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Abstract
Background
Informed consent, a critical enabler of clinical research, depends on the provision of
relevant information, capacity to consent and voluntariness. However, systematic
reviews consistently indicate that research participants often have a poor
understanding of the research studies in which they are enrolled. This thesis aims to
explore the current approach to informed consent and provide methodological
evidence for how it can be improved.

Methods
To explore this important topic, I have conducted a series of investigations which
include: a quantitative analysis of the understandability of clinical research participant
information leaflets/informed consent forms (PILs/ICFs) using measures of syntactic
and semantic complexity and health literacy-based criteria; the compilation of a set of
guidelines for preparing accessible and understandable PILs/ICFs using an expert
consensus conference methodology; a survey to elicit the perspectives of research
participants and staff regarding contextual factors about the process of informed
consent; the development of an enhanced PIL/ICF and educational website which aims
to help prospective participants understand a Human Immunodeficiency Virus/obesity
clinical trial; and a rapid systematic review to investigate compliance in reporting ethical
declarations, including informed consent, in COVID-19 medical publications.

Results
Clinical research PILs/ICFs sampled were found to be higher than the recommended
reading age and most did not include a visual/infographic. The final guidelines for
preparing accessible PILs/ICFs agreed by the expert consensus conference
encompassed five categories: Layout, Formatting, Content, Language and Confirming
Readability. The survey indicated that research participants are generally positive
about their experience of the informed consent process but emphasised the
importance of allocating adequate time. Research staff are concerned about whether
research participants have understood the study information and cited lack of time and
physical space, as barriers to optimal informed consent discussions. In the review of
COVID-19 publications, confidentiality was generally maintained but some case
studies included a combination of details which would have enabled participant
viii

identification. Compliance with reporting of informed consent was higher in the second
sample of publications (i.e., later in the pandemic) for both case studies and
observational studies as was compliance with ethics committee approval for
observational studies.

Conclusions
Clinical research PILs/ICFs should be prepared based on the available evidence
regarding accessibility and understandability. Sufficient time and resources should be
dedicated to facilitating informed consent discussions. Further empirical research
should evaluate the effectiveness of interventions such as multimedia, on the quality
of informed consent.
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Chapter 1: Introduction
1.0 Background
Randomised controlled clinical trials are regarded as the cornerstone of clinical
research and form the foundation of evidence-based medicine (Bluhm and Borgerson,
2011). Trial methodology aims to optimise the way in which we design, conduct,
analyse and report clinical trials to make them more efficient and effective (Stewart,
2020). As Peace and Chen explain, trial methodology “….encompasses the methods
required for the protection of participants in a clinical trial and the methods necessary
to provide a valid inference about the objective of a trial” (Peace and Chen, 2020).
Poorly designed or conducted research can lead to results that are not useful or are
even misleading, which can be dangerous to patients (Evans, Thornton and Chalmer,
2011).

The ethical principle of informed consent is based upon the right of every individual to
decide what is done to his or her body as part of their medical treatment (Beauchamp
and Childress, 2013). According to international ethical and quality standards such as
the Declaration of Helsinki (Declaration of Helsinki, 2013) and the Good Clinical
Practice Guidelines (ICH-GCP E(6) R(2), 2016), research participants should provide
their freely-given informed consent before enrolment in a clinical trial or research study.
Ethicists agree that valid informed consent is based on the following key elements:
capacity, disclosure, understanding, voluntariness, and permission (Gupta, 2013).

Systematic reviews and meta-analyses, however, have consistently shown that
research participants often have a poor understanding of the research studies or trials
which they have given their consent to take part in (Pietrzykowski and Smilowska,
2021; Tam et al., 2015). Pietrzykowski and Smilowska’s systematic review, published
in 2021, concluded that while more than half of research participants realised that their
participation was voluntary and that they were free to withdraw, only a small proportion
correctly understood randomisation, risks, side effects and other safety aspects
(Pietrzykowski and Smilowska, 2021). This raises the question as to whether these
research participants have provided valid informed consent? Many interconnecting
factors are at play during the informed consent process, including the information
needs of individual research participants and their ability to understand the information
1

provided to them. There are also some factors which make informed consent
challenging for research participants and researchers alike. Firstly, the clinical
research Participant Information Leaflet and Informed Consent Form (PIL/ICF) is
becoming longer and more complex and therefore more difficult for participants to
understand (Berger et al., 2008). Participants who are older, sicker, or have lower
educational attainment face additional challenges with understanding clinical research
information (Schaeffer et al., 1996). The introduction of the European General Data
Protection legislation in May 2018, while establishing additional protections for
individuals’ privacy, has also presented further challenges as the information that
researchers are required to include can be complex and lengthy (Clarke et al., 2019;
General Data Protection Regulation; European Union, 2018).

The ever-growing pressures on health systems and researchers, combined with the
changing regulatory environment, demand a renewed focus on informed consent, its
reliability, and its quality. Various interventions have been proposed to improve the
quality of participant understanding and hence their consent, including the use of an
enhanced consent form or decision aids, extended consent discussions, and
incorporating technologies (Nishimura et al., 2013; Gillies et al., 2015). However, there
is currently no conclusive empirical evidence regarding whether the above
interventions improve the quality of informed consent.

1.1 Rationale for this research
The rationale for this doctoral research came from a priority-setting exercise, known
as the PRIORITY-1 study, in which patient-public partners and trialists agreed the most
important research questions in clinical trials methodology (Healy et al., 2018). Among
the top ten research questions identified in this exercise were Question Four and
Question Ten, which form the basis for this doctoral research. The provision of good
quality informed consent is a key component of both questions:

Question Four: What are the best approaches for designing and delivering information
to members of the public who are invited to take part in a randomised trial?
Question Ten: What are the advantages and disadvantages to using technology during
the recruitment process?

2

1.2 Overall Aim
The overall aim of this programme of research was to improve the understanding of
informed consent in clinical research, including adding to the knowledge base
regarding whether the use of technology can improve the quality of informed consent.
The scope of this research was limited to adults with the capacity to provide informed
consent. The overarching aim was achieved by fulfilling the following objectives:

1.3 Objectives
Objective One: To undertake a review of the current literature and evidence of both
the effectiveness and challenges in informed consent, including a consideration of how
the practice of informed consent has changed over time.

Objective Two: To quantify the readability and understandability of a sample of clinical
research PILs/ICFs.

Objective Three: To prepare a set of guidelines for academic sponsors and
investigators on how to produce accessible and understandable PILs/ICFs.

Objective Four: To investigate the perspectives of research participants and research
staff regarding some contextual factors relating to the informed consent process.

Objective Five: To undertake a Study Within A Trial (SWAT) to evaluate impact of
technology on the quality of informed consent in a randomised trial for individuals living
with the Human Immunodeficiency Virus (HIV) and obesity.

Objective Six (COVID-19 research): As this doctoral research took place during the
COVID-19 pandemic, an extra objective was added during the programme of research:
to evaluate whether COVID-19 publications of human research reported ethical
declarations such as informed consent, research ethics committee (REC) approval,
protection of participants’ privacy and compliance with ethical guidelines such as the
Declaration of Helsinki and Good Clinical Practice guidelines.

1.4 Structure of thesis
Figure 1 below shows the structure of this doctoral thesis, which contains eight
chapters. Six of these chapters are papers which have undergone peer review and
3

have been accepted for publication (Chapters Two to Five and Chapter Seven).
Chapter Six comprises of a protocol paper which has been submitted for publication
and is currently undergoing peer review. Chapters Two to Six contain the core thesis
chapters, while Chapter Seven contains the COVID-19 Chapter.

4

Figure 1: Schematic of structure of thesis
Core thesis publications in blue; COVID-19 publications in red

Chapter One provides an introduction to this programme of research, details the aims
and objectives, and outlines the structure of the thesis. Chapter Two contains a
narrative literature review paper which includes: how informed consent practices have
changed over time; the importance of viewing informed consent as a process and the
challenges which exist when trying to facilitate optimal informed consent discussions.
Chapter Three contains a paper describing a research study which assessed the
difficulty level of the written information (PILs/ICFs) provided to research participants.
Following on from this study, Chapter Four contains a paper which describes the
results of an Expert Consensus Conference which compiled a set of guidelines which
academic researchers and sponsors can use to prepare accessible and
understandable clinical research PILs/ICFs. Chapter Five contains a paper describing
the results of a survey quantifying the views of research participants and staff about
some contextual factors about the informed consent process. The findings described
in Chapters Three to Five, together with the available literature, directed the design
5

of the intervention described in Chapter Six. Chapter Six contains the protocol for a
Study Within a Trial (SWAT), which aims to assess the effect of an educational website
used in conjunction with an enhanced PIL/ICF, aiming to help research participants to
understand difficult concepts about a randomised trial. Chapter Seven describes a
COVID-19 related project and contains two papers. Firstly, the protocol for a rapid
systematic review and secondly the results of that rapid systematic review, which
aimed to determine how well COVID-19 human research publications reported ethical
declarations such as informed consent, research ethics committee (REC) approval,
protection of participants’ privacy and compliance with ethical guidelines such as the
Declaration of Helsinki and Good Clinical Practice guidelines. Chapter Eight provides
a discussion of how the individual research papers link together and includes
strengths, limitations, recommendations for future research and conclusions from the
thesis as a whole.
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Abstract
Informed consent can be defined as a freely-given decision or agreement following
disclosure of relevant information. This review explores how legislation surrounding
informed consent has impacted upon clinical research practices, with a focus on
clinical trials involving individuals with the capacity to give consent in the nonemergency setting. We also highlight the challenges which remain with the informed
consent process, including those which exist in the era of data protection legislation
and genetic research.
Modern ethicists agree that informed consent encompasses three principal factors:
disclosure of information, capacity for decision making, and voluntariness. In the
context of clinical research, informed consent is now required by regulatory and ethical
frameworks as well as by law, and various guidelines govern the practice of informed
consent, including the Declaration of Helsinki and the Good Clinical Practice
Guidelines. Historically, however, researchers acted paternalistically and included
participants in research without their knowledge or consent. Following societal and
political revolution, an autonomy model of consent became prevalent, and individuals
became free to make individual choices about whether to participate. Despite this, it is
also recognized that an individual's community has a role in supporting their decision
making, and this may be a strong influence, particularly within some societies.
Research scandals and controversies and whistle-blowers which exposed unethical
practices in the area of informed consent also contributed to changes in societal
attitudes and legislation changed as a result. Medical journals also have an
established, although indirect, role in strengthening good practices surrounding
informed consent.
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2.0 Background
Informed consent can be defined as a freely-given decision or agreement following
disclosure of all pertinent information. The International Council on HarmonisationGood Clinical Practice (ICH-GCP) E6(R2) guidelines, the internationally recognized
quality standard for the conduct of clinical research in humans, have been incorporated
into law by the European Union (EU) Clinical Trial Directive 2001/20/EC and
Regulation 12AD of the Therapeutic Goods Regulation 1990. The ICH-GCP E6(R2)
guidelines further outline that a research participant should not be ‘coerced or unduly
influenced’ (ICH-GCP E(6) R(2), 2016). Modern ethicists agree that informed consent
depends on three factors: disclosure of information, capacity for decision making and
voluntariness (Cahana and Hurst, 2008; Gupta, 2013). The Declaration of Helsinki
(DOH) states that while family members or community leaders may support decisionmaking, the choice ultimately rests with the individual participant (Declaration of
Helsinki, 2013). During the last 100 years, our understanding of informed consent has
continued to evolve. Figure 1 illustrates some of the factors which have affected
informed consent over time, including the publication of legislation and guidance
documents, and various research controversies. Recognizing the importance of
informed consent and the evolution of the supporting frameworks, this review reflects
on how societal changes have impacted on the legislation surrounding informed
consent, and the resulting evolution in clinical research practices.
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Figure 2: Timeline of the factors affecting informed consent in clinical research

USA: United States of America; ICH-GCP: International Council on Harmonisation of Technical Requirements for the Registration of
Pharmaceuticals for Human Use-Good Clinical Practice; HIPPA: Health Insurance Portability and Accountability Act; ICMJE: International
Committee of Medical Journal Editors; GDPR: General Data Protection Regulation; EU: European Union
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2.1 Paternalism
Medical paternalism can be defined as a healthcare professional making decisions on
behalf of their patients, asserting that their superior knowledge allows them to act in
their best interests (Buchanan, 2008). The paternalistic model of consent assumes that
the healthcare professional is acting with beneficence, promoting the patient's wellbeing, and non-maleficence, protecting the patient from harm. In the context of clinical
research, however, there may be no direct benefit to the individual and the participant
may be exposed to varying degrees of risk. Crucially, although well-intended,
paternalism removes an individual's choice. Paternalism thrived among generations
who were reluctant to challenge their healthcare providers. However, the rise of
consumerism and liberalism in the 1800s and 1900s prompted questioning of the
established social and political authorities, including the medical establishment (Häyry,
2002; Weiss, 1985). Increasingly informed and discerning patients wished to exert their
autonomy, that is, to make their own healthcare choices (O'Hara, 2012), resulting in a
conflict with the paternalistic mindset.

While paternalism is largely considered to be outmoded (Goldman, 1980; Matthews,
1986; Cody, 2003), some feel that the shift from beneficence and non-maleficence
towards autonomy may place an undue burden on sick patients (Jallinoja, 2001; Levy,
2014). With the beneficence model, the onus to protect the patient's well-being lies
solely with the clinician, while autonomy gives the patient responsibilities also. Jallinoja
calls the patient autonomy model “consumer orientated” and notes that patients may
feel under pressure to understand complex information and make an ‘informed
decision’ (Jallinoja, 2001). This is particularly relevant in clinical research, where
participants often struggle to understand the relevant concepts and terminology
(Featherstone and Donovan, 2002; Kelly et al., 2017). In addition, patient's individual
information needs can vary considerably (Kirkby et al., 2012), and the DOH affirms
that these differences should be respected (Declaration of Helsinki, 2013). Drolet notes
that these scenarios can be challenging for clinicians who have to understand the
“nuances required for best practice of the profession”, to avoid being deemed negligent
(Drolet and White, 2012). In the modern research setting, any attempt at coercion or
not providing patients with the appropriate information is in clear violation of the ICHGCP E6(R2) guidelines (ICH-GCP E(6) R(2), 2016). However, Deber draws a
distinction between patients who may wish their clinician to carry out the ‘problem
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solving’ element (which requires scientific knowledge and clinical training), but want to
be involved in the ‘decision making’ component (Deber, 1994).

2.2 Nazi experimentation
The horrific experiments perpetrated by Nazi doctors between 1933 and 1945 on
concentration camps prisoners are well-known, including surgical and radiation
sterilization as well as drug trials, often to test treatments for diseases with which the
victims had been deliberately infected (Advisory Committee on Human Radiation
Experiments, 1995; Kolb et al., 2012). While consent was not sought from these
victims, a distinction must be drawn between these atrocities, and paternalism. As
mentioned previously, although misplaced, the basis of paternalism is to promote the
well-being of patients. In contrast, the experimentation performed by Nazi doctors was
solely for the advancement of science, without any regard for the rights or wishes of
participants. The Nuremburg trials (1945–1946) included the conviction of 23 medical
doctors in the so-called ‘Doctor's Trial’. The resulting Nuremberg Code, published in
1947, emphasizes that participation in human research must be voluntary, and must
be performed with the aim of avoiding unnecessary adverse events. But as Jones
points out, since the Nuremburg Code was not implemented into law, researchers were
left to interpret and action the guidelines in their own way, or not at all (Jones, Grady
and Lederer, 2016).

The Nuremburg Trials also led to the publication of the DOH by the World Medical
Association in 1964 (Declaration of Helsinki, 1964), which was most recently updated
in 2013 (Declaration of Helsinki, 2013). It describes among other important principles,
that consent must be given, preferably in writing, by any human subject prior to
participating in research. The DOH outlines that consent must be freely given and only
after information has been provided about the “… aims, methods, sources of funding,
any possible conflicts of interest, institutional affiliations of the researcher, the
anticipated benefits and potential risks of the study and the discomfort it may entail …”
(Declaration of Helsinki, 2013). However, Silverman commented in 1989 that despite
the publication of the DOH and the resulting familiarity with informed consent, there
did not appear to be much “meaningful implementation” in practice (Silverman, 1989).
This is reflected in the cynical tone of literature published at the time, in which clinicians
questioned whether written consent was a ‘ritual’, without conferring any additional
protection on participants (Silverman, 1989; Herz, Looman and Lewis, 1992;
14

Verheggen and Van Wijmen, 1997; Dyckman, 1999). Herz reported a study of 106
patients who were educated by a neurosurgeon and specialist nurse prior to
consenting for neurosurgery (Herz et al., 1992). Despite significant efforts from the
team, patients scored only 43.5% on a knowledge assessment, which dropped to
38.4% six weeks later (Herz et al., 1992). Similarly, a consensus conference on
controlled clinical trials in 1986 reported that the majority of clinicians felt that
participants not understanding research studies hindered informed consent (Blum et
al., 1987).

2.3 The ‘Bombshell’ and the ‘Whistleblower’: Beecher and Pappworth
In 1966 Henry Beecher, the head of Anaesthesiology at Massachusetts General
Hospital and a Harvard professor published a paper which subsequently became
known as the ‘Beecher Bombshell’ (Beecher, 1966). The paper, which was published
in the New England Journal of Medicine, cited 22 examples of unethical conduct
towards clinical research participants–see Table 1. It was alleged that vulnerable or
convenient groups of participants had been used: soldiers, ‘charity cases’, those
described as ‘mental defectives’ or ‘juvenile delinquents’, and the elderly. Beecher was
concerned by what he felt was a widespread trend towards unethical practices such
as withholding proven, effective treatment, not explaining the risks of experimental
treatment, and little emphasis on informed consent. Interestingly, Beecher felt that
internal reform, rather than external regulation was needed, and that journals should
exert pressure on investigators by not publishing even good quality data, if it was not
obtained ethically.
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Table 1: Summary of Beecher’s and Pappworth’s findings
The ‘Beecher Bombshell’: Henry Beecher

Human Guinea Pigs: Maurice Pappworth

22 examples of ethical misconduct to research participants including:

14 examples of ethical misconduct to research participants including:

Withholding proven treatments: e.g., antibiotics

Student paid to undergo experimental cardiac catheterization

Effect: some participants developed adverse events (rheumatic

Effect: patient’s heart stopped, and patient went into shock. Patient

fever, nephritis), some died

recovered following resuscitation.

Alleged research misconduct: participants not fully informed

Alleged research misconduct: Vulnerable patient offered financial
reward which incentivized him to take undue risk.

Drug research on residents of a children’s home (intellectual

Liver biopsies performed on diabetic patients who were deprived of

disability or juvenile offenders)

insulin for two days prior to the procedure.

Effect: liver damage to some participants

Effect: participants exposed to unnecessary suffering (insulin

Alleged research misconduct: participants not able to provide withheld) and unnecessary risk (transabdominal biopsy).
informed consent due to incapacity or being underage.

Alleged research misconduct: participants not fully informed.

Live cancer injected into 22 participants

Live melanoma cells injected into an 80-year-old woman

Participants were not informed about the nature of the cells.

Participant was not adequately informed.

Effect: not stated

Effect: Woman died of extensive metastatic melanoma.

Alleged research misconduct: participants not advised of the Alleged research misconduct: participants not advised of the pertinent
pertinent information.

information.
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A contemporary of Beecher, Maurice Pappworth, was meanwhile pursuing a similar
campaign in England. Pappworth, an outspoken clinician and medical tutor, published
his accusations in the form of 14 letters and subsequently as a book, Human Guinea
Pigs, in 1967 (Pappworth, 1967). In particular, he denounced the lack of informed
consent for clinical research participants in named British hospitals (Hazelgrove,
2002)–see Table 1. Pappworth's claims, including comparing British researchers to the
Nazi clinicians, were widely criticized (Seldon, 2017), but did increase awareness of
these issues among the public. This exerted increased pressure on the medical
establishment with regards to unethical clinical research, particularly concerning lack
of informed consent. However, despite Pappworth's call for RECs to be established it
took the publication of the Surgeon General's Memo in 1966, which required ethical
review prior to receiving what is now known as the National Institutes of Health funding,
to bring RECs into effect in England (Hedgecoe, 2009).

The Surgeon General's Memo of 1966 further changed the landscape of clinical
research in the United States of America (USA) by mandating consent prior to
participation and eliminating questionable practices such as only seeking participant
consent if they were randomized to the intervention arm of a study (Stewart, 1966).
The Memo was considered to be a political move, reacting to another scandal–verified
reports of the injection of live cancer cells into 22 elderly patients without their consent,
to test their immune systems' response (Mulford, 1967). Ultimately, scandals such as
these provided the impetus for congressional hearings on human subject's research in
the USA led by Senator Edward Kennedy (Jones et al., 2016; Stark, 2016). These
hearings led to the National Research Act of 1974, which outlined how informed
consent should be sought in different clinical research settings (Stark, 2016). The Act
also mandated research ethics committee (REC) review for all human subject
research. One role of the REC was to consider the appropriateness of the investigator's
plan for informed consent of participants.

Silverman observed, 20 years after the Surgeon General's Memo, that written consent
is fairly easy to implement and practice but queried whether a patient can ever fully
understand a clinical trial, an opinion he felt was supported by contemporaneous letters
to the editor, editorials etc. (Silverman, 1989). Silverman also queried whether it would
ever be possible to carry out true informed consent to the satisfaction of all
17

stakeholders and felt that the patient autonomy conflicted with the principles of
beneficence and justice.

2.4 Research controversies
The exposure of a number of research controversies was a significant driver in the
evolution of informed consent. One example is the Tuskegee syphilis scandal, where
600 African American men, some infected with syphilis, were enrolled onto an
observational study in 1932 carried out by the American Public Health Service.
Participants were told that the study would last six months and were promised free
healthcare, food and burial in exchange for participation (Brandt, 1978). The study in
fact lasted 40 years, participants were not informed that they had syphilis and the
approved treatment, penicillin, was withheld after it became available (Corbie-Smith et
al., 1999; Corbie-Smith, 1999). This was a clear example of vulnerable participants not
being fully informed prior to consent, and a dereliction of duty of the research team to
safeguard their well-being, and the well-being of their partners and children. A review
of the study by the Communicable Disease Centre concluded that informed consent
was not possible in this cohort of patients due to their limited education and declining
age and health. The study remained open until 1972, when it was exposed by a series
of articles in the Associated Press. Following the National Research Act of 1974 in the
USA, the National Commission for the Protection of Human Subjects of Biomedical
and Behavioural Research was established, re-enforcing the role of ethics committees
in the USA. This was followed by the publication of the Belmont report in 1979, which
focused on three principles: respect, beneficence and justice (Belmont Report, 1979).

Another example is the case of Henrietta Lacks, whose aggressive cervical tumour
cells were sampled and cultured for research purposes, without her consent (Skloot,
2011). Genetically modified variants of the cells were subsequently commercialized
and sold in batches for $10,000 (Lucey, Nelson-Rees and Hutchins, 2009; Truog,
Kesselheim and Joffe, 2012). Henrietta's family only became aware when scientists
from Johns Hopkins University Hospital requested familial blood samples in 1973
following contamination of the original cells. With the benefit of contemporary research
integrity frameworks, it is easy to condemn these practices, but it was not customary
at the time to obtain consent from patients to use their tissue for research purposes.
An anonymous survey of 60 clinicians published in 1994 revealed that only 32% asked
patients to provide written consent, and 5% did not seek consent at all (Williams and
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Zwitter, 1994). Another study of 484 oncologists showed that 72% felt that informed
consent hindered the physician-patient relationship and 87% of physicians stated
informed consent regulations was a barrier to recruitment (Taylor and Kelner, 1987).
These data clearly show that despite cases such as that of Henrietta Lacks exposing
deficiencies in research practice, there were still challenges to be overcome.

Another significant publication was the Good Clinical Practice Principles which arose
from the International Council on Harmonisation (ICH) in 1990 (ICH-GCP, 1990) were
original prepared to provide a unified standard for human research practice across the
USA, Europe and Japan. The most recent update was as the E6(R2) (ICH-GCP E(6)
R(2), 2016) in 2017 although another amendment, E6(R3), is expected towards the
end of 2021. The ICH-GCP E6(R2) guidelines, which are now legally enforced in the
EU and Australia, are internationally recognized as the ethical and quality standard for
research in humans, with a significant emphasis placed on informed consent. While
mainly aimed at the investigational medicinal product trial, it is widely acknowledged
that these standards should be applied to all clinical research (Dixon, 1999; Verma,
2013).

Focus groups conducted in 1997 indicated a distrust among African Americans
towards research (Freimuth et al., 2001; Corbie-Smith, 1999), perhaps reflecting the
lasting effects of the Tuskegee syphilis study. Indeed, many other disturbing examples
of unethical conduct against African Americans are described in Harriet Washington's
book ‘Medical Apartheid’, including those which took place early the 21st century
(Washington, 2006). Many of the focus group participants were concerned about the
ethical conduct of clinical research, particularly among disadvantaged or minority
groups (Corbie-Smith et al., 1999). A postal survey of 179 African and white Americans
assessed the knowledge of respondents regarding the Tuskegee syphilis study and
their level of trust in researchers (Shavers, Lynch and Burmeister, 2000). The study
found that 81% of African Americans and 28% of whites were aware of the Tuskegee
study. Furthermore, 46% of African Americans and 34% of whites stated that this
awareness would influence their participation in research in the future. Nelson also
notes that while refusal rates for participation in research studies vary widely, they are
highest among African Americans and minority groups (Nelson and Merz, 2002). This
may explain why minority groups are unrepresented in research studies (Redwood and
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Gill, 2013; Huang and Coker, 2010) and unfortunately may mean that the research and
any resulting health policies are not generalizable to these groups.

