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What is the meaning of
CI'Ilnl‘l‘:I 1< g

e e an informed consent?

“protect the dignity and identity of all human beings and
guarantee everyone, without discrimination, respect for their
integrity and other rights and fundamental freedoms” (art. 1
Oviedo Convention)

“interests and welfare of the human being” (art. 2 Ovied@t. &
Convention) ‘ R

\\,

“An intervention in the health field may only be carried out aftt
the person concerned has given free and informed consent to it.
This person shall beforehand be given appropriate information
as to the purpose and nature of the intervention as well as on its
consequences and risks. The person concerned may freely

withdraw consent at any time” (art. 5 Oviedo Convention)
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i={ N 1< Case example:
c n F. Challenges of informed
onsees s s e s s evees 00 Go i ganetics

As genetic tests have grown in complexity, a truly informed conse
has become more difficult to achieve

* Possibility of identifying secondary findings or unsolicited fi \di
* Possibility of recontacting @ N\
 Impact for family members N
* Data sharing and access to raw data
* Variants of unknown significance

 Challenges at the level of comprehensiveness of information,

understanding, facilitating choices
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Abstract Whole-exome and whole-genome sequencing
(WES, WGS) can generate an unprecedented amount of com-
plex information, making the informed consent (IC) process
challenging. The aim of our study was to assess the readability
of English IC forms for clinical whole-exome and whole-
genome sequencing using the SMOG and Flesch-Kincaid for-
mulas. We analysed 36 forms, most of which were from US
providers. The median readability grade levels were 14.75 (the
SMOG formula) and 12.2 (the Flesch-Kincaid formula); these

the forms may not be comprehensible to many patients. The
sections aimed at health care professionals (HCPs) in the
forms indicate that HCPs should be responsible for explamning
IC information to the patients. However, WES and WGS may
be increasingly offered by primary care professionals who
may not (yet) have sufficient training to be able to communi-
cate effectively with patients about genomics. Therefore, to
secure an adequate, truly informed consent process, the task
of developing good, legible examples of IC forms along with
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Characteristics Number of forms

R e a d a b i I ity Total number of forms 36

Country of origin

USA 29
Are they understandable for Germany 2
the target audience? o f
Professional  organizations i 1
recommend reading grade Provider
level of 8 (e.g. US medical it s atlrcwaed

laboratories

SCh OOIS |nStitUtiOna| ReVieW Type 2: company/laboratory not related to a 18
B O a r'd S ) university/hospital/medical centre

Table 1  Information regarding the readability formulas used to analyse consent forms

Flesch-Kincaid formula SMOG* formula
Original development and reference The formula has been designed for evaluating McLaughlin (McLaughlin 1969)
el readability
* - of technical texts for US military by Kincaid

(Kincaid et al. 1975).
Analysis based on Sentence length and syllable count Number of complex words (3 and more syllables)
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* The results indicating low readability of IC forms are not surprising,
particularly when comparing them to studies of IC forms in the context
of other medical procedures (Sugarman et al. 1999).

* None of the forms in this study, or other previous studies investi atinﬁ] ‘
IC for WGS, reaches the average recommended readability level of 8 \
grade (Henderson et al. 2014; Jamal et al. 2013). . 9

* This indicates that IC forms may fail to fulfil their intended fur_|ct|
providing understandable information to patients and facilitating
communication.

* The high scores obtained in the SMOG and Flesch-Kincaid formulas
indicate that the documents studied use many complex, long words,
which may often be technical and therefore difficult to understand to
an average reader.
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“We found that the level of comprehension
regarding informed consent components, such as
voluntary participation, blinding, and freedom to
withdraw, was low, being understood by only half
of the patients. This seriously undermines the
ethical foundations of current practices for obtaining
consent in clinical trials, potentially also challenging
the standard approach to safeguarding patients’

1 1 1 I ” ietrzykowski and Smilowska Trials (2021) 22:57
autonomy in ordinary medical settings. -

Funded by The reality of informed consent: empirical
the European Union studies on patient
comprehension—systematic review
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Systematic review of 54 interventions and meta-analysis of 22
interventions that sought to improve the rates of participant
understanding in the informed consent process.

The findings of our study suggest that enhanced consent forms
and extended discussions are most effective in improving

participant understanding.

Multimedia interventions are effective, though not significantly
so, and appear to be more useful for improving long-term

knowledge retention rates.
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Nishimura et al. BMC Medical Ethics 2013, 14:28
http/fwww.biomedcentral.com/1472-6939/14/28

BMC
Medical Ethics

RESEARCH ARTICLE Open Access

Improving understanding in the research informed
consent process: a systematic review of 54
interventions tested in randomized control trials
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Our findings suggest, however, that interactive
informed consent interventions (i.e., those that
intentionally promote active patient involvement and
bidirectional communication), may be superior to
noninteractive interventions.

Noninteractive interventions, such as those in which
patients independently read additional information
or reviewed visual aids, were less likely to improve
patient comprehension.

