Fons-Martinez et al. BMC Med Ethics (2021) 22:138 . .
https:/doi.org/10.1186/512910-021-00708-1 BMC Medical Ethics

RESEARCH Open Access

. ®
Assessment of the appropriateness =0

of the i-CONSENT guidelines recommendations
for improving understanding of the informed
consent process in clinical studies

Jaime Fons-Martinez"”, Cristina Ferrer-Albero? and Javier Diez-Domingo '

Abstract

Background: The H2020 i-CONSENT project has developed a set of guidelines that offer ethical recommendations
and practical tools aimed at making the informed consent process in clinical studies more comprehensive, tailored,
and inclusive. An analysis of the appropriateness of some of its novel recommendations was carried out by a group of
experts representing different stakeholders.

Methods: An adaptation of the RAND/UCLA Appropriateness Method was used to assess the level of agreement on
the recommendations among 14 representatives of different stakeholders, including patients, regulators, investiga-
tors, ethics experts, and the pharmaceutical industry. The process included two rounds of rating and a virtual meeting.

Results: Fifty-three recommendations were evaluated. After the first round, 34 recommendations were judged
"appropriate”; 19 were judged “uncertain”; and none was judged “inappropriate”. After the second round, 9 “uncertains”
changed to "appropriate”. All recommendations rated medians of 6.5-9 on a 1-9 scale (1 ="extremely inappropriate’,
5="uncertain’, 9 ="extremely appropriate”). The sections “General recommendations”and “Gender perspective during
the consent process for clinical studies” showed the highest “uncertainty”rating. The four keys to improving the under-
standing of the ICP in clinical studies are to: (1) consider consent a two-way continuous interaction that begins at the
first contact with the potential participant and continues until the end of the study; (2) improve investigators’commu-
nication skills; (3) co-create the information; and (4) use a layered approach, including information to compensate for
the potential participant’s possible lack of health literacy and a glossary of terms.

Conclusions: The RAND/UCLA method has demonstrated validity for assessing the appropriateness of recommen-
dations in ethical guidelines. The recommendations of the i-CONSENT guidelines were mostly judged “appropriate” by
all stakeholders involved in the informed consent process.
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Background
The informed consent process (ICP) is one of the most
important contributions of ethics in the field of clini-
— - cal research. It ensures the autonomy of potential par-
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The Belmont Report [1] identified three main ICP com-
ponents: information, comprehension, and voluntariness.
Fulfilling all these components is challenging. Informa-
tion is a key element, in terms not only of its content but
also its presentation. Proper understanding of this infor-
mation must be ensured, so that an individual can make
an informed decision, and the ICP must necessarily be
free of coercion and undue influence, in order to ensure
voluntariness.

Patient information and consent forms are increasingly
long and difficult to understand. They are usually written
in complex language (above the recommended grade 8
reading level) and often omit significant information [2,
3].Several studies have reported a lack of understanding
of some content [4, 5], and no significant advances have
been made in recent decades [6].

Despite the fact that informed consent, in addition to
its informative purpose, is nowadays also used as the
document that legally regulates the relationship between
all parties involved in the study, some aspects must still
be improved to ensure clear communication between
participants and investigators. Proper information and
efficient communication are mainstays for upholding the
fundamental ethical principle of respect for the partici-
pant’s autonomy.

Several guidelines and legal documents have been pub-
lished on the consent process, addressing what informed
consent is and should be, why is it important in clinical
studies, the main procedures to follow during the ICP,
and the minimum content to be covered. In accordance
with these documents, the H2020 project i-CONSENT
has developed a set of guidelines that provide ethical
recommendations and practical tools that aim to make
the ICP in clinical studies more comprehensive, tailored,
and inclusive. The “Guidelines for Tailoring the Informed
Consent Process in Clinical Studies” [7] (i-CONSENT
guidelines) have been prepared from a review of the liter-
ature and based on the opinion of various experts (more
information about the elaboration of the guidelines and
the project is available on the project website [8] and in
CORDIS [9]).