2.5 Role of medical journals in promoting informed consent in clinical research
The DOH states that medical journals should not publish research which does not
comply with the DOH guidelines for the conduct of research (Declaration of Helsinki,
2013). In 1997, the International Committee of Medical Journal Editors (ICMJE), a
group of medical and biomedical journals produced a report, advocating for a
transparent publication policy regarding informed consent and ethical approval, and
clear

reporting

where

these

have

taken

place

(International

Committee of Medical Journal Editors, 2020). Olson's review of cardiopulmonary
studies from the MEDLINE database in 1996 found that only 26% addressed the issue
of informed consent, however practice improved in more recent studies (Olson and
Jobe, 1996). A later report of 60 randomly selected clinical trial reports from six leading
medical journals published before and after 1997, showed an increase from 64% to
82% in describing informed consent, suggesting the indirect power of medical journals
to influence researcher's practices (Yank and Rennie, 2002). However, a recent study
found that 42.9% of articles published in three leading otolaryngology journals did not
specify if informed consent had taken place (Murphy et al., 2015).

2.6 The role of the community in informed consent
Personal autonomy is enshrined in the principles of ICH-GCP E6(R2) (ICH-GCP E(6)
R(2), 2016). In the context of clinical research, this means that while an individual may
enlist support, the decision to participate in a research study is ultimately their own.
However, Manda-Taylor suggests that an emphasis on the individual is a restrictive
application of the ethical principles which govern informed consent (Manda-Taylor,
2013). Quinn similarly suggests that the current model of informed consent takes the
atomistic view of an individual, which is perhaps not reflective of most people in society
(Quinn, 2004), since most individuals are part of a societal or family unit who support
decision-making. Williams conducted 18 focus groups among two Native American
tribes, Hispanic rural and urban communities, and health care staff (Williams et al.,
2010). Participants were concerned that research to which individual members had
consented could have negative consequences for the wider community, such as higher
insurance premiums or employment discrimination. Since the original three Belmont
Principles (respect, beneficence and justice) (Belmont Report, 1979) focused solely on
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the individual, some authors suggest the addition of a fourth Belmont principle–that of
respect for communities (Gostin, 1991; Weijer, 1999).
Levine cautions against assuming that the ‘Western’ model of consent, focusing on an
individual's rights etc. can be applied to e.g., Central America, Central Africa and Asia.
In fact, there may be a conflict between the Western concept of individual autonomy
and the Eastern view of cooperation for the greater good (Hofstede and Hofstede,
2005; Nijhawan et al., 2013). For example, in Japan, a technologically developed
country, there is a societal emphasis on the responsibility to give and repay, which
perhaps conflicts with the Western values of not placing undue obligation on a patient.
Of 32 participants in a Phase I Japanese trial, >90% stated that they made the decision
to participate with the input of family, friends or a healthcare professional (Itoh et al.,
1997). A similar result was found in Indian and Ugandan studies, where a reasonable
proportion of respondents indicated that they would not make the decision to
participate in research by themselves (Loue, Okello and Kawuma, 1996; DeCosta et
al., 2004). Corrigan notes that the Western informed consent process ignores the
sociological context of the individual and points to a study done among a Tongan
community where they rejected the individual consent model, pointing to their own
sociological norm – i.e., consent in the family context (Corrigan, 2003). Similarly, a
proposed Human Immunodeficiency Virus (HIV) seroprevalence study among mothers
and new-borns in Tanzania had to be abandoned as the host REC (in the West)
mandated individual consent and disclosure of any positive HIV results to participants
(Christakis, 1992). However, the local authorities advised that due to the lack of
medical care available for HIV, participants should not be informed about the nature of
the testing, nor should the results of the HIV tests be divulged.

Community Advisory Boards (CABs) have been proposed as a bridge between
researchers and communities and are regarded as practice for research in developing
countries, particularly to safeguard vulnerable research participants (Quinn, 2004;
Strauss et al., 2001). The concept of CABs closely aligns with the prevailing sentiment
in western society that lay stakeholders should be involved with research design and
conduct. This practice, often known as Patient-Public Involvement or Partnership,
includes among other things, co-designing the research project, selecting meaningful
endpoints, and preparation of patient-facing documents. However, it is important to
note that while the DOH recognizes the role of the community in supporting an
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individual's decision to participate, the freely given decision rests with the participant
(Declaration of Helsinki, 2013).

2.7 Informed consent in the data protection era
The Health Insurance Portability and Accountability Act (HIPPA), published in the USA
in 1996 put in place, among other things, additional protection of a patient's privacy.
Similarly, the European General Data Protection legislation which came into force in
May 2018 requires that consent must be “freely given, specific and informed” and
“unambiguous” (Clarke et al., 2019). However, some researchers feel that the addition
of even more complex information about data processing and storage presents an
additional barrier to a participant's understanding (Kulynych and Korn, 2003; Shalowitz
and Wendler, 2006; Cohen, 2008). A systematic review identified six studies exploring
the relationship between the quantity of information provided to patients and on
willingness to participate in clinical research. Four of the six studies indicated that
increased information was linked to a lower rate of consent (Edwards et al., 1998a).
While this may mean a lower uptake rate in the post-paternalism era, the quality of
consent may be higher, ultimately resulting in lower attrition rates and therefore less
missing data. However, there does appear to be an inconsistency between the
information which must be provided per legal requirements and what patients would
like to know. Sand's semi-structured interviews found that half of the 22 oncology
patients felt it was unnecessary for them to read information about data retention,
confidentiality, and insurance (Sand et al., 2008). The HIPPA Privacy Rule, published
in the USA in 2003, aimed to protect individual's rights regarding their health
information (Health Portability and Accountability Act Privacy Rule, 2003). However,
since researchers must gain consent prior to accessing each person's medical record,
some research organizations warn that the Rule may introduce selection bias, and thus
limiting the generalizability of the trial data (Nass, 2009).

Following an allegation raised by a non-governmental organization that participants
were not adequately informed about the nature and risks of clinical trials videotaping
of the consent discussion for all participants of clinical trials became a legal regulatory
requirement in India in 2014 (Gowri and Kannan, 2015). An amendment was published
in 2015 which allows for an audio recording for leprosy and HIV trials, for privacy
reasons. However, Chauhan found that 34% of 150 potential participants in rural India
declined to participate because they did not wish to be videotaped (Chauhan, Purty
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and Singh, 2015). Therefore, an effort to safeguard patients may have in fact resulted
in diminished choice.

2.8 Informed consent for genomic research
Genomics research, undoubtedly continuing to give hope to both researchers and
patients, challenges the autonomy model of consent. As previously mentioned,
autonomous informed consent relies on the provision of the relevant information,
participant capacity to give consent and voluntariness. However, the complexities and
uncertainties of genetic research may challenge all three of these components (Horton
and Lucassen, 2019). The end results of exploratory genomic research can be
uncertain and difficult to predict, making it difficult for researchers to disclose the full
information to participants (Weiss, 2018). Some researchers also question the
competence of most patients to fully understand the complexities of genomic research
(Horton and Lucassen, 2019; Reiff et al., 2012). With whole genome or exome
sequencing, there is also the possibility of incidental findings, which can lead to an
ethical dilemma, especially if the significance of these findings is unclear (Courbier,
Dimond and Bros-Facer, 2019). In addition, given the results of such research may
unavoidably have implications for biological family members of the research
participant, so individuals who have not provided consent for genomic testing may also
be affected (Horton and Lucassen, 2019). Some authors have suggested a ‘tiered’
approach, where the individual consenting is offered a ‘menu’ of options to which they
can agree or decline (Ram, 2007). While this approach is considered by some to be
best practice (Eiseman et al., 2003), there is some evidence that the additional choice,
combined with already very complex information, may increase anxiety levels in
participants (Schwartz and Ward, 2004).

2.9 Challenges which remain with the informed consent process
Despite progressive research regulations and guidelines, challenges remain with the
informed consent process. Firstly, documentation of informed consent has traditionally
relied on the patient information leaflet and consent form. However, there is evidence
indicating that these documents are becoming longer and more complex
(Hammerschmidt, Md and Keane, 1992; Beardsley, Jefford and Mileshkin, 2007;
Grady, 2015), with Berger noting they have doubled in length in 20 years (Berger et
al., 2008). Tam's systematic review of studies during a 30-year period (up to 2013)
concluded that participant's understanding of risks, side effects, placebos, and the right
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to withdraw has not improved (Tam et al., 2015). Participants most at risk of knowledge
deficits are older, sicker patients, and those with a lower educational background, or
residing in a low-income country (Tam et al., 2015; Schaeffer et al., 1996; Sustersic et
al., 2017). It also appears that those facilitating the informed consent process receive
limited or indeed no training (Boden-Albala et al., 2015; Nusbaum et al., 2017; Grady,
2015), and it is likely that this impacts on the participant's experience.

Funders and publishers are increasingly encouraging the sharing of data for use in
secondary analyses (Taichman et al., 2017). While this is a cost-effective use of
valuable resources, it presents a challenge to explicit consent given by a participant
for a specified purpose. While the trial consent form can allow individuals to provide
consent to be contacted at a later stage or for their data to be anonymized and shared
with other researchers, it is can difficult to predict the potential for secondary analysis
at the beginning of the trial.

Various interventions have been proposed to optimize the informed consent process,
including the use of an enhanced consent form or decision aids, extended consent
discussions, and incorporating technologies (Edwards et al., 1998b; Flory and
Emanuel, 2004; Ryan et al., 2008; Nishimura et al., 2013; Kinnersley et al., 2013;
Synnot et al., 2014; Farrell et al., 2014; Gillies et al., 2015; McWhirter and Eckstein,
2018). Various tools have also been developed to evaluate how well patients have
understood a research study (Gillies et al., 2015; Joffe et al., 2001; Prentice et al.,
2007). However, there is no conclusive empirical evidence regarding whether the
above interventions improve the quality of informed consent.

2.10 Conclusion
Clinicians formerly adopted a paternalistic mindset towards clinical research
participants, but autonomous decision-making is now accepted. Society's perception
of valid informed consent for clinical research has evolved significantly over the years
and this is reflected in changes in global legislation. However, there is often a
discrepancy between legislation and the implementation into clinical practice. While it
has been established that individual informed consent is required for all clinical
research participants, difficulties exist in achieving true informed consent, particularly
given the ever-increasing quantity and complexity of information, and the challenges
posed by the movement towards data sharing. More empirical research is required to
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establish if alternative strategies can be employed to improve the quality of consent for
research participants.
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Abstract
Objectives
The first aim of this study was to quantify the difficulty level of clinical research Patient
Information Leaflets/Informed Consent Forms (PILs/ICFs) using validated and widely
used readability criteria which provide a broad assessment of written communication.
The second aim was to compare these findings with best practice guidelines.

Design
Retrospective, quantitative analysis of clinical research PILs/ICFs provided by
academic institutions, pharmaceutical companies, and investigators.

Setting
PILs/ICFs which had received Research Ethics Committee approval in the last 5 years
were collected from Ireland and the UK.

Intervention
Not applicable.

Main outcome measures
PILs/ICFs were evaluated against seven validated readability criteria (Flesch Reading
Ease, Flesh Kincaid Grade Level, Simplified Measure of Gobbledegook, Gunning Fog,
Fry, Raygor and New Dale Chall). The documents were also scored according to two
health literacy-based criteria: the Clear Communication Index (CCI) and the Suitability
Assessment of Materials tool. Finally, the documents were assessed for compliance
with six best practice metrics from literacy agencies.

Results
A total of 176 PILs were collected, of which 154 were evaluable. None of the PILs/ICFs
had the mean reading age of <12 years recommended by the American Medical
Association. 7.1% of PILs/ICFs were evaluated as ‘Plain English’, 40.3%: ‘Fairly
Difficult’, 51.3%: ‘Difficult’ and 1.3%: ‘Very Difficult’. No PILs/ICFs achieved a CCI >90.
Only two documents complied with all six best practice literacy metrics.
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Conclusions
When assessed against both traditional readability criteria and health literacy-based
tools, the PILs/ICFs in this study are inappropriately complex. There is also evidence
of poor compliance with guidelines produced by literacy agencies. These data clearly
evidence the need for improved documentation to underpin the consent process.
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3.0 Background
Best practice, regulations and international standards demand that participants in
human research are fully informed when providing consent (ICH-GCP E(6) R(2),
2016). This is critical to ensuring that participants’ autonomous decision making is
respected. Patient Information Leaflets (PILs) and Informed Consent Forms (ICFs) are
important components of the informed consent process (Lynöe et al., 1991) as they
enable patients to make informed, autonomous decisions. However, patients often
have difficulty understanding the complex concepts contained in clinical research PILs
and ICFs (Appelbaum, Lidz and Grisso, 2004; Griffin et al., 2006; Kelly et al.,
2017). While it is recommended that written healthcare information is prepared for an
age level of 11–12 years (American Medical Association, 2007) it has been shown that
many patient-facing documents do not achieve this goal (Badarudeen and Sabharwal,
2010). Since the introduction of the European Union (EU) General Data Protection
Regulations (GDPR) in May 2018, study sponsors are now required to provide patients
with information relating to the storage and processing of personal data, which may
create additional challenges when trying to ensure PILs and ICFs are understandable
(Clarke et al., 2019).
Recognising the importance of these documents being accessible to patients, some
studies have assessed the readability of clinical research PILs and ICFs using
traditional readability criteria. These metrics include, among others, Flesch Reading
Ease (FRE) (Flesch, 1948), Flesch Kincaid Grade Level (FKGL) (Kincaid et al.,
1975), Simplified Measure of Gobbledegook (SMOG) (McLaughlin, 1969), Gunning
Fog (GF) (Gunning, 1952), New Dale Chall (NDC) (Chall and Dale, 1995), Fry (Fry,
1968) and Raygor (Raygor, 1977). These criteria were developed for various purposes
(child and adult education, healthcare, business writing) and have been extensively
validated and used in the healthcare (Badarudeen and Sabharwal, 2010; Hamnes, van
Eijk-Hustings and Primdahl, 2016) and health promotion settings (Barnett, Hoang and
Furlan, 2016) and also for clinical trial PILs and ICFs (Hammerschmidt et al., 1992;
Grossman, Piantadosi and Covahey, 1994; Murphy, Gamble and Sharpe, 1994;
Terblanche, 2010; Samadi and Asghari, 2016). However, while these criteria provide
an objective and reproducible method of evaluating readability, they have been
criticised for focusing on syntactic and semantic complexity only (Davison and Kantor,
1982; Redish and Selzer, 1985). In contrast, health literacy models contend that a
reader’s motivation and their ability to process information, among other factors, are
also key components of a patient’s understanding (Squiers et al., 2012). This is an
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important consideration given that low health literacy is linked to adverse health
outcomes (Baker et al., 1997; Dewalt et al., 2004).
The Clear Communication Index (CCI) was developed by the Centre for Disease
Prevention and Control (CDC), (Baur and Prue, 2014) which aimed to provide a tool,
based on health literacy models, for evaluating patient-facing documents. This tool has
been tested in the context of public health documents (Alpert et al., 2016; Saeed and
Anderson, 2017) and shown to enhance understandability. Similarly, the Suitability
Assessment of Materials (SAM) criteria (Doak, Doak and Root, 1996a) was designed
to take into consideration the role of a document’s layout and presentation in the
communication process and has similarly been used to evaluate public health
documents. Given the limitations of the traditional readability criteria, some studies
have combined them with a tool based on health literacy models. However, to date
none of these studies have analysed clinical research PILs/ICFs (Saeed and
Anderson, 2017; Wallace et al., 2005; Hoffmann and McKenna, 2006).
There is also international consensus among literacy organisations that typographical
considerations (e.g., the use of a Sans Serif type face, using sufficiently large font size,
the use of bullet points) are also important considerations in order to make documents
more accessible to variety of readers, particularly those with low literacy or dyslexia
(Morris, MacLean and Littenberg, 2006; Rello and Baeza-Yates, 2013). However, to
the knowledge of the authors, an assessment of the compliance of clinical research
PILs/ICFs against these guidelines has not been published to date.
Given the importance of ensuring that patients understand information leaflets and the
complexity

of

measures

for

their

evaluation,

herein

the

readability

and

understandability of actual patient-facing documents were evaluated using a range of
criteria which provide a broad assessment of written content, communication, and
presentation.

3.1 Methods
3.1.1 Document collection
A combination of purposive and convenience sampling was used to obtain the
PILs/ICFs. Email contact was made with investigators and clinical research facilities
affiliated with hospitals and academic institutions in Ireland through the Health
Research Board Clinical Research Coordination Ireland—this represented a cross32

section of clinical research investigators in Ireland. If no response was received, a
follow-up email was sent. Requests for PILs/ICFs were also made via social media
(Twitter and Linked In) and via the Health Research Board–Trials Methodology
Research Network newsletter. In this way, a representation of clinical research activity
was achieved. Requested PILs and ICFs included those prepared by academic,
pharmaceutical and hospital sponsors, and encompassed both interventional and
observational studies. Documents were included in subsequent analysis if: they
included both a PIL and an ICF, the intended audience for the document was lay,
research participants, the PIL/ICF was written for adults or adolescents and the
PIL/ICF had received research ethics committee (REC) approval within the last
5 years.

3.1.2 Overall analysis
Documents meeting these criteria were included in the subsequent analysis. To
characterise the sample set, documents received were classified according to: Study
Type—Investigational Medicinal Product (IMP) study versus non-IMP; Sponsor Type—
academic, industry, hospital, collaborative group; Site Type—single-site versus multisite study; Study Origin—Irish or international origin.
Study data were collected and managed using REDCap (V.7.4.10) tools hosted at
University College Dublin (Harris et al., 2009; Harris et al., 2019). Statistical analysis
was performed using IBM SPSS Statistics for Windows (V.24.0).
A Spearman’s correlation was calculated between the readability and health literacybased criteria.

3.1.3 Readability analysis
Readability was assessed using the Oleander Readability Studio Software (V.2015).
The following validated readability criteria was used: FKGL, FRE, GF, SMOG, NDC,
Fry and Raygor Estimate. The traditional readability criteria (FKGL, FRE, GF and
SMOG) focus on syntactic complexity, such the length of sentences and the numbers
of polysyllabic words. SMOG was developed specifically for assessing healthcare
materials. The NDC criteria, in contrast, compares the analysed text to a pre-specified
list of 3000 words generally understood by 10-year olds (Chall and Dale, 1995). This
group of criteria was selected because they are validated, recognised methods of
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assessing readability. Raygor Estimate and Fry graphs were prepared, and a Pearson
correlation coefficient was calculated to determine how the individual readability criteria
relate to each other. In order to ensure an accurate analysis, documents were
formatted to remove non-narrative text (i.e., headings, logos which were not comprised
of full sentences) prior to importing into the Readability software.
A one-way analysis of variance (ANOVA) was used to determine if there were any
significant differences in readability between sponsor and study types. Independent
sample t-tests were used to determine if there were significant differences in readability
for Clinical Trial of Investigational Medicinal Product (CTIMP) versus non-CTIMP
studies, single versus multi-site studies and studies originating in Ireland versus those
outside of Ireland.
PILs and ICFs were evaluated as whole documents and also in the following sections:
Introduction/Background, Aim/Purpose of Study, Risks/Side Effects, Study Procedures
and Regulatory (Legal/Insurance/Data Protection/Confidentiality). Dividing the
documents into sections and analysing them separately indicated whether a particular
section was more challenging to read compared with another. The mean and median
scores, range and SD for the collective group of PILs and ICFs per each criteria were
calculated. A one-way ANOVA was performed to determine if the sections of the
PIL/ICF differed in complexity. Comparisons were made between the recommended
reading level for patient-facing documents and the readability of the assessed PILs
and ICFs. A paired sample t-test was performed to determine if the Regulatory section
of the PIL/ICF was more difficult to read compared with the PIL/ICF as a whole.

3.1.4 CCI and SAM analysis
Each PIL and ICF was assessed as a single document against the CCI and SAM
criteria by a single researcher (LOS), and an overall score was calculated. Due to the
subjective nature of the assessment process for these criteria, a random 10% sample
of the PILs and ICFs were selected using a simple random sampling method using
random numbers generated in Microsoft Excel, and independently scored by a second
reviewer (PS). The inter-assessor variability was measured using an interclass
correlation coefficient.
The SAM incorporates six factors: content, literacy demand, graphics, layout, and
typography, learning stimulation and motivation, and cultural appropriateness. A
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percentage score was determined by dividing the total score assigned to the document
(as described by Doak 1996) by the total possible score. As not every factor applied to
every PIL and ICF, the denominator varied. The percentage scores were then divided
into categories: 0%–39% (Inadequate), 40%–69% (Adequate) and 70%–100%
(Superior) (Doak et al., 1996a)
The CCI consists of four parts. Part A, the core component, focuses on the use of
visuals and layout considerations, the use of the active voice and whether the main
message is clearly portrayed at the beginning of the materials. Part B considers
behavioural recommendations, but as this section was not applicable for clinical
research documents, it was omitted. Part C assessed the use of numbers, including
whether the reader can understand the way in which numbers are presented. Part D
evaluated risks, including whether both risks and benefits are explained in an
understandable format. A percentage score was determined by dividing the total score
assigned to the document by the total possible score, as described by Alpert (Alpert et
al., 2016). Percentages were compared with the 90% advised by the CDC to ensure
clear communication (Baur and Prue, 2014).

3.1.5 Comparison of pre-GDPR and post-GDPR PILs/ICFs
To investigate the impact of additional regulations on document accessibility, all
PILs/ICFs originating in Ireland were divided into pre-GDPR or post-GDPR. An
independent sample t-test compared the mean readability level, CCI, SAM and mean
reading age between the two categories.
Seven matched PILs/ICFs for the same trial were available in both a pre-GDPR and
post-GDPR format. A paired sample t-test was used to compare the readability level,
CCI, SAM and mean reading age.

3.1.6 Comparison with plain English UK/Irish National Adult Literacy Agency guidelines
Each PIL and ICF was assessed against the following recommendations of the Plain
English UK and the Irish National Adult Literacy Agency (NALA) guidelines: mean
sentence length <20 words, percentage of passive verbs <10%, use of a non-Sans
Serif font, use of a font size of at least 12 point, use of headings consisting upper- and
lower-case letters, and the use of 1.5 line spacing. Finally, the use of justified text—
when spaces are added between words to ensure that each line of text is the same
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length (Collins English Dictionary (online))— was assessed. The addition of the spaces
makes distinguishing words more difficult for readers with dyslexia.
These metrics provided a quantitative assessment of whether the PILs/ICFs complied
with Plain English UK and the Irish NALA guidelines.
All data generated from these assessments were entered onto the REDCap Database
for subsequent analysis.

3.1.7 Patient and public involvement
Patients were not directly involved in this study.

3.2 Results
3.2.1 Overall results
A total of 176 PILs/ICFs were received from the Republic of Ireland and the UK. Of
these, 154 were deemed evaluable. Of the 25 excluded documents, two PILs/ICFs
were for healthy volunteers; five were written for paediatric patients; three were
duplicates; five were not written for lay persons and ten ICFs were not available to
accompany the PILs.
The study and sponsor types, as well as the nature of the sites represented by these
documents, were recorded, and are shown in Table 2. Whether the documents were
created before or after the introduction of GDPR was also recorded. The area of
research to which the documents were related was also recorded, and a good
distribution of disease areas was represented by the documents received.
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Table 2: Breakdown of study characteristics
Type of study

n=154

CTIMP

61

Non CTIMP

93

Breakdown of Non-CTIMPs (i.e., non-regulated)
Observational

30

Translational / biomarker

24

Interventional study (but non-CTIMP)

100

Type of sponsor
Collaborative (joint sponsorship)

2

Hospital

13

Pharmaceutical company

32

Academic

107

Location of sponsor
International

78

Ireland

76

Site
Single

68

Multi

86

CTIMP: Clinical Trial of Investigational Medicinal Product; Non CTIMP: not a Clinical Trial of
Investigational Medicinal Product

3.2.2 Readability analysis
Overall readability scores: full PIL/ICF
The readability of the total cohort of documents was first assessed using the previously
discussed scales. The mean FRE was 49.6 (recommended score for Plain English is
60–70), while the mean reading age was 16.1 years (recommended age is 11–12
years). The mean grade levels (per the American grade school system, where the
recommended grade level is 6th grade) were FKGL: 11.3, GF: 12.1, SMOG: 13.0,
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Raygor: 10.5, Fry: 12.3, NDC: 10.7. The mean, median, range and SD for each metric,
and the mean reading age (as assessed by all the metrics) are listed in Table 3.

Table 3: Mean, Median, Range and standard deviation per readability criteria for full
PIL/ICF
n=154

Mean

Median

Range

Standard

Recommended

Deviation

score

Flesch Reading Ease

49.6

50

27-66

7.2

60-70

Flesch-Kincaid Grade

11.3

11.2

8.2-15.4

1.38

6

Gunning Fog

12.0

12.0

9.3-15

1.12

6

SMOG

13.0

13.0

8-16.2

1.15

6

Raygor

10.4

10.0

7-17

1.73

6

Fry

12.2

12.0

8-17

2.04

6

NDC

10.4

10.0

6-15

1.67

6

Mean Reading Age

16.1

16.0

13.2-

1.14

11-12

Level

(years)

19.4

SMOG: Simplified Measure of Gobbledegook; NDC: New Dale Chall

Flesch Reading Ease
Using Plain English as an aggregate of readability, 7.1% of the total cohort of PILs/ICFs
were evaluated as ‘Plain English’ per the FRE criteria, 40.3% were deemed ‘Fairly
Difficult’, 51.3% ‘Difficult’ and 1.3% ‘Very Difficult’, as shown in Figure 2.
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Figure 3: Flesch Reading Ease graph illustrating the language difficulty level of the
Patient Information Leaflets/Informed Consent Forms in this study.