Review

Interventions to Improve Patient
Comprehension in Informed Consent
for Medical and Surgical Procedures:
An Updated Systematic Review
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defining adequate patient comprehension encompassing the
key elements of informed consent

developing validated measures to assess the attainment of
adequate patient comprehension

consistently using easy-to-understand, linguistically and _
culturally appropriate materials to specifically ensure adequate
comprehension for patients facing language barriers and for
patients with limited education and health literacy

including interactive components within the informed consent
process, particularly test/feedback and teachback techniques

Glaser, Johanna, et al. "Interventions to improve patient comprehension in informed consent for medical and surgical p
Funded by an updated systematic review." Medical Decision Making 40.2 (2020): 119-143.
the European Union
11
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Towards participant-centric electronic
informed consent in clinical research

“An electronic informed consent refers
to the use of any digital media (e.qg.
text, graphics, audio, video, podcasts
or websites) firstly to convey
information related to the clinical trial
to the trial participant and secondly to
document informed consent via an
electronic device (e.g. mobile
phones, tablets or computers).”

European Medicines Agency: Good Clinical Practice Inspectors Working Group. 2023.
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Clinical Research in Neonates: Redesigning the
Informed Consent Process in the Digital Era

Semi-structured interviews

"6 Evelien De Sutter” Birte Coopmans! Femke Vanendert! Q Marc Dooms!

a Karel Allegaert!>* Pascal Borry® Isabelle Huys*

ofe Five stakeholder groups (n=39)
&\,-!J Active in EU Member States / pan-European level

@_\Q;_j} Healthcare professionals (n=31)

Active in Belgium / the Netherlands Informing a European guidance framework

Neonatal setting on electronic informed consent in clinical
research: a qualitative study

Evelien De Sutter'”, Pascal Borry?, Isabelle Huys'™ and Liese Barbier'”
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Personalised approach
PP ' Advantages

% | Functionalities
o May increase participant

.Q\

Cﬁ\sult multiple layers of information empowerment

Highlight information May solve the issue of N .
_ , flooding the participants M. \ \\\

Long-term interaction with information -

e —

Repeated informed
consent discussions Reconsenting Return of resu

¥ B ¢
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Potential bottlenecks

Concerns about participants who lack digital literacy

O O
qrﬁ Concerns about personal interaction investigator — research participants
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BUILD
Usability testing
| Patients/ healthy volunteers (n=30) LEARN
'-'@% Belgian setting

Semi-structured interviews

ol De

&

Original Research HEALTH
Three stakeholder groups (n=17) . . _ s
. . i . Co-creation with research participants to inform © The Auhors) 202
Mamly active in Be|g|um the design of electronic informed consent s founalpemisions
JtnalSagepusomhomerdhi
®SAGE
Funded by Evelien De Sutter' (:), David Geerts®, Pascal Borry®, Kristien Coteur* (),

To test and evaluate

Three rounds

DIGITAL @%

Dorien Bamps' 2}, Heleen Marynissen®, Els Ampe’, Els Geenens’,

the European Union Marleen Depré® and Isabelle Huys*



Extensive information

are (through years of experience) well known and rare:

» Sometimes an allergic reaction that can be treated with medication.
» In a very rare case a severe allergic reaction.
» There is always a very low risk of transmission of infection, despite maximum safety measures.

=- Show extensive information ﬂ | do not understand something or have a question

< Back to overview ® ! understand this
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- Changed since previous version

O O O

General Treatment and procedure Risks and benefits
General study information (aim, design, What can you expect when participating Which potential (positive and negative)
) in this study? consequences are associated with your

participation?

CHANGED CHANGED CHANGED
Costs and compensation Study-related damage Starting and stopping
Which costs and compensations are What happens if something goes wrong StUd}" participation
provided for study participation? during the study? Under what conditions can you start or

stop participating in this study?

CHANGED
Privacy and data Biological samples Findings and results
pFOteCﬂOﬂ What happens to your biological samples When and how will you be kept informed
Funded by Which personal data is collected and collected during the study? about the results and new insights?

who has access to these data?

the Europea

CHANGED CHANGED
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Published on 19.12.2023 in Vol 25 (2023)

X Preprints (earlier versions) of this paper are available at https://preprints.jmir.org/preprint/46306, first published February 08,
2023.

Testing and Practical Implementation of a User-
Friendly Personalized and Long-Term Electronic
Informed Consent Prototype in Clinical Research:
Mixed Methods Study

Evelien De Sutter! @; David Geerts? @; Koen Yskout® @; Stef Verreydt® ©; Pascal Borry* ©@;

System usability scale score
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To test and evaluate electronic informed consent modules

Q/ Usability testing is key to design a user-friendly application

Q/ The designed electronic informed consent module has the
potential to be usable by a wide audience

Importance of providing participant support or alternatives to an
Q/ electronic informed consent application

Funded by
the European Union




EEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEE

Review

guideline W
electronic S
informed =
consent

)

NN
AN Funded by ‘ ——— \ )
o :\,_,&Q'\\“ | =

DRI the European Union




C a n N (= IX Comprehension

CHALLENGES AND INNOVATIVE CHANGES IN RESERRCH ETHICS REVIEWS

The use of elC highlights a challenge to participant
comprehension that is less likely to occur in traditional informed
consent evaluations, yet it is often overlooked.

