seen by a doctor of their own gender. There is also some evidence
that female doctors are perceived as being more likely to engage in positive conversations and
tend to be rated as more satisfactory by patients (Bertakis et al, 1995; I-Consent Work Package
1 deliverable 1.2, 2018).

Despite suggestions that gender influences the doctor / patient dynamic, the group were
uncomfortable about the risk of gender stereotypes being used as the basis for communication
within the IC process. Participants felt that although gender-based communication differences
exist, they are not categorical and it should not be assumed they apply to all females or all
males. In general, this seems to align with Poyatos (2002), who notes that although gender is a
conditioning factor of communication activities, it is not the only or the most important.
Therefore, the group consensus was against tailoring the IC process towards gender and felt it
should instead be better tailored to the characteristics and needs of the patient.
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As not all of the workshop participants’ had personal experience of the full IC process
(including coversations with the researcher) their understanding was mostly limited to the
IC document which was circulated as part of the pre-read exercise. Had the participants all
had the same depth and breadth of knowledge about IC, the issues they raised and
priortised may have been different.

There was a gender imbalance amongst the workshop participants, with seven females and
just two males. This is of particuar significance as gender was discussed as a topic in itself
and may have led to a gender-bias in the issues raised.

As no minors or adolescents were included in the workshop, the participants are unlikely to
fully represent the perspectives of teenagers/minors. This may explain why, within the
context of the assent theme, friendships were considered to have little influence compared
to the importance of family dynamics.

Within the discussion around the theme of gender, participants frequently referenced the
storyboard examples which were shown during the theme introduction. Participants may
have found gender to be a particularly difficult theme, hence their reliance on the scene
setter. Participants were wary of falling back on gender stereotypes in their discussion and
the resulting self-censorship may also have limited discussion.

During the patient expectations section a decision was made to change the ranking method.
This decision was made live during the workshop. It is possible the last minute change of
method was particularly difficult for some participants, who may not have contributed
equally to the resulting prioritisation of sub-themes.

After the first nominal group was completed, time restrictions meant that the combined
ranking scores were not presented immediately after each nominal group, as was initially
anticipated. Instead, the combined scores for sub-themes within the patient expectations,
assent and gender themes were presented back to the group at the end of the workshop.
For this reason the participants were not given the opportunity immediately after each
discussion to change the priority order of the sub-themes.

The workshop ran for eight hours and although there were regular breaks, participants
were fatigued by the latter part of the day. We reported less engagement with the gender
theme and this might have been exacerbated due to it being the final theme of the day.
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11. Annexes

Annex 1: Workshop invitation email template

[-conse Wl'. X Meningitis
~ Research
Foundation

Dear [INSERT NAME],

Informed consent in vaccine trials: your perspective

We would like to invite a representative of [INSERT NAME OF PATIENT GROUP]
to take part in a one day workshop which aims to identify ways to improve
participation in vaccine trials, with particular focus on human papillomavirus
(HPV), meningitis and respiratory syncytial virus (RSV) vaccines.

We are particularly keen to have your input, as an organisation that [INSERT TEXT
ON REASON FOR INVITATION].

This workshop is part of I-Consent, a European Union Horizon 2020
research project which seeks to investigate and address existing
challenges and barriers to informed consent for vaccine trials.

Informed consent is absolutely crucial from an ethical and legal
perspective. Members of the public must be able to understand the
research in which they are taking part, but this is hindered by
cumbersome, bureaucratic and legalistic informed consent

pProcesses.

The I-Consent consortium involves eight partners from four European countries
including academic, public health, medical and commercial institutions.

Meningitis Research Foundation’s main role is to gather and present the perspectives
of 6-10 patient associations from across Europe in an interactive workshop.

59


http://i-consentproject.eu/blog-2/
http://www.meningitis.org/

Topics of discussion may include:

Comprehension of patient information

Issues surrounding children’s involvement in vaccine trials
Fairness in regard to compensation/inducement for participation
Patient expectation and feedback of research results

The objective will be to reach consensus on priority of issues in
terms of their importance and difficulty, and explore potential
solutions, identifying how informed consent procedures can be
improved.

Prior to the workshop, we will ask you to complete a short pre-read
exercise to familiarise yourself with the issues and to inspire discussion
during the workshop.

The workshop will be held in London in March 2018, and all associated expenses
(including standard class travel and accommodation) will be paid.

If you are interested in contributing to improved patient involvement in vaccine trials
against severe infectious diseases, please contact Rosanna Russell on (+44) 333 405
6260 or rosannar@meningitis.org.

We look forward to hearing from you.
Yours sincerely,

fﬁ/ st /?(Lg

Linda Glennie
Head of Research, Evidence and Policy
Meningitis Research Foundation

e Website Twitter

This project has received funding from the European Union's Horizon 2020

research and innovation programme under grant agreement No 741556.
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Annex 2: Pre-read exercise

-consent. Reseasth:

Foundation

[-Consent Workshop

Pre-read exercise

Consartium partners:
|-consantprojoct.ou

A

; % SPARKS
Meningitis = ¥ S (U] [ st dhoms
R o RS | fOR Bmmm | @ @eveawe 3 e Y&co
Meningitis
'-(OV\SEV\‘l'. Research
- .
Foundation

The I-Consent workshop Is part of a European Union Horizon 2020 research project. The project aims to
develop comprehensive guidelines that will improve the way scientists get informed consent from patients
for participation in research. The workshop supports this aim by gathering feedback and perspectives from

patient groups.

During the workshop, you will be asked to draw upon your experience as a patient group representative to
identify issues and challenges relating to informed consent for vaccine trials. The goal is to come to a
consensus on the priority of issues you identify in terms of their importance and difficulty.

The slides in this presentation provide background reading to help you become familiar with ideas about
informed consent and inspire discussion at the workshop. Please read this information before attending the
workshop and answer the survey questions as a summary of responses will be discussed on the day.

Please view these slides as a ‘slide show’ as the presentation contains animations.

This should take about an hour.
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J What is Informed Consent?

Informed Consent is the process through which a person veluntarily agrees to participate in research, after being informed of everything
she or he needs to know about the research. This includes any potential risks and benefits, information on why the research is taking place
and what is expected from her/him. This empowers the person to make a rational and informed decision about participation.

This process typically occurs in two ways; through conversations with the clinical researcher and by providing the person with detailed

information to read. The latter will typically take the form of a patient information sheet or booklet, aiming to describe the study in simple
language, using non-tachnical terms and explaining the risks and benefits of participation.

Why is it necessary within research?

The informed consent process protects research participants from harm and enables them to make their own decisions about whether to
take part in clinical research. However, in tha past, the participation of individuals in clinical research was not always voluntary.

Laws governing the informed consent process have been set over the last 70 years, and now there are national and international

guidelines. Ethical and legal obligations dictate the current informed consent requirements which are now considered fundamental within
clinical research.

Now glick here to watch a short video which summarises the informed consent process and then return to the

presentation

", S

Video clip URL: https://wwwyoutube com,/watch tv=yNYGIKIPbTO&feature=youtu.be

[-consent. veringtis
Foundation

Why is there a need for new guidelines on informed consent?

Recruiting volunteers to participate in clinical trials is a key element in the development of new vaccines and other medicines. Howevaer,
many trials now fail to recruit enough people, which presents a barrier to the development of potantially life-saving vaccines and treatments.

In part, this is because the informed consent process has become highly regulated. Regulation is vital both ethically and legally, but it has

resulted in very long and complex consent documents, full of technical and legal language. Not only does this discourage some participants
from taking part, even those that do consent are often left with a limited understanding of the study.

Why have we invited patient groups to participate in this workshop?

As patient groups, you have a unigue insight into the perspectives and concerns of the people you represent. Your expertise in a range of
areas will enable a broader conversation arcund the issues of informed consent for clinical vaccine trials.

The workshap will provide you with the opportunity to contribute towards the development of European wide guidelines on informed consent
and network with other patient group organisations.
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During the workshop, the following themes will be explored within the context of
Informed Consent:

Children’s
assent

E S

Patient
expectations

@

{ Comprehension

Gender

%

The following slides give an introduction to each of these themes.

|-consent.

Meningitis
Research
Foundation

" What is assent?

Children’s
assent

ES

Assent is defined as the
willingness to participate in
research by persons who
are too young to give
informed consent but who
are old  enough to
understand the study, its
expected risks and possible
benefits, and the activities
expected of them as

| subjects

It's important to consider assent in
vaccine trials because...

Although wvaccines are always tested on adults first, it
cannot be assumed that they will be safe for children.
There is a risk that children could be harmed by
medical interventions only tested in adults.