Reading age
This aggregate data show that all the PILs/ICFs had a mean reading age of >11–12
years, as recommended by the American Medical Association and the National
Institutes for Health.
Comparison of readability per study and sponsor type
No significant difference in readability (FRE, FKGL, GF, SMOG, NDC, Fry, Raygor) or
reading age was detected between sponsor types (academic, hospital-based,
collaborative group or industry sponsors), single versus multi-site studies, origin of
study (Ireland vs outside of Ireland) or CTIMP versus non-CTIMP. A significant
difference in FRE (p=0.001), FKGL (p=0.024), SMOG (p=0.020), Raygor (p=0.001),
Fry (p=0.005) and mean reading age (p=0.001) between interventional and noninterventional (observational and translational) studies was identified, showing that
non-interventional

studies contain

more

complex language

compared

with

interventional studies.
Readability of the different sections of the PIL/ICF
As mentioned in the Methods section, the PIL/ICF was divided by section (as per Table
Four) to assess whether particular sections were more complex. The Regulatory
section was more complex compared with the other sections as per the FRE (p<0.001),
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FKGL (p=0.002), SMOG (p=0.001), Raygor (<0.001), Fry (p<0.001) and NDC
(p<0.001) criteria (see Table 4).

Table 4: Mean reading ease or grade level +/- standard deviation per section
n=133

Introduction/

Risks/

Purpose

Side

Procedures

Regulatory

P value
(ANOVA)

Effects
FRE

48.96 +/- 11.24

51.58 +/-

54.66 +/- 8.6

43.84 +/- 7.10

<0.001

10.77 +/- 1.64

12.17 +/- 1.50

0.002

12.03 +/- 1.65

12.66 +/- 1.42

0.204

12.57 +/- 1.35

13.60 +/- 1.27

0.001

9.44 +/- 1.77

11.46 +/- 1.84

<0.001

11.01 +/- 2.09

13.49 +/- 2.0

<0.001

10.03 +/- 2.14

11.69 +/- 1.65

<0.001

10.46
FKGL

11.42 +/- 2.2

10.80 +/2.06

FOG

12.00 +/- 1.96

12.26 +/2.05

SMOG

13.16 +/- 1.68

12.61 +/1.77

Raygor

10.88 +/- 2.67

10.08 +/2.54

Fry

12.39 +/- 2.72

11.79 +/2.78

NDC

11.14 +/- 2.52

11.21 +/2.51

FRE: Flesch Reading Ease; FKGL: Flesch Kincaid Grade Level; SMOG: Simplified Measure
of Gobbledegook; NDC: New Dale Chall; ANOVA: Analysis of Variance.

The Regulatory section was also compared with the scores for the full PIL/ICF and was
significantly higher in complexity (i.e., significantly lower FRE and higher-grade level;
p values all<0.001) (see Table 5).
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Table 5: Mean, Median, Range and standard deviation per readability criteria for full PIL / ICF and Regulatory Section
Full PIL / ICF
n=133

Mean

Median

Regulatory Section of PIL / ICF
Range

Standard

Mean

Median

Range

Deviation
Flesch Reading

Standard

P value

Deviation

(t test)

49.24

50

27-66

7.4

43.67

45

22-57

7.33

<0.001

11.31

11.4

8.2-

1.43

12.18

12.18

8.6-

1.54

<0.001

Ease
Flesch-Kincaid
Grade Level

15.4

16.6

Gunning Fog

12.05

12.1

9.3-15

1.15

12.69

12.69

9-16.4

1.46

<0.001

SMOG

13.03

13

8-16.2

1.18

13.60

13.60

10.7-

1.30

<0.001

17.1
Raygor

10.53

11.0

7-17

1.78

11.56

11.56

8-17

1.84

<0.001

Fry

12.3

12.0

8-17

2.10

13.54

13.0

10-17

2.00

<0.001

NDC

10.68

10.0

6-15

1.67

11.69

12.0

8-15

1.63

<0.001

PIL: Patient Information Leaflet; ICF: Informed Consent Form; SMOG: Simplified Measure of Gobbledegook; NDC: New Dale Chall.
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3.2.3 CCI and SAM analysis
In order to gain a broad assessment of the understandability of the documents, two
criteria based on health-literacy models (the CCI and SAM criteria) were applied to
each PIL/ICF. Recognising the potential for observer variability, we first sought to
determine concordance between two independent assessors. The inter-assessor
variability, measured using an intraclass correlation coefficient, was determined to be
‘good’ for both criteria: 0.73 for the SAM and 0.75 for the CCI. On analysis it was shown
that none of the PILs had a CCI score of >90%, as recommended by the CDC.
According to the SAM criteria, 29.2% of documents were ‘Superior’, 70.8% were
‘Adequate’ and none were ‘Inadequate’. Table 6 shows the mean±SD, median, range
for both criteria.

Table 6: Mean, Median, Range and standard deviation per readability criteria for full
PIL
n=154

Mean +/- Standard deviation

Median

Range

CCI

68.5% +/- 10.2

71.4%

33.3%-86.7%

SAM

66% +/- 0.86

63%

51%-87%

CCI: Clear Communication Index; PIL: Participant Information Leaflet; SAM: Suitability
Assessment of Materials.

No significant difference in CCI and SAM was detected between sponsor types
(p=0.261 for CCI and p=0.093 for SAM), origin of study (p=0.71 for SAM and p=0.15
for CCI) or between interventional versus non-interventional studies. SAM and CCI
scores were significantly higher for single-site studies compared with multi-site studies
(p=0.003 for CCI and p=0.021 for SAM). CCI and SAM scores were significantly higher
for non-CTIMPs compared with CTIMPs (p=0.02 for CCI and p<0.001 for SAM). No
difference was found between interventional and non-interventional (observational and
translational studies) for either CCI (p=0.76) or SAM (p=0.12). The majority (91.7%) of
documents did not use an illustration or graphic to explain or support the main
message. Of the remainder, 1.5%, 2.3%, 4.5% of PILs/ICFs used an illustration that
was considered ‘not suitable’, ‘adequate’ and ‘superior’, respectively.
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3.2.4 Correlation with traditional readability scores
A strong positive correlation was observed between the traditional readability criteria
(FRE, FKGL, SMOG, GF, Raygor, Fry and NDC) scores (coefficients ranged from
0.975 to 0.693). A moderate correlation was observed between the traditional
readability criteria and the SAM (coefficients ranged from 0.433 to 0.548). A weak
correlation was observed between the traditional readability criteria and the CCI
(coefficients ranged from 0.367 to 0.251). A moderate correlation was observed
between the CCI and the SAM (0.348).

3.2.5 Comparison of pre-GDPR and post-GDPR PILs/ICFs
In order to assess the impact of the EU GDPR, Irish PILs/ICFs were categorised as
pre-GDPR (96 documents) and post-GDPR (37 documents) and their complexity level
was compared. The complexity level using all readability criteria and mean sentence
length was higher for the post-GDPR PIL/ICFs. An independent sample test showed a
significant difference in FKGL (p=0.034), SMOG (p=0.040) and Fry (p=0.019). Seven
matched PILs/ICFs for the same trial were available in both a pre-GDPR and postGDPR format. The complexity level using all readability criteria, mean sentence length,
percentage passive sentences and CCI was higher for the post-GDPR PIL/ICFs. A
paired samples t-test showed a significant difference in FRE (p=0.021), GF (p=0.015),
NDC (p=0.010), Fry (p=0.014), mean reading age (p=0.038) and CCI (p=0.016).

3.2.6 Plain English UK/Irish NALA guidelines
In order to determine if PILs/ICFs complied with literacy agency guidelines, the
documents were assessed against six recommendations. The proportion of PILs/ICFs
with a mean sentence length of more than the recommended 20 words was 35.3%. In
addition, 39.8% of PILs/ICFs did not use a Sans Serif font, 43.6% of PILs/ICFs did not
use a point size of 12 or more, 36.1% of PILs/ICFs used headings with all capital letters
and 88% of PILs/ICFs did not use 1.5 line spacing. Just under half (47%) of PILs/ICFs
used justified text—that is, the spacing between words was adjusted so that each line
of text is the same length (Collins English Dictionary (online)). Only two PILs/ICFs
complied with all the Plain English guidelines.
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3.3 Discussion
True informed consent depends on autonomy, capacity, and disclosure of relevant
information (Cahana and Hurst, 2008; Gupta, 2013). The WHO’s guidelines for
research in humans also state this information should be understandable to
participants (WHO, 2016). In this study we have demonstrated that the majority of
patient-facing documents used to enable the consent process in clinical research are
complicated, unreadable and do not meet recommended guidelines. These findings
lend weight to the concept that informed consent for clinical research is undermined
by poor quality documentation. The implication is that the consent provided is not valid,
and that potential participants with health literacy challenges are excluded. The finding
that PILs/ICFs are more complex following the introduction of the GDPR is ironic, given
that this regulation, which should give the public enhanced autonomy, in fact may
reduce it.
Previous investigations have shown that healthcare providers cannot accurately
identify individuals with low health literacy (Powell and Kripalani, 2005; Rogers,
Wallace and Weiss, 2006). Public health organisations, such as the Agency for
Healthcare Research and Quality, therefore recommend that the universal precautions
principle should be applied—that is, that all patient-facing documents are prepared and
presented at an accessible level (Brega et al., 2015). The analysis of the syntactic and
semantic complexity of PILs/ICFs reported herein, however, agrees with many
previous studies in different countries (Ménoni et al., 2011; Nair, Ibrahim and Askar,
2016; Terblanche, 2010)—the reading age and grade level of clinical research
PILs/ICFs is inappropriately high. Only a single, older study concluded that the
readability level of clinical research patient-facing documents was appropriate (Murphy
et al., 1994).
In efforts to enhance document quality, automated readability measures have the
advantages of being consistently reproducible, affordable and time efficient.
(Hochhauser, 1997) As demonstrated herein, they allow large scale interrogation of
patient-facing documents and the development of approaches to improving these.
These measures also allow an individual researcher to assess the suitability of their
materials prior to submission for REC review. Despite this, there remains some debate
as to whether simply improving the syntactic and semantic complexity of a PIL/ICF
improves patient comprehension. Results of the START trial, a non-inferiority clusterrandomised study comparing a standard length PIL/ICF with an abbreviated one found
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no improvement in patient satisfaction or understanding (Grady et al., 2017). An older
study similarly suggested that reduction in document length alone does not improve
understanding (Taub, 1986). Furthermore, another study showed that increasing
readability level, as measured by FKGL, does not enhance comprehension, although
the authors still felt that the Microsoft Word version of the FKGL is a useful tool for the
initial assessment of a PIL (Walters and Hamrell, 2008). In contrast, another study
which randomised patients to receive a standard information leaflet or a leaflet with a
lower FKGL which also added comparative tables and emphasised key information, to
promote colorectal screening, found that recognition of information improved with the
adjusted text (Freed et al., 2013). Peterson improved readability according to
automated readability scores but found that most assessors preferred a document
which had been edited graphically only (Peterson et al., 1992). These results seem to
indicate that understanding of written information is multi-faceted and that
typographical and layout considerations are also important. The results of our study,
indicating a lack of compliance with best practice guidelines in typography and layout,
suggest that investigators, sponsors, and ethics committees should consider these
factors when designing PIL/ICF templates.
Health literacy plays a key role in health outcomes (Baker et al., 1997). For this reason,
health literacy models have been used to improved public health patient-facing
documents. Public health and clinical research documents share the common goal of
clear and effective communication to support informed decision making. Hochhauser
contends that writers should never rely on a single readability formula to assess the
suitability of a PIL/ICF, (Hochhauser, 1997) so given the limitations of reviewing
syntactic and semantic complexity, perhaps the traditional readability formulae should
be combined with those based on health literacy models. This approach has been
shown to be feasible: Saeed successfully used a combination of the syntactic and
semantic measures (FRE and FKGL) and the CCI to evaluate the readability and
accessibility of web-based information for individuals with meningioma (Saeed and
Anderson, 2017). Similarly, Hoffman and colleagues used SMOG and SAM to assess
information for patients who had a stroke (Hoffmann and McKenna, 2006). Wallace et
al used a combination of the DISCERN instrument and the SAM to evaluate internet
information for individuals with osteoporosis (Wallace et al., 2005). The results of our
study show deficits in clear communication, with no PILs/ICFs receiving a CCI score
of >90. An illustration or graphic to explain or support the main concept of the document
is recommended by both criteria, however it is noteworthy that in our study 91.7% of
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documents in this study used neither. We propose that readable and understandable
documents are a vital component of the overall consent process. The results of our
study show that research PILs/ICFs can be assessed by not only traditional, automated
readability measures, but also by health-literacy based criteria, such as the CCI, which
has been shown to improve the clarity of public health documents (Baur and Prue,
2014).
The results described herein indicate there is no significant difference between the
readability, as measured by traditional readability criteria of PILs/ICFs prepared by
academic-based or hospital-based sponsors, compared with studies sponsored by
pharmaceutical companies. However, there was a significant difference between
interventional studies and non-interventional studies. Two studies of adult and
paediatric trial PILs found that industry sponsored PILs were more readable and were
more likely to contain an illustration, (Ménoni et al., 2011; Ménoni et al., 2010) although
they were also longer in length. Interestingly, a study conducted in the United Arab
Emirates found that interventional studies were significantly more readable compared
with observational studies (Nair et al., 2016). Also, industry sponsored interventional
studies were significantly more readable than interventional non-industry sponsored
studies. De la Moira-Molina et al’s study of industry sponsored studies showed no
difference between studies in different disease areas or companies (de la Mora-Molina
et al., 2018). Mader’s study of 94 emergency medicine PILs/ICFs found that increasing
risk to patients was positively correlated with the complexity level of the document
(Mader and Playe, 1997).
It is of concern that only two out of the 133 PILs/ICFs assessed in our study complied
with all seven of the Plain English criteria assessed in this study. Chubaty analysed
388 healthcare information leaflets for routine clinical care for older persons and found
that only one-third used at least 12 point, only 18.6% used at least 1.5 spacing
(Chubaty, Sadowski and Carrie, 2009). Writing in simple language, while still retaining
the breadth and meaning of complex information is challenging. However, changing to
a Sans Serif font, removing all capital headings, and not justifying text are achievable
goals, and may improve accessibility for readers. A PIL/ICF template, incorporating the
above guidelines could also be used at an institutional level to ensure compliance.
Some researchers have sought to improve the readability of their documents by
employing the services of professionals or members of the public. Bjørn randomised
235 individuals to receive either an original PIL/ICF prepared by a pharmaceutical
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company or a PIL/ICF of the same study which had been simplified by a professional
linguistics service (Bjørn, Rossel and Holm, 1999). Both participants’ perception of
their understanding and their actual cognitive understanding were improved with the
amended document, but it is unlikely that individual researchers would have sufficient
resources for a professional service for every PIL/ICF. Knapp and colleagues similarly
have done a considerable amount of work on user testing of PILs/ICFs, including an
analysis of the Theralizumab (TGN1412 trial) (Knapp et al., 2009a; Knapp et al.,
2009b; Knapp et al., 2011). While engagement with the public is undoubtedly crucial,
it is important, however, that lay reviewers of PILs/ICF are carefully selected, so that
they are representative of, or cognisant of the target reading level. In order to ensure
that accessibility is maximised, it may also be important not to rely solely on user
testing, but instead to combine this with adherence to the Plain English guidelines. This
study included a broad assessment of clinical research PILs/ICFs, incorporating
assessment of syntactic and semantic complexity, and against health literacy-based
criteria and recommendations from national literacy agencies. This provides a
framework for further improvement of clinical research PILs/ICFs.

3.3.1 Methodological limitations of this study
The purposive and convenience sampling method used to collect the documents in
this study may have led to an enthusiasm bias. Therefore, complexity level of actual
PILs/ICFs may have been underestimated, as investigators interested in improving the
readability of their trial documents were probably more likely to contribute documents.

3.4 Conclusions
The clinical research PILs/ICFs in this study are not readable, both when assessed by
traditional syntactic and semantic complexity, and by health literacy-based models.
The majority of PILs/ICFs in this study also do not comply with the Plain English
guidelines recommended by national literacy agencies. Preparing clinical research
PILs/ICFs which meet participant’s information needs, satisfy regulatory requirements
and yet are understandable to the those with low health literacy is challenging. It is
recommended that documents are assessed using a range of tools, and that
consideration should be given to health literacy-based criteria and best practice
guidelines for patient-facing documents.
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Abstract
Background
In line with Good Clinical Practice and the Declaration of Helsinki, it is the investigator’s
responsibility to ensure that research participants are sufficiently informed, to enable
the provision of informed consent. The Participant Information Leaflet/Informed
Consent Form is key to facilitating this communication process. Although studies have
indicated that clinical research Participant Information Leaflets/Informed Consent
Forms are not optimal in terms of accessibility, there is little or no specific guidance
available. The aim of this research was to propose and agree a set of guidelines for
academic researchers and sponsors for preparing accessible and understandable
Participant Information Leaflets/Informed Consent Forms.
Methods
A literature review identified guidance for the preparation of patient-facing documents.
Following critical appraisal, key recommendations were extracted and a set of
recommendations which can be applied to clinical research Participant Information
Leaflets/Informed Consent Forms were prepared. These recommendations were
evaluated and amended by an Expert Consensus Conference consisting of a group of
key stakeholders. The stakeholders included members of a Research Ethics
Committee (both lay and expert), a patient advocate, experienced clinical researchers,
a plain English editor, and a Data Protection Officer. Consensus was reached
regarding a final set of recommendations.
Results
44 recommendations were agreed upon and grouped into five categories: Layout,
Formatting, Content, Language and Confirming Readability. These recommendations
aimed to maximize accessibility for lay participants, including readers with dyslexia,
literacy, or numeracy challenges, thereby improving the quality of the consent process.
Conclusions
More empirical research is needed to further improve the informed consent process
for research participants. However, these recommendations are informed by the
current literature and have been ratified by expert stakeholders. It is hoped that these
recommendations will help investigators and sponsors to consistently and efficiently
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produce more accessible clinical research Participant Information Leaflets/Informed
Consent Forms.
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4.0 Background
Valid informed consent depends on disclosure of all pertinent information, capacity to
consent and voluntariness (Beauchamp and Childress, 2013). In the context of clinical
research, it is the investigator’s responsibility to ensure that participants are fully
informed before they provide freely-given, informed consent (Declaration of Helsinki,
2013). The use of understandable and accessible written information is an important
element of communication with laypersons. Written information in addition to verbal
communication can improve comprehension (Felley et al., 2008; Lynöe et al., 1991).
However, studies that have used a broad range of criteria have indicated that clinical
research Participant Information Leaflets/Informed Consent Forms (PILs/ICFs), are not
optimal in terms of accessibility and understandability (O'Sullivan et al., 2020c;
Terblanche, 2010; Samadi and Asghari, 2016). This may lead to research participants
having difficulty understanding the information contained in PIL/ICFs prior to providing
their consent to take part. Concerningly, a recent systematic review indicated that
research participants often have a poor understanding of some of the key concepts
needed to ensure valid informed consent (Pietrzykowski and Smilowska, 2021).
Clinical research PILs/ICFs pose some unique communication challenges, since
research participants frequently struggle to understand complex concepts such as
randomization, placebo and the risks associated with participating (Tam et al., 2015;
Kelly et al., 2017). PILs/ICFs are becoming longer (Berger et al., 2008; McWhirter and
Eckstein, 2018) and changes in the regulatory landscape such as the introduction of
the European Union General Data Protection Regulation (GDPR) also present
challenges, as additional information must be provided to participants (Clarke et al.,
2019; General Data Protection Regulation; European Union, 2018). Good Clinical
Practice guidelines state that “The language used in the oral and written about the trial,
including the informed consent form, should be as non-technical as practical and
should be understandable to the subject…” (ICH-GCP E(6) R(2), 2016). However,
while some general guidance on creating accessible patient-facing documents is
available (Plain English Guidelines, 2008; Cutts, 2015), to the knowledge of the
authors, this guidance has not been applied to clinical research PILs/ICFs and remains
an unmet need.
The Expert Consensus Conference (ECC) methodology is defined as “a forum for
communication and participation of lay men and experts for societal decision making”
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(Mayer and Geurts, 1996). The ECC methodology is commonly used in the health
technology setting and in the preparation of clinical guidelines, as a means of rapidly
summarizing the available literature and gaining a consensus from an appropriate
group of stakeholders (Mayer and Geurts, 1996; Goodman and Baratz, 1990). In
particular, the ECC methodology is useful where strong evidence is lacking and
therefore the insights of an expert group are required to provide guidance. There is
limited empirical evidence regarding the optimal presentation and content for patientfacing documents such as layout, formatting, the use of images, language, and
readability. However, a review of the literature indicated many areas of common
ground among organizations seeking to communicate clearly for the benefit of lay
readers (Plain English Guidelines, 2008; Writing Plain English, 2020; How to write in
plain English, 2019). The aim of this ECC was to produce a set of guidelines for
academic researchers and sponsors for the preparation of accessible and
understandable clinical research PILs/ICFs and to gain consensus from an expert
group of stakeholders regarding their appropriateness. Having PILs/ICF which are
clearer in format and layout and contain easily understandable information for research
participants will ensure that they can provide valid informed consent.
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4.1 Methods
The below flowchart (Figure Four) describes the methodology followed by this ECC.

Figure 4: Schematic of the methodology for this Expert Consensus Conference
(ECC)
4.1.1 Literature review and critical appraisal
A literature review was performed in July 2020 to identify guidance for the preparation
of patient-facing documents. An initial scope of the literature indicated that guidelines
relevant to this review could not be located within traditional academic databases. In
fact, most of the relevant guidelines were in the form of reports from national literacy
agencies, health authorities and regulatory bodies and were available on the
organizations’ websites. Therefore, all entries on a Google search were examined by
a single researcher (EC), using the search terms ‘Guidelines’, ‘writing’ and ‘Information
Leaflets’. Following this, all reference lists were also checked. This process was
independently repeated by a second researcher (LOS). The results from the search
were combined and summarized by noting each result on an Excel spreadsheet. A
piece of literature was deemed relevant if it purported to provide guidance on the
preparation of public-facing documents for adult laypersons–this was not restricted to
the medical or research context. A piece of literature was excluded if it provided
guidance on preparing document for children or those with diminished or limited
capacity or wasn’t available in English. Since the majority of the guidance identified
was not supported by quantitative data, each relevant document was independently
appraised by two researchers (EC and LOS) using the Johanna Briggs Institute Critical
Appraisal Tool for Text and Opinion (McArthur et al., 2020).

4.1.2 Compilation of recommendations
Guidance from each document which passed critical appraisal was extracted and
tabulated. This data was synthesized, and 44 recommendations were proposed from
themes and findings that consistently recurred and were grouped into five categories
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by two researchers (EC and LOS) and reviewed by clarity and completeness by two
additional researchers (RC and PD). These recommendations were circulated to the
ECC participants prior to the ECC for their review.
4.1.2 Expert consensus conference meeting
Eight key stakeholders were invited and agreed to take part in the ECC, which
comprised of the following:
•

Lay member of a Research Ethics Committee (REC)

•

Expert member of a REC

•

A patient advocate from the Irish Platform for Patient Organisations, Science
and Industry

•

A plain English editor and trainer from the National Adult Literacy Agency

•

An experienced clinical research nurse

•

An experienced principal investigator

•

A senior academic researcher with experience in inclusive research

•

An experienced qualitative researcher

•

A hospital data protection officer

Efforts were made to ensure that the composition of the ECC members was balanced,
including both laypersons and researchers and also persons from different operational
perspectives. The lay and expert REC members and hospital data protection officer
were invited from the affiliated hospital. The principal investigator, research nurse and
researchers were invited from the affiliated research centre and university. The patient
advocate and plain English editor/trainer were invited from their respective
organisations, as listed above.
The ECC lasted for 2.5 hours and took place via videoconferencing (using Zoom) in
August 2020. The participants provided verbal consent to participate and for the
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session to be recorded. The ECC was facilitated by a Chairperson (RC), and a
Discussant (LOS). The Chairperson presented each recommendation to the
participants, led the discussion between the members and ensured equal
representation from each participant. The Discussant presented the findings of the
literature review, including the available evidence and rationale for each
recommendation. During the ECC, alterations to the recommendations were proposed,
and consensus was reached on each separate recommendation. For each
recommendation, following discussion, a unanimous agreement was reached by the
ECC participants.
4.1.3 Finalizing recommendations
The amended recommendations were compiled using the ECC recording to ensure no
input was omitted. The amended recommendations were circulated to the ECC
participants who indicated their approval or provided further amendments. The final
recommendations were then circulated and all of the ECC participants provided their
approval. All approvals were documented.
4.1.4 Ethical approval
This study was granted a low-risk ethical exemption by the University College Dublin
Research Ethics Committee (REC)–Ref LS-E-20-94-OSullivan-Doran.
4.1.5 Patient and public involvement
Two laypersons (one patient advocate and one layperson who is a member of a REC)
contributed to all aspects of this ECC. Wherever applicable, this study was reported in
line with the GRIPP2 Long Checklist (see Appendix A).
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4.2 Results
The searches yielded 189 (EC) and 163 (LOS) or 352 results in total. 284 documents
were excluded for the following reasons: 15 (duplicates); 35 (related to paediatrics); 31
(not accessible e.g., books the researchers could not access) and 203 (not relevant–
didn’t contain any useful recommendations, advertising, related to adults who lack
capacity or with an intellectual disability). 68 documents were then reviewed in detail,
of which 44 were excluded as they were local adaptations of national guidelines, so
didn’t provide any additional insights. 24 documents underwent critical appraisal and
two were excluded. Table 7 presents the 22 documents which were selected following
review of the documents and critical appraisal. These documents were mainly grey
literature sources–e.g., guidance produced by national literacy agencies, health
authorities and regulatory bodies, along with some peer-reviewed literature. While all
of the selected documents were aimed at improving clarity for adult readers in general,
a number of them specifically referred to the benefits for readers with additional
challenges, such as dyslexia and literacy or numeracy difficulties (Always read the
leaflet - getting the best information with every medicine, 2005; Plain Language Style
Guide, 2009; Best practice guidance on patient information leaflets, 2014; Baur and
Prue, 2014; Plain English Guidelines, 2008; Health Literacy Universal Precautions
Toolkit, 2015). Documents were published in Ireland, the United Kingdom (UK),
France,

the

United

States

of

America

(USA)

and

Australia.