During the project, multiple literature reviews and sys-
tematic reviews were conducted to identify methods and
strategies to improve informed consent, including the
use of new technologies. Aspects of informed consent
related to age and gender were also investigated, as well
as socio-cultural perspectives on the notion of autonomy
and other fundamental principles of informed consent.
Ethical and legal issues related to the informed consent
process were explored, including the review of the main
international guidelines for medical research and the
legal framework at national level of 6 countries (Aus-
tria, Spain, Italy, France, Germany, the UK) and the EU,

Page 2 of 12

in particular for women and minors involved in clinical
research.

In addition, through different workshops and patient
centered techniques the opinion of experts and repre-
sentatives of the different stakeholders about different
aspects of the informed consent process has been gath-
ered. This information has allowed filling some of the
gaps found in the literature and getting the perspectives
of the main stakeholders about different aspects of the
informed consent process.

All this input has been used in the development of the
“Guidelines for Tailoring the Informed Consent Pro-
cess in Clinical Studies” Most novel recommendations
were extracted from these guidelines, and their appro-
priateness was analysed by a group of representatives
from different stakeholders using an adaptation of the
RAND/UCLA methodology. This study was performed
to increase the quality of the recommendations included
in the guidelines and made a very important contribu-
tion to the final guidelines. The validation of the guide-
lines by experts representing different stakeholders has
been considered a key step prior to the final drafting of
the guidelines.

Methods

An adaptation of the RAND/UCLA Appropriateness
Method [10], identified by several authors as the best
consensus method for developing guidelines and recom-
mendations [11], was used to assess the level of agree-
ment of representatives from different stakeholders on
the recommendations for improving the understanding
of the ICP in clinical studies, extracted from the i-CON-
SENT guidelines.

The expert panel comprised 14 representatives from
different stakeholders, including patients, regulators,
investigators, ethics experts, and the pharmaceutical
industry.

Participants were selected according to their experi-
ence in relevant institutions or their prominence in the
scientific literature. They were asked to give their own
view, not that of their institutions.

The criteria follow to choose the participants were:

+ Investigators: A review of authors from European
organisations with articles in the field of informed
consent was carried out, the authors considered
most suitable in view of their published articles were
selected and contacted by email.

+ Patients: The European Patients’ Academy on Thera-
peutic Innovation (EUPATT) was contacted and asked
to forward information to their fellows and trainees
so that those interested in participating could con-
tact us. Several applications were received and those
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Pre-test the materials with representatives of the target population.

© Reference page in guidelines: 8, 15-17, 27, 54-55

Fig. 1 Screenshot of the platform used to complete the survey

Resumelater  Exitandclearsurvey  Questionindex ~

Experts evaluation of the appropriateness of the i-CONSENT guidelines recommendations

[Ba i-CONSENT guide

6. Use co-design as a central concept. Include the participants during the design and review of the study information materials.

not
know

Add a comment on question 6 (optional).

whose profiles were considered most interesting were
chosen, including aspects such as membership of
patient associations, chronic patient status or being
a patient representative for other bodies (including
regulatory bodies).

» Regulators: Representatives of national and interna-
tional medicines agencies were contacted. Given the
global pandemic situation, it was very difficult to get
positive responses. Finally, the participation of a per-
son from the EMA with a profile of interest to the
study was secured.

+ Ethics experts: Members of reputable ethics net-
works and bodies were selected. Two of the 3 experts
included have an extensive scientific output on
informed consent and research ethics; the third has
a profile closer to regulation, which was considered
optimal given the difficulties in contacting regulators.

» Pharmaceutical industry: Informed consent experts
were selected from the pharmaceutical industry,
including experts in this field from the Transcelerate
Biopharma initiative, through GSK and EFPIA mem-
bers.