Many vaccines are specifically designed for use in
healthy children and must be tested on children to
ensure they are safe and effective for this age group.

The age of consent for research is written into law in
many European countries and signifies when a child
is deemed able to give informed consent.

This means that although older children are able to
understand a study, they cannot legally give informed
consent for themselves. In this case, the researcher is
obliged to ask for the child's assent.

In these cases, consent must come from the parent
or guardian although the views of the child must alsa |
be considered. This can cause complications if the views /

"_of both parties are not aligned.
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The age a person can legally give informed consent or assent to participate in research varies by country.

The table below displays the requirements within the five countries where the patient groups attending the
I-Consent workshop are based.

Legal age of Age for giving Number of
consent assent required
signatories
Italy 18 years Case-by-case Both parents
assessment
Netherlands 16 years 12-15 years with Both parents
own signature
Republic of 16 years (for Assent can be given One parent
Ireland clinical trials), from 7 years, or
18 years (for all  according to the
other research) capacity of the child
Spain 18 years 12-17 years with One parent
own signature
United 16 years Assent is not One parent
Kingdom explicitly required.

The explicit wish of a
minor capable to
form an opinion is
considered by
researcher

|-consent. e

Foundation

During the workshop, we're going to be discussing the following question:

What are the challenges of recruiting children to take part in vaccine trials?
Consider how the consent / assent process involves the child, parent and researcher.
What sorts of issues or concerns could each group have?

Please think about the question and write down any ideas you have ahead of the workshop

TS Here are a few ideas to start with: - -
I'd like my chlild e

\ g g be - [ Idontthink )
to be protected - B g { ’ ) I'm very good \
against this |/ Iwantto help - Ilike ; Sﬁ'_'rd‘h:: "I‘-I'S . atexplaining
disease, butisit — ' my doctorand want ) chiictactually ! ([ thingsto kids
NN o safe? J him to like me, I'm | (- ”ta‘fe":‘ad"‘f 2 A= .
He wants to take : e not sure I \ BEMAYY 9
part, but I'mnot = understand, though | B — = =
sure he'll be LC5 TR 4 e ) /“What will I doif
happy withthe — @ o i 3 - the mum says A
b!qod sampling... ( What a lot of \ | yes but the )
— £ 4 appointments... ! -~ childseems
=~ ( will T still have ) o (LN unwilling?
Ty timeto see my 4 = i fo—
\ friends? A =
Parent Child Researcher
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It's important to consider patient expectations in vaccine trials
because...

Patients may want to know how they contributed to the outcomes of the research
and have expectations regarding feedback of the research findings including specific
information about their health. This is often difficult, or impossible, to provide,

Patler!t Sometimes a participant may have unrealistic expectations based on a misunderstanding
expectations of parts of the study.

@ In the case of some therapeutic trials (such as trials for cancer treatments), the patient
may expect major health benefits, such as extended life expectancy or relief of
symptoms.

In waccine trials, the individual risks are relatively low but the perceived immediate
health benefits to the individual may also be. Some parents will enrol children in a
vaccine trial against a disease they fear, such as meningitis.

Therefore, the motivation to participate in a clinical vaccine trial may be more altruistic
in terms of contributing to the health of society.

Financial inducement is considered ethically unacceptable as it may override true
| informed consent for people affected by poverty, or for older children and young people
. with limited judgement. As a result, any financial rewards must be limited to /
" compensation for travel, time and inconvenience, g
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During the workshop, we're going to be discussing the following question:

When deciding whether to take part in a vaccine trial, participants will have certain expectations.
What might encourage them to take part and what might put them off?

Please consider the question and write down any ideas you have ahead of the workshop

Here are a few ideas to start with (both realistic and unrealistic):

'd have to take Y Therears / Thedoctorswould ™\ Ciirfindout “Evén if I don't
I:uqf:: tlgtt:lfm Al o repeateerg hreeakh \ . visitme at home, A L ifthe vaccine || Dbenefit, in the
A time off workto . / checks,so Lwill | wihich Is great as ) ( is actually } future this
( take part and 1 )\ learn a lot about . It always so hard r protecting / vaccine might )
wouldn'tbe { mybabys ) | to get a Dr's } ‘ me? (T helpprotect |-
-+ reimbursed very ‘., health — ‘g Ppointment! X ¢ -, - other people
) much 2 e o R s 3 - B = D, R
R o e N — ] [ i ame G s
R T TR < P C o~ ' { How risky
If this menirgitis ™ : o P e 0 I:nt:II:
trial Is successful | (" Will find out =g
the vaccine will N by = A <
( what impact
be offeredto ) @ this recaarch )
anyone who |

‘ 2 L
__wants It for free has : }
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I-consent.

It's important to consider gender in vaccine trials because...

Medicines and vaccines are routinely trialled in men, women and children to ensure
they are safe and effective within the specific group they have been designed for.
Gender However, until recently pregnant women have been excluded from clinical trials to
avoid the additional legal complexities around safeguarding the unborn child. For the
same reason, women participating in clinical trials are required to take
contraceptives and may be asked to provide pregnancy tests throughout the course
of the study. These contraception reguirements are often out of proportion to the
actual risks of a study.

As more vaccines are being developed specifically for pregnant women in order to
protect newborn babies, vaccines increasingly need to be tested in this group.
Usually, consent to these trials is only required from the pregnant woman herself. Some
people believe that if there is a significant chance of benefit or harm to the foetus,
consent from the father should also be obtained. Others argue that this could
interfere with a woman's right to make independent decisions about her healthcare.

 Similarly, the Human Papillorma Virus (HPV) vaccine for preventing cervical cancer was
. tested on girls as they are the priority target.

-
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During the workshop, we're going to be discussing the following question;
What might different genders consider when providing informed consent?

Please consider the question and write down any ideas you have ahead of the workshop. In may also help to ask a
member of the opposite sex for their views.

Ifvaccinesdre

A 1t will probably ba ™, supfzfii:g::n,fafe .. Here are a few ideas to start with: o
( me that willtake | \ — — ¥
! amen, why da 1 < . .
A our daughter to N oave to e of B L ¢ Whydon't 1 ) e —
. ) aif that I have to | contraception My B
/ intment — i \ ! - regnant wife
appointments as qontraception? . 9o on the women In the slg‘;gd '-?Pm o

my partner works
i fulltime

-~ contraceptive pill,
I'd rather use a
different method __

£

. same trial do?

because she wants our
baby to be protected
_ against RSV when he's ™
born, but I'm werried,
whocan I talk to?

[ Idont want to
talk about
STDs witha
male doctor

My partner won't

want me to take part
Inthis trial as I'm

_ pregnant, but it's me

that would get the
vaccine, so it's up to
| me to declds

/7 My partner gave
\ censent for our
child to participate
in a trial, but my -
epinien is also

Impartant |

A

— A
— S
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[ Comprehension

~ It's important to consider comprehension in vaccine trials because...

The informed consent documentation used for clinical trials has become tightly
regulated and highly legalistic

This has led to the introduction of longer and more complicated consent
documents, incorporating technical and legal language, making them less likely to be
read or understood.

As a result participants often have a limited understanding of study information
even when they have signed a consent form. Decisions around participation may be
driven more by trust in the doctor or by a deference to authority than by the
information provided.

In addition, informed consent documents are usually developed by medical
professionals / researchers whose focus is on what information needs to be
presented, rather than how.

Physicians tend to receive little training on how to communicate with participants
and often misinterpret the requirements and legal standards of informed consent |

. themselves.

For optional further reading, please see Christine Grady, at el. (2017) Informed Consent, The New England Journal of Medicine; 376:856-867, accessible here:
http:/ fwwwne|m.org/dol/full/10.1056/NEIMral603773

|-consent.
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How can comprehension levels be improved?

Comprehension tests |

It has been suggested that participants’ understanding of a trial should be tested to ensure that their
informed consent is valid. But how should this best be done? And how might this affect participation?

Interactive and/or Digital Informed Consent Documents

Information technologies, such as apps, tablets and smartphones, could help modernise and improve
the informed consent process. Information could be presented in more engaging ways through the
use of creative graphics or interacting with participants via online discussions.

This approach could also provide a way of assessing patient’s understanding of the process on an
ongoing basis.