Individual

recommendations were extracted using an Excel data extraction tool. Figure 4 shows
the 44 individual recommendations which were extracted and the frequency with which
they were mentioned within the literature. These 44 individual recommendations were
grouped into five categories.
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Table 7: List of key literature sources
Document

Document Name, Reference

Number
1

Publisher or Lead Author, Year of publication
or last revision

Suitability Assessment of Materials Guidance Document (Doak, Doak and

Doak, 1996

Root, 1996b)
2

3

The A to Z of alternative words (The A to Z of alternative words: Plain English

United Kingdom Plain English Campaign,

Campaign, 2001)

2001

Toolkit for Producing Patient Information (Toolkit for producing patient

United Kingdom Department of Health 2003

information, 2003)
4

Always Read the Leaflet (Always read the leaflet - getting the best information

Medicines and Health Products Regulatory

with every medicine, 2005)

Agency, 2005

5

Writing about medicines for people (Sless and Shrensky, 2006)

Sless, 2006

6

Plain English Guidelines (Plain English Guidelines, 2008)

Irish National Adult Literacy Agency, 2008

7

How to produce an information brochure for patients and users of the

Haute Authorité de Santé, 2008

healthcare system (How to produce an information brochure for patients and
users of the healthcare system, 2008)
8

Guideline on the readability of the labelling and Package Leaflet of Medicinal

European Commission, 2009

Products (Guideline on the readability of the labelling and package leaflet of
medicinal products for human use (revision 1), 2009)
9

10

Simply Put: a guide for creating easy-to-understand materials (Simply Put, A

Centers for Disease Control and Prevention,

guide for creating easy-to-understand materials, 2009)

2009

Plain Language Style Guide (Plain Language Style Guide, 2009)

Health Service Executive and National Adult
Literacy Agency, 2009
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11

12

13

14

15

Health Literacy and Plain Language Overview ('Health Literacy and Plain

National Partnership for Women and

Language Overview,' 2009)

Families, 2009

Federal Plain Language Guidelines (Federal Plain Language Guidelines,

Government of the United States of America,

2011)

2011

Best Practice Guidance (Best practice guidance on patient information leaflets,

Medicines and Health Products Regulatory

2014)

Agency, 2014

Patient Education Materials Assessment Tool and User’s Guide (Shoemaker,

Agency for Healthcare Research and Quality,

Wolf and Brach, Last reviewed 2019)

2019

Clear Communication Index User Guide (Baur and Prue, 2014)

Centers for Disease Control and Prevention,
2014

16

Making leaflets clearer for patients (Cutts, 2015)

The Plain English Commission, 2015

17

Everyday Words for Public Health Communication (Everyday Words for Public

Centers for Disease Control and Prevention,

Health Communications, 2016)

2016

18

The GET-IT glossary (Moberg et al., 2018)

Moberg, 2018

19

How to write in Plain English (How to write in plain English, 2019)

Plain English United Kingdom, 2019

20

Guidelines for creating materials (Rudd)

Rudd, 2019

21

Health literacy universal precautions toolkit (Health Literacy Universal

Agency for Healthcare Research and Quality,

Precautions Toolkit, 2015)

2020

Writing Plain English (Writing Plain English, 2020)

Government of Australia, 2020

22
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Figure 5: Chart of recommendations from the literature search and how often each recommendation was mentioned
PIL: Participant Information Leaflet; NALA: National Adult Literacy Agency; UK: United Kingdom
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4.2.1 Final approved recommendations
In general, there was broad agreement between the ECC participants. However, there
was two areas on which opinions differed. Firstly, the use of 1.2–1.5 line spacing in
research PILs/ICFs can result in documents which become quite long and therefore
could be off-putting for some potential research participants. Secondly, the use of
readability assessment tools–it is recognised that such tools have significant
limitations, however they may be of value, especially when making an initial
assessment of e.g., sentence length or the percentage of passive sentences. The final
recommendations, approved by the ECC, grouped into categories are as follows:

Category 1: Layout of Participant Information Leaflet / Informed Consent Form
(PIL/ICF)
Purpose of recommendation
The purpose of this recommendation is for the PIL/ICF to be arranged in an easy-toread and accessible layout. Images can break up the text and help to support or explain
the main message(s) of the PIL/ICF–for example to illustrate the arms of a trial after
randomization. Glossy paper reflects the light, which can make the PIL/ICF harder to
read. Similarly, a cluttered PIL/ICF reduces legibility. These factors are particularly
important for dyslexic or neurodiverse readers, or those with literacy challenges.
1. Leaflet format – PIL/ICF should be organized into a booklet format–for
example: a bi-fold booklet: see Figure 5 below.
(This is a general guidance, consideration must be given to the target participant
group; if dexterity is an issue for example, an A4 page layout may be more
accessible).
2. Use of columns – If columns are used in the PIL/ICF, there should be enough
separation between them to sufficiently separate the text. This can also be
achieved by a vertical line between the columns if there is a shortage of space.
3. Line

spacing –

Use

sufficient

spacing

between

lines

(1.2–1.5

is

recommended). A soft copy of the PIL/ICF should be available so that spacing
can be altered based on the needs of the trial participant (e.g., visual
impairment).
4. Paper quality – Use a low-to-no gloss on the leaflet’s paper.
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5. Images – Use 1–3 simple images or illustrations when appropriate to support
the main message of the PIL, or to explain a difficult concept. Each image
should be clear and accompanied by a caption.
6. Use of text boxes – Text boxes should be used sparingly and only when
appropriate to highlight important pieces of information. They should not
encourage the reader to skip through the body of the text.
7. Use left aligned text – see Figure 6 below.
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A4 bi-fold

Figure 6: Example of A4 sheet leaflet re-formatted into an A4 bi-fold leaflet

65

Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt

tttttttttttttttttttttttttttttttttttttttttttttttt
tttttttttttttttttttttttttttttttttttttttttttttttt
tttttttttttttttttttttttttttttttttttttttttttttttt
tttttttttttttttttttttttttttttttttttttttttttttttt
tttttttttttttttttttttttttttttttttttttttttttttttt
tttttttttttttttttttttttttttttttttttttttttttttttt
tttttttttttttttttttttttttttttttttttttttttttttttt
tttttttttttttttttttttttttttttttttttttttttttttttt
tttttttttttttttttttttttttttttttttttttttttttttttt
tttttttttttttttttttttttttttttttttttttttttttttttt
tttttttttttttttttttttttttttttttttttttttttttttttt

Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt

ttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
tttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
tttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt

Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt

ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt

Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttttt
Ttttttttttttttttttttttttttttttttttttttttttttttttttt

ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
tttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
tttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt
ttttttttttttttttttttttttttttttttttttttttttttttttt

Justified text

Left aligned text

Figure 7: Example of justified and left-aligned text
Category 2: Formatting of Participant Information Leaflet/Informed Consent
Form (PIL/ICF)
Purpose of recommendation
The use of ‘All Capitals’ and underlining make it more difficult for the reader to discern
the shape of the words. The text should not be too small or the reader will strain to
read or avoid reading. The use of headings for each section and subsection of the
leaflet is vital for breaking up blocks of text in the leaflet and making it more accessible
to the reader. These factors are particularly important for dyslexic or neurodiverse
readers, or those with literacy challenges.
1. Type size – body of text should be at least type size 12. A soft copy of the
PIL/ICF should be available so that the font size can be altered based on the
needs of the trial participant, for example, increased for a visually impaired
participant. Similarly, if a pdf document is provided to participants, text boxes
should be tested to ensure they are readable by screen readers.
2. Use a sans serif font (for example: Arial, Verdana, Tahoma)
3. Use uppercase and lowercase letters – lines of ‘All Capitals’ should be
avoided.
4. Underlining should be avoided.
5. Italics should be avoided.
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6. Headings – headings should be used and should be easily distinguished from
the body of the text, using bold type face, a larger type size or a different colour.
Each heading of the same level should have the same distinguishable format
(for example, each section of the leaflet could be captioned by a larger
heading, with each subsection within them having the same smaller
subheading. The colours red or green should be avoided in the words of a
heading.
7. Contrast between text and background – have a clear contrast in colour
between the text and background and include 10–35% white space (space
without text).
Category 3: Language of Participant Information Leaflet/Informed Consent
Form (PIL/ICF)
Purpose of recommendation
The purpose of this recommendation is to enhance the readability of the PIL/ICF and
ensure that the message is as clear as possible. These factors are particularly
important for dyslexic or neurodiverse readers, or those with literacy challenges.
1. Minimize the use of long sentences. Aim for an average sentence length of 15–
20 words. Please see Table 8 which gives an example of reducing a sentence
length.
2. Don’t use long paragraphs. Break up blocks of text using subheadings.
3. Use questions in section headings for example: “What are the risks of taking
part in this study?”
4. Use bullet points or numbered lists, rather than long sentences with lists of
items, but ideally use no more than 7 bullet points.
5. Minimize the use of technical language or jargon, and where it is necessary,
explain it immediately after it is used.
6. Use specific amounts, rather than words like ‘multiple’–for example. “As part of
this study, you will need to come to the hospital six times to see the study team”.
7. For the numbers 0–9, use their words, for 10+ use the digit, unless you are
giving an example using a statistic. For example: “1 in 6 people will get a skin
rash”.
8. Use whole numbers to explain risk or benefits – for example “1 in 6 people will
get a skin rash”, rather than “16.67%”. Consider using a visual to explain risks
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– for example: a group of stick figures with one of them in a different colour–see
Figure 7 below.
9. Avoid adding information using a subordinate clause (or adding to a sentence
with a phrase which can’t stand alone) – for example: Say “Keep your eye drops
away from sunlight. Sunlight can damage the drops” instead of “Keep your eye
drops away from sunlight, because sunlight can damage the drops”.

Table 8: Example of dividing a sentence to reduce sentence length
Long sentences

Shorter sentences

If you agree to participate, you will be

If you agree to take part, we will take an

requested to have an extra 5 ml of blood (1

extra 5 ml of blood (1 tablespoon). We will

tablespoon) taken at the 2 h timepoint of

take this blood at the 2-h timepoint of your

your glucose tolerance test, and for this

glucose tolerance test. This blood will be

extra blood to be analysed for some

checked for some hormones which we don’t

hormones which are not usually tested

usually test for (insulin, c-peptide, and

(insulin, c peptide and cortisol.

cortisol).

(1 sentence, 49 words)

(3 sentences; 16, 14, 18 words
respectively; total of 48 words)
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Figure 8: Example of stick-figure visual to explain risk
Category 4: Content of the of Participant Information Leaflet/Informed Consent
Form (PIL/ICF)
Purpose of Recommendation:
The purpose of this recommendation is to enhance the readability of the PIL and
ensure that the message is clear to a layperson. These factors are particularly
important for dyslexic or neurodiverse readers, or those with literacy challenges.
1. Consider what information the participant would want or need to know.
2. Introduce the purpose of the study early and introduce the study from the
participants’ perspective (rather than giving facts that are interesting to the
researcher).
3. Use the active voice, wherever possible. Aim for 80–90% active verbs. For
example: “The tablets should be taken twice a day”, rather than “Take the
tablets twice a day”.
4. Minimize the use of abbreviations or acronyms and where they are
necessary, explain them immediately after they are used.
5. Use plain, clear, everyday (but not sloppy) language.
6. Use everyday analogies – for example: “Rub a pea-sized amount of the cream
into your skin”. These must be clear and easy to interpret.
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7. The main message should be emphasized with visual cues – larger font,
headings etc.
8. Context should be provided before giving new information – for example: “If
you feel ill, phone the research team”.
9. Consider the use of images/graphics to explain numbers.
10. Put the image/graphic next to the text that it refers to.
11. Have one message per image/graphic.
Category 5: Checking the Readability of the of Participant Information
Leaflet/Informed Consent Form (PIL/ICF)
Purpose of Recommendation:
The purpose of this recommendation is to ensure that PILs/ICFs are assessed prior to
submission for Research Ethics Committee (REC) review. This may result in a
smoother REC review and ensure that every effort has been made to prepare clear
and readable PILs/ICFs for research participants.
1. Ask a colleague not familiar with the disease area to assess readability.
2. Carry out user testing, among a group with the target literacy level.
3. Use a readability assessment tool, such as readability software or the
function in Microsoft Word to assess reading age, percentage passive voice and
mean sentence length. These assessment tools are useful for guidance but
have their limitations.
4. Use a recognized checklist – for example: the National Adult Literacy Agency
Plain English checklist for documents or forms (Plain English Checklist for
documents, Plain English Checklist for forms, 2008); Suitability Assessment of
Materials (Doak et al., 1996b) or Clear Communication Index (Baur and Prue,
2014) checklist.
5. Check that acronyms and abbreviations are explained.
6. Check that readers do not have to perform calculations.
For example: Say “Take 3 tablets every morning, afternoon and evening for a
week” instead of “Take 21 tablets at equal intervals over a 7-day period”.
7. Consider the use of a summary.
8. Check that numbers are explained.
9. Check that images/graphics are explained and captioned.
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10. Check that the key message is first.

4.3 Discussion
Given the paucity of clear directions around best practice in the preparation of patient
facing documents, this ECC sought to identify, evaluate, and apply the available
literature to ensure clinical research PILs/ICFs are appropriate for enabling the consent
process. The finished product is a set of clear guidelines which can be used by
academic investigators and sponsors when preparing PILs/ICFs. The aim of an ECC
is not to replace empirical research, but rather to provide expert opinion where there
is limited evidence or indeed an evidence gap. Future research is required to evaluate
whether and how well these guidelines improve participants’ understanding.
Synthesizing and condensing all of the available evidence into this set of guidelines
provides researchers with a time-efficient guide which can help to ensure that all
PILs/ICFs are consistently more accessible and understandable, particularly for
readers with literacy challenges. These guidelines could also form the basis of
Standard Operating Procedures for sponsors for the preparation of PILs/ICFs, as part
of a training resource for new researchers or when revising an institutional PIL/ICF
template.
4.3.1 Limitations
A limitation of this study is the lack of empirical evidence, e.g., randomized trials or
studies within trials, regarding what factors improve readability and understandability
for research participants. Therefore, the study relied on guidance produced by national
literacy agencies, regulatory bodies, and health agencies for patient-facing documents,
and on a group of key stakeholders to adapt these to the clinical research context.
Another limitation is the nature of the literature review used in this study, as any nonsystematic literature review involves a higher risk of bias and a greater chance of
missing relevant sources. In particular, the use of Google may lead to results which
are not reproducible.
Efforts were made to ensure this group of stakeholders was balanced in terms of
diversity of backgrounds. However, the group was limited to eight persons, so the size
of the group is another limitation. It is also recognised that non-native readers or
speakers of the local language will experience additional challenges. While many of
the recommendations from this research will apply to readers in any language, e.g.,
formatting and layout, specific advice for this group of participants is outside of the
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scope of this study. Finally, this piece of work applies to PILs/ICFs which are presented
in paper format. Given the movement by some researchers toward multimedia tools
and E-consent, additional consideration should be given to ensure these forms of
communication are clear and accessible to users.

4.4 Conclusions
Further empirical research is required to identify what factors would improve the
informed consent process for research participants. However, this list of
recommendations is informed by the current literature and has been ratified by a group
of expert stakeholders. It is hoped that these recommendations will help investigators
and sponsors to produce more accessible and understandable clinical research
PILs/ICFs in a time-efficient and consistent manner.
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Abstract
Background
The process of informed consent for enrolment to a clinical research study can be
complex for both participants and research staff. Challenges include respecting the
potential participant’s autonomy and information needs while simultaneously providing
adequate information to enable an informed decision. Qualitative research with small
sample sizes has added to our understanding of these challenges. However, there is
value in garnering the perspectives of research participants and staff across larger
samples to explore the impact of contextual factors (time spent, the timing of the
discussion and the setting), on the informed consent process.
Methods
Research staff and research participants from Ireland and the UK were invited to
complete an anonymous survey by post or online (research participants) and online
(research staff). The surveys aimed to quantify the perceptions of research participants
and staff regarding some contextual factors about the process of informed consent.
The survey, which contained 14 and 16 multiple choice questions for research
participants and staff respectively, was analysed using descriptive statistics. Both
surveys included one optional, open-ended question, which were analysed
thematically.
Results
Research participants (169) and research staff (115) completed the survey. Research
participants were predominantly positive about the informed consent process but
highlighted the importance of having sufficient time and the value of providing followup once the study concludes, e.g., providing results to participants. Most staff (74.4%)
staff reported that they felt very confident or confident facilitating informed consent
discussions, but 63% felt information leaflets were too long and/or complicated, 56%
were concerned about whether participants had understood complex information and
40% felt that time constraints were a barrier. A dominant theme from the open-ended
responses to the staff survey was the importance of adequate time and resources.
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Conclusions
Research participants in this study were overwhelmingly positive about their
experience of the informed consent process. However, research staff expressed
concern about how much participants have understood, and studies of patient
comprehension of research study information would seem to confirm these fears. This
study highlights the importance of allocating adequate time to informed consent
discussions, and research staff could consider using Teach Back techniques.
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5.0 Background
Informed consent depends on disclosure of pertinent information, capacity to give
consent and a voluntary decision (Cahana and Hurst, 2008; Gupta, 2013). In the
clinical research context, the research participant must freely give their informed
consent prior to enrolment onto a clinical trial or research study (Declaration of
Helsinki, 2013). While the Participant Information Leaflet (PIL) provides a record of the
information disclosed and the informed consent form (ICF) records the participants’
written decision to take part, it is nevertheless recognised that informed consent is a
process (Corrigan, 2003; Grady, 2015), rather than a single event enabled solely by
paper or electronic documents. This process involves the researcher approaching the
prospective participant, providing some initial information about the research study,
and as this information is processed, responding to questions, and adjusting the level
of information to fit the needs of the individual. The process of informed consent often
involves building rapport and trust with the prospective participant and should respect
cultural and societal norms, such as involving family members or friends. Finally, once
it is evident that the individual has adequately understood the study or trial, they make
an informed choice about whether they wish to participate. If they have decided to
participate, the participants typically sign a consent form and are given a copy of the
signed form and the study/trial information to take away with them. However, while
researchers agree that maintaining participant autonomy and supporting their
decision-making is important, much debate remains on how the informed consent
process can be measured and optimised (Sugarman et al., 1999).
A number of studies report that most research participants are satisfied with the
information provided to them (Verheggen, Jonkers and Kok, 1996; Fleissig, Jenkins
and Fallowfield, 2001; Pope et al., 2003). However, there is also ample evidence of
participants misunderstanding critical information for good quality consent, such as the
risks and the methodological design of the study (Tam et al., 2015; Burgess et al.,
2019; Knifed et al., 2008). It is also recognised that the process of informed consent is
complex; for example, the language used during the informed consent process and in
the PIL/ICF documents can be too difficult for participants to understand (Hamnes et
al., 2016; O'Sullivan et al., 2020c; Gillies and Campbell, 2019). Furthermore, while it is
the researcher’s responsibility to provide the relevant information to the participant, the
available evidence suggests that participants’ information needs can vary considerably
(Kirkby et al., 2012; Smyth, Jacoby and Elbourne, 2012), though the reasons are not
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fully understood. Research participants are often unwell when enrolling in a study and
therefore their capacity to absorb information may be diminished, putting them at
greater risk of misunderstanding some element of the research study (Tam et al., 2015;
Appelbaum et al., 2004).
The process of informed consent can be challenging for researchers also. Studies
aimed at understanding the consent process from the investigators’ perspective report
that the lack of time and difficulty communicating complex concepts are barriers when
facilitating informed consent discussions (Fallowfield, Ratcliffe and Souhami, 1997;
Spaar et al., 2009; Bernhardt et al., 2015). Several studies also suggest that
investigators felt that there was a conflict between their dual role as both a researcher
and a clinician (Donovan et al., 2014; Taylor, Margolese and Soskolne, 1984; Taylor
and Kelner, 1987)—investigators recognised the need to generate data to improve
treatments but were also concerned about minimizing risks of experimental treatments
to individual participants. Analyses of informed consent discussions and interviews
with investigators indicate that investigators seldom confirm a patient’s level of
understanding at any point during the conversation (Schröder Håkansson et al., 2019;
Jenkins et al., 1999). Despite this, it seems that investigators remain concerned or in
some cases uncertain about how well their patients have understood the study
(Verheggen et al., 1996; Taylor and Kelner, 1987). Several studies have also indicated
that many research staff do not receive training on how to facilitate an optimal informed
consent discussion (Boden-Albala et al., 2015; Nusbaum et al., 2017; Grady, 2015)—
this may affect the experience for both staff and participant.
In aggregate, the above studies indicate that the process of informed consent is not
straightforward, and many factors influence both the participant’s and the investigator’s
experience. However, few or no studies have sought to quantify how clinical research
participants and staff experience the process of consent and the importance of
contextual factors such as the time spent, the setting of the informed consent
discussion and the timing at which the participant is approached. Given this gap in our
understanding, the aim of this study is to describe how participants and research staff
experience the informed consent process and the contextual factors that contribute to
their satisfaction with the process.
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5.1 Methods
5.1.1 Survey design and piloting
This study was conducted in accordance with the principles of the Declaration of
Helsinki (Declaration of Helsinki, 2013). Two anonymous surveys were designed to
meet the objectives of the study—one for participants (see Appendix B) and one for
research staff (see Appendix C). The survey for research participants contained 14
multiple choice questions; the survey for research staff contained 16 multiple-choice
questions. Both surveys included an optional, open-ended question for respondents to
add any additional opinions related to the topic. Figure 8 illustrates how the survey
data were collected and stored. For research participants, a matched paper and
electronic version of the survey were available. This maximised accessibility for
respondents who may not have access to an electronic device or prefer to complete
surveys on paper. To allow for participants who had taken part in more than one study
or trial, participants were asked to answer the survey based on the most recent study
or trial they were consented to. For research staff, an online survey was exclusively
used. In order to record their most usual consent practices, research staff were not
asked to answer the survey based on their most recent consent discussion, except for
one question about the duration of their last consent discussion. Attempts were made
to mitigate acquiescence bias (the tendency of responders to provide positive
responses) by including Likert scales, neutral questions, and options such as ‘I can’t
remember’. Both surveys were piloted among six members of the target groups and
the wording of the surveys was adjusted following their feedback, to ensure that the
questions were clear. Piloting indicated that the surveys took an average of five
minutes to complete. Full ethics approval was granted by the Saint Vincent’s
Healthcare Group Ethics and Medical Research Committee, Dublin 4, Ireland; Ref:
RS20-026. A low-risk ethics exemption was also granted by the University College
Dublin Research Ethics Committee; Ref: LS-E-20-117-OSullivan-Doran.
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Figure 9: Flowchart describing the dissemination of the surveys
TMRN: Trials Methodology Research Network; IRNM: Irish Research Nurses and Midwives
Network; SVUH: Saint Vincent’s University Hospital

5.1.2 Sampling
Convenience sampling was used. Research participants were eligible to complete the
survey if they were >18 years old and had taken part in a research study in Ireland or
the United Kingdom (UK). Research staff were eligible to complete the survey if they
facilitate informed consent discussions with an adult, lay research participants in
Ireland or the UK. Due to restrictions in place because of the COVID-19 pandemic,
some hospital clinics were being conducted by phone, which restricted the distribution
of paper surveys. After discussion with the lead research nurse, it was decided that
200 paper surveys could be distributed during the data collection period. Therefore,
200 existing research participants in a single hospital, affiliated with the host university,
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were offered a paper-based survey by their clinical or research team (research nurse,
investigator, or clinician) at their routine, in-person, research, or clinical visits, with an
information leaflet and a stamped addressed envelope to return the survey. This
method was used to facilitate participants who prefer a paper-based survey, in order
to encourage responses. The surveys were distributed in dermatology, respiratory,
oncology, rheumatology, infectious diseases, and endocrinology clinics. Requests for
research staff were also made via social media (Twitter, LinkedIn), via the Health
Research Board-Trials Methodology Research Network and Clinical Research
Coordination Ireland newsletters, and the Irish Research Nurses and Midwives
Network. A digital marketing strategy was used to promote the survey to research
participants on social media (Facebook, Instagram, Twitter) and through Irish and UK
patient advocacy groups. Respondents were also asked to forward the survey to
relevant contacts (chain referral sampling). Chain referral sampling provides a swift
and cost-effective method of data collection, while ensuring the privacy and
confidentiality of prospective respondents (Johnson, 2014). Due to this method of
sampling, it is not possible to accurately estimate the response rate for the online
version of the survey. However, the response rate was recorded for the paper-based
surveys. Responder bias was minimised by using very short (Sahlqvist et al., 2011;
Jones, Baxter and Khanduja, 2013) and anonymous (Sudman and Bradburn, 1982)
surveys. Social desirability bias was minimised by ensuring that research participants
returned the survey by post and not to their healthcare or research teams, or by
completing the survey online. Respondents were advised in the information provided
(either in paper version or on the online survey cover page) that by completing and
submitting/returning the survey they were indicating their consent to take part (see
Appendices D and E). Data collection took place between September 2020 and
February 2021.
5.1.3 Analysis
Study data were managed using the Research Electronic Data Capture (REDCap)
(REDCap 7.4.10, 2019) tool hosted at University College Dublin (Harris et al., 2009;
Harris et al., 2019). For the online surveys, responses were inputted directly into
REDCap by the respondents. For the paper surveys, the participants’ responses were
manually inputted into REDCap by a single researcher (LOS). The same researcher
reviewed the data entry for a random 20% of surveys, selected using Microsoft Excel,
after an interval of 3 months to ensure accuracy in data entry.
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Close-ended questions
Descriptive statistics were used to summarise the following characteristics:
•

The research participants’ level of satisfaction with the time, timing, location,
level of information and explanation provided

•

The research staff’s level of experience, the training provided to them (if any),
approach taken when facilitating informed consent discussions, time spent,
confidence level, perceived barriers.