A set of 30 recommendations, 53 including the sub-rec-
ommendations, were divided into 10 sections, including
the 5 ICP steps specified in the i-CONSENT guidelines,
as follows:

+ General recommendations

+ Recommendations for the preparation of information
« Step 1: First contact with the potential participant

« Step 2: Provision of information

+ Step 3: Discussion and decision-making

+ Step 4: Intervention and follow-up

+ Step 5: End of the study

+ The gender perspective during the consent process
for clinical studies

+ ICP in clinical studies involving minors

+ ICP in clinical studies involving people from different
cultural and religious backgrounds

The experts were asked to rate the appropriate-
ness of each recommendation from 1 to 9, where 1 is
"extremely inappropriate” and 9 is "extremely appropri-
ate" (appropriateness scale: 1 =“extremely inappropriate’,
5="uncertain’, 9="extremely appropriate”). A “Do not
know” option was added, for use only when the ques-
tion was outside the respondent’s field of expertise. Rat-
ings were made with an average potential participant and
an average clinical study in mind, focusing on the rec-
ommendation’s effectiveness, without considering cost
implications. The survey was completed on an electronic
platform (Fig. 1).

The process included two rounds of rating, as follows:

1. Fourteen experts agreed to participate after receiving
a detailed explanation of the RAND process.

2. First round of rating: panellist received the link and
instructions on how to complete the survey. They
were given 3 weeks to complete the survey and sub-
mit their responses.

3. A Personalised Panellist Rating Sheet (PPRS) was
prepared and sent to each panellist. It included
the frequency of responses for each recommenda-
tion, the median, the mean absolute deviation from
the median, their own response, and the comments
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Mean absolute deviation from the median: 0,5

Options (Appropriateness) 1 /2 |3 (4 |5 |6 |7 |8 |9 |DontKnow
Times selected 0|0 |0 |O|O |O |3 |1 |10]|O0
Median: 9 Your answer: 9

Comments:

the individual need

the target population.

e In particular expert patient able to represent the needs of community and not only

e Not just for the information materials but throughout the whole project
e Patient's organizations could also review the appropriateness of the materials to

e However - recommend not to co-develop the information materials with
prospective participants as it may introduce several kinds of bias. Work with
representatives from the target population who will not join the study

Fig. 2 Example of the information about a recommendation in the PPRS

included by the panellists on each recommendation
(see example in Fig. 2).

4. A virtual meeting of the panel of experts with a sec-
ond round of rating was held on an online platform.
The aim was to discuss the recommendations that
had not achieved clear agreement after the first round
of rating. The aim of the virtual meeting was not to
force the panel to reach consensus and this was indi-
cated to the panellists. Therefore, the aim was, on the
one hand, for the panellists to be able to state their
positions and express their doubts or suggestions; on
the other hand, for the i-CONSENT team to clarify
the reason and meaning of each recommendation,
thus facilitated the correct understanding of the rec-
ommendations and ensured that all panellists evalu-
ated the same thing. The virtual meeting allowed the
different points of view to be presented, clarified and
discussed. After discussing the recommendations, a
second round of rating took place. Each panellist had
access to their answers from the first round for this
second round.

Levels of appropriateness and agreement were
defined on the basis of the recommendations included
in “The RAND/UCLA Appropriateness Method User’s
Manual” [10].

Appropriateness levels were determined by the
median of the panel and the presence (or absence) of
agreement. The original definition was modified to a
more restrictive position, taking into consideration a
lack of agreement (rather than the existence of disa-
greement) sufficient to consider a recommendation as
“uncertain” Median ratings falling exactly between the
3-point boundaries (3.5 and 6.5) were included in the
higher appropriateness category.

Levels of appropriateness:

+ “Appropriate”: panel median of 6.5-9, with agree-
ment

+ “Uncertain”: panel median of 3.5-6 OR any median
without agreement

+ “Inappropriate”: panel median of 1-3, with agree-
ment

The definition of agreement or disagreement
depended on the panel size and the distribution of
the panellist ratings on the 3-point regions (Table 1).
Because a “Don’t know” category of response was
included, the panel size was calculated for each recom-
mendation including only responses with a rating of
1-9.
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Table 1 Definition of agreement and disagreement among panellists for different panel sizes

Panel size Disagreement Agreement
Number of panellists rating at each extreme (1-3 and 7-9) Number of panellists rating outside the
3-point region containing the median (1-3;
4-6;7-9)
From8to 10 3 or more 2 orless
From 11 to13 4 or more 3 orless
From 14to 16 5 or more 4 or less

Source“The RAND/UCLA Appropriateness Method User’s Manual” [10]

Results

All 14 panellists (10 women, 4 men) from 12 different
countries (10 European, 2 non-European) representing
5 stakeholders' (5 patient representatives; 1 regulator; 3
investigators; 3 ethics experts; 2 pharmaceutical industry
representatives) submitted the survey on time during the
2 rounds of rating and all panellists attended the virtual
meeting.