In theory, these technologies should allow for an improved informed consent process. However, the
drawbacks of using digital tools should also be considered — including how they might help or hinder
the researcher in ensuring that information is important and relevant. Interactions need to be brief,
engaging, and informative about risks and benefits in a way that users can easily appreciate. There is
. also a risk that those who are less tech savvy or who do not have a smartphone will be excluded
. from participation.
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During the workshop, we're going to be discussing the following question:
What features of the informed consent process may make it difficult to understand?
Please consider the question and write down any ideas you have ahead of the workshop
Here are a few ideas to start with:
i Us}ngcamputers . V% ldslt{wngal tratdl \ 2o A These consent’ ¢ e
L makes me anxious, |/ ontunderstand = Whycantl = | documentsare | STy
T'd rather take the vl the technical ) i ]us‘y s \ solong - 1 , fuﬁ: okl :rg:t ‘
document home and ) ../ languageinthe - - on my won?t = A len db ; !
~  then chat to the consent document? /| phone? —{  remember all I ;‘ uence: » vl
_ researcher about it = o oy e [~ Theresso | N\ Ahis Information, 20:-:?:}1‘;:3‘;?1
o A A Ifeel quite O B '_m_m,h PP i = \

) - o\ won't give me
( pressuredto just | = y = [ ) "= unbiased advige _
o i make a decision. " - ™ - (%) g

- I've already wasted ) = > . NG YN
o — . O) The researcher L
1'd lika to speak to y the researcher’s - - S

{ the other ) N time asking so | ( “:deld al Iot of
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really nervous
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We'd now like to show you a real-life example of a patient information sheet which you can access here.

Please read the patient information sheet in full. This should take approximately 20 minutes.

After reading this document, we'd like you to complete a survey to provide feedback on comprehension levels.
This should take approximately 15 minutes.

Click here to begin the survey.

Please note that the findings of this survey will be presented during the workshop to introduce our discussions about the
informed consent process. The findings will be aggregated and your responses will remain anonymous.

Patient information sheet URL: http://www.meningitis.org/getmedia/e525a70a-3233-4ed4-5173-Tad271e2277b/0OVG-Developing-vaccine-to-prevent-RSV
Survey URL: https:/fwww.surveymonkey.co.uk/r/HBW2]
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You've now completed the pre-read task.

Thank you for your time. We look forward to seeing you at the workshop!
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Annex 3: Example patient information document

orford Voo Oxford Vaccine Group
0 "1’% University of Ciford
0 =) Centre for Clinical Vaccinology and Tropical Medicine,
§ Churchill Hospital, Headington, Oxford OX3 7LE
L5 Telephone: 01865 611400 info@ovg.ox.ac.uk  Wwww.ovg.ox.ac uk

Study information booklet

Developing a vaccine to prevent RSV, a cause of serious
respiratory infections in infants

The O=ford Vaccine Group wonuld like to invite yous child to take part in a study to nndesstand the
safety of a new respicatory syneytial virus (RSV) vaccine.

This stidy is being ma by the Oxford Vaccine Group in collaboration with Janssen a
pharmacentical company of Johnson & Johason whe make vaccines. The overall aim is to develop 2
vaccine that prevents BE5V disease.

The O=ford Vaceine Gronp 15 part of the University of O=ford and is an independent research team of
doctors, mirses and play assstants. We carry out research shadies of new and improved vaccines for
babies, young children, teenagers and adults and teach doctors and marses about immmnisations. In the
past 5 years alone, over 7000 participants :n the Thames Valley area have taken part in our research
stndies.

EBefore you decide whether to take part, it 15 important for you to naderstand what the study is about
and what participation wonld inveolve. Please take time to read the information carefully, and discnss
with others if yor wish. If anything is unelear or yon would like further information, please contact the
study team.

Thank vou for reading this. You will be given a copy of this information to keep.

Profocol VACIBIP4R5V2001 A Randomized, Double-biind, Phase 1720 Study fo Bvauate the Sofety, Tolerabiity ang
Immuncgenicity of A226 RSW_preF in Adulfs 18 1o 50 Years of Age and RSV-Sercpositve Toddlers 12 fo 24 Montns of Age
IRAS |D: Z26B89 REC 17/5C/0462

Parenit/Legal Guardian Clnical Information & Permission Fom Paoge 10f14

Site version 2.4 23-+ov-2017(Based on UK Master Clinical Parent/Legal Guardian Infomnation & Pemmission Fomn Version 4.0, dated

2F-SER-2017)

Quford University Hospitals !; ':F] Oxfard Bomedical Ressarch Centra [NHS]
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Summary

We are researching a new vaccine against resperatory syneytial wims (R5V), a lughly infections respiratory
(lnng) illness which i= a common canse of infection in infants and can canse seroms acute illness,
hospitalisation and in some cases death. Despite the high disease burden, no hicensed vacemne is ensrently
available for SV,

What do we want to know? — This stady is researching a new vaccine called Ad26 RSV preF. The
main pugpose of this study is to check that the vaccine 15 safe. We will also measure how your child’s
immune system responds to the stndy vaceine.

¢ How are we going to do it? — Across the study twelve healthy adults and 36 children aged 12 to 24
meonths will take part. They will receive either the new vaccine Ad26 RSV preF or placebo (3 salt water
injection). Participants will recerve the study vaccine on 2 occasions, with 9 routine visits from a nmrse
of doctor, fonr blood tests and phone calls every 14 to 30 days over 1 year.

Vaeccines will be grren at your home, and you will be provided with 24 hour contact details for a study
doctor

A description of this clinical trial (research stndy) will be awailable at http:/ /worw. Clinical Teials gow as
required by laws governing onr studies. This Web site will not mclede information that can :dentify
yvour child. At most, the Web site will inclnde a summary of the study results. You can search thus Web
site at anv time.

Why has my child been invited ro tale part?

You have been approached becanse your child is 12-24 months old and yoi live in an area where the
study 15 being carned out. This booklet may have heen posted to you by an INHS database. Please note
that nnless vou have previonsly been in contact with us about this stady, the Oxford Vaccine Group has
not beea given voue child’s name and address. Taking pact in this stndy is voluatary and if you do not
want your child to participate you do not have to reply to this invitation.

Whart is respiratory syncytial virus (R5V)?

Bespiratory svncytial vams (B5V) is a highly infections respiratory vims (germ) that infects the hags and
breathing passages. In children B3V infection typically ccones at least once a year and in adults every 3-5
years duang the winter season. RSV is considered to be one of the most immportant canses of serions
acute respiratory dlness in infants and children nnder 5 vears of age. Cluldren nsnally experience mild to
moderate cold-like symptoms and recover in a few days to a week. However, some infants require hospatal
admission and sometimes need a ventilator to help with breathing. In a small number of these cases, RSV
can resnlt 1n death. RSV disease is also assocated with persistent conghing and recncrent wheeze, Despite
the high disease burden, no heensed vaccine 15 avadable for RSV,

What are we studying?

In this smdy, we are interested in learning more about an investigational vaccine designed to protect
agmnst 5V disease. Investigational means that the study vaccine is not yet licensed for nse in the UK or
elsewhere.

Protocol WACIE1R4R5VI001 A Randomized, Doubie-biind, Phase 1/2g Study to Evolwate the Safety, Tolerobiity and
Immuncgenicity of A226 RSV preF in Adulfs 18 fo 50 Years of Age and RSV-Sercpositve Toodlers 12 to 24 Montts of Age

IRAS |D: 228689 REC 17/5C,/0462

Parent/Legal Guardian Cinical Information & Permission Form: Poge zof14

Site version 2.4 23-+ov-2017(Based on UK Master Clinical Parent/Legal Guardian Infomnation & Pemnission Fomn Version 4.0, gated
29.5ER-2017)
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Vaccines stimmlate our immnne system to help protect against infections. If a child or an adnlt comes
into contact with an infections disease aganst which they have been vaccinated [or “immmnised™), their
body will be able to recognise and fight the disease. This 15 known as an immune response. Without
vaccines, people are at increased risk of catching many serons diseases.

We are interested in stndying 2 new vaccine, Ad28 RSV preF. The main puspose of this stady is to see if
the stndy vacecine 1s safe (if 1t canses any side effects) and how people feel after the vaccine (“tolerability™).
We will also measuge vour child’s body’s immmune response to the study vaccine. In this study, some
particzpants (adults and toddlers) will recerve placebo instead of the stndy vaccine. Placebo given in this
study will consist of sterile saline for injection, with no vaccine in it.

The Ad26.RSV.preF vaccine is made from a vims called Adenowvims. This vims is commen in everyday
life and can canse colds and respuratory infections. However, the adenowmims used in this study vaccine
has heen weakened so that it cannot nmltiply and canse a respiratory infection and therefore 15 expected
to be harmless to humans. The vaccine inclides certain parts of the DINA from the RSV vims. DINA is
a natural substance found in all lving things, inclnding people and mimses. When the study vaccine is
injected, the vaccine will tell the body to make small amounts of a protein normally made by RSV, We
will then see if vour child’s body develops an immmune responses to these B5V proteins nsing hlood tests.
This is the first ime that Ad26 B5V.preF will be given to children, however this vaccine has been given
to 48 adults over 65 years in a previons study. This study raised no safety concerns. In addition to thas
the raccine will be given to 12 more adnlts at the start of this stndy.