Statistical analysis was performed using the Statistical Package for the Social
Sciences (SPSS) (IBM SPSS Statistics for Windows, Version 24.0. Armonk, NY: IBM
Corp.).
Open-ended questions
Responses to the single, optional, open-ended question were extracted—every effort
was made to include the verbatim text, but where necessary, some details were
omitted to ensure confidentiality. The responses were analysed independently using a
thematic approach (Braun and Clarke, 2006) by two researchers (LOS and PS). An
experienced qualitative researcher (EMcA) reviewed the extracted codes against the
quotations to ensure consistency. The consensus was then reached between the two
researchers on the extracted themes.
This study is reported in accordance with the Checklist for Reporting Results of Internet
E-Surveys (CHERRIES) (Eysenbach, 2004)—the completed checklist is contained in
Appendix F.

5.2 Results

5.2.1 Research participants
One hundred sixty-nine research participants completed the survey. The response rate
for the paper-based survey for research participants was 24% (47 out of 200 offered
the survey). The remaining responses were to the online survey. Missing fields were
denoted in the results by ‘Didn’t Answer’. Table Nine shows the length of time since
the participant signed the consent form and whether they felt the location was
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comfortable and private. Most participants reported having signed the consent form
over a year ago (91 or 45%) or in the last year (30 or 18%). Most participants (160 or
95%) felt the location where they signed the consent form was both comfortable and
private. In terms of how participants were informed about the study/trial, the majority
of participants (137 or 81%) reported that they were given a verbal explanation by the
research team, while only nine (5%) had watched a video or looked at a website about
the research study or trial. Overall, 99 (59%) were Very Satisfied and 59 (35%) were
Satisfied with their experience of informed consent. The mean time taken for the
research participant’s last informed consent discussion was 51 min (range: 1–300 min;
median: 30 min)—see Figure Nine.
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Table 9: Research participants' experience and satisfaction with the informed consent process
How long ago did you sign the consent form?

Number of respondents
n=169 (%)

Over a year ago

91 (54%)

In the last year

30 (18%)

In the last few months

15 (9%)

Today

7 (4%)

In the last few weeks

12 (7%)

Cannot remember

14 (8%)

I felt that the place where the research staff spoke to me was…...
Somewhere I felt comfortable and private

160 (95%)

Somewhere I felt uncomfortable or wasn’t private enough

9 (5%)

Before signing the consent form for this study:
The research staff explained the study to me

137 (81%)

The research staff gave me an information leaflet to read myself

78 (46%)

The research staff read an information leaflet to me

46 (27%)

I watched a video or looked at a website about the study

9 (5%)

None of these

4 (2%)
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Didn’t answer

4 (2%)

Overall, I was………….with my experience of learning about the research study and signing the consent form
Very Satisfied

99 (59%)

Satisfied

59 (35%)

Not satisfied

7 (4%)

Didn’t answer

4 (2%)

PIL: Participant Information Leaflet
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Figure 10: Time taken for informed consent discussions, reported by participants
Table 10 below indicates that most research participants (149 or 88%) indicated that
the time given by the research team to explain the study or trial was about right. The
majority of participants also indicated that timing (the day on which they were
approached with the study/trial) was a good (74 or 44%) or alright time (41 or 24%).
Nearly a third of participants (45 or 27%) responded that the timing would not have
made any difference to them. Most respondents (155 or 92%) also felt they had enough
time to decide if they wanted to take part.
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Table 10: Research participants’ views on time and timing of the informed consent process
Number of respondents
(%) n=169
I feel that the time given by the research staff to explain the study and sign the consent form was:
About right

149 (88%)

Not enough

13 (8%)

Too much

5 (3%)

Didn’t answer

2 (1%)

I felt that the timing (the day and time I was asked to take part in the study) was:
A good time

74 (44%)

Timing wouldn’t make any difference

45 (27%)

Alright

41 (24%)

Not the right time: I had heard too much information that day

6 (3.5%)

Not the right time: I was upset or anxious

1 (0.5%)

Didn’t answer

2 (1%)

I felt that I was given:
Enough time to decide if I wanted to take part or not

155 (92%)

Not enough time to decide if I wanted to take part or not

9 (5%)

Didn’t answer

5 (3%)
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Table 11 reports how respondents felt about the information, explanation and written
information provided to them. The majority of respondents (93%) reported that the
amount of information given to them about the study/trial was about right. Similarly,
participants said the study/trial was explained to them very well (100 or 60%) or fairly
well (58 or 34%). Participants felt that the Participant Information Leaflet was Very
Easy (48 or 29%) and Easy (71 or 42%) to understand.
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Table 11: Research participants’ views on information and explanations given during the informed consent process
Number of respondents (%) n=169
I feel that the information I was given about the study was:
About right

156 (93%)

Not enough

9 (5%)

Too much

2 (1%)

Didn’t answer

2 (1%)

I feel that the research staff explained the study:
Explained the study very well

100 (60%)

Explained the study fairly well

58 (34%)

Didn’t explain the study well

9 (5%)

Didn’t answer

2 (1%)

I feel that the research information leaflet and consent form I was given was:
Very Easy to understand

48 (29%)

Easy to understand

71 (42%)

Fairly Easy to understand

39 (23%)

Fairly Hard to understand

0 (0%)

Hard to understand

5 (3%)
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Very Hard to understand

4 (2%)

Didn’t answer

2 (1%)

Encouraged to ask questions

140 (83%)

Not encouraged to ask questions

25 (15%)

Didn’t answer

4 (2%)

I was:

My questions:
Were answered well

126 (74%)

Were not answered well

6 (4%)

N/A – didn’t have any questions

32 (19%)

Didn’t answer

5 (3%)

I understood the research study:
Very well

76 (45%)

Well

46 (28%)

Fairly well

34 (20%)

Not very well

5 (3%)

Not at all

4 (2%)

Didn’t answer

4 (2%)
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One hundred and forty (83%) participants were encouraged to ask questions during
the consent process and 126 (74%) felt that their questions were answered well. Most
participants were positive about how well they had understood the study/trial: Very
Well 76 (45%), Well 46 (28%) and Fairly Well 34 (20%).
Optional open-ended question
Seventy research participants responded to the optional, open-ended invitation to add
any other feedback. The full list of quotations is included in Appendix G. The following
three themes emerged from these responses:
1. Reports of positive experiences with the research team
2. The value of allowing sufficient time for the participant to consider the
study/trial, including time for questions. This may include providing
information to the participant in advance of the clinic visit.
3. The importance of having follow-up after the study/trial has ended, e.g., to
be given the results of the trial.
Two sample quotations for each theme are included below:
1. a. Research participant 022: “[X Nurse], [X Hospital] is excellent, very helpful
and so pleasant to deal with. She explains everything clearly and makes
sure all your questions are answered. I know she's always on the end of the
phone if needed, which gives me great peace of mind. 10/10”
1.

b. Research participant 026: “The research staff were very encouraging

and open. I felt very involved in the process”.
2.

a. Research Participant 009: “They emailed the document to me before

went for study visit. This was really helpful to consider info in my own time in my
own surroundings. This meant time could be spent asking for clarification on
areas of concern during the meeting without feeling rushed in any way”.
2. b. Research participant 068: “The research study was introduced during a
hospital/clinic appointment. I think that a prior notification that this would
happen would have been useful. Normally at a hospital appointment, I would
already have questions to ask and information to clarify. So the additional
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information about research can be difficult to process on day. Prior
notification would allow the patient time to mentally prepare, and on a
practical note allow them to allocate extra time for hospital visit”.
3. a. Research participant 032: “Would like to know how the initial results of
the trial going”.
b. Research participant 051: “I would have liked some feedback from the
researchers”.
In summary, research participants were positive overall about their experiences of the
informed consent process, the time allocated to the process, the amount of information
given to them, the environment in which their consent was sought and how well they
felt they had understood the study or trial. However, two interesting themes which
emerged in response to the open-ended question were the need to allocate sufficient
time to the informed consent process and the importance of follow-up or feedback once
the trial has finished.
5.1.2 Research staff
One hundred fifteen research staff completed the survey; Figure 10 and Table 12
describe this cohort. Respondents identified themselves primarily as (respondents
could select more than one response):
•

Research Nurses or Research Midwives (53 or 46%)

•

Study Coordinators (31 or 27%)

•

Principal Investigators (22 or 19%)
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Figure 11: Research staff – roles of respondents
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Table 12: Demographics of research staff
Where do you facilitate informed consent discussions?

Number of respondents (%)
n=115*

Hospital

99 (86%)

University

15 (13%)

Primary Care/GP

11 (10%)

Telephone

3 (3%)

Community

2 (2%)

What kind of studies have you/do you work on?

n=115*

CTIMPs

83 (72%)

Observational

75 (65%)

Translational/Biomarker/Biobanking

63 (55%)

Registry

40 (35%)

Non-CTIMPs intervention (e.g., surgery, radiation, psychology, physiotherapy etc intervention)

45 (39%)

Medical devices

17 (15%)

Nurse-led

1 (0.9%)

Feasibility studies

1 (0.9%)

Non-randomised study of a healthcare intervention

1 (0.9%)

Clinical trial of complex intervention (professional education/medication review)

1 (0.9%)
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Qualitative studies

1 (0.9%)

How much experience do you have facilitating informed consent discussions with clinical research/trial
participants?
<1 year

10 (9%)

1-2 years

14 (12%)

2-3 years

9 (8%)

3-5 years

13 (11%)

5+ years

69 (60%)

Have you ever received training on how to take informed consent from a research participant?
Yes

74 (64%)

No

38 (33%)

Didn’t reply

3 (3%)

If yes, was this:

n=74*

Formal/structured training

45 (58%)

Observation of a senior colleague

41 (55%)

Informal training

39 (53%)

Other

5 (6.8%)

CTIMP: Clinical trial of investigational medicinal product; GP: General Practice
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The majority of respondents carried out informed consent discussions in hospitals (99
or 86%). Respondents worked on Clinical Trials of Investigational Medicinal Products
(CTIMPs)

(83

or

72%),

Observational

studies

(75

or

65%),

Translational/Biomarker/Biobanking studies (63 or 55%), Registry trials (40 or 35%),
non-CTIMP intervention (surgery, psychology, physiotherapy, radiotherapy, etc.) (45
or 39%) and medical device studies (17 or 15%). The majority of respondents were
experienced: 69 (60%) having greater than 5 years and 13 (11%) having 3–5 years of
experience facilitating informed consent discussions. Most research staff (74 or 64%)
of research staff had received training on how to facilitate informed consent
discussions while 38 (33%) had not. Of those who had received training, 45 (58%) had
formal/structured training, 41 (55%) observed a senior colleague and 39 (53%) had
informal ‘on-the-job’ training (respondents could select more than one answer). Just
over one third of research staff (36 or 31%) had received two forms of training while
23 (20%) of respondents had received all three forms of training. The mean time taken
during research staff’s last informed consent discussion was 28 min (range: 3–120
min; median: 20 min)—see Figure 11.

Figure 12: Time taken for informed consent discussion, reported by research staff
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Table 13 reports the difficulties with the informed consent process as reported by
research staff. Respondents felt that the PIL/ICF was too long and/or too complex (72
or 63%), the difficulty for participants to understand complex information (64 or 56%),
time pressures (46 or 40%), difficulties explaining complex information (44 or 38%),
participants being anxious or upset (32 or 28%) and other difficulties (11 or 11%) or no
difficulties (four or 3.5%). In terms of how difficult PILs/ICFs are for participants, nine
(8%) rated them as ‘Very hard’, 44 (39%) as ‘Fairly Hard’, 43 (37%) as ‘Fairly Easy’,
13 (11%) as ‘Easy’, zero (0%) as ‘Very Easy’ and six (5%) did not reply. Research staff
reported the following as factors which would deter them from approaching a potential
participant:
•

Patient is too anxious or upset (55 or 48%)

•

Patient does not have enough time (52 or 45%)

•

Patient has already received too much information at this visit (44 or 38%)

•

Do not think participant will understand the study/trial (32 or 28%)

•

Do not have enough time in clinic (31 or 27%)

•

Other (21%), did not reply (eight or 7%)

•

Not applicable—all eligible patients approached (three or 2.6%)
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Table 13: Difficulties reported by research staff with the informed consent process, the level of difficulty of PILs/ICFs and factors
which would deter research staff from approaching a participant
What do you find difficult about facilitating informed consent discussions?

Number of respondents
n=115*

PIL/ICF too long and/or too complicated

72 (63%)

Difficult for patients to understand complex information (disease related or study methodology related)

64 (56%)

Not enough time; time pressures in clinic

46 (40%)

Difficult to explain complex information

44 (38%)

Patient is anxious or upset

32 (28%)

Have dual role of healthcare professional and researcher

26 (23%)

Other:
Language barrier

2 (1.7%)

Lack of private & quiet space

3 (2.6%)

Participants wanting to please researcher by consenting

2 (1.7%)

GDPR has made PIL/ICF too long and too complex

2 (1.7%)

Other reasons

2 (1.7%)

Not applicable; no difficulties

4 (3.5%)

Do you think participant information leaflets and consent forms are in general:
Easy for participants to understand

13 (11%)
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Fairly easy for participants to understand

43 (37%)

Fairly hard for participants to understand

44 (39%)

Very hard for participants to understand

9 (8%)

Didn’t reply

6 (5%)

What situations make you less likely to offer a study/trial to a participant?
Patient is too anxious or upset

55 (48%)

Patient doesn’t have enough time

52 (45%)

Patient has already received too much information at this visit

44 (38%)

Don’t think patient will understand the study/trial

32 (28%)

Don’t have enough time in clinic

31 (27%)

Other

24 (21%)

Didn’t reply

8 (7%)

Not applicable – all eligible patients approached

3 (2.6%)

*Question had multiple response options; PIL: Participant Information Leaflet; ICF: Informed Consent Form; GDPR: General Data Protection
Regulation
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Table 14 details the approach taken by research staff during the informed consent
process: 105 (91%) explain the study verbally, 97 (84%) give participants a PIL and
ask them to read it, 55 (48%) read the PIL to participants, seven (6%) show a
participant a video or website and 12 (10%) do ‘Other’, including providing initial
information and then following up, working with a translator and summarising important
information. Research staff followed a structured approach (i.e., following a checklist
or the structure of the PIL): all the time (40 or 35%), often (36 or 31%), occasionally
(16 or 14%), never (17 or 15%) and did not reply (six or 5%). Most research staff (108
or 88%) reported that they check participants’ level of understanding prior to consent,
five (6%) reported that they did not and five (6%) did not answer the question. For
those who do check participants’ level of understanding, 88% ask participant if they
have understood, 89 (35%) ask the participant to ‘teach back’ or ‘talk back’, 93 (81%)
encourage participants to ask questions, six (6%) reported using other means, while
two (2%) did not reply.
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Table 14: Approach taken by research staff in the informed consent process and confirming participants’ understanding
Approach taken during informed consent process

Number of respondents
n=115 (%)

Explain verbally

105 (91%)

Give PIL & ask participant to read it

97 (84%)

Read PIL to participant

55 (48%)

Show participant video or website

7 (6%)

Other

12 (10%)

Follow a structured approach (follow a checklist or the layout of the PIL)
All the time

40 (35%)

Often

36 (31%)

Occasionally

16 (14%)

Never

17 (15%)

Didn’t reply

6 (5%)

Check participant’s understanding
If understanding is checked

Yes

No

Didn’t reply

101 (88%)

7 (6%)

7 (6%)

Number of respondents (%)
n=101*
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Ask participant if they have understood

89 (88%)

Ask participant to ‘teach back’ or ‘talk back’

35 (35%)

Encourage participant to ask questions

93 (81%)

Other

6 (6%)

Didn’t reply

2 (2%)

Continue to monitor consent
All the time

30 (26%)

Often

30 (26%)

Occasionally

33 (29%)

Never

16 (14%)

Didn’t reply

6 (5%)

PIL: Participant Information Leaflet
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Figure 12 provides an overview of the confidence level of research staff to facilitate a
good, informed consent process. Respondents were ‘Very confident’: 36 (31%),
‘Confident’: 49 (43%), ‘Somewhat confident’: 20 (17%), ‘Not very confident’: two (2%),
‘Not at all confident’: zero (0%) and did not reply eight (7%).

Figure 13: Research staff – confidence level in facilitating informed consent
discussions

Table 15 shows the factors which research staff felt would improve the informed
consent process for participants: shorter/simpler PIL: (86 or 75%), a PIL with simple
diagrams or pictures (68 or 59%), resources like an app or video (56 or 49%), more
time with the participant (54 or 47%) and more time with another member of the
research team (29 or 25%). Other responses included a quiet, dedicated, uninterrupted
space (six or 5%), PIL with less GDPR information (two or 2%), PILs in other languages
(one or 0.8%) and miscellaneous (three or 3%).
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Table 15: Factors which research staff felt would improve the informed consent process
What would help you improve the informed consent process for participants?

Number of respondents
n=115 (%) *

Shorter and/or simpler PIL

86 (75%)

A PIL with simple diagrams or pictures

68 (59%)

Resources e.g., App/Video

56 (49%)

More time with participant

54 (47%)

More time for another member of research team (nurse, study coordinator) with participant

29 (25%)

Other

13 (11%)
Quiet, dedicated, uninterrupted space

6 (5%)

PIL with less GDPR information

2 (2%)

PILs in other languages

1 (0.8%)

Miscellaneous

3 (3%)

No improvements needed

1 (0.8%)

*Question had multiple response options
PIL: Participant Information Leaflet; App: Application (e.g., Smartphone or computer tablet); GDPR: General Data Protection Regulation.
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Optional open-ended question
Thirty research staff responded to the optional, open-ended request to add any other
feedback. The full list of quotations is included in Appendix H. A very dominant theme
emerged: research staff feel that the time and resources, particularly space, are
important to facilitate a good, informed consent process and these factors are often
limited in supply. The following sample quotations illustrate this theme:
•

Research staff 003: “As a researcher, it feels like the definition of informed
consent is constantly changing, the bar is always going up. This is of course, a
good thing. But the consequence is the need to have ongoing dialogue. This
requires significant resources that the system is not currently providing.”

•

Research staff 008: “Research staff often struggle for dedicated space to
conduct informed consent and this can add unnecessary stress and burden to
the process. Clinical trials personnel should have dedicated areas for
completing this important process with appropriate resources and time
availability.”

•

Research staff 012: “Resources badly needed. Dedicated trial clinics. Protected
time.”

•

Research staff 015: “Discussing consent in a busy clinical environment is very
difficult.”

Three additional themes emerged:
1. Consent process can be challenging; training on how to facilitate is needed
2. Technology could be used to improve the informed consent process
3. An accessible PIL/ICF is important; GDPR/data protection information is often
too long, too complicated
Two sample quotations for each theme are included below:
1. a. Research staff 029: “I have had many challenging discussions with collaborators
around rates of recruitment which may be lower than others but at least I know I am
running my studies with the highest ethical standards….it can be very hard though!”
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1. b. Research staff 008: “Research staff should have more formalised training in the
trial and consent process.”
2. a. Research staff 005: “We need greater facilitation of remote consent (telephone
etc.) especially with lack of visiting due to COVID.”
2. b. Research staff 028: “The issue of informed consent, and electronic consent, is
increasingly relevant with the COVID-19 pandemic.”
3. a. Research staff 007: “PILs much too complex particularly with data protection
which patients find cumbersome and excessive.”
3. b. Research staff 018: “Info leaflets are getting more complicated with GDPR/data
protection information. It is almost impossible to make it shorter without risking
rejection by ethics committee.”
In summary, research staff in this study reported good levels of experience and
confidence in facilitating informed consent discussions. Research staff indicated that
a shorter, simpler PIL/ICF or a PIL/ICF with diagrams, the use of technologies and
additional time with participants would improve the overall informed consent process.

5.3 Discussion
5.3.1 Summary of key findings
This study quantified a number of factors which are vital to the informed consent
process, from the perspectives of both research participants and research staff.
Research participants were generally positive about each aspect of the informed
consent process explored in the survey. However, they did highlight the importance of
having sufficient time and the importance of providing follow-up once the study/trial
concludes, e.g., providing the results to research participants. Research staff reported
that they felt quite confident with the process of informed consent overall, possibly
reflecting that the respondents in this case were generally experienced in facilitating
informed consent discussions. Barriers to the informed consent process noted by
research staff included lengthy, complex PILs/ICFs, difficulties communicating
complex information and time constraints.

107

5.3.2 Participants report positive experience, but have they understood?
Research participants in this study overwhelmingly reported a positive experience of
the informed consent process and high levels of understanding of the trial or study.
This correlates well with previous studies reporting high levels of satisfaction among
research participants (Pope et al., 2003; Franck, Winter and Oulton, 2007; Kupst et al.,
2003; Penman et al., 1984; Goodman et al., 1984). It is encouraging to report that the
majority of research participants are happy with their experience of the informed
consent process, which is testament to the dedication and commitment of research
staff. However, other studies consistently demonstrate that when research participants
are assessed, they often have a poor understanding of key parts of the study or trial
(Keller et al., 2016; Moynihan et al., 2012). Hietnen’s survey of 261 participants in an
oncology trial indicated that while 91% of participants were satisfied with the difficulty
level of the information given, 51% had misunderstood randomisation (Hietanen et al.,
2000). It is also concerning to note that Pope et al.’s study found that participants who
reported to have received the ‘right amount of information’ were unfortunately not found
to have a higher level of understanding of blinding (Pope et al., 2003). Studies have
shown the participants’ information needs vary considerably (Kirkby et al., 2012; Smyth
et al., 2012), and it is possible that research participants feel that they have gained
sufficient knowledge to make a decision without understanding key aspects of the trial.
However, this jars with the doctrine of informed consent, which states that participants
must be informed about the pertinent information prior to providing consent
(Beauchamp and Childress, 2013).