After the first round, 34 recommendations were con-
sidered “appropriate”; 19 were considered “uncertain”; 0
recommendations were considered “inappropriate”. The
median of 52 recommendations was in the “appropriate”
range and 1 was in the “uncertain” range.

The 19 recommendations with an “uncertain” level of
appropriateness were discussed in the virtual meeting.
The recommendations discussed were:

General Recommendations
Recommendation (Rec.) 2. Feedback from participants:
+ Rec. 2.2. Feedback should be obtained at all stages:

On the experience before starting the study

(obtained during the first month of participation).
On the experience during the study (obtained dur-
ing the trial).

On the experience at the end of the study (obtained

at the last visit).

+ Rec. 2.3. Conduct a debriefing session with your
team about the consent process using this informa-
tion:

A session held after the study may help to improve
the consent process in future studies.

A session held during the study may also help to
improve the process of the current study.

! Some panellists belonged to more than one group but were included in the
one most representative for them.

+ Rec. 4. Digital and health literacy:

Rec. 4.1. Train your participants to improve their
digital and health literacy.

Rec. 4.3. Use links to “further information”.
Rec. 4.4. Provide participants with information on
how to detect fake news and unreliable sources.

Recommendations for preparing information

+ Rec. 5. Use interdisciplinary quantitative and qualita-
tive methodologies to define your study population,
interests, and needs. It may be useful to:

review the available literature on the target popula-
tion (e.g., systematic or narrative literature review);
ask the target population directly (e.g. interviews,
surveys, Design Thinking);
seek advice from experts (key informant inter-
views, brainstorming, etc.);
observe the target population; and/or
analyse their interactions on social media and blogs.

« Rec. 11. Provide references to reliable sources of
information.

+ Rec. 12. If using placebo, include a short description
of the placebo effect (positive and negative).

Step 1: First contact with the potential participant
Rec. 13. Due to the growing use of digital technology
among the population and the appearance of decen-

tralised clinical trials, consider:

Rec. 13.1. Use of different channels to advertise
the study:

Social media
Email
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Step 3: Discussion and decision-making

Rec. 18. Check that potential participants have
understood all study information by:

Interview: Teach-back or teach-to-goal methods can
be helpful.

Questionnaires, such as the Quality of Informed
Consent (QulC), Deaconess Informed Con-
sent Comprehension Test (DICCT), or the Brief
Informed Consent Evaluation Protocol (BICEP).

Step 5: End of the study

+ Rec. 23. Summary of results for laypersons:

Rec. 23.2. Consider involving participants in the
development and review of the summary.
The gender perspective during the consent process for clin-
ical studies

+ Rec. 25. Adapt consent information by gender only
when the strategy or study is directed at a single sex
group.

+ Rec. 26. In the case of women from different cultural
backgrounds, consider using a cultural mediator with
a gendered approach in order to bridge communica-
tion gaps.

+ Rec. 27. Connect with the participant:

Rec. 27.1. In research of a more sensitive nature (e.g.
trials of vaccines against sexually transmitted dis-
eases), it may be beneficial if the investigator in con-
tact with the potential participant is of the same sex
Rec. 27.2. The major focus should be on connecting
with the individual participant, rather than making
gender-based assumptions

The ICP in clinical studies involving minors

« Rec. 29. Information for children:

Rec. 29.1. Choose the information for the child on

the basis of the minor’s level of maturity and their

capacity of comprehension, not only on their age.
Rec. 29.5. Assess the minor’s capacity and under-
standing through:
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Dialogue with the investigator (using a teach-back
method).

Multiple choice questionnaires and/or open ques-
tions, such as MacCAT-CR test modified for chil-
dren and adolescents.