In the 1960s different vacecines in which the whole BE5WV vims was chemically inactivated were developed.
These indnced an inappropoate imomne sesponse in infants withont pre-existing immune antibodies
(seromegative) and increased the sevemty of the ESV respiratory disease in these infants instead of
protecting them. This was not observed with vaceines based on live, but weakened, -versions of the RSV
wims, suggesting this problem is not seen with all 5V vaccines. The data in ansmals immunised with the
Ad2e ESV preF vaccine being used in this stady are reassuning, showing an appropreate immnine response
and protection against disease. As part of this stady yonr child will be closely monitored for resperatory
infections.

Who can take part in the study?

The study will take place over three sites in the UK (O=ford, Manchester and Southampton). A total of
36 children and 12 admults will be enrolled in Ensope.

We want to recout children who:

Are 12-24 months of age

were not borm prematige (before 37 weeks gestation) or below 2 5kg

Have recerved their routine vaccinations

Avre in good health without any siguficant medical dlness

Have previously had an RSV infection (e.g. a congh, cold or bronchiolitis). This will be most children
aged 12 to 24 months, but will be confirmed by a fingerpock blood sample checking whether yonar child
is RSV ‘seropositive’.

What happens in the study?

The study consists of
-  Vaccnation with 2 doses of Ad26 E5V preF or placebo 1 month apast
- Elood tests and nose swabs

- Completion of a symptom diary for 7 days following vaccination

Protocol WACIE1R4R5V2001 A Randomized, Doubie-biind, Phase 1/2g Study to Evolvate the Safety, Tolerobiity and
Immuncgenicity of AQ26.R5V_ preF in Aduls 13 fo 50 Years of Age and RSv-Sercpositive Toddlers 12 fo 24 Months of Age

IRAS D 228659 REC 17/5C,/ 0462

Parent/Legal Guardian Cinical Information & Permnission Fom: Paoge 30f14

Site version 2.4 23-+ov-2017|Based on UK Master Cinical Parent/Legal Guardian Infomnation & Permission Fomn Version 4.0, Sated
29-5EF-2017)
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- 7-9 visits at home over a 30-week period, and regnlar phone calls
- We wnll also ask yonr pernussion to access information about the mother’s vaccination through
medical notes.

In this stndy, your child wonld be randomly allocated to receive either Ad26 RSV preF or placebo by
chance (like flipping a coin). This 15 a double-blind stndy which means that neither yon nor the Study
Doctors and clinical staff (apart from those who adaunister the stidy vaceine) will know whether your
child has received the study vaccine or placebo. In an emesgency vour study doctor will be able to find
ont which treatment your child has recerved.

Tom or the stady team wonld not be able to inflnence which vaccine your child 15 given and you wonld
not be told what your child had recerved untd after the end of the stady.

The study design is shown below.
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Cither things that will happen dudng the study are listed below:

Information
Collection of information about your child such as medical history and detads of any medications they are
cucrently taking or have taken in the past.

Protocol VACIEIR4RTVI001 A Randomized, Double-biind, Phase 1/2a Study to Evalngte the Safety, Tolerabiity and
Immuncgenicity of Ac26 RSV preF in Adults 18 to 50 Years of Age and RSY-Sercpositive Toddlers 12 fo 24 Months of Age

IRAS D 228689 REC 17/5:C/0462
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Vital signs
The study doctor will measnce your chdd’s height. body weight, heart rate, breathing rate and body
temperature. The study doctor will also condmnct a physical examination and general health check dudng
the study.

Blood tests

In order to nnderstand the effect of the vaccines, youe child will have 4 blood tests through the study. The
first blood test will be to assess your child’s antibodies against RSV (serostatus) and subsequent tests will
be to determine your child’s response to the vaccine. We will take up to 5ml (a teaspoon) of blood.

In order to minimize any distress caused by the procedure we will:

-Use anaesthetic cream to help numb the skin (provided before visits with explanation of use). This will
not be used for ‘fingerprick’ blood tests.

-Provide a play assistant to be present at all blood test visits to help disteact your child

-Only have a maximum of 2 attempts at obtaining the blood, and you would have final decision to proceed
with 2nd attempt :f 15t attempt was nasuccessful.

Nasal swab

If youe child experiences respiratory symptoms, we will do a nose swab to test for the RSV vims. The
swab will look Lke a cotton bud on a flexible wice. We will tilt your child’s head back and then pass the
swab towards the back of the nose and rotate it gently (area indicated on diagram below). This feels a bit
tickly in the nose but will only take a few seconds.

Pictwre modified from: Shak, JR., Vidal, J.E., & Klugman K P. 2013. Influence of bacterial
mteractions on preumococcal colomzation of the nasopharynx. Trends in Micro. 21:3 pp 129-135

Diacy

Following vaccmation we will ask you to complete a diacy for 7 days in ozder to record any reactions
following vaccination.

Based upon your child’s medical history and tests done duging screening the study doctor will decide if
yousr child can participate on the study. Should there be aay abnormalittes found duang the screening
process, these would be discussed with you and a recommendation to follow up with your child’s GP
would be made. With your agreement, we would also contact the GP to repost any findings.

Medications
At each visit the study doctor/mmsse will review yous child’s medications (if they are taking any) with you
and ask you about any s:de effects.

Protocol VAC18194R5V2001 A Randomized, Double-biind, Phase 1/2a Study to Evouuate the Safety, Tolerabiity ana
Immuncgenicity of Aa26.R5V_preF in AduIts 18 to 50 Years of Age and RSV-Seropositive Toadlers 12 to 24 Montns of Age

IRAS |D: 228889 REC 17/5C/0442
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How will your child receive the smdy vaccine?

If you decide for vour child to take part in fhus study, vom also agree that they receive the study vaccine as
directed by the study staff.

The stidy vaceine is given via an injection. The needle is pot into a mmscle of theic leg. This will be done
2 times during the study.

What are the side effects of any treatment received when taldng part?

Potental Discomforts, Side Effects, and Risks Associated with Ad26.RSV.PreF Vaccine

The Ad26 RSV.PreF Vaccine has been sindied in the laboratory and in animals. The active vaccine
component of Ad26 SV preF waccine has also been admimistered once in an ongoing clinical toal to a
total of 45 persons greater than 60 vears of age and has been shown to be generally safe and well tolecated.
Wacecines similar to the Ad26. RSV PreF Vaccine have been administered to a bmited ammber of hnman
volunteers in clnical trials of vaccines designed to prevent RSV and other diseases including HIV
(Human Imamnodeficiency Vims infections), Ebeola and Malaria. These vaceines have been shown to be
generally safe and well tolerated.

Local symptoms at the injection site (moderate mject:on site pain and tenderness, and moderate to severe
redness at the imection site] and body symptoms (headache, chulls, joint pain, omscle pain,
tiredness,/generally not feeling well /fatigne and fever) have been previously seen with the HIV, Ebala
and Malaria Ad26 vaccines.

In two recently completed chmical trials, 59 volunteers received 70 doses of an earber version of the B5V
vaccine (Ad26 RSV FAT). This vacecine was very similar to the cnrrent version (Ad26. RSV PreF) vacecine
used in this toal The only reported local spmptom was injection site pain (mild to moderats) except for
one case of mild swelling. The repoded body symptoms were mostly mild to modecate. Those more
frequently seen following Ad26 RSV .FA2 compared to placebo were chills, headache, tiredness/generally
not feeling well /fatigre, joint pain, amsecle pain and fever.

All vaccines can canse side effects. Problems that are not expected mav anse and they may be Lfe-
threateneng. If your child has any side effects or problems during vour participation in this study, von
shonld let your child’s stidy doctor know right away. There may be nsks with the nse of Ad26. RSV PreF
vaccine that are not yet known. Sometimes doring a stady the sponsor may leam new facts about the
study vaccine. It is possible that this information mught make vou change your mind about having your
child in the study. If new information i= discovered, your child’s study doctor will tell yom abont it right

AWAY.

Protocol VACIEIR4RSY2001 A Randomized, Double-biind, Phass 1/2a Study to Evoluagte the Safety, Tolemabiity and
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What are the possible benefits, disadvantages and risks of taldng part?

Benefits

There is no kaown medical benefit to your child from being in the stndy. By taking part in the stady your
child may help futire patients to prevent severe B5V.