Besides informing the participant about the study, the verbal,
non-verbal interactions, as well as the situated interaction
between the participant and the researcher, provides the @
participant indicators of whether to trust the researcher withs
safeguarding their interests (e.g., as inferred from the
researcher’s demeanor or affiliation).

Both kinds of information are relevant to the consent decision.
However, when the communication between researcher and
participant is electronically mediated, researchers may not pick
up on and act upon subtle signs of a participant’s hesitancy or
lack of comprehension.

Funded by
the European Union
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» Initial information provision: the consent information should be concise,
clear, easy and highlighted, convey non-misleading trustworthiness
indicators (e.q., university logo), and information on elC personalization and
long-term use (e.qg., contacting participants for future studies).

» Personalized information: the information for participants can be tailored
to their specific needs (e.q., disclosing pregnancy risks to women of

childbearing age), layered (e.g., hover-over text for more information),
customizable (qe.g., allow changing font sizes or highlighting) or comprisings
multiple formats (e.q., audio, video). ‘

» Interaction: the elC can be guided by the researcher (e.q., parallel video-
call) or it can encourage participants to ask questions (e.g., through chat).

» Comprehension check: intermediate or final measures could assess
participants” comprehension (e.g., quiz, teach-back) and contingently provide
support (e.qg., schedule a video call) or deny participation under certain levels
ofpunderstanding (e.q., less than 80% correctly answered quiz questions).

Funded by
the European Union



C 1 n N F. IX Voluntariness

CHALLENGES AND INNOVATIVE CHANGES IN RESERRCH ETHICS REVIEWS

The most well-known instances of research conduct that reduce
the voluntariness of consent, such as coercion or offering
clearly excessive financial incentives, are arguably similar
between traditional informed consent and elC. (persuasive
design, push notifications...)

Reduce persuasion, manipulation, nudging and related @
techniques: researchers can remove persuasive or otherwise %
influencing elements that are not strictly necessary, indicate to
participants that these techniques will be used, and/or allow
participants to switch them off (e.qg., change colors, notification
frequency).

Future studies: Researchers can allow participants to set their
preferences for being contacted through the elC interface about
future studies.

Funded by
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 elCalso poses particular chaIIenEes to assessing and improving participants’
decision-making competence when it comes to consent decisions.

 Due to the potential difficulties associated with authenticating a participant’s
true identity, it can be difficult to assess whether that participant can be
presumed to have decision-making competence (e.q., is a child
impersonating an adult?).

 Furthermore, decision-making competence is a dynamic ability, which ca be.
affected by emotional or other affective states (e.g., feeling apathetic or
overwhelmed with fear) as well as social support

* InelC, the decreased interaction between the researcher and the participant
makes it more challenging for researchers to identify whether participants
require more support related to study comprehension, emotional
reassurance, or acquiring the necessary skills and resources to use digital
means necessary for elC.

 INTERACTION AND SUPPORT
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elC poses particular challenges to signing and authentication.

Ensure signature authenticity: researchers can ensure that the

signature contains various identifiers (e.qg., person, time, document
version), and they can have an in-person interaction with the
participant when the elC is being signed (e.g., a video call). g 1

Protect signed documents from unauthorized access: researche
provide unidentifiable data to certain parties (e.qg., auditors,
sponsors, RECs), assess whether unauthorized parties have access

(e.g., elC infrastructure providers), protect the data (e.q., limit and
deidentify the collected consent data), the consent document (e.q.,
secure long-term storage, read-only documents) and the electronic
infrastructure (e.qg., the participants’ device and their browser

history, the elC platform), and update protection measures.
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Catch your second wind. Power through Q2 and beyond with 15% off until May 19. Use code NEXTMOVE2026. Learn more.

Home » Learn »> Ethics > KULeuvenX: Research Ethics: A Guide For Responsible Research With Human Subjects

@ KULeuvenX verified

KULeuvenX: Research Ethics: a Next course starts May 04

Ends Sep 07

guide for responsible research
with human subjects

Learn to identify the key ethical issues in human subjects research, to critically reflect on these, and to
practically approach them through experts’ lectures and interviews, case studies, and interesting...

Show more

. | would like to receive email from KULeuvenX and learn about other offerings related to Research Ethics: a guide for responsible research with human subjects.

Learn more

Q’ Intermediate @® Self-paced 8 weeks E Earn a certificate

Some prior experience required - ss at your own speed 9-12 hours per week
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Follow us on social

X: @ChangerEU

LinkedIn: www.linkedin.com/company/changer-eu-project/

Embassy of Good Science: https://embassy.science/wiki/Initiative:Df0d11b5-
2efa-4b58-b94f-6845¢c6e83b11

CHANGER Website: [m] i [w]
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