All 53 recommendations were re-rated during the
meeting. Results of second-round ratings are shown in
Additional file 1.

After the second round, 42 recommendations were
considered “appropriate” [12 of them were rated by all
14 panellists with scores between 7 and 9], 11 as “uncer-
tain” (all of them with medians equals or above 6.5 but
with disagreement), and none were considered “inappro-
priate” Additional information in Additional file 1 lists
the 53 recommendations and their results in the second
round.

“General recommendations” and “Gender perspective
during the consent process for clinical studies” were the
two sections with a higher percentage of recommenda-
tions rated “uncertain” Outside of these two sections,
recommendations on how to assess understanding of
informed consent and assent were the most questioned
by the panellists.

Discussion

Fifty-three recommendations were extracted and evalu-
ated by the experts in this study. Most of the recommen-
dations were considered “appropriate” and only a few
changes were suggested. The modification of “appropri-
ateness” to a more restrictive level resulted in a greater
number of recommendations with the result "uncertain”.
This was very positive as it permitted a more fruitful dis-
cussion during the virtual meeting. It should be noted
that on the original scale of appropriateness levels, all the
recommendations evaluated would have been rated as
"appropriate” after the two rounds.

The outcome of the virtual meeting was a better under-
standing of the panellists’ point of view, leading to the
modification of some recommendations towards a more
consensual content and wording. It was also an oppor-
tunity to explain the i-CONSENT rationale behind each
recommendation, to clarify any doubts, and to allow all
the experts to share their opinion on each recommenda-
tion. This approach benefitted the second-round evalua-
tion, which better reflects the experts’ opinion.

It is also important to mention that none of the rec-
ommendations evaluated had “inappropriate” as result
or had significant disagreement among the panellists,
in which case they would have been removed from the
guidelines. Furthermore, since there is no indication
that any of the recommendations with the result "uncer-
tain" were harmful (all of them had medians in the
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Informed Consent
Process
in clinical studies

Information

First contact
with the study

Sign

Discussion and
decision making

Refuse

FEEDBACK THROUGHOUT THE PROCESS
Fig. 3 The informed consent process in clinical studies. Source: Guidelines for Tailoring the Informed Consent Process in Clinical Studies (7) (2021)

End of
the study

/N Intervention
&/ and follow-up

"appropriate"” range and were proposed as a result of the
research conducted during the project), they have been
maintained in the guidelines, albeit in most cases with
modifications derived from this study (Additional file 2).

The composition of the panel, with overrepresenta-
tion of patient representatives and women, was especially
suitable for the objectives of the study, as two of the main
objectives of the guidelines aim to put study participants
in the centre of the process and to include a gender per-
spective. It is also important to note that most of the
patient representatives were also investigators. Further-
more, due to COVID-19 pandemic, the in-person meet-
ing was conducted remotely. The impact of these factors
on the final results was thought to be low.

The following discussion focuses mainly on recommen-
dations with the result “uncertain” after the first round of
scoring.

IC as a continuous communication process

The recommendation rated highest in the overall survey
was to consider informed consent as a “two-way continu-
ous communication process that begins at first contact
with the potential participant and continues until the end
of the study”

The ICP described in the i-CONSENT guidelines is a
five-step process (Fig. 3). During this process, continu-
ous feedback and communication between the potential
or current participant and the research team is essential.

This “first contact’; as described in the i-CONSENT
guidelines, aims to raise awareness of the study and pro-
vide essential study information before the recruitment
process begins.

The panellists found it appropriate to consider the
use of different channels to advertise the study, includ-
ing social media and websites, in addition to the tra-
ditional routes. Even so, they highlighted the need to
consider aspects of digital poverty and how the use of
these channels actively excludes some pockets of society.
The experts were also very cautious about recommend-
ing the use of email to reach out to potential participants.
Recommendation 13 was reformulated after discussion
to add some clarification and to remove any mention of
decentralized clinical trials.

It is important to note that the Heads of Medicines
Agencies (HMA) and the European Medicines Agency
(EMA) [12] highlight the importance of understanding
the implications of recruiting patients to research via
social media.