Risks and possible side effects related with vaccination in general

General Risks Associated with Vaccinaton: There may be arm discomfort, pain or soreness aronnd
the injection, brusing, swelling or redness at the site of injection. These reactions may ocenr with all
types of mjections. It is also posszible that your child will get a fever, chulls, rash, aches and pains, mmscle
pain, nansea, headache, and fatigne (feeling tired). The sde effects nsally last 458 to 72 hours, Barely,
people may expenence more severe side effects that limit their normal activities or make them go to the
doctor.

It is rare, but yonr child conld have an allergic reaction to a vaccine, inclnding a rash, hives, or diffienlty
breathing, itchuing, and swelling of lips, tongne or face. Allergic reactions can be life-threatening;
therefore, the study staff will watch yous cluld for at least 30 aunntes after each injection. You shomld tell
your study doctor if your child has ever had a bad reaction to any injection or vaccine. The research
doctors and nnrses cacry all necessary medication to treat serious allesgic reactions. If you think yonc
child is having a severe allerme reaction after your doctor or anrse leaves, contact the emergency aumber
and seek medical attention immediately.

Side effects from tests:

Blood tests: Taking blood may canse bmising at the place where the needle goes into the skin. Fainting,
and in rare cases infection, may ocene.

Nasal swah: Yonr cluld mav experience some shight discomfort or tickling in the nose while this procednse
15 being done.

Before participating you should consider if this wall affect any insurance yvon have for your child (e.g

travel insurance, povate medical insnrance) and seek advice if necessary.

Will I be compensated for travel and inconvenience?

Tom will not be paxd to participate in the study. However for where home visits are not possible we will
reimbmrse travel costs and meonvemence np to a mammum of £45.00 per wisit.

If vou wish to take part

If you are interested in vour cluld taking part, a member of the study team will disenss the study with
you in more detail via the telephone. We will then agrange an appomntment to meet yon at vour home, at
yous convenience, to answer any further questions that yon oy have, check yonr child’s health and
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complete the consent form if you wish to proceed with the stdy. The first appointment should last
aronnd one and a half hours, and all following appointments betwreen 30-45 mamtes.

Ton will alse have 24hr telephone access to a study doctor shonld yon have conceras relating to the
study. We will let your GP, health misitor and child health department know that yonr child is taking
part in the stndy.

What are the alternatives to taldng part in this study?

Taking part in this research s completely voluntary and if you decide to say no it will not affect your
child’s regular care in any way. Yons child does not have to be in this research study. You are also free
to change yonur mind and withdeaw your child at any time without giving an explanation. It will not affect
your child from getting all the care, medicine, and equpment they should be getting.

What will happen to any samples my child gives?

Samples are any fhud (e.g., blood, nasal secretions) collected from yomr child in this study. The samples
we take for this study will be labelled with a study number and tested anonymonusly in certified
laboratones. Yonur child’s samples may also be shased with research partners for scientific research
purposes. Before shanng with research partners, vour child’s samples will be labeled with a code number
that 1s different from your study number. Yonr child’s samples will not contain any personal :dentifiers.
Some or all of your child’s samples may also be kept and nsed for up to 15 years. This will allow for the
scientific research descobed above to be done in the fotare as new discoveries are made. Samples may
be transferred ontside of the UK and EU for tests from labs with specific experience. The sponsor will
ensuge that your samples are kept securely. Your child’s samples will be destroyed no later than 15 years.
You will not be informed when they are destroyed.

You can withdraw your permission for yonr cluld’s samples to be nsed for future research. In this case
your child’s samples will be destroyed only after thev are no longer needed for the main smdy. Yom
wonld need to tell your child’s study doctor that yon are withdrawing your consent for yonr child’s
samples to be nsed for futare research. This can be done at any time, for any reason.

Yonr child will not be paid for any use of the samples, results, or inventions made from research on
them Yon are providing youe child’s samples for nse by the sponsor. The sponsor (and research
partners, where applicable) plan(s) to own the use of the results, treatments, or mventions that can be
made from this research.

What happens when the smudy stops or if my child stops the smdy early?

Ciace all participants within the study have completed their relevant wisits the study will continne for
several months for the analysis and interpretation of the findings. Once complete, a pubkeation will be
written and published. Following this, we will notufy von of the results and provide a link to the published
paper. This whole process can take anywhere from one to three years after completion of all study wsits.
All publications arising from onr stndies are listed on the O=ford Vaccine Gronp wehsite.
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Yonr child’s study doctor has the nght to take your child ont of the stndy at any time with or wathont
your agreement. The sponsor has the right to direct your child’s study doctor to take your child out of
the study at any time with or without your agreement. These decisions will be made if

It 15 1n vour child’'s best medical interest to stop their participation

Yonr child needs treatment not allowed in this stedy

Instmichions are not being followed for your child’s participation in the stndy
The study is cancelled

If yonur child stops the stady early, we wonld ask to arrange a visit as soon as possible to have final tests
done. Blood samples for safety laboratory and imonne response testing may be collected. Also, a nasal
turhinate for imamne testing may be collected as well if the early emit is witlhun 14 days of the previons
Taccination.

If your child stops the study eardy, his//her blood samples will contine to be analyzed as deseribed in this
form naless you specifically ask for his ‘her samples to be destroyed. This is to protect the quality of the
study. The stndy doctor will contact you 6 months after vonr child’s last dose of study vaccine. He/she
will ask if there were any side effects. This information will be added to yonr child’s study record. The
sponsor will not collect any new information from yonr chald.

What if relevant new information becomes available?

Sometimes we get new information about the stndy vaceine that might be relevant to this study. There
mav be gsks with the nse of Ad26. RSV PreF Vaccine that are not vet known. If that happens or if the
study is stopped for any reason, we will discuss it with vou as soon as possible as this information might
make you change your mind abont your cluld being in the stedy. We will wrte to your GP with
information about vou and your child’s continning care. If your child stops the study eardy, your agree
not to mit our nse of your child’s stndy information.

What if there is a problem?

If you feel that your child has been inpured or has become il as a result of your child’s participation in
the study, immediately contact vonr chald’s study doctor.

The Sponsor will provide compensation for injnry cansed by taking pact in this study in accordance
with the mudelines of the Association of the Botish Pharmacentical Industry (ABPT). Broadly speaking
the ABPI gudelines recommend that the Sponsor should compensate yonr child withont yon having to

prove that it is their fanlt or go to cont.

The Sponsor will pay compensation where the injney is serions and persistent and probably resnlted
from:

A dmg bemng tested or adounistered as part of the study protocol;
Any test or procedure your child recerved as part of the study that your child would not have
nadergone but for taking part in the stady.

The Sponsor has agreed to be bound by the ABPI guidelines. (Please ask if you wish more information
on this or go to the ABPI webszite at mow.abpi.orguk)

Protocol VACIEIR4REVI001 A Randomized, Double-diind, Phase 1/3g Study to Evoloate the Safety, Tolerabiity and
Immuncgenicity of A224 RSV preF in Adulfs 13 to 50 Years of Age and RSV-Seropositive Toddlers 12 fo 24 Months of Age

IRAS ID: 226887 REC 17/5C5,/0462

Parent/Legal Guardian Cinical Information & Permission Formm: Pags 7of 14

Site vesion 2.4 23-+iov-2017(Based on UK Master Clinical Parent/Legal Guardian Infomnation £ Permission Fomn Version 4.0, Sated
25-SEP-2017)

78



The Sponsor will not pay the costs to test or treat a condiion or injnry that is not elated to the study
dmg, or stndy procedure, or for expenses related to the normal progression of a pre-exmisting medical
condition or an nnderlying disease. In no event will the Sponsor pay for treatment for injrry or illness
that is not a result of the stady.

The Sponsor will maintain insurance for clinical research as requiced by local law and regulations.

To help avoid injury, it is very important to follow all stndy directions.
The above statements do not Lmit vour child’s legal rights.

What if I wish to complain?

If you wish to complain abont any aspect of the way in which yon have been approached or treated
during the conrse of this study, you should contact the O=ford Vaceine Group on 01865 611400 or email
arflevg. oo e k. Yo can also contact the University of Oxford Clinical Trials and Research Governance
(CTRG) office on 01865 572224 or email the head of CTRG, Heather Honse ctegf@ladmin ox.acnk.

Will my child’s taldng part in this study be kept confidental?

The Sponsor will nse the information collected abont yons child for the prusposes of the study and for
scientific esearch. The Sponsor may also nse this information to apply for permission to sell the vaceine
in some conatries. The information will be stored both on paper and on computer, without identifying
yous child by name. To protect your ehild’s peivacy, the information will be labelled with a code mmbes.
If the resnlts of the study are published, your child’s identity will be kept confidential. By signing this
form, you are permitting this use of your child’s information.

The study doctor will keep yonr child’s personal medical records and a list that links your child’s name to
their code number for at least 15 years.