5.3.3 The importance of adequate time and resources
Research staff consistently reported in this study that they felt that time and resources
such as space were limiting factors in their ability to facilitate an optimal informed
consent process—40% reported that time pressures were a difficult component of the
informed consent process and 47% felt that more time would improve the informed
consent process for participants. This finding also emerged in the responses to the
open-ended question from both research staff and research participants. Spaar et al.
similarly reported lack of time as the biggest barrier to the process of recruitment to
randomised trials (Spaar et al., 2009). This is of concern, since two systematic reviews
identified additional time as one of the few factors which has been shown to
significantly improve participants’ understanding (Nishimura et al., 2013; Flory and
Emanuel, 2004). Studies by Aaronson (Aaronson et al., 1996) and Tindall (Tindall et
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al., 1994) both found that an additional conversation with a member of the research
team improved participants’ understanding. Research participants in this survey study
also noted in the open-ended question that it may be helpful to receive the information
about a trial in advance of the consent discussion with the research staff, in order to
have additional time to consider the information.
5.3.4 The Participant Information Leaflet/Informed Consent Form
Sixty-three percent of research staff in this study felt that the PIL/ICF is too long and
complex and 75% reported that a shorter and simpler document would improve the
informed consent process. However, it is interesting that research participants did not
share the same view, with the majority stating they felt the PIL/ICF was Very Easy,
Easy or Fairly Easy to understand. Lynoe’s and Montgomery’s studies with participants
of a chronic dialysis and anaesthesia trial similarly found that most participants found
the PIL to be helpful and easy to read (Lynöe, Näsström and Sandlund, 2004;
Montgomery and Sneyd, 1998) . There is evidence that PILs/ICFs are becoming longer
and more complex (Beardsley et al., 2007; Hammerschmidt et al., 1992), and it is
challenging for research teams and sponsors to balance giving the pertinent
information without overwhelming potential participants. The General Data Protection
legislation introduced in the European Union brought about extra challenges as
additional information must now be provided to participants (Clarke et al., 2019;
General Data Protection Regulation; European Union, 2018). While participant
satisfaction with the information provided is undoubtedly important, helping
participants understand the key elements needed to provide informed consent is also
critical. Regarding multimedia resources, such as an application, website or video: only
5% of research participants were offered them and only 6% of research staff use
them—while further empirical research is needed to assess the effect of multimedia on
the quality of informed consent, these kinds of supports may be useful, particularly for
some groups of participants (Nishimura et al., 2013; Synnot et al., 2014; Palmer,
Lanouette and Jeste, 2012).
5.3.5 Teach Back/Talk Back method
In this study, 88% of research staff reported that they confirm a participant’s level of
understanding. This self-reported rate was higher than in Jenkins’ analysis of 82
recordings of actual informed consent discussions which indicated that in nearly 83%
of cases participant understanding was not confirmed (Jenkins et al., 1999). The
majority of research staff in this study reported that they confirm participant’s
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understanding by asking if they have any questions. However, Nusbaum and
colleagues were critical of simply asking the participant if they have understood or if
they have any questions—how can a participant judge themselves if they have
understood? It may also be difficult for participants to ask questions if they have not
understood key pieces of information (Nusbaum et al., 2017). In this study, 19% of
research participants reported that they did not have any questions to ask.
Interestingly, Keller’s semi-structured interviews with 18 research staff indicated that
Principal Investigators tend to approach participants who do not ask too many
questions and those without a strong personality (Keller et al., 2016). Cox noted that
40% of clinical research participants interviewed regarding their experiences did not
feel able to ask questions (Cox, 2002). Thirty-five percent of research staff in this study
reported that they used Teach Back/Talk Back strategies to ensure that participants
have understood. The Teach Back/Talk Back method involves the patient or service
user verbally relaying the information that they have been given back to the provider
and has been found to have a positive effect on health communication in the clinical
(non-research) setting (Yen and Leasure, 2019). Flory and Emanuel’s systematic
review of interventions to improve informed consent reported five trials which indicates
that test/feedback showed significant improvement in understanding (Flory and
Emanuel, 2004). Perhaps, therefore, Teach Back/Talk Back strategies should be
encouraged when researchers are undergoing training on how to facilitate informed
consent. However, it should be noted that the Teach Back/Talk Back method may
require additional time, which may already be in short supply.
5.3.6 Limitations
The method of sampling, in particular the use of chain referral sampling is a limitation
of this study, as it is non-random in nature (Johnson, 2014). There may have been
enthusiasm bias as both research staff and research participants who are interested
in optimizing the informed consent process may have been more likely to respond to
the survey. Similarly, there may have been selection bias associated with the
distribution of the paper surveys to research participants—due to the COVID-19
restrictions, the surveys had to be given out by the research or clinical staff and not
systematically by an independent researcher. The survey was developed specifically
to fulfil the aims of this research study and was piloted with representatives from both
target groups but was not formally validated. It was not possible to estimate the
response rate of the online surveys and approximately a quarter of the research
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participants were recruited from a single hospital—this makes it difficult to assess the
generalisability of the results. Structured, anonymised surveys were used to gather
quantitative data regarding specific factors which relate to the process of informed
consent. While additional open-ended questions may have explored these factors in
more depth, previous qualitative studies have investigated the perceptions of research
staff and participants (Bernhardt et al., 2015; Keller et al., 2016; Durant et al., 2014;
Kost et al., 2014; Gordon et al., 2019). It is also important to note that the research
staff in this study had a range of experiences, perhaps in different settings, to report
on from when answering the survey, while some of the research participants had only
a single consent discussion experience to draw from. Finally, the lack of demographic
detail for the research participants, e.g., education level, limits the generalisability of
the findings of this study.

5.4 Conclusions
Research participants in this study were overwhelmingly positive about their
experience of the informed consent process. However, research staff expressed
concern about how much participants have understood, and studies of patient
comprehension of research study information would seem to confirm these fears.
Adequate time should be allocated to informed consent discussions and research staff
could consider using Teach Back/Talk Back techniques to confirm and enhance
understanding.
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Abstract

Background
It is the investigator’s responsibility to communicate the relevant information about a
clinical trial to participants before they provide informed consent to take part.
Systematic reviews indicate that participants often have a poor understanding of
concepts which are key to ensuring valid informed consent, such as randomisation and
risks/discomforts. Paper-based Participant Information Leaflets and Informed Consent
Forms (PIL/ICFs) are becoming longer and are often too complex for many
participants. Multimedia interventions and enhanced PILs/ICF have been trialled in an
attempt to improve participants’ understanding of various aspects of research studies.
However, there is insufficient empirical evidence to determine how effective such
interventions are. This protocol describes a study to evaluate whether an enhanced
PIL/ICF and website helps research participants to understand important information
about a Human Immunodeficiency Virus (HIV) randomised clinical trial.

Methods
This study within a trial (SWAT) is a prospective, multi-centre, randomised, controlled,
parallel-group study embedded in a host clinical trial. The host trial (the SWIFT trial;
EudraCT: 2019-002314-39) is a prospective, multi-centre, randomised, open-label,
controlled trial investigating if semaglutide along with dietary advice assists individuals
with HIV and obesity to lose weight, compared to dietary advice alone. For the SWAT,
participants will be randomised in a 1:1 ratio to either the control (standard PIL/ICF),
or the intervention (an enhanced PIL/ICF and a website which includes animations).
The enhanced PIL/ICF and website were developed in line with guidance from
organisations which promote Plain English and accessible public-facing materials in
conjunction with HIV Ireland, a HIV advocacy organisation, and our previous work on
consent documents. The primary outcome of the SWAT is the quality of informed
consent, assessed by a validated comprehension test–the modified Deaconess
Informed Consent Comprehension Test (DICCT). The DICCT will be administered
within 48 hours of consent to the host trial. The secondary is recall, measured by the
modified DICCT questionnaire scores two weeks post-consent to the host trial.
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Discussion
The results of this SWAT will add to the methodological evidence base on the use of
multimedia to improve the quality of informed consent to randomised clinical trials.

Trial Registration: Host trial ClinicalTrials.gov Identifier: NCT04174755; EudraCT:
2019-002314-39; SWAT 160, Northern Ireland Hub for Trials Methodology Research
SWAT repository (Clarke et al., 2015).

Keywords: Informed consent; Clinical trials; Study within a trial (SWAT); Patient and
Public Involvement (PPI); Multimedia; Participant Information Leaflets.
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6.0 Background
Informed consent depends on communication of relevant information, capacity to
consent and voluntariness (Beauchamp and Childress, 2013). The provision of
accurate, useful, and understandable information is therefore an important part of the
informed consent process, to preserve the autonomy of the research participant and
protect their rights (Declaration of Helsinki, 2013). The Good Clinical Practice (GCP)
guidelines outline the information which should be given to research participants,
including, among others: the aim of the trial, the nature of the trial treatments including
randomisation, where applicable and any risks or inconveniences to the participant
(ICH-GCP E(6) R(2), 2016). By providing information, explaining the study, and
responding to questions and concerns, research staff ensure the integrity of the
consent obtained. It is the investigator’s responsibility to ensure participants have all
the required information before they give their consent to take part in a clinical trial
(Beauchamp and Childress, 2013). However, there is an increasing body of evidence,
causing significant concern, over the true level of understanding of research
participants.

Recent systematic reviews have suggested that research study

participants often have a poor understanding of vital concepts which are important in
ensuring valid informed consent (Tam et al., 2015; Pietrzykowski and Smilowska,
2021). This includes concepts surrounding randomisation and the risks/side effects of
participating, which participants find particularly difficult (Chaisson et al., 2011; Bertoli
et al., 2007; Criscione et al., 2003; Schumacher et al., 2017; Ponzio et al., 2018). This
lack of understanding impairs research participants’ ability to make informed choices,
undermining their autonomy. While research participants often express good levels of
satisfaction with the information they are provided with, Bertoli and colleagues’ survey
of 114 participants in arthritis trials demonstrated that satisfaction didn’t correlate with
objective understanding (Bertoli et al., 2007).
In addition to discussions with the research team, the primary route through which
information is conveyed to participants is the paper-based Participant Information
Leaflet (PIL), a document detailing information about to the study including study
objectives, design, procedures and information on insurance and data protection. The
efficacy of the PIL as an effective means of conveying complex information is receiving
significant attention within clinical trials settings. Recent studies by our group and
others have suggested that these documents are becoming longer (McWhirter and
Eckstein, 2018) and are often too complex for many participants (O'Sullivan et al.,
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2020c; Isaacs et al., 2020). Multimedia and digital interventions, such as websites,
videos, and computer presentations, have been tested to determine whether they
improve participants’ understanding and the rate of recruitment (Treweek and Briel,
2020; Palmer et al., 2012). However, despite some initial promising results, there is
insufficient empirical evidence on how effective they are at improving participants’
understanding of the research and implications of participating (Nishimura et al., 2013;
Palmer et al., 2012; Synnot et al., 2014). There is also limited evidence that using a
multimedia intervention can improve recall at a later timepoint (Weston, Hannah and
Downes, 1997; Fureman et al., 1997). Similarly, the results of studies which explored
the use of an enhanced PIL/ICF are difficult to generalise from as some were simulated
rather than real-life consent scenarios (Paris et al., 2007; Paris et al., 2010; Walters
and Hamrell, 2008) and samples with varying literacy rates were used (Murphy,
O'Keefe and Kaufman, 1999; Davis et al., 1998; Epstein and Lasagna, 1969; Stiles et
al., 2001). It is important that interventions to strengthen the methodology of clinical
trials are tested within actual trial settings, rather than in simulated or hypothetical
situations (Madurasinghe, 2016). A study within a trial (SWAT) aims to add to the
methodological evidence base by embedding a study within a ‘host trial’, without
interfering with the conduct or outcomes of that host trial (Treweek et al., 2018).
Evidence to improve the informed consent process by enhancing the presentation of
information should ideally be conducted as a SWAT. This paper describes a protocol
for a study which aims to evaluate whether a multimedia resource, provided in addition
to an enhanced PIL/ICF helps research participants to understand important
information about a Human Immunodeficiency Virus (HIV) clinical trial.

6.1 Methods
This SWAT protocol is written in accordance with the guidelines for reporting
embedded recruitment trials described by Madurasinghe on behalf of the Medical
Research Council Systematic Techniques for Assisting Recruitment to Trials (MRC
START) Group (Madurasinghe, 2016). The completed reporting checklist produced by
this group, which was adapted from the Consolidated Standards for Reporting Trials
(CONSORT) 2010 statement, is included as a Supplementary File (see Appendix I).
This SWAT has been registered with the Northern Ireland Hub for Trials Methodology
Research SWAT repository (SWAT Number #160) (Clarke et al., 2015).
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6.1.1 Objectives
The primary objective of this SWAT is to determine if the use of a multimedia
intervention and enhanced PIL/ICF improves the quality of informed consent,
measured within 48 hours of the provision of written informed consent to participate in
a host clinical trial.

The secondary objective is to determine if a multimedia intervention and enhanced
PIL/ICF improves the recall of information relevant to informed consent two weeks after
the provision of written informed consent.

6.1.2 Study design
This is a prospective, multi-centre, randomised, controlled, parallel-group study
embedded in a host trial following the Study Within a Trial (SWAT) methodology
(Treweek et al., 2018). Figure 1 below describes the design of the SWAT.
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Figure 14: Design of this Study Within a Trial (SWAT) using the SWIFT trial as the
‘host trial’
DICCT: Deaconess Informed Consent Comprehension Test; PIL/ICF: Participant Information
Leaflet/Informed Consent Form; SWAT: Study within a Trial; SWIFT Trial: the host trial for this
SWAT

6.1.3 Study setting
The host trial (the SWIFT trial; EudraCT No: 2019-002314-39) is a prospective, multicentre, randomised, open-label, controlled trial investigating if semaglutide helps
people living with the HIV and obesity to lose weight (SWIFT Trial, 2021). Eighty
participants will be randomised onto the SWIFT trial in Ireland and Denmark (SWIFT
120

Trial, 2021). The primary endpoint of the SWIFT trial is the change in total body weight
at week 28. Secondary endpoints of the SWIFT trial include change from baseline to
week 28 for the following variables: total and subcutaneous fat, markers of B-cell and
T-cell function, markers of innate immunity, inflammation, gut microbiome composition,
adipose tissue function, lipid profiles and glucose metabolism, HIV Ribonucleic Acid
(RNA) and HIV viral reservoir, health-related quality of life; and the proportion of
participants in both arms not achieving >5% weight loss at week 16. The SWAT will
take place at the two Irish recruiting sites for the SWIFT trial (the host trial)–the Mater
Misericordiae University Hospital and Saint Vincent’s University Hospital, both located
in Dublin, Ireland. Participants will provide written informed consent to take part in the
SWAT at the same time as the SWIFT trial (the host trial). The informed consent
process will be facilitated by the SWIFT research team and will be conducted in
compliance with the Declaration of Helsinki (Declaration of Helsinki, 2013) and Good
Clinical Practice guidelines (ICH-GCP E(6) R(2), 2016).

6.1.4 Eligibility criteria
Informed consent to take part in the SWAT will be included in the informed consent
process for the SWIFT trial (the host trial). The key inclusion criteria for the SWIFT trial
include:
•

adults >18 years who are HIV positive

•

On stable HIV treatment with a suppressed viral load for the previous two years

•

A CD4 white cell count >200 cells/µL for at least one year

•

Body mass index (BMI) of 30kg/m2 or higher, or BMI between 27 and 30 kg/m2
and high blood pressure and/or diabetes and/or high cholesterol

The key exclusion criteria for the SWIFT trial include:
•

Severe renal or liver impairment

•

Obesity induced by other endocrine disorders, or the use of anti-psychotic
medications associated with weight gain
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•

Cancer (apart from treated Kaposi’s Sarcoma)

•

Users of illicit intravenous drugs

•

Enrolment in another clinical trial of an investigational medicinal product

•

Pregnancy or breastfeeding

•

Inability to self-administer subcutaneous semaglutide.

There are no additional inclusion/exclusion criteria for the SWAT.
6.1.5 Description of study intervention and control and their allocation
The control in this SWAT is a standard PIL/ICF which has received Research Ethics
Committee (REC) approval. The intervention in this SWAT is an enhanced paper
PIL/ICF designed to improve readability and understandability and a website, codesigned by a patient and public representative from HIV Ireland (a HIV advocacy
group), the SWIFT research team and the SWAT research team. The materials in the
intervention arm have also received REC approval. While the informational content in
both the control and intervention arms is the same, the enhanced PIL/ICF and website
were written and prepared by a professional graphic designer with the aim of adhering
to guidelines produced by literacy agencies for public-facing documents, to maximise
accessibility (Plain Language Style Guide, 2009; Baur and Prue, 2014; Plain English
Guidelines, 2008). This approach included, among other factors: using the active voice
wherever possible, keeping the average sentence length between 15-20 words, use of
infographics and images, use of a question/answer format to encourage processing of
information, using simple or commonly used language (Plain English) wherever
possible and explaining unfamiliar or technical terms. The website and the enhanced
PIL/ICF contain the same informational content, but the website also includes some
animations which support the written content. The animations on the website were
developed in conjunction with the Educational Technology team at the School of
Medicine, University College Dublin and focus mainly on two aspects which have been
demonstrated to be poorly understood by research participants: randomisation and
risks/side effects (Pietrzykowski and Smilowska, 2021). The enhanced PIL/ICF is
included as a Supplementary File (see Appendix J). The website can be viewed here:
https://swifttrial.ucd.ie
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Participants will be randomised in a 1:1 ratio between the control arm (standard
PIL/ICF) and the intervention (enhanced PIL/ICF and access to the trial website) using
blocks of six. A computer-generated randomisation allocation list has been prepared
by a member of the SWAT research team who is not involved in recruitment to the
SWIFT trial (the host trial) or in the assessment of the SWAT outcomes (SH). Sealed
envelopes have been prepared by a research administrator who is not involved in the
SWAT or the SWIFT trial, according to the allocation list (i.e., with either a standard or
enhanced PIL and URL for the website). The clinical research nurse or investigator at
each of the two participating sites will take the next consecutive sealed envelope
before going to speak to a prospective participant for the SWIFT trial (the host trial),
so the randomisation allocation for the SWAT will be concealed to reduce bias. To
ensure that the research participants assigned to the intervention arm (enhanced
PIL/ICF and website) access the website, tablet computers will be available in the
research clinics. Following input from our public-patient partner at HIV Ireland, the
website has also been designed to be accessible on smartphone devices used by
many potential research participants as their sole means of accessing the internet. The
outcome assessor for the SWAT (LOS) will be blinded to the participant randomisation
for the SWAT. Figure 2 summarises this process.
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Figure 15: Schematic describing the preparation of recruitment pack, allocation
concealment and blinding
DICCT: Deaconess Informed Consent Comprehension Test; PIL/ICF: Participant Information
Leaflet/Informed Consent Form; SWAT: Study within a Trial; SWIFT Trial: the host trial for this
SWAT

6.1.6 Outcomes
The primary outcome is the quality of consent, as measured by the modified
Deaconess Informed Consent Comprehension Test (DICCT) questionnaire scores,
assessed 48 hours post-consent to the SWIFT trial (the host trial)–this is a continuous
variable. The secondary outcome is recall, as measured by the modified DICCT
questionnaire scores 2 weeks post-consent to the SWIFT trial (the host trial). The
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development and validation of the DICCT tool is described in full by Miller et al (Miller
et al., 1996). In brief, the tool consists of 14 questions, all of which have equal weighting
and were written at an eighth-grade level. Each question is scored as follows: two
points (correct answer), one point (correct but incomplete answer) or zero points
(incorrect answer or no answer). Therefore, the maximum possible score is 28. The
inter-rater reliability of the tool was found to be excellent. The following small
modifications were made to the tool for this SWAT: the name of the hospital was
changed so that the name of the host hospitals was used instead and the word ‘subject’
was changed to ‘participant’. The DICCT assessment will be administered either face
to face in clinic with participants or by phone. The primary and secondary outcomes
will be assessed by one researcher (LOS) who will not be involved in recruitment for
the SWIFT trial and who will be blinded to the participant randomisation. The following
variables will also be collected: rate of recruitment to the SWIFT trial (the host trial)
across both arms of the SWAT, educational level of participants, ethnicity of
participants.

6.1.7 Participant timeline
It is anticipated that recruitment to this SWAT will take place between July and
December 2021, depending on recruitment to the SWIFT trial (the host trial). There will
be two assessment points in this SWAT: within 48 hours and two weeks post-consent
to the SWIFT trial.
6.1.8 Data collection and management
Collected data will be inputted and stored in an Excel database held securely on one
researcher’s password-protected laptop. The data (DICCT scores) collected for this
SWAT will be coded using the participant’s screening number for the SWIFT trial.
There will be no requirement to store personal data for the purposes of the SWAT
analysis.
6.1.9 Sample size
The target sample size for the SWIFT trial (the host trial) is 80 participants. Since this
is a SWAT, the sample size will be decided by the SWIFT trial (the host trial) and no
formal sample size calculation was performed. However, it is estimated that a
difference of 15% (an effect size of 0.76) could be detected in DICCT scores with 80%
power and a two-sided alpha of 0.05 with a sample size of 28 in each group. It is hoped
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that the results of this SWAT will ultimately be combined with the results from other
similar SWAT in a meta-analysis.
6.1.10 Statistical methods
Statistical analysis will be performed using the Statistical Package for the Social
Sciences (SPSS) (IBM SPSS Statistics for Windows, Version 24.0. Armonk, NY: IBM
Corp.). Descriptive statistics will be used to outline educational level and ethnicity of
participants and the rate of recruitment to the SWIFT trial (the host trial) across the two
arms of the SWAT. Depending on the distribution of data gained from the primary
outcome of the SWAT, the appropriate test (parametric or non-parametric) will be
selected to compare DICCT scores in the two arms of the SWAT: an independent
samples t-test or a Mann-Whitney U test.

6.2 Discussion
The generalisability of SWATs is often limited by their sample size; however, the
results of this SWAT will add to the growing body of evidence about whether
multimedia resources and enhanced PILs/ICFs help research participants understand
key information before they make a decision whether to take part or not. As noted
above, an advantage of the SWAT methodology is that the investigation is conducted
in a real trial recruitment setting, rather than a simulation involving participants making
a hypothetical decision, which increases the reliability of the results. A key strength of
this SWAT is that the enhanced PIL/ICF and multimedia intervention in this SWAT
were co-produced with a representative from HIV Ireland, a HIV advocacy group–this
ensures that the enhanced PIL/ICF and website are acceptable and intelligible to the
target population for the SWIFT trial.

6.2.1 Limitations
The unique context of this SWAT may limit the generalisability of the results.
6.2.2 Trial status
At the time of submission of this article, participant recruitment to this SWAT had not
begun. It is estimated that the recruitment to the SWAT will commence in August 2021
and will be completed by December 2021. The SWAT protocol number is V1.0/6-Aug2021.
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Abstract
COVID-19 is a respiratory disease caused by a coronavirus, designated SARS-CoV2, which is responsible for a global pandemic in 2020. Public interest in this disease
has led to the publication of thousands of articles in the medical literature in a very
short timeframe. It is imperative that medical research into COVID-19 is conducted
quickly and safely, and that due reference is given to the ethical considerations
enshrined in the ICH GCP guidelines, according to the Declaration of Helsinki.
In order to review the reporting of ethical considerations in these papers, we hereby
propose a protocol for a systematic review of COVID-19 papers up to April 14th
2020. The search criteria proposed for the review are based upon what would be a
reasonable search conducted by a lay member of the public with access to
PubMed.gov. Institutional Research Ethics Committees (RECs) face significant
challenges in providing thorough and timely ethical review during the COVID-19
pandemic. It is proposed to publish the findings of this rapid review along with a
summary of an institutional REC response to the challenges of reviewing and
approving clinical research proposals in the time of a pandemic.
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7.0 Background
In December 2019 the first reports of a novel coronavirus, now designated SARS-CoV2, emerged from China (Zheng, 2020). Since then SARS-CoV-2 has spread across the
globe and is the agent responsible for a viral pneumonitis called COVID-19 (Jiang et
al., 2020) . Its virulence, the rapidity of its spread and the lack of either a vaccine or a
treatment have led to the adoption of unprecedented public health measures worldwide
(WHO, 2020); and to high levels of interest and anxiety in the general population
(Wang et al., 2020).
The international medical and scientific research community has responded to the
COVID-19 pandemic by generating a huge amount of literature to which the general
public has access (Public Health Emergency COVID-19 Initiative, 2020). The COVID19 related publications range from commentary and case reports to epidemiological
studies and clinical trials. It is the policy of many journals during the pandemic to offer
rapid review in order to make reports and research on COVID-19 available quickly
(Wellcome, 2020). However, London and Kimmelman have expressed concern that
scientific and methodological research standards will fall in the urgency to produce
results (London and Kimmelman, 2020). Similarly, the authors have observed
considerable variability in the reported ethical review of the studies published and seek
to conduct a systematic review of this question–how well are ethical disclosures ethical
disclosures reported in the COVID-19 literature? Spector-Bagdady et al pointed out
that clinicians and medical centres are faced with difficult decisions regarding which
trials to participate in and are faced with challenges with implementing both an ethical
and efficient recruitment method for COVID-19 trials (Spector-Bagdady, Higgins and
Lok, 2020). Tansey and colleagues also highlighted the importance of having a
framework in place for ethical review in an emergency situations (Tansey et al., 2010).
Along with the results of this Rapid Review, a description will be provided of the
response of an Irish Ethics Committee to the challenges presented by the COVID-19
pandemic. The Standard Operating Procedures of this Ethics Committee will be
presented, along with how these were adapted to ensure thorough and timely ethical
review during the COVID-19 pandemic.
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7.1 Protocol
7.1.1 Protocol design and registration
The protocol is designed in line with the PRISMA-P checklist for systematic review
(Moher et al., 2015; O'Sullivan et al., 2020a). The protocol is not eligible for registration
on the PROSPERO database, as the question of interest relates to reporting and
methodology rather than to a clinical outcome for participants. The ethical standards
of interest described by Yank and Rennie (Yank and Rennie, 2002) will be used. These
include an assessment of the standards agreed by the International Committee of
Medical Journal Editors (International Committee of Medical Journal Editors, 2020)
following the Declaration of Helsinki (Declaration of Helsinki, 1964); the report of
consent obtained for the study and the report of ethical review of the study. The search
parameters are: PubMed search of the term “COVID-19” with the filters of Free full text
and English language publication–the rationale for this search is that it would be
reasonable for a lay member of the public to conduct such a search. No start date is
applied, and the finish date of the search is April 14th 2020.

7.1.2 Search record and outcome management
The bibliography of the search will be saved, and the assessors will use an Excel
spreadsheet to record excluded and included studies, using the reference number from
the search bibliography. Papers may be included if they are defined by an assessor as
a case report, case series, observational study, or clinical trial. Papers will be excluded
if they are classified as a commentary, editorial, review, guideline, non-clinical report,
cell-based study, animal study, epidemiologic study, or report of a mathematical model.
Two reviewers will conduct the initial assessment (half of the papers each, identified
by the initial search). The reviewers will confer where there is any uncertainty.

Two independent reviewers will conduct a bias assessment. Each independent
reviewer will assess 10 studies each for each initial assessor, identified randomly from
the search bibliography (20 papers in total by each independent assessor). A threshold
of 20% discrepancy between initial and independent assessors has been set to
determine whether a further methodological revision is required. A further five records
each will be reviewed following this initial method assessment.