Panellists agreed to recommend the inclusion of the
following information during this first contact:

+ The purpose of the research, the importance of the
study, and expected duration;

+ The target population with some inclusion/exclusion
criteria (e.g., pregnant women between 18—40 years
old);

+ A brief description of the relevant study procedures
(e.g., a routine blood sample); and
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« The contact person at the study site.

A recommendation to provide the potential partici-
pant with all relevant information about the study (step
2) before the discussion with the investigator (step 3) was
also considered appropriate, in order to ensure that they
have had sufficient time to think about it and to prepare
any questions.

The discussion between the potential participant and
the investigator is clearly seen as a fundamental step of
the ICP. The i-CONSENT project, however, strongly
recommends separating both events (information and
dialogue) during the process, because some potential
participants make the decision to participate based solely
on this interaction, without fully reading the patient
information sheet (PIS) to the end. Traceability of dia-
logue is very difficult, and it is impossible to guarantee
that all relevant information about the study has been
delivered during the discussion.

Furthermore, it was considered appropriate that the
participant be assured access to the information used
during the ICP and knows how to access it throughout
the study and for the period established by law.

The panellists also agreed on the importance of obtain-
ing participants’ feedback on the ICP but they were
unsure about how to obtain it (how often, when, how).
The i-CONSENT project advocates obtaining feed-
back from participants to make the ICP more dynamic
and responsive over time, adjusting it to the needs and
preferences of the participants. The i-CONSENT also
highlights the use of feedback tools, such as the Study
Participant Feedback Questionnaire Toolkit [13] devel-
oped by Transcelerate Biopharma. The i-CONSENT
similarly recommends obtaining feedback at different
moments during the study: after signing the consent,
during the intervention, and at the end of the study.
Although none of the panellists advised against obtain-
ing feedback at these three timepoints, and the majority
of panellists were in favour of the concept, there was no
agreement on the appropriateness of this recommenda-
tion, since some respondents considered that this could
overburden investigators and/or participants.

Health and digital literacy

Several studies identify health literacy as an impor-
tant determinant of a patient’s capacity to provide fully
informed consent [14, 15], and the i-CONSENT project
sees the consent process as an opportunity to improve
the health literacy of participants.

Panellists recognise the importance of health literacy
but, in their opinion, it is not the duty of the research
team to train participants in health and digital literacy or
on how to detect fake news and unreliable sources. Some
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believed that these recommendations place an excessive
burden on investigators.

Panellists believed that the emphasis should be on
adapting the information to the target population’s pref-
erences and needs, instead of adapting the population
to the information. In this respect, one of the panellists
stated: “I do not agree that the ICP should train partici-
pants in health literacy. The ambition for study teams
MUST be to adjust information to the level(s) of partici-
pants, who might otherwise feel unsure or disrespected
in their own right”

Another idea highlighted by the panellists was the
importance of creating information that does not require
any further consultation, and that is easy for everyone to
understand. In fact, there was no agreement on providing
references or links to reliable sources of information.

Three recommendations considered appropriate by the
panellists on this topic were to:

+ Design the information to complete a possible lack
of health literacy on the part of the potential partici-
pant.

+ Use a glossary of terms to explain complex concepts.

+ Use a layered approach for introducing study infor-
mation, presenting the basic information in the gen-
eral level and more specific messages in sub-layers.
When using a document format (paper or pdf), these
layers must be easily identifiable: the first layer will be
in the main body and the sub-layers can come in a
different format, such as in boxes or in different col-
ours, or they can be presented in annexes.

Co-creation as a key idea
Co-creation was highlighted as a key intervention to
increase the quality and understanding of the ICP,
including the development of consent information. All
panellists believed it was appropriate to recommend the
“use of co-design as a central concept. Include partici-
pants during the design and review of the study informa-
tion. Pre-test the information with representatives of the
target population” This is in line with the findings of a
previous study conducted with representatives of patient
groups in the framework of the i-CONSENT project [16].
Co-creation is important when producing a PIS, and
it is equally important to summarize results, decision
aids or any material about health information, such as
information leaflets, in plain language. This took on par-
ticular importance when recommendation 23.2 was dis-
cussed: this recommendation was considered too weak
because the recommendation to involve participants
in the development and review of the summary was
to be "considered” rather than a "must". Therefore, the
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recommendation was reformulated as "Involve partici-
pants in the development and review of the summary of
results”.