Regnlatory authorities, WNHS R&D) department representatives, employees at the study site and
representatires of the Sponsor will be able to access this list in order to compare and check the study
information collected about your chuld with information in your child’s medical records. As far as the
lawr allowrs, your child’s medical records will not be made public. By signing this form, you are allowing
direct access to vonr child’s medical records by those whao have legittmate reason to look at them.

The information collected may be sent to other members of the Sponsor’s gronp of companies, to
contractors working for them and to regmlatory anthonties. MNone of this information will contain your
child’s name. It may also be sent to some conatres ontside Europe that mav not have the same level of
data privacy protection as Enzoper The Sponsor will protect your child’s povacy as fac as the law allows
and will keep and supervise the information collected abont yonr child only for as long as needed.

Yom can arrange with the study doctor to see the information collected abont your child, and you can ask

for any mustakes to be cocrected. If your child leaves the study at any time, the Sponsor may still use
your child’s information collected 1p to that pount, as the law allows.

Involvement of the General Practidoner/ Family Doctor (GP)

We wonld like vour pernussion to contact the doctors your child sees regulacly (GF) to let them know
that your child is taking part in this stady. It is important for all vonr child’s doctors to know that yone
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child may be receiving an investigational vaccine. We may also need to contact vour child’s GP to request
their vaccination history and medical history to check if they meet onr inclusion/exclusion eriteria for
the study.

Who is funding the research?

anssen Vaccines & Prevention BV, a centical compary e ¥ in ¥
Vaccines & P ion B.V, a pharmacentical pan ted by in the UK by Global
Clinical Operations UK, Janssen Research & Development
50-100 Holmers Farm Way, High Wycombe, Buckinghamshire, HP12 4DP

A pharmacentical company that makes vaccines are funding the Oxford Vaceine Group to nndertake thas
research The sidy investigators do not have financial conflicts of interests with the study fandec.

Who has reviewed this study?

All elinical research is looked at by an independent group of people, called a Research Ethics Committee
to protect your child’s safety, rights, wellbeing and dignity. This study has been reviewed and given
favonrable opinion by Sonth Central Beckshire Research Ethics Committee.

What do I do now?

You do not need to make a final decision straight away. Please contact us by:

Tel: 01865 611400
Email: info@lovg.oxacnk
Website: http:/trials. ove. ox.ac uk'tnals/rsv-vaccine

Members of the research team will be happy to disenss the stiedy with you and answer any questions you
mav have. Alternatorely, you can complete the reply skp and retnmn it in the pre-paid envelope provided.
Yon are welcome to tick the ™o” box below and provide feedback if you wish.

A posteard reminder would be posted to vou in two weeks’ ttme. If we do not hear from von after thas,
we will assume that vou do not want to take part in the study. If von do not wish to receive inwitations
of this kind in the future, please contact the NIHE CEM: Thames Valley and Sonth Midlands — Primary
Care team on:

Email optont trsm@nihr acuk, Phone: 01865 223295

Address:

Crptont TWVEM

INITHE. Clinical Research Network: Thames Valley 8z Sounth Midlands

TVCHN Offices, Block-8

Nnffield Orthopaedic Centre

Windmill Boad

Headington

Cr=ford O3 THE

Flease provide your child’s full name, date of hirth and posteode, if you do not provede all data it is
diffienlt to ensuge you are removed from fture mail onts. Posteard reminders are sent two weeks after
the initial invitation. There is a possibility that your response and the posteard remunder may eross in
the post. We apologise if this is the case.
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Conrtact

O=ford Vaccine Group
Centre for Clinical Vacecinology and Tropical Medicine (CCVTA)
Chnrchill Hospital O=ford OX3 TLE
Tel: 01865 611400
Email: info{@lovg.oxacnk
Website: hitp:/‘trials ove ox.ac uk'tnalsrev-vaccine
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oford Vf?c‘,p. Oxford Vaccine Group
University of Oxford

0 e
o E Centre for Clinical Vaccinology and Tropical Medicine,
Churchill Hospital, Headington, Oxford OX3 7LE

=1
=]
'§ Telephone: 01865 611400 info@ovg.ox.ac.uk  waww.ovg.ox.ac.uk

OXFORD

Parent/Legal Guardian Consent Form

Short Title: Developing a vaccine to prevent RSV, a canse of serons respiratory
infections in infants
Stmudy Title: A Randomized, Double-blind, Phase 1/2a Study to Evaluate the

Safety, Tolerahility and Immunogenicity of Ad26 B5V preF in
Adnlts 18 to 50 Years of Age and RSV-Seropositive Toddlers 12 to

24 Months of Age
Principal Investigator: D Matthew Snape
Child’s CRF ID:
naie:
Parent/Legal

Guardian’s name:

Please read the following statements and put your initials in the box to show |  Please inidal
that vou have read and understood them and that you agree with them. each box

1 |I confirm that I have read and understand the information sheet dated
23 Mov 2017 for the above study. I have had the opporinaity to consider the
information and ask questions and have had these answered satisfactorily.

b2

I nnderstand that my child’s involvement is voluntary and that T am free to
withdraw my child at any time, without giving any reason and without oy cheld’s
medical care or legal nghts being affected.

3 | I naderstand that relevant sections of any of my child’s med:cal notes and data
collected duing the stndy may be locked at by responsible indimidnals from the
Sponsor or anthorised by the Sponsor, from regulatory anthonties or from the
INHS Tmst, where it is relevant to my child taking pact in this research. I give
permission for these individuals to have access to my child’s records.

4 | I agree to my child’s GP being informed of my child’s participation in the study.

(Your child may sill be able fo fake part fin s stwdy even if you de not agree fo thir)

OPTIONAL:

I agree that my child’s samples can be nsed for firture research.

OPTIONAT -

I agree to being contacted by the Oxford Vaccine Grounp abont stndies in

the future that are related to this study and I understand that I wonld be nader
no ohligation to take past in these fatnre stadies
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To be filled in by the parent/legal guardian
I agree for my child to take part in the above research study

Your name Date (Day,/Month/Year) Signature
(eg. 01 Jan 2016)

To be filled in by the person obtaining consent (investgator)

I confirm that I have explained the nature, purposes and possible effects of the research sindy to the
person whose name 15 prnted above. They have agreed for their child to take part by signing and dating
abowe.

MName of Investgator Date (Day,/Month /Year) Signamre
(or person obtaining consent if different (eg. 01 Jan 2016)
from lu'z'\e'stiEntDr}

Instructions to Study Scaff

If the study doctor signing this form :s not the Poncipal Investigator, they mnst be anthonised to take
consent on the Site Signature (Delegation) Log.

Filing instmetions:
* 1 (copy) for parent legal pmardian
* | (copy) for medical notes
* 1 {original) to be filed in the Tral Centre File
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Annex 4: Participant ranking sheet

What features of the informed consent process may make it difficult to understand?

Assign a score with the highest being the most important and lowest being the least
important

Ref. | Issues Score

I OMmMMmMoOoO 0O | >
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Annex 5: Workshop agenda

Time

Focus

Summary

Presented by

9:00
(10 minutes)

Welcome and
introductions

Welcome and introduction to the I-
Consent project and workshop organisers.

Workshop
facilitator and

Meningitis
Research
Foundation
9:10 Participant Brief introductions by each participant Each participant in
(5 minutes) introductions stating name and organisation as turn
participants will have already met each
other and the organisers the evening prior
to the workshop.
9:15 (15 Workshop An overview of the aims, format and Workshop
minutes) overview agenda of the workshop, followed by a facilitator
short PowerPoint presentation to provide
a basic overview of informed consent.
9:30 Theme 1: Survey findings will be aggregated, Workshop
(10 minutes) Comprehensio | without reference to individual responses. | facilitator
n (pre-read They will be presented to demonstrate
survey issues in terms of comprehension within
findings) the informed consent process.
9:40am Theme 1: Use the Nominal Group Technique to Workshop
(80 minutes - Comprehensio | explore issues around the theme of facilitator
10 minutes n theme comprehension.
extra to get (nominal
used to the group)
format)
11:00 Coffee break This break will be used by the workshop -
(20 minutes) organisers to combine the ranking sheets
from theme 1.
11:20(70 Theme 2: Use the Nominal Group Technique to Workshop
minutes) Patient explore issues around the theme of facilitator
expectations expectations and compensation.
(nominal
group)
12:30 Lunch This break will be used by the workshop
(60 minutes) organisers to combine the ranking sheets | -
for theme 2.
13:30 (70 Theme 3: Use the Nominal Group Technique to Workshop
minutes) Assent explore issues around the theme of facilitator
(nominal assent.
group)
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14:40
(20 minutes)

Coffee break

This break will be used by the workshop
organisers to combine the ranking sheets
from theme 3.