For case studies and case series, the assessor will record: the first three authors;
journal; study title; whether written consent reported; if not written consent whether oral
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consent reported or whether not available (i.e. patient deceased); whether written
consent to publish provided to journal; the wording of consent; the nature of identifiers
reported (such as location, occupation etc); whether the article included a statement
of compliance with International Conference on Harmonisation (ICH) good clinical
practice (GCP)/Declaration of Helsinki standards.

For observational studies and clinical trials, the assessor will record: the first three
authors; journal; study title; whether written consent reported; the wording of consent;
if not written consent whether oral consent reported; review by research ethics
committee; whether that committee is identifiable online; whether the article included
a statement of compliance with ICH GCP/Declaration of Helsinki standards and in the
case of a clinical trial, whether the trial was registered.

7.1.3 Analysis
The outcome is the proportion of papers where informed consent to publish (in case
studies and series) and for inclusion in a clinical research study as well as publication
(observational studies and clinical trials) was recorded. An assessment of the role of
ethics committees will be included; specifically, whether ethics committee approval
was sought and whether requirement for consent was waived by said committee and
whether there is a geographical or publication pattern associated with the reported role
of the ethics committee. This is a methodologic review; therefore, bias in interpretation
of results is not relevant to this study. The proposed assessment of the ethics reporting
standard categorized by journal may identify a publication bias. A quantitative
summary of numbers of studies identified, and their classification by assessor, will be
provided. A further summary of consent reported, and the nature of that consent will
be prepared. The proportion of studies reporting ethical review and including a
statement of compliance with ethical guidelines for conduct of clinical research studies
(observational study or clinical trial), will be included. A qualitative description of the
measures to preserve anonymity of the participants will be made.

7.2 Ethical review and lay opinion
This study will not be clinical in nature and does not meet the requirement for a
research ethics committee review. In view of the nature of the study and the impact of
ethical conduct of research on public confidence in research, it is proposed to share
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the final draft of the study manuscript with two lay volunteers for a lay perspective on
the findings prior to submission for publication. The protocol will be made available for
the public on the University College Dublin (UCD) COVID-19 website.

7.3 Future dissemination and availability of data
The search bibliography and finalized Excel spreadsheets will be included as
supplementary documents with the final publication. As a publication relating to
COVID-19, it is anticipated that this will be open access. Should this not be the case
the authors will make these files available on request to the corresponding author.

7.4 Conclusions
The purpose of conducting this review is to describe the existing publication status for
ethical declarations in COVID-19 clinical research and discuss the potential impact on
public trust in clinical research. It is proposed to include the findings with a description
of how an Irish Research Ethics Committee conducted ethical assessment both
expeditiously and safely in a time of pandemic; in order to maintain ethical standards,
maximize public access to participation in clinical trials and research, and maintain
public confidence in future research studies and their findings.
7.4.1 Reporting guidelines
Figshare: PRISMA-P checklist for ‘Protocol for systematic review of ethical
declarations

made

in

clinical

publications

concerning

COVID-19’.

https://doi.org/10.6084/m9.figshare.12249224.v1. Also included in Appendix K.
The completed PRISMA-P checklist is available under the terms of the Creative
Commons Attribution 4.0 International license (CC-BY 4.0).
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Abstract
Background
Patients with COVID-19 may feel under pressure to participate in research during the
pandemic. Safeguards to protect research participants include ethical guidelines [e.g.
Declaration of Helsinki and good clinical practice (GCP)], legislation to protect
participants’ privacy, research ethics committees (RECs) and informed consent. The
International Committee of Medical Journal Editors (ICMJE) advises researchers to
document compliance with these safeguards. Adherence to publication guidelines has
been suboptimal in other specialty fields. The aim of this rapid review was to determine
whether COVID-19 human research publications report compliance with these ethical
safeguards.
Methods
A rapid systematic literature review was conducted in MEDLINE using the search term
‘COVID-19’. The search was performed in April 2020 with no start date and repeated
to include articles published in November 2020. Filters were ‘Full free text available’
and ‘English Language’. Two reviewers assessed article title, abstracts, and full texts.
Non-COVID-19 articles and non-clinical studies were excluded. Independent reviewers
conducted a second assessment of a random 20% of articles. The outcomes included
reporting of compliance with the Declaration of Helsinki and GCP, REC approval,
informed consent, and participant privacy.
Results
The searches yielded 1275 and 1942 articles of which 247 and 717 were deemed
eligible, from the April search and November respectively. The majority of journals had
editorial policies which purported to comply with ICMJE ethical standards. Reporting
of compliance with ethical guidelines was low across all study types but was higher in
the November search for case series and observational studies. Reporting of informed
consent for case studies and observational studies was higher in the November
search, but similar for case series. Overall, participant confidentiality was maintained
but some case studies included a combination of details which would have enabled
participant identification. Reporting of REC approval was higher in the November
search for observational studies.
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Conclusions
While the majority of journal’s editorial policies purported to support the ethical
safeguards, many COVID-19 clinical research publications identified in this rapid
review lacked documentation of these important safeguards for research participants.
In order to promote public trust, ethical declarations should be included consistently.
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7.5 Background
The global pandemic spread of a coronavirus has led to the respiratory disease named
COVID-19 (Jiang et al., 2020). COVID-19 research is being published at an
unprecedented rate, but questions have been asked about the methodological quality
of this research (Bramstedt, 2020; Jung et al., 2021; Quinn et al., 2021; London and
Kimmelman, 2020). During a pandemic, research participants may be more vulnerable
because of reduced contact with family or physicians to discuss research participation,
and they may agree to investigational treatments because of health anxiety or
confusion of research with clinical practice.
One of the safeguards to protect participants in research is good clinical practice (GCP)
training and certification for investigators and compliance with these standards (ICHGCP E(6) R(2), 2016). Additional protections for participants include legislation which
protects participants’ privacy and autonomy, review of the proposed research by
research ethics committees (RECs) and ethical publishing standards of medical
journals. Two further safeguards not dealt with in this review paper include regulatory
authority inspections and monitoring of ethical conduct by trial sponsors.
GCP guidelines, which are consistent with the Declaration of Helsinki (Declaration of
Helsinki, 2013), were prepared for Clinical Trials of Investigational Medicinal Products
(CTIMPs), however, the ethical standards contained therein can be applied to all
research involving human participants. GCP states that ‘compliance with this standard
provides public assurance that the rights, safety and well-being of trial subjects are
protected’ (ICH-GCP E(6) R(2), 2016). Legislation, such as the European Union’s (EU)
General Data Protection Regulation (GDPR) of 2018 provides legal rights to members
of the public with respect to their personal data (General Data Protection Regulation;
European Union, 2018) and these rights protect the privacy of research participants.
RECs are responsible for ensuring the safety of research participants and among other
tasks, review whether there is an ethical process in place for participants to provide
informed consent. The International Committee of Medical Journal Editors (ICMJE)
recommendations state that publications should specify if experimental research on
human participants has been conducted in line with the Declaration of Helsinki and the
relevant REC, whether informed consent was provided and emphasises that
participants’ privacy should be protected (International Committee of Medical Journal
Editors, 2020). Clinical research activity is also subject to the laws of the country where
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it is conducted, and if researchers provide the name of the REC in publications, this
allows readers to locate the relevant REC and assess their operating standards of
ethical review, either by consulting their website or contacting a representative.
Similarly, the Council of Science Editors stated that ‘Editors can and should play their
part in upholding ethical standards by refusing to publish reports of work that violates
human rights even if the work seems scientifically valid and important’ (Lack of
informed consent and institutional review board approval. In: Ethics and policy in
scientific publication, 1990). The Committee on Publication Ethics (COPE) provides
specific guidance on the publication of case studies, including making efforts to ensure
that investigators have obtained written informed consent from the participant
(Barbour, December 2016). In this way, publishers of medical journals can exert
indirect pressure on investigators to conduct ethically sound research (Sade, 2003).
Many medical and biomedical journals refer to compliance with the ICMJE and COPE
guidelines or advise authors that they should comply with the ethical safeguards
described above within their editorial policies.
In a time of pandemic, the effort made by clinicians to conduct research is to be lauded
(Rubin et al., 2020). It is not the intent of these authors to criticize the research effort
made by clinicians, sometimes under challenging conditions. However, it is also
imperative to maintain public confidence in research by conducting good quality
studies and by reporting the ethical safeguards in place for the study participants.
Medical journals also have an important role to play in gatekeeping ethical standards,
and thus maintaining public trust in human research. The publication of papers in The
Lancet and the New England Journal of Medicine followed rapidly by Expressions of
Concern and then retraction, has been widely discussed in the mainstream media and
this coverage highlights the importance of conducting good quality research in which
the public can have confidence (Rubin, 2020; Editors, 2020). We acknowledge that
reporting ethical standards in academic literature is not the only vehicle to promote
trust in researchers. However, we propose that public trust will be undermined if
researchers do not document their compliance with ethical safeguards at every
opportunity. Among other things, this includes reporting REC approval and
emphasising patient autonomy e.g., in Participant Information Leaflets and involving
the public in co-designing research. Since reporting of the results of clinical research
often takes place in the first instance via medical journals, followed by dissemination
into the media, we feel that it is important to document compliance in this way. In a
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time of fake news and misinformation, it is important that researchers are clear and
transparent about their research practices.
These various systems (ethical guidelines, legislation, REC review, informed consent,
and publication standards) function synergistically to ensure research is safe,
promoting public trust. It is important to note that case studies and case series are
generally not considered research as they are simply reports of observations and
reflections upon the learning points or management options. For this reason, many
institutions ask that patients provide their consent for publication, but do not require
REC review. Similarly, as the Declaration of Helsinki and GCP apply to the research
context, it wouldn’t be considered necessary to specifically declare compliance with
these standards in publications. However, the individuals described in case studies
and case series have the same rights to professional treatment and privacy as any
other patient or research participant. It has become increasingly clear that the public
want transparency with regard to decision-making and are becoming more aware of
trial design and conduct (Priyanka, 2020; Sense about Science, 2020). It is therefore
critical that researchers are clear in publications about the kinds of ethical safeguards
which they use or why they were not applicable.
The aim of this rapid review was to assess how well journal articles of COVID-19
research, included in MEDLINE, report ethical declarations advised by the ICMJE such
as protection of participants’ privacy, compliance with the Declaration of Helsinki or
GCP, REC approval and informed consent. Two searches were conducted: one at the
beginning of the pandemic (January to April 2020) and a second one when COVID-19
research had become more established (November 2020).

7.6 Methods
The protocol for this rapid review was published on the F1000 Health Research Board
Open Research platform (O'Sullivan et al., 2020b). Due to the rapidly changing
research environment during the COVID-19 pandemic, a decision was made to repeat
the first search (completed in April 2020), in November 2020 so that comparisons could
be drawn between the two time periods. The review was conducted in accordance with
the Preferred Reporting Items for Systematic Reviews and Meta-Analysis (PRISMA)
(Moher et al., 2015)—see Appendix L: PRISMA checklist.
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7.6.1 Search strategy
The search for this rapid review is described with reference to the PRISMA-S checklist
(Rethlefsen et al., 2021)—see Appendix M. The aim of this review was to gain a
broadly representative sample of the ethical declarations in published COVID-19
medical research. Therefore, for this rapid review, PubMed (MEDLINE), the largest,
freely available, medical database was selected. For the same reason, reference lists
were not examined. The term ‘COVID-19’ was searched for within Titles and Abstracts,
with filters for ‘Full free text’ and ‘English language’. While restricting the search to ‘Full
free text’ is a limitation of this review, more than 50 publishers have made COVID-19
research publications open access through PubMed via the COVID-19 Initiative (Public
Health Emergency COVID-19 Initiative, 2020). This enabled the authors to easily gain
a broadly representative sample of COVID-19 articles. The first search took place on
14th April 2020 and included all articles published up until this point. The second search
took place on 18th Dec 2020 and included all articles published in November 2020. In
order to have a similar-sized group of articles for comparison with the April 2020
search, a random 50% of the articles from the November 2020 search were selected
for review using the random sampling function in Microsoft Excel.
7.6.2 Study selection
Two reviewers assessed the article titles, abstracts and full texts and classified them
into:
•

Case Studies

•

Case Series

•

Observational Studies

•

Clinical Trials of Investigational Medicinal Products (CTIMPs)

•

Studies which were not CTIMPs

Articles were excluded if they were:
•

Reviews, Systematic Reviews, or protocols for either
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•

Non-clinical studies (e.g., animal studies, laboratory studies with no human
data, epidemiological or modelling studies)

•

Research not relating to COVID-19

•

Protocols for clinical trials

•

Commentaries, Corrigenda, Letters to the Editor (including editorials or society
position statements for guidelines)

Two independent reviewers conducted a second assessment of a random 20% of
articles from the April 2020 search; one independent reviewer conducted a second
assessment of a random 20% of articles from the November 2020 search. The articles
for the second assessment were selected using the random sampling function in
Microsoft Excel. Authors of individual papers were not contacted to request the full text
of inaccessible papers, due to time constraints.
7.6.3 Data extraction and analysis
Data

extraction

was

completed

in

Excel

by

two

authors

using

a proforma spreadsheet—see Appendix N. The outcomes included, among others, the
ethical standards adopted by Yank and Rennie (Yank and Rennie, 2002): the reporting
of compliance with the Declaration of Helsinki or GCP, an assessment regarding
whether participants’ privacy had been maintained, approval of the research by a REC
and informed consent from participants. These ethical standards also reflect the
recommendations of the ICMJE. Since REC approval is not generally required for case
studies or series, REC approval was only reported for observational studies, CTIMPs
and other non-CTIMP studies. If a consent waiver was granted, this was also reported,
along with the reason, if provided by the publication. The editorial policy of each journal
identified in the rapid review was also examined to determine what proportion of the
journals purported to comply with the ICMJE and COPE guidelines and four key ethical
parameters (compliance with the Declaration of Helsinki or GCP, participant privacy,
REC review and informed consent). A chi-squared test was performed to compare the
April and November searches. A p-value of 0.05 was considered significant.
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7.6.4 Risk of bias and critical appraisal
The aim of this rapid systematic review was to assess the reporting of ethical
declarations, rather than quantitatively assess healthcare interventions or to assess
the methodological quality of clinical trials. Therefore, neither risk of bias nor critical
appraisal were applicable.
7.6.5 Patient and public involvement
Patients and the public were not involved in the design and conduct of this study.
However, two members of the public who had been patients and relatives of patients
at this institution volunteered to assist with research and were asked if they would like
to review a manuscript regarding publication ethics. Neither of these contributors had
a medical or research background. They were given an early draft of the paper and
were asked to review it and provide feedback to the authors, which was incorporated
into the paper. They were not involved in the design of the research question or review
of the literature, nor of the discussion points, therefore they are acknowledged in the
paper but not included for authorship. They both gave their permission.

7.7 Results
7.7.1 Article/study inclusion
The April 2020 search yielded 1275 articles, of which 247 were deemed eligible for the
analysis. The November 2020 search produced 3877 articles of which a random 50%
were selected (1942 articles)—of these, 717 articles were deemed eligible for the
analysis. The PRISMA flowchart provides details of both searches—see Figure 8, with
the April 2020 search in red and the November 2020 search in blue. Discordance
between independent assessors was less than 20%; this was resolved by assessor
discussion to yield the list of final studies.
7.7.2 Characteristics of included studies
Included articles were publications of case studies: 68 and 71; case series: 120 and
48; observational studies: 55 and 385; CTIMPs: 2 and 3; studies (non-CTIMPs): 0 and
18, for the April and November 2020 searches respectively. Summary data for all
included studies are included in Appendix O.
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7.7.3 Editorial policies
Table 16 outlines whether the editorial policies reported by journals where the included
studies were published included compliance with the ICMJE, COPE or similar ethical
standards. 68.4% and 69.3% of journals identified in this rapid review purported to
support the ICMJE guidelines in the April and November searches respectively. 26.3%
and 23% claimed to support the COPE guidelines or specifically mentioned the key
four ethical parameters (compliance with the Declaration of Helsinki or GCP,
participant privacy, REC review and informed consent).
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Figure 16: PRISMA Flowchart describing the results for both the April and November
searches
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Table 16: Editorial policies reported by journals of included studies
April search

Nov search

n=247

n=717

ICMJE

68.4%

69.3%

COPE or statement of 4 key ethical principles in

26.3%

23%

2.1%

5.9%

3.2%

1.8%

editorial policy*
No statement of compliance with any guidelines or
ethical principles
Not applicable: non-journal publications (e.g., bulletin)

ICMJE: International Committee of Medical Journal Editors; COPE: Committee on Publication
Ethics; *Compliance with the Declaration of Helsinki or GCP, participant privacy, REC review
and informed consent

7.7.4 Compliance with ethical guidelines: Declaration of Helsinki or GCP
There were similar, low levels of reporting of compliance with the Declaration of
Helsinki or GCP at both timepoints for case studies: 4.4% and 4% for April and
November respectively. However, there were higher levels of compliance in the
November search for case series: 20% compared to 1.7% and for observational
studies: 18% compared to 12.7%. However, as noted previously, since the Declaration
of Helsinki and GCP specifically apply to research and case studies/series are not
considered research by most practitioners, it wouldn’t be considered necessary to
specifically declare compliance with these standards in publications.
7.7.5 Informed consent
Table 17 outlines whether included publications reported if informed consent was
documented in the publications. Publications with no documentation of informed
consent decreased for both case studies and observational studies: 70.6% (April) and
38% (November); 92% (April) to 36% (November) respectively. The rates were similar
for case series: 71.1% in April compared to 75% in November.

148

Table 17: Summary of statements regarding consent and compliance with ethical guidelines
Case Study

Case Series

Observational study

CTIMPs

Studies/trials (nonCTIMPs)

n= (%)

No consent specified
in article
Written consent

Article does not
specify if verbal or

n= (%)

n= (%)

n= (%)

n= (%)

April

Nov

April

Nov

April

Nov

April

Nov

April

Nov

search

search

search

search

search

search

search

search

search

search

n=68

n=71

n=120

n=240

n=55

n=385

n=2

n=3

n=0

n=18

48

27

86

179

23

139

2

0

-

2

(70.6%) * (38%) *

(71.7%)

(75%)

(92%)

(36%)

(50%)

(0%)

11

14

17

32

14

80

2

3

(16.2%)

(20%)

(14.2%)

(13%)

(25.5%)

(21%)

(50%)

(100%)

6

17

10

17

3

41

0

0

(8.8%)

(24%)

(8.3%)

(7%)

(5.5%)

(11%)

(0%)

(0%)

2

1

2

7

2

32

0

0

(2.9%)

(1%)

(1.6%)

(3%)

(3.6%)

(8%)

(0%)

(0%)

0

0

0

2

3

57

0

0

(0%)

(0%)

(0%)

(0.8%)

(5.5%)

(15%)

(0%)

(0%)

1

11

4

3

0

0

N/A

0

(1.5%)

(16%)

(3.3%)

(1.2%)

(0%)

(0%)

0

1

1

0

0

0

0

0

(0%)

(1%)

(0.8%)

(0%)

(0%)

(0%)

(0%)

(0%)

-

-

-

-

0

36

-

-

(0%)

(9%)

(11%)
-

8
(45%)

-

6
(33%)

written
Verbal consent

Electronic
Not applicable – RIP

Assent

Consent implied
(Completion of a

-

2
(11%)

-

0
(0%)

-

(0%)

0
(0%)

-

0
(0%)

-

-

survey)
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Consent waived:

3

0

25

67

10

0

(4.4%)

(0%)

(20.8%)

(28%)

(18.2%)

(0%)

2

0

1

9

2

(2.9%)

(0%)

(0.8%)

(13%)

(3.6%)

1

0

24

54

0

(1.5%)

(0%)

(20%)

(81%)

(0%)

0

0

0

4

(0%)

(0%)

(0%)

n=11

n=31

‘Written Informed

5

Consent’

(45.5%)

Waived by Unknown

Waived by REC

Waived by other
(Local committee or

-

-

-

-

-

-

-

-

-

-

-

-

-

-

2

0

0

0

-

0

(6%)

(3.6%)

(0%)

(0%)

(0%)

n=17

n=57

n=14

n= 34

n=2

n=3

n=0

n= 6

13

13

28

6

123

2

3

-

5

(42%)

(76.5%)*

(49%)**

(43%)

(53%)

(50%)

(100%)

-

-

-

-

(0%)

law)
Wording of consent, if
provided

/ Strict definition ***
Journal editor has
copy of written

(31%)

*
0

6

0

0

(0%)

(8.5%)

(0%)

(0%)

-

-

consent form

CTIMP: Clinical Trial of Investigational Medicinal Products; RIP: participants(s) had died; REC: Research Ethics Committee; Nov: November
*p<0.01; **p<0.05 (chi-squared test); *** ‘Strict definition’ of consent, as described by Yank and Rennie (Yank and Rennie, 2002)

150

7.7.6 Patient confidentiality
No patient names were published in articles identified in either search, but other
identifiers were described in the case studies and case series. For case studies, there
was a decrease in the combination of age, gender and travel history being reported
from 37% in the April search to 4% in the November search. There was a similar
decrease in the combination of age, gender, travel history and occupation reported in
case studies from 13.2 to 1.4%. However, the authors also noted some detailed
descriptions of places of work, occupation and travel that, in the opinion of the authors
and under EU GDPR, would allow participants or their acquaintances to identify the
individuals described (Kim et al., 2020; Wong et al., 2020; Fernandes, Santos and
Sato, 2020; Le et al., 2020; Chen et al., 2020; Park et al., 2020; Phan et al., 2020). In
the case series, aggregate-only data were published in 45% and 76% of the April and
November publications respectively, which provided protection against identification of
participants. However, in one case series from the November search, the initials of
participants were included (Dos Santos Beozzo et al., 2020).
7.7.7 REC approval
Table 18 summarises the reporting of REC review in the included articles. An increase
in REC approval was reported in the November search for observational studies—
80%, compared to 70.1%. A similar proportion of RECs were named in publications of
observational studies from both searches 67% (April) and 65% (November) but a
higher proportion of these RECs could be found via an online search: 77%
(November); 43% (April).
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Table 18: Summary of Research Ethics Committee for observational studies and clinical trials
Observational studies; n (%)

CTIMPs; n (%)

April search
n=55

Nov search
n=385

April search
n=4

Nov search
n=3

April search
n=0

Nov search
n=18

REC approval specified in
article

39 (70.1%)

306 (80%)

4 (100%)

3 (100%)

0 (0%)

16 (89%)

If has REC approval and
REC is named, can it be
found online?

n=37

n=251

n=2

n=3

n=0

n=13

16 (43%)*

194 (77%)*

1 (50%)

1 (33%)

0 (0%)

9 (69%)

Yes

Studies (non-CTIMPs); n (%)

REC: Research Ethics Committee; CTIMPs: Clinical Trial of Investigational Medicinal Product; Nov: November; *p<0.01 (chi squared test)
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7.7.8 CTIMPs and non-CTIMP studies
Due to the very small number of CTIMPs and non-CTIMP studies identified in this
review, it is not possible to draw any meaningful conclusions from these results. All of
the CTIMPs had been registered and documented REC approval.

7.8 Discussion
7.8.1 Summary of key findings
Reporting of compliance with the Declaration of Helsinki and GCP was low across all
study types and in both searches. Documentation of Informed Consent in publications
of case studies and observational studies improved when the April and November
searches were compared, although the rates for case series were comparable.
Similarly, rates of reporting of REC approval for observational studies increased. There
was also a decrease in publication of a combination of potentially identifying features
in case studies between the April and November searches. Nonetheless, it is not clear
why ethical safeguards are not reported more consistently in COVID-19 human
studies. In addition, some publications reported descriptions of participants which
would enable their recognition.
7.8.2 Patient Confidentiality
Preservation of patient confidentiality is a core clinical value and publication of data
that can be identified is undesirable. The ICMJE guidelines state that ‘Patients have a
right to privacy that should not be violated without informed consent’ (International
Committee of Medical Journal Editors, 2020). It is clear from online COVID-19 fora
(e.g., www.flutrackers.com), the REC waivers reported in this rapid review and the
examples provided of potentially identifying information, that different levels of patient
confidentiality are accepted in different jurisdictions. Yoshida’s survey of patient
consent to publish medical information in 491 medical journals similarly showed
considerable variation, and found only 40% of journals required consent (Yoshida et
al., 2013). Under GDPR legislation in the EU, more data than name alone are
considered identifiers and the Irish interpretation of this legislation is that formal
consent for publication of personal data is required (General Data Protection
Regulation; European Union, 2018; Data Protection Act 2018 (Section 36 (2)):Health
Research Regulations. Dublin, Ireland, 2018). It has been argued that releasing
information about individuals diagnosed with COVID-19 is in the public interest. In
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Ireland the public release of information about individual cases of COVID-19 was
limited by the Irish Government, in order to maintain trust in the public health services
and to encourage a more complete contact declaration for tracing (Holohan, 2020).
When case studies or series are reported in medical journals, a balance must be
sought in publishing pertinent aspects of the patient’s medical history, and
acknowledging the patient’s right to privacy (Armand, 2004).
7.8.3 REC approval and informed consent
The ICMJE guidelines state that researchers should obtain approval from a REC and
‘When informed consent has been obtained, it should be indicated in the published
article’ (International Committee of Medical Journal Editors, 2020). This rapid review
showed that the publication requirements of journals did not result in reports of consent
or REC review in the majority of cases. This is not a new finding; between 1997 and
2002, 18% of articles in five major medical journals did not report informed consent or
REC approval (Yank and Rennie, 2002). Similarly, a study of 1189 articles in six
anaesthesiology journals found 66% reported informed consent and 71% REC
approval respectively and considerable variation was identified between journals
(Myles and Tan, 2003). More recent studies also show variation across journals with
respect to reporting practices. Murphy and colleagues’ study in 2015 found that 42.9%
of articles published in three leading otolaryngology journals did not specify whether
informed consent had been provided by research participants (Murphy et al., 2015).
Wu et al.’s study of 2041 articles in five nursing journals published in 2019 found that
87.5% and 93.7% recorded informed consent and REC approval respectively (Wu et
al., 2019). However, a similar study of 40,278 articles in 12 Chinese nursing journals
in 2017 found 27.4% and 51.8% reporting of informed consent and REC approval
respectively (Wu et al., 2017).
Patient autonomy is preserved in clinical research by ensuring that the patient is fully
informed before signing a consent form and undergoing any study-specificprocedures.
This review cannot identify whether the consent reported was, in fact, fully informed.
Regulatory authorities and monitoring by trial sponsors, where applicable, also have
an important role to play in ensuring ethical standards are maintained. There are
multiple reasons why fully informed consent is challenging to achieve in a pandemic
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setting, and the acceptability of other models of consent (deferred, third party or
waived) in medical emergency settings has been reviewed by Gobat previously (Gobat
et al., 2015). Participants had mixed opinions about prospective consent in emergency
settings, and third-party consent was acceptable to many (Gobat et al., 2015). Studies
involving waived consent in the Gobat review were subject to legislative safeguards;
in Ireland this safeguard is provided by the Health Research Consent Declaration
Committee (Health Research Consent Declaration Committee, 2018). The Gobat
review was conducted to identify the acceptability of different consent models in a
pandemic setting but very few of the papers reviewed were directly relevant—
highlighting that research into methodology and medical ethics is lacking in a pandemic
setting.
Requirements with regard to reporting of procedures in publications is becoming
increasingly standardized, for example the use of the PRISMA (Moher et al., 2015) or
Critical Appraisal Skills Program (CASP) Checklists (Critical Appraisal Checklists,
1993). There is a reference to informed consent in the Case Report Guidelines (CARE)
checklist (Riley et al., 2017) but no ethical safeguards are included in the most
commonly used checklists for the reporting of Observational studies (Strengthening
the Reporting of Observational Studies in Epidemiology—STROBE (von Elm et al.,
2008) or randomised trials, (Consolidated Standards of Reporting Trials—CONSORT
(Rennie, 2001). Standardized reporting of ethical safeguards including REC approval,
informed consent and a statement regarding participant confidentiality should also be
a priority, perhaps by updating already established checklists to include the ethical
safeguards which are generally applicable to these kinds of clinical research.
7.8.4 Strengths and limitations
This review incorporated the biggest database of medical and biomedical literature,
and this permitted a broad assessment of how well COVID-19 medical research ethical
standards reporting at two points in the pandemic. However, streamlining the
systematic review process into a rapid review, e.g., only a single researcher performing
each data extraction, may have introduced some level of bias (Hamel et al., 2021).
Similarly, there are limitations associated with only reviewing articles published in the
English language and had the full free text available. It is also important to note that
the Declaration of Helsinki and GCP are not systematically enforced by law, so this
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may explain why some of the articles identified in this rapid review do not report
compliance with these ethical guidelines.

7.9 Conclusions
While the majority of journal’s editorial policies purported to support the ICMJE or
COPE guidelines, or specifically mentioned the key four ethical parameters, many
COVID-19 clinical research publications identified in this rapid review lacked
documentation of these important safeguards for research participants. However,
there are indicators that reporting of these safeguards is improving as the pandemic is
progressing. In order to promote public trust, ethical declarations should consistently
be included in publications of clinical research.
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Chapter Eight: Discussion
8.1 Overview
In this chapter I will summarize and synthesise the findings presented in this thesis. As
can be seen from the papers I have published and presented herein, I have undertaken
a comprehensive programme of investigation that has sought to review, understand
and enhance the process of informed consent, with a focus on the materials we present
to participants to enable decision making. Given the continued growth in clinical
research, it is vital that the clinical trials community continues to consider and
interrogate all of the elements of the trial process, to ensure that we conduct the best
trials and have an engaged patient population, who understand and participate fully in
clinical research. It is this core question of understanding and communicating that I
have sought to address in this thesis, recognising its importance to the clinical research
endeavour. Of course such a broad topic requires a multi-faceted research
programme, with specific projects undertaken including:
•

Reviewing the literature, to gain a better understanding of how informed
consent, in the context of today’s clinical trials, has evolved and to provide a
context in which to embed my experimental programme.

•

Quantifying the complexity of standard participant-facing documents by
interrogating their readability and understandability using validated tools.

•

Translating these findings into a set of guidelines, to enhance their accessibility
to prospective participants by reducing complexity and improving readability.

•

Investigating the Process of informed consent by surveying research
participants and research staff to better understand influencing factors.

•

Combining the insights gained from the above projects to design a Study Within
a Trial (SWAT), aimed at evaluating the impact of better participant-facing
materials on understanding and recall of consent by participants

In this manner, my doctoral studies have progressed from identifying the scale of the
problem to designing an intervention to address it. This continuum of research work is
embodied within the papers presented in this thesis, and I emphasise the linkage
between them, as described above and shown in Figure 15.
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Figure 17: Schematic showing the linkage of chapters within the thesis
Core thesis publications in blue; COVID-19 publications in red; Supporting chapters
(Introduction and Discussion) in green
ECC: Expert Consensus Conference; ICF: Informed Consent Form; PIL: Participant
Information Leaflet; SWAT: Study Within a Trial

As will be clearly seen, these investigations were completed during the COVID-19
pandemic, which in and of itself presented major methodological challenges for clinical
trials. With a desire to contribute to our overall understanding of the response to the
pandemic, and considering my focus on consent and trial ethics, I undertook a study
to evaluate the reporting of ethical declarations in COVID-19 clinical research
publications. The objective was to determine whether a description and confirmation
of informed consent, research ethics committee (REC) approval, protection of privacy
and other core requirements were included in publications in pandemic times. This
study, whilst distinct from my primary objective, is important as it adds to my repertoire
of understanding of the research process and provides data which add to our overall
knowledge. It also firmly contextualises my PhD in the times of the COVID-19
pandemic.
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In aggregate, throughout this thesis I have focused on the core question of how we
communicate and inform prospective participants through the consent process. My
findings, which have been peer reviewed and published, add to our overall
understanding of the consent process and provide tools for investigators to improve
their interactions with research participants—a critical objective in clinical trials.

8.2 Scope of this doctoral research
As stated earlier, the scope of this doctoral research is restricted to studies involving
adults with the capacity to consent. Other areas, such as informed consent for adults
which lack capacity, or assent for children, those with intellectual disability or in the
critical care setting deserve dedicated research. However, the findings described
herein will doubtless be of value in precipitating discussions about consent in these
populations also.

8.3 Summary of the key findings of this thesis
8.3.1 Reviewing the literature
To firmly embed my programme of work in the literature, I first sought to understand
the state of the art. This involved the conduct of a narrative review of the literature
describing the factors which contributed to the evolution of the theory and practice of
informed consent in clinical research. A focus on the evolution of consent was
reasonable as it recognises the fact that important societal, ethical and legal issues
are situation and time dependent, and much of our understanding evolves from
previous experience. The literature revealed that changes in societal attitudes, coupled
with scandals and problems prompted the development and publication of legislation
surrounding informed consent for medical research, which then impacted upon
research practices. These societal changes included rejection of the paternalistic
mindset held by many clinicians in favour of individual participant autonomy. The
exposure of various research scandals revealing unethical conduct towards research
participants was the main driver of these changes in societal attitude. These scandals,
which included the absence of informed consent or poor consent practices, (for
example withholding relevant information from research participants), provided the
impetus for legal protection for research participants and the establishment of RECs.
Modern ethicists now agree that informed consent depends on three principal factors:
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•

disclosure of information,

•

capacity for decision-making and

•

voluntariness.

My literature review also described how medical journals have an indirect, though
important role in promoting participant autonomy by refusing to publish research
articles which do not clearly report ethical safeguards such as informed consent and
REC approval. This narrative literature review, therefore, highlighted the legal
imperative and ethical obligation of researchers to ensure that research participants
are adequately informed before they provide their informed consent to take part in a
research study. Since written information is an important part of communicating with
prospective research participants, this prompted me to ask whether participant
information leaflets (PILs) and informed consent forms (ICFs) are written at a
complexity level which supports participant autonomy and enables them to make an
informed decision about whether to take part.

8.3.2 Quantifying the complexity
Building on the findings from my literature review, I sought to determine the complexity
of current PIL/ICFs used in Ireland and the United Kingdom (UK). A library of PILs/ICFs
were assembled and evaluated using several criteria, including:
•

measures of syntactic and sematic complexity,

•

assessment of the layout,

•

the use of visuals, and

•

the optimal use of language to promote understanding in line with health literacy
principles

The study also assessed whether the PILs/ICFs complied with six recommendations
for public-facing documents from Irish and UK national literacy agencies. These
investigations found that the reading age of research PILs/ICFs is generally higher
than the recommended <12 years, nearly 92% did not include a visual or infographic
and that most PILs/ICFs did not comply with guidelines produced by the literacy
agencies. The section of the PIL/ICFs containing regulatory information, including
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legal/insurance/data protection/confidentiality was found to be the most complex and
the results indicated that the introduction of the General Data Protection Regulation
(GDPR) further increased the complexity of the PILs/ICFs in this sample. Given that
research PILs/ICFs are an important method by which information is provided to
prospective research participants, this research illustrates that truly informed consent
may be undermined by the poorly prepared written materials which form the basis of
the information exchange. The issues identified with PILs/ICFs in this study also
exposed the need for clear guidelines for investigators and sponsors when preparing
accessible PILs/ICFs.

8.3.3 Translating the findings
Recognising both the requirement for the provision of clear information to facilitate
consent and the observed complexity of the materials in routine use, my next step was
to carry out an Expert Consensus Conference (ECC) which produced a set of
guidelines for preparing accessible and understandable clinical research PILs/ICFs for
adult laypersons. I firstly performed a literature review on guidelines for patient facing
documents, to provide context for my research. The articles identified were critically
appraised to identify the most pertinent literature. I then adapted the recommendations
and evidence which were identified in the literature for preparing public-facing
documents and used this information to prepare draft guidelines for the clinical
research context. These draft guidelines were reviewed and discussed by a diverse
group of expert individuals, including members of the public as well as subject matter
experts. The final guidelines included five categories: Layout, Formatting, Content,
Language and Confirming Readability. These guidelines provide a clear and useful
reference for sponsors and researchers who are aiming to produce accessible and
understandable PILs/ICFs, both to satisfy regulatory requirements and to ensure
participants are adequately informed. These guidelines could form the basis for a
standard operating procedure or training resource for preparing PILs/ICF at the
sponsor level, or be helpful when preparing a new PIL/ICF template. The guidelines
developed in this study were also used when designing the enhanced PIL/ICF and the
multimedia resources for the SWAT. However, it became clear from the discussions at
this ECC that good quality informed consent depends not only on the written
information provided to prospective participants, but also on contextual factors
regarding the process of informed consent. These contextual factors include the
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quantity of time that is spent and the timing of when prospective participants are
approached, the opportunity to ask questions etc.

8.3.4 Investigating the Process
I then designed and carried out a survey of research participants and research staff
regarding their views of some contextual factors about the process of informed
consent. For this study, 169 research participants and 115 research staff members
from Ireland and the UK responded to 14 and 16 questions, respectively, all of which
were close ended except for a single, optional open-ended question at the end.
Research participants were generally very positive about their experience but did
emphasise the importance of spending enough time on the informed consent process
and having appropriate follow-up, e.g. providing participants with the results of the
study or trial. In response to the open-ended question, several research participants
noted the value of being provided with information about the study prior to the research
consultation. The research staff in this survey sample were generally very experienced
and therefore not surprisingly were quite confident in facilitating informed consent.
Responses to both the closed and open-ended questions revealed that research staff
were concerned about whether research participants had understood the study
information and cited lack of time and resources, such as physical space, to carry out
the informed consent discussions, as barriers to optimal informed consent discussions.
35% of research staff reported that they use the Teach Back/Talk Back approach,
which was recommended by the ECC, to assess participant understanding of the
research study/trial. However, very few research participants or staff noted that they
used multimedia resources, such as animation or video as part of the informed consent
process. This study illustrated the potential for multimedia resources to be developed
and evaluated with the aim of assisting prospective participants to understand the
research study, particularly concepts that are often poorly misunderstood, with the aim
of ensuring good quality informed consent.

8.3.5 Combining the insights
I have demonstrated that current research PILs/ICFs are not accessible and
understandable and have collated the available evidence on how to improve them. I
have also illustrated the potential for multimedia to be used to enhance the process of
informed consent. I then applied these findings to the development of an enhanced
PIL/ICF and educational website with animations for a specific trial (the SWIFT clinical
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trial). This enhanced PIL/ICF and website aims to improve the understanding of
prospective participants of a Human Immunodeficiency Virus (HIV) clinical trial. These
materials were co-produced with a HIV advocacy organisation, HIV Ireland, along with
the infectious diseases clinical team and colleagues in educational technology. The
effectiveness of the enhanced PIL/ICF and website in improving the quality of informed
consent, compared to a standard PIL/ICF, are currently being tested, using the SWAT
methodology. In this SWAT, prospective participants will be randomised to receive
either the enhanced PIL/ICF and website or the standard PIL/ICF. Participant
understanding and recall will be assessed using the modified Deaconess Informed
Consent Comprehension Test (DICCT) within 48 hours of signing consent to take part
in the SWIFT trial and again two weeks later.

8.3.6 COVID-19 study
Given this doctoral research was carried out during the COVID-19 pandemic, I had the
opportunity to carry out a rapid systematic review of ethical declarations, including
informed consent, as reported in medical publications of COVID-19 human research.
The review was carried out at the beginning of the pandemic (in April 2020) and
repeated in November 2020 for comparison. This review found that the editorial
policies of the majority of journal review purported to comply with the ethical standards
published by the International Committee of Medical Journal Editors (ICMJE)
standards. Overall, participant confidentiality was maintained but some case studies
included a combination of details which would have enabled participant identification.
Publications which had no documentation of informed consent decreased for both case
studies and observational studies: 70.6% (April) and 38% (November); 92% (April) to
36% (November) respectively, but the rates were similar for case series: 71.1% (April)
compared to 75% (November). More publications reported REC approval in November
(80%), compared to April (70.1%) for observational studies. The results of this review
show that there is room for improvement in how journal articles report ethical
safeguards, including informed consent. Importantly, clear and transparent reporting
of ethical safeguards, in combination with other measures, can promote public trust in
research.
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8.4 Interpreting results in the context of existing literature
The results of the individual research studies are contextualised within the Discussion
sections of their respective papers. Herein I seek to interpret the over-arching results
of the thesis as a whole, within the context of the available literature.

8.4.1 The importance of allocating sufficient time to the informed consent process
Additional time has been identified as a factor which improves research participants’
understanding of aspects of the informed consent process in systematic reviews
(Nishimura et al., 2013; Flory and Emanuel, 2004). The studies in Nishimura’s
systematic review showed that an additional consultation, prior to consent improved
participants’ objective understanding (Nishimura et al., 2013). Similarly, studies from
Flory and colleagues’ indicated the utility of an extended discussion to improve
participant understanding (Flory and Emanuel, 2004). Likewise, both research
participants and research staff from the survey study conducted in this doctoral
research noted that having sufficient time was an important part of ensuring good
quality informed consent (see Chapter Five). Some participants noted, in response to
the open-ended question, that they found it helpful or would have found it helpful to
receive information prior to the consent discussion so that they had additional time to
consider the research study and formulate questions before meeting the research
team. However, it should be noted that researchers may not be able to do this,
depending on the ethical guidelines locally or whether the prospective participants had
given their consent to be contacted about future studies. It is likely, given the
constraints on research resources, that while research staff are keen to give more time,
in some contexts, they may be unable to do so.

8.4.2 Research participant satisfaction versus understanding
The survey study in this doctoral research indicated that research participants have
high levels of satisfaction and perceived understanding (see Chapter Five). This finding
agrees with studies carried out in other countries (Pope et al., 2003; Franck et al.,
2007; Kupst et al., 2003; Penman et al., 1984; Goodman et al., 1984). However,
deficiencies in research participants’ objective understanding of research studies has
been demonstrated definitively in the literature (Keller et al., 2016; Moynihan et al.,
2012; Hietanen et al., 2000; Pietrzykowski and Smilowska, 2021). Pietrzykowski’s
systematic review revealed that 51.4% of participants felt they had a ‘high’ level of
knowledge about the study but the objective assessment rated only 14.3% with this
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level of knowledge. (Pietrzykowski and Smilowska, 2021). The research staff in the
survey study also expressed concern that research participants have not adequately
understood (see Chapter Five). This lack of understanding undermines participants’
autonomy and impairs their ability to make an informed decision. It is clear that
research participants’ information needs can vary (Kirkby et al., 2012; Smyth et al.,
2012). However, while it is important to respect participants’ wishes, researchers must
also ensure that participants are adequately informed before they decide to participate.
Some authors have suggested a layered consent model, where potential participants
are given some initial information and if they wish to proceed, they are given additional
details (Bunnik, Janssens and Schermer, 2013; Kaye, Chongwe and Sewankambo,
2019). For example, some research units use a summary page in the first instance,
which is then followed by the full length PIL and ICF, if the potential participant wishes
to receive it. This may reduce the burden on potential participants as they are not
presented with a long document straight away. However, it depends on the study
context. If there a shorter screening period, it may not be possible time-wise to give
the summary page and then the full length PIL at another clinic visit. On the other hand,
if the condition of interest progresses slowly or if there is sufficient time, e.g. in obstetric
care or neonatal screening, providing information in a gradual way may be an effective
way improving understanding. However, future studies are needed to evaluate the
effectiveness of this approach of the quality of informed consent.

8.4.3 Health Literacy guidelines and tools
As discussed previously, research indicates that healthcare professionals are not
always able to identify those who have literacy challenges. In addition, participants
who are older, more ill or have a lower educational attainment have a poorer
understanding of research studies (Tam et al., 2015; Schaeffer et al., 1996). For this
reason, the Agency for Health Research and Quality in America recommend that the
universal precautions principle be applied – that is, to communicate with all individuals
at a level which accommodates those with literacy challenges (Brega et al., 2015). The
results of the study in this doctoral research (Chapter Three) showed that only three
out of the 133 PILs/ICFs complied with seven of the guidelines provided organisations
which promote Plain English and clear communication. The use of Teach Back/Talk
Back is also recommended by literacy agencies and evidence from systematic reviews
showed that using the technique in the clinical (i.e. non-research) reduced hospital readmissions and improved patient satisfaction (Yen and Leasure, 2019; Oh et al., 2021;
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Talevski et al., 2020; Ha Dinh et al., 2016). Teach Back/Talk Back was also
recommended by the ECC in this doctoral research (Chapter Four). However, only
35% of research staff surveyed in this doctoral research used these techniques to
confirm understanding (Chapter Five). The ever increasing pressures on researchers,
adding another element to the informed consent discussion may be a challenge.
However, a few studies showed that the use of Teach Back/Talk Back in the clinical
(i.e. non-research) setting actually reduced the consultation length (Hesselink et al.,
2021; Mahajan et al., 2020). In the research context, use of Teach Back/Talk Back
may reduce errors in the taking of trial drugs and following trial procedures, resulting
in less protocol deviations and improved safety for research participants. A better
understanding of the research study may also improve the retention of research
participants. The survey study in this doctoral research showed that the most
commonly reported method for assessing if a participant has understood was giving
them the opportunity to ask questions (Chapter Five). However, while this is
undoubtedly important, the available evidence indicates that it shouldn’t be the only
method of assessing understanding: participants may not be able to come up with any
questions to ask but this does not mean that they have a sufficient understanding of
the study.

8.4.4 The role of the PIL/ICF
Sustersic’s systematic review concluded that PILs/ICF (both research and nonresearch) have an important role to play in informing participants (Sustersic et al.,
2017). The usefulness of PILs/ICFs may depend on the context–perhaps more
important in high-risk and chronic illness studies, compared to low risk or the acute
setting. The need for clear and understandable written information has been further
emphasised by the COVID-19 pandemic with some sites reporting remote consent,
consent without the usual support for decision-making (Gaba and Bhatt, 2020). Family
members not present at the research consultation need to be able to understand the
research study from the PIL/ICF so the PIL/ICF needs to be able to stand alone.
Similarly, it has been shown that patients forget 40-80% of verbal communication
(Kessels, 2003) and may take in less information due to anxiety or feeling unwell, so
clear and concise written information need to be available. Therefore, the findings of
the PIL/ICF study from this doctoral research (Chapter Three) are of concern, as they
demonstrate that improvements are needed to ensure PILs/ICFs are understandable
and support participant autonomy. It is important that these findings are translated into
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actions which set out to address these deficits, and I am optimistic this published work
will raise awareness and drive improvements.

8.4.5 The role of medical journals in promoting ethical safeguards
The rapid systematic review which is part of this doctoral thesis found that
improvements must be made in reporting of ethical safeguards, including informed
consent, in medical publications. COVID-19 vaccine hesitancy among certain ethnic
groups has illustrated that some groups may be concerned about the safety of untested
treatments, perhaps for historical reasons (Washington, 2006). It is therefore important
that researchers conduct their research to the highest ethical standards and take every
opportunity to be transparent in research publications and other means, about their
research practices, including whether and how informed consent is taken. The COVID19 pandemic, coupled with the growing involvement of patients and the public in
designing research studies, has illustrated that people other than academics and
healthcare professionals read medical publications. This highlights the need to be clear
about ethical declarations included in publications of human research. Medical journals
also have a role to play in requiring that researchers send them a copy of the informed
consent form and e.g., requesting confirmation from the corresponding author that the
participant has seen the actual manuscript before giving their permission for the
publication.

8.5 Dissemination and impact of this research
This doctoral research contributes to the trial methodology research base by adding to
existing knowledge about informed consent. The impact of this research can be
described in several ways, including among others: academic, societal, policy and
educational impact.

8.5.1 Academic impact
The academic impact of my doctoral research is demonstrated by the publication of six
papers in peer-reviewed, open-access journals. Of these six papers, the PIL/ICF paper
has already been cited six times and the narrative literature review has been cited
once. I was also a co-applicant on a successful seed funding award from the Health
Research Board-Trials Methodology Research Network/Medical Research CouncilNational Institute for Health Research-Trials Methodology Research Partnership. This
award funded a project which aims to improve how randomisation, a concept often
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mis-understood by research participants, is explained by researchers. My initial work
evaluating clinical research PIL/ICFs contributed to the development of this grant
proposal.

8.5.2 Societal impact
In terms of societal impact, I hope that my research will augment researchers’
understanding of informed consent, which will lead to improvements in how they
communicate with prospective research participants. This should lead to members of
the public having a better understanding of research studies before they give their
consent to participate, thus enhancing their autonomy. In addition, the PIL/ICF and
ECC papers both achieved the top 5% of research outputs scored by Altmetric, an
online tool which captures and collates outputs from a range of sources, including
social and mainstream media, thereby giving an indication of the broader impact of a
piece of research (Almetric, 2021). The societal impact of the PIL/ICF and ECC papers
in particular was illustrated by the fact that 64% and 59% respectively of Twitter
contributors originated from members of the public (Almetric: BMJ Open, 2021;
Almetric: Research Involvement and Engagement, 2021). My research exploring the
reporting of ethical declarations in COVID-19 clinical research publications was also
featured in a Health Research Board Open Research blog post (Montesante, 2020).
This blog post, which was aimed at both researchers and members of the public,
highlighted how clear and transparent reporting of ethical declarations, including
informed consent, can preserve public trust and confidence in medical research,
especially during a pandemic. Finally, the PIL/ICF study was also the subject of an
article by Medscape, an online website for both healthcare professionals and
consumers (O'Shea, 8th September 2020), showing that this research is also of
interest to those both providing and accessing healthcare.

8.5.3 Policy impact
One of the outputs of this doctoral thesis was a set of practical guidelines for academic
sponsors and investigators for producing accessible and understandable PILs/ICFs
(the ECC paper)—these guidelines were shared with the newly-established National
Research Ethics Committee in Ireland (National Office for Research Ethics
Committees, 2020). The outputs of my doctoral research as a whole have also been
shared with the working group of the Health Service Executive (HSE) National Policy
on Informed Consent for research studies in Ireland. The national policy will soon be
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finalised and I hope that the outputs of my doctoral research will contribute to the
preparation of guidelines and materials which will support this policy. The guidelines
produced by the ECC also helped to inform the development of a national PIL/ICF
template and infographic for biobank research in Ireland (O'Sullivan et al., 2021)–see
Appendix P. This template PIL/ICF and infographic was prepared by the Irish National
Biobanking Working Group, of which I am a member, with significant input from
public/patient partners. The aim of the template and infographic was to clearly
communicate with the general public about how research biobanks work and the value
they can bring to clinical research. The Working Group hope that these materials will
be used in research biobanks throughout Ireland.

8.5.4 Educational impact
Finally, in terms of educational impact, during the course of my doctoral research I
facilitated six training workshops aiming give to researchers practical skills in preparing
accessible and understandable clinical research PILs/ICFs. The attendees of this
training included research nurses, research coordinators and postgraduate students
undergoing training within the clinical research field. I also delivered six lectures to
undergraduate medical students and postgraduate clinical and translational research
students on the subject of informed consent in clinical research. These lectures shared
the insights I have gained from my doctoral research with the aim of equipping