The panellists believe that it is appropriate to recom-
mend co-design as a central concept and to use quanti-
tative and qualitative interdisciplinary methodologies to
involve and obtain insights from the target population.
This strategy reinforces the proposal made by Jackson
et al. to use a participatory and mixed methods approach
to design informed consent in a way that best suits the
needs of participants [17].

Tailoring the informed consent to potential participant
preferences and needs

Usually during the ICP, patient information is only tai-
lored to individual needs during in-person interactions.
Normally, information materials are prepared without
taking into account the preferences and needs of the tar-
get population.

Using a participatory and mixed method approach to
develop informed consent will help identify the prefer-
ences and needs of the target population, including pref-
erences regarding formats for presenting the information
or the channels for contacting the research team.

Even so, as individual needs may differ from the gen-
eral preferences of the target population, offering differ-
ent possibilities during the ICP will help tailor it to the
individual.

In this regard, most of the panellists felt that it was
appropriate to offer potential participants a choice of
more than one format for receiving information, and to
provide different channels and formats for communicat-
ing with the research team.

As mentioned in the section on health and digital lit-
eracy, it is important to consider the benefit of present-
ing the information using a layered approach (especially
if using a website). This approach will let the indi-
vidual delve into the information they find most rel-
evant or explore the explanations they need for better
understanding.

Use of technical and methodological innovations

The use of digital technologies during the ICP is increas-
ing. Several studies have measured the impact of inter-
ventions using multimedia, audio—video, or gamification
to provide information to patients or potential partici-
pants [18, 19].

Most panellists considered it appropriate to recom-
mend the use of technical and methodological inno-
vations during the ICP to facilitate the participant
experience, including the use of new technologies and
formats to deliver information (hyperlinked website,
video, storytelling, comics, mobile applications). It is
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important to note that the adequacy of this approach
should always be taken into account from a social, meth-
odological, legal, and ethical point of view.

Prepare inclusive information

According to the principle of justice and to ensure that
the potential participant feels identified with the infor-
mation provided, it is very important to prepare inclusive
information and to implement an intercultural approach
and a gender perspective.

The panellists believed that it is very appropriate to rec-
ommend procedures that incorporate a sensitive inter-
cultural approach, empathizing with and being sensitive
to the preferences and needs of people from different cul-
tures, and adapting the consent process to their require-
ments as far as possible. Information should be provided
in an easy-to-understand and culturally appropriate lan-
guage and the participation of trained cross-cultural pro-
fessionals in the study should be encouraged. It is also
important to be aware that key concepts can be under-
stood differently.

Literature on the gender perspective in the consent
process is scant, and this is a controversial issue. Several
studies exploring the ICP as a communication process
have identified gender differences in this interaction.
Even so, most authors agree that there are more common
characteristics than differences, and that the differences
identified are not categorical. Most studies that analysed
differences in the understanding of informed consent in
clinical trials by gender found no differences [4, 6, 20].
Indeed, the few studies that identified differences mostly
found a better understanding by women [21-24]. Some
studies also found that women were more inclined to
read the entire PIS [25].

The panellists highlighted the importance of applying
a gender perspective during the consent process, taking
into account the influence of gender on health needs and
concerns. This concern is in line with that expressed by
the European Commission in the H2020 call “SwafS-17-
2016—The ethics of informed consent in novel treatment
including a gender perspective”.

The consent process must be conducted without rein-
forcing stereotypes. Using one PIS for men and another
for women in the same study is difficult to justify and
unacceptable in most cases. The best way to adapt
informed consent to the target population is to take that
population into account when designing the information
via a process of co-creation. Moreover, in-person discus-
sion will be essential to adapt the consent process to the
particular characteristics of the potential participant,
connecting with the individual without making gender-
based assumptions.
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Two actions that seemed to be beneficial in applying a
gender perspective, but that failed to achieve agreement
during the study, were:

+ When the study is directed at a single sex group, it
can be useful to take into account communication
and eye-tracking differences when designing the
materials.