15:00 (70 Theme 4: Summary: Use the Nominal Group Workshop
minutes) Gender Technigue to explore issues around the facilitator
(nominal theme of gender.
group)
16:10 (10 Short coffee This break will be used by the workshop -
minutes) break organisers to combine the ranking sheets
from the expectations and compensation
theme exercise and pull together
concluding remarks.

16:20 (20 Conclusions Present the combined scores from the Workshop
minutes) and feedback: | ranking stage back to the group, facilitator
ranking stage highlighting the key issues within each

(part 2) theme. Participants will then be given the
opportunity to alter the order of priorities
if desired.
16:40 (20 Closing Outline the next steps including the Workshop
minutes) comments circulation of the topline findings the facilitator
following week to ensure that the
interpretation of consensus is accurate.
The report will be circulated after
publication. The facilitator will then thank
the patient groups for their time /
participation.
17:00 Workshop
ends
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Annex 6: Full list of issues groups by sub-theme within theme 1 (comprehension)

Question: What features of the informed consent process may make it difficult to understand?

Sub-theme: Why (should | take part) (combined score: 65)

Give me why

Tell me how many are affected

Use a patient story to remind people of what it is

It is difficult to understand why/could | participate in a study about a new vaccine. It
seems important for the pharmaceutical company, not for me - my child is healthy
The proposal is not interesting for the parents

In the document there is no financial and ethical support for a parent who chooses to
have his child in the experiment with the relative risk

No known medical benefit (in reference to page 7 of the example IC document)

Give me one good reason why | should participate

Parents - give me a reason to care in the study. Something that makes sense

Decisions may involve emotions

Sub-theme: Content clarity (combined score: 63)

Explain vaccine aspects - ingredients, how it works, the after effects

Bring balance in benefits and risks - benefits (none), risks (many)

Technical/legal language

High level of English to understand medical jargon

What is Ad26.RSV.PreF? What does that mean?

Benefit - maybe. Risk - may be life threatening

No recognition of child and parent as different individuals and what that means for
consent

Protection of personal data, confidentiality

Missing - who introduced this study to you?

Clarity over: confidentiality, security of data, withdrawal process

Unclear exactly what's required of the participant - needs summary

What if you want to stop? What if you want to be deleted? It’s not clear

Ensuring real understanding before decision to/not participate

| think it is not a problem of language but of substance of the proposal, no balance
Long, complicated documents to explain the trial

Comprehension of scientific/medical jargon/language

Less opportunity for parent, real risk for child

Problem: no refund. For problem about vaccination

Sub-theme: Format of presentation (combined score: 54)

Small print
Lay versions
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Accessibility for all — written/podcasts/other formats?

Shorter, less technical text and use of images

Information must be simple

FAQ?

Missing a flow chart

Length of the document - too many pages, too much information unnecessary
Order: ethical approval at the end. Why have | been asked to take part too late?
Keep I/we/you pure

Online I-Consent - adapt to new technologies

Simple is clear and concise

Informed consent current model sounds like an insurance proposal

Sub-theme: Tailored to audience (combined score: 47)
@ If only verbal info is given the participant may not retain/recall this
@ Law refers to 'average man'

Sub-theme: Relationship researcher and patient (combined score: 47)
@ Participants may not feel able to ask questions to clarify their understanding
® More informed consent is formed between doctors and patients
@ Pressure from researcher or health professionals

Sub-theme: Decision making (combined score: 41)
@ Don't put all your hope on a document

Sub-theme: Model (combined score: 39)
® Informed consent - needs a better model
® We need to identify, list and prioritise patient concerns with the current 'informed
consent' model

Sub-theme: Sponsor perceptions (combined score: 27)
® Influence of the pharmaceutical industry

@ Can pharma be rehabilitated?

Sub-theme: Bias (combined score: 22)
@ Do members of this group have any bias regarding informed consent?
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Annex 7: Full list of issues groups by sub-theme within theme 2 (patient
expectations)

Question: When deciding whether to take part in a vaccine trial, participants will have certain
expectations. What might what might put them off?

Factors encouraging participation in a vaccine trial

Relationships and understanding (combined score: 113)
Good trustworthy information

| can /| want - is the question

Encouraged or feel forced to participate
Storytelling about choice, with good and bad results

Motivator: more likely to take part if recommended by people | trust (doctor, patient
group, my midwife, etc.)
Motivator - clear understanding of exactly what is involved from start to finish

Yes: good storytelling of doctor

Protection/efficacy (combined score: 100)
Expensive vaccines for free (families with 2 or 3 children)

Opportunity to get vaccinated
Put off: unsure of potential benefit to me / others
Protection for my child from illness

Motivator: potential benefit for me / my child

Disease awareness (combined score: 96)
@ Direct protection from a serious illness
@ Motivator: more likely to take part if someone | know suffered from X

Economic compensation (combined score: 95)
Economic compensation for risk

How much time will this take? Costs, etc.
Economic compensation

Put off: costs of involvement - time, effect, expenses

Benefits to society (combined score: 90)

Motivator: altruism, for the greater good

The value of the study, to future generations

Contribution to public health

Thinking about future children

High level of acceptance of vaccine and its value to society

If the value/impact of the study won't be realised for a long time (timeline)
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@ After this trial, what will happen? All children will have this vaccine? (UK)
® | can demonstrate the benefit for humanity: for all children

Values/culture (combined score: 85)
@ (Perceived) conflicts with values
@ Relationship in the future: parents/own child - belongs to anti-vaccine groups
@ Different choice between same couple conflict

Increased access to healthcare professionals (combined score: 76)
@ Extra care/access to health professional
@ Increased access to health professionals

Media (combined score: 75)
@ Good news about vaccine potential
® Motivator/put off: news articles

Presumptions (combined score: 70)
@ A healthy child?

Time/effort (combined score: 69)
@ No: too much time involved

Patient/parent concerns (combined score: 53)
® No: don't want to hurt the child - extra injections
@ Pain/harm to child - injections, blood tests, etc.

Infrequent but significant risks (combined score: 42)
@ | can demonstrate the safety of vaccine tested
@ What are the risks to my child? What is already known about safety?
@ Potential anxiety for child's health for years/length of trial
® | can demonstrate low risk for patient

Placebo (combined score: 42)
® |If my child gets/could get a placebo (no benefit to my child)
@ Expectations - participants expect to be in treatment not placebo arm

Side effects (combined score: 40)
@ Put off: uncertainty over safety/negative side effects
Motivator: confidence in safety of vaccine, so no/minimal risk of adverse effects
After-effects unknown
Health security V negative health impacts

No: scared for side-effects (Wakefield's influence)
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Anti-vaccine lobbyists (combined score: 26)
® High level of refusals to vaccinate and how it can change society (negatively)
® Bad news about vaccines effects

Negative perception of vaccines (combined score: 16)
@ Negative rumours on vaccines
Vaccines are not effective
No vaccines are not good for the immune system
Vaccines are not 100% safe and effective

There are already too many vaccines

Factors discouraging participation in a vaccine trial

Negative perception of vaccines (combined score: 122)
Negative rumours on vaccines

Vaccines are not effective

No vaccines are not good for the immune system
Vaccines are not 100% safe and effective

There are already too many vaccines

Anti-vaccine lobbyists (combined score: 106)
® High level of refusals to vaccinate and how it can change society (negatively)
® Bad news about vaccines effects

Infrequent but significant risks (combined score: 104)
® | can demonstrate the safety of vaccine tested
® What are the risks to my child? What is already known about safety?
@ Potential anxiety for child's health for years / length of trial
® | can demonstrate low risk for patient

Values/culture (combined score: 94)
® (Perceived) conflicts with values
® Relationship in the future: parents/own child - belongs to anti-vaccine groups
@ Different choice between same couple conflict

Media (combined score: 81)
® Good news about vaccine potential
@ Motivator/put off - news articles

Patient/parent concerns (combined score: 80)

® No: don't want to hurt the child - extra injections
@ Pain/harm to child - injections, blood tests, etc.
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Side effects (combined score: 73)

Put off: uncertainty over safety/negative side effects

Motivator: confidence in safety of vaccine, so no/minimal risk of adverse effects
After-effects unknown

Health security V negative health impacts

No: scared for side-effects (Wakefield's influence)

Time/effort commitment (combined score: 68)
® No: too much time involved

Placebo (combined score: 59)
® If my child gets/could get a placebo (no benefit to my child)
® Expectations: participants expect to be in treatment not placebo arm

Presumptions (combined score: 54)
@ A healthy child?