+ In research of a more sensitive nature (e.g., trials of
vaccines against sexually transmitted diseases) it may
be beneficial if the investigator in contact with the
potential participant is of the same sex.

Assessing understanding of information
Recommendations 18 and 29 highlighted the importance
of the communication skills of the investigator. Panellists
stated that the potential participant’s understanding has
to be achieved through natural conversation. The experts
were very critical of the use of questionnaires (especially
with MacCAT) or the teach-back method. These, in their
opinion, feel artificial and make the potential participant
feel as if they are in an exam. However, given that the
scientific literature has repeatedly pointed out the use-
fulness of techniques such as the teach-back method or
questionnaires (including self-completion) to assess the
level of understanding of potential participants [5, 19, 26,
27], we believe that while the best option is to have inves-
tigators with good communication skills that do not need
to use these components, they can be a useful tool during
verbal discussion at certain times.

Defining how to assess understanding is another
important question that emerged during the discus-
sion. The initial proposal for recommendation 18 was
to verify that potential participants have understood
“all” the information about the study, but this was con-
sidered unrealistic and unnecessary in most studies, and
a more appropriate recommendation would be to verify
that potential participants have understood “all relevant”
information about the study. The information consid-
ered as relevant must be defined during the co-creation
of the information, taking into account both perspectives
(investigator/sponsor and potential participants).

In addition to providing clear and complete informa-
tion, ensuring its understanding and replying to the
doubts the potential participant, the panellists believe it
is appropriate to recommend the use of decision-making
tools to facilitate the process.

Participant involvement at the end of the study
Participants should be informed at the end of the study
about the results, and they should also be included in the
early phases of disseminating the results.
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A “thank you letter” is a good way of thanking the par-
ticipant for their participation in the study and, if pos-
sible, giving a preview of the results and instructions on
how to access the summary of results when it is ready.

Providing a summary of results is considered appro-
priate for all studies, not only clinical trials; participants
should be involved in producing and reviewing the sum-
mary (as mentioned above). Other formats, including
written reports, may be considered for the summary and
the one that best suits the characteristics of the target
population must be selected.

Conclusion

The RAND/UCLA method has demonstrated validity
for assessing the appropriateness of recommendations
in ethical guidelines and can be used to obtain quanti-
tative and qualitative information from panellists. Both
rounds of rating provide very valuable information: the
first round is very useful for detecting the recommenda-
tions for which there is already consensus regarding their
status as “appropriate” or “inappropriate” This made for
a more productive meeting and focused the discussion
on the recommendations rated as “uncertain” or with-
out consensus. The changes between the first and sec-
ond round are consistent with the initial ratings and the
discussion. The inclusion of boxes in which to add com-
ments on each recommendation during the rating rounds
was very useful for a better understanding of the panel-
lists’ point of view and for making a qualitative interpre-
tation of the results.

Most of the recommendations drawn from the i-CON-
SENT guidelines were considered “appropriate” by the
panellists, and none was considered “inappropriate”
Only a few were rated as “uncertain” and this was always
because of a lack of agreement. Medians for all recom-
mendations fell between 6.5 and 9. Some “uncertain”
recommendations have been reformulated or partially
changed taking into account experts’ opinion (Additional
file 2).

The four key aspects for improving the understanding
of the ICP in clinical studies are:

+ To consider consent a continuous two-way commu-
nication process that begins at the time of first con-
tact with the potential participant, and continues
until the end of the study;

+ To improve investigators’ communication skills;

+ To co-create information materials; and

+ To use a layered approach, including information to
compensate for a possible lack of health literacy on
the part of the potential participant and a glossary of
terms.
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In addition to providing comprehensible informa-
tion, it is essential to assess that all relevant informa-
tion has been properly understood. It is recommended
that understanding be assessed in a natural conversation
and that the questions asked by the potential participant
and their body language are evaluated by a well-trained
researcher. This is preferable to the use of tools, such as
the teach-back method or surveys, that can seem artifi-

cial and make people to feel as if they are in an exam.
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