Relationships and understanding (combined score: 53)

Good trustworthy information

| can/l want - is the question

Encouraged or feel forced to participate

Storytelling about choice, with good and bad results

Motivator: more likely to take part if recommended by people | trust (doctor, patient
group, my midwife, etc.)

Motivator: clear understanding of exactly what is involved from start to finish

Yes: good storytelling of doctor

Disease awareness (combined score: 45)
@ Direct protection from a serious illness
® Motivator: more likely to take part if someone | know suffered from X

Protection/efficacy (combined score: 43)

Expensive vaccines for free (families with 2 or 3 children)
Opportunity to get vaccinated

Put off: unsure of potential benefit to me / others
Protection for my child from illness

Motivator: potential benefit for me / my child

Economic compensation (combined score: 42)
® Economic compensation for risk
@ How much time will this take? Costs, etc.?
@ Economic compensation
@ Put off: costs of involvement - time, effect, expenses

Benefits to society (combined score: 34)
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Motivator: altruism, the greater good

The value of the study to future generations

Contribution to public health

Thinking about future children

High level of acceptance of vaccine and its value to society

If the value / impact of the study won't be realised for a long time (timeline)
After this trial, what will happen? All children will have this vaccine? (UK)

| can demonstrate the benefit for humanity! For all child

Increased access to healthcare professionals (combined score: 30)
@ Extra care / access to health professional
® |Increased access to health professionals
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Annex 8: Full list of issues groups by sub-theme within theme 3 (assent)

Question: What are the challenges of recruiting children to take part in vaccine trials? Consider
how the consent / assent process involves the child, parent and researcher.

Testing understanding (combined score: 60)
® Space for child to ask questions, maybe with/without parents present if sensitive
in nature

@ Parents ask questions without child being present

@ Ensuring parents/carers and child all fully cognisant of what’s involved

® Researcher: Can | be sure that the child understands what will happen?

® |Independent assessor? Test

® No direct decision by test subject

® Ensure child/parents/carers fully understand requirements, especially any
potential negatives - not doing trial just to please doctor or parent

® |Insurance for risk about the trials

® Parent: What are the benefits vs risks to my child?

® Some way of validating child's and parents understanding of trial/requirements

® Help economic for university study

® Child/parent: what if there are unforeseen consequences that affect future of

child?

Family dynamics (combined score: 57)
® Problems if disagreements - especially if child wants to take part and a
parent/carer doesn't want that
Children: Depends on this personality/age. Might do it to please/to reject his
parents
Decision (at best): group decision
The child doesn’t take decision
Child: parental 'pressure' to take part. Difficult to say 'no'
Researcher: difficulty in dealing with differing views of parent and child
The child is fragile - depends on their parents
Strong parents = strong child
Parents: one/both parents needed to consent?
Parents: Time needed/balance other family commitments
Researcher: different cultures/differing parent and child relationship

Communication (combined score: 53)
® Does not say why the subject is being asked. Does mention they are used to
treatment (in relation to the scene setter video)
Important to have the opinion of the personal doctor, family doctor
Different levels of information required depending on age of child and complexity
of trial
Communicating why it is important. What do children need to know?
[llustrate to the child and parents, the opportunity and the risk
To move in the world of a child - be at the same level
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Be honest

Time path to oversee parents and child

Researcher - Can | use appropriate language to communicate with both the
parents and the child?

Speak about the after effect

Creating appropriate/material informing them of trial

Good relationship with medical doctor/researchers and parents
Respect the age of the child

Long list of questions to fill in - do they manage or are they in the mood
It is important that child is informed by parent the first time

Social media and images tailored to the child appropriate groups

Give the feeling of being a team: researcher/child/parents

E-mail app with the researcher: use of social media

Impact on daily life (combined score: 38)
@ Children: physical after-effects (pain)
® Change of habits concern

Emotional response (combined score: 36)
® [t is important to have in consideration the feeling of the child: worry and
expectation
® Parent: doubts when taking the decisions (am | doing right?)

Friendships (combined score: 36)
® Child: | want to do this, but what will my friends think?
® Child: Might say no because of its classmates (afraid not to be understood)
® Child: Might say yes because of its classmates (proud to participate in the trial)

Society (combined score: 24)
® Benefit for the health of the world

® Important for trials: final decision with the parents

Change in circumstances (combined score: 20)
® Researcher: what if the child/teen decides to interrupt the process
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Annex 9: Full list of issues groups by sub-theme within theme 4 (gender)

Question: What might different genders consider when providing informed consent?

Communication (combined score: 59)

Could be opportune that male and female are related to the same gender

If mixed groups of young people are receiving information there should be
opportunities for individuals to ask questions privately

Why does she need consent for vaccination and not for receiving birth control (M+F)
Female: how does hormones influence the effect

Male: what is benefit for the pharmaceutical

Would the parents (1 or 2) not wonder why Holly wants to speak to Dr alone?

Male: how sure is it that there will be no HPV after vaccination. What does it prove?
Invitation was for girls! Why were boys being invited? M+F (This comment is in relation
to the gender scene setter)

If Dr Blake was female would she have arranged this differently (M+F) (This comment is
in relation to the gender scene setter)

Relationships (combined score: 55)

Pregnant: important to have consensus of the partner

One or more parents may not be aware of Holly receiving birth control. F+M How would
they react to finding out?

Would Holly ask both parents or her mother first? M+F

Pregnant: Should | consider my partners opinion if he disagrees with me?

Man: My wife does have a lower cultural background compared to mine. | fear she
doesn't understand what she signed

Woman: | will sign my daughter's trial despite my husband's disagreement/refusal. Only
one signature needed

Maternal/child vaccine - family/cultural dynamics may play a part in decision making

Decision making for children (combined score: 47)

No needle in my beloved one if not necessary
What about single parents? (If you need both)
Always for IC trial need approval of the parents

Risks to mother/child (combined score: 45)

Men may be more risk averse re vaccines for their partner/child if uncertain over
risks/benefits

Risks to baby for pregnant female

Risks to both pregnant woman and baby

Pregnant: risks for my baby? Do | understand? What if something happens?
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Decision making in pregnancy (combined score: 40)
® Pregnant women: Consent needed from partner? Communication with

partner/researcher
@ Consent needed from father of baby

Practicalities (combined score: 38)
® Male and female are different
@ Different sensibility
@ Practicalities of appointments/side effects - burden of whichever parent is more
available to do these (usually mum)

Assumptions based on gender (combined score: 21)
® Assumptions based on gender/sex. Role VS Gender

Contraception/ trial (combined score: 19)
@ Contraception during trial - is this/should this only be the responsibility of the woman?
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Annex 10: Pre-read survey

Please note: correct answers to the first three questions, which test participants’
comprehension of the IC document, are shown in green font.

Pre-read survey:

It's been suggested that comprehension tests should be introduced to ensure that participants'
consent is truly informed. This may soon become a requirement for clinical research trials.

To give everyone an idea about what this could involve, we'd like all the workshop participants
to try out this comprehension test.

1. Throughout the course of the trial, how many routine home visits will the participant
receive from the nurse or doctor in total?

5-7 visits over a 52-week period
7-9 visits over a 52-week period
7-9 visits over a 30-week period
Don’t know

2. What has been done to the Adenovirus used in this AD26.RSV.PreF vaccine to stop it
causing colds and respiratory infections when the vaccine is injected?

It has been killed so it cannot cause disease

It has been weakened so that it cannot multiply

It has been modified so it cannot use the human body’s genes to make proteins
It has been transformed into an inactive form of the RSV virus

3. Can participants find out whether they received the RSV vaccine or the placebo?

Yes —anytime throughout the trial
Yes — after the end of the trial

No

Don’t know

We are now interested in understanding what you thought of this consent form.

For the purposes of these questions, please imagine that you are a participant considering
whether or not to enrol your child in this study.
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After reading the informed consent document could you make an informed decision on
participation?

Yes
No

On ascale of 1to 5, how helpful was the document in enabling you to understand what
disease this vaccine might provide protection against?

1 —Very unhelpful
2

3

4

5 -Very helpful

Page 6 explains the potential side effects that may be experienced when taking part in
this trial. On a scale of 1 to 5, overall how helpful was this information?

1 — Very unhelpful
2
3
4
5 —Very helpful

Would you know who to contact if your child suffered a mild adverse reaction?

Yes
No
Don’t know

Page 10 provides information about the confidentiality of data collected in the study.
On a scale of 1 to 5, how easy or difficult did you find this information to understand?

1 - Very difficult
2

3

4

5 -Very easy
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9. If you met the recruitment criteria, how likely is it that you would enrol your child in this
trial?

1 —Very unlikely
2

3

4

5 — Very likely

10. If there anything else you would like to add please use the space below.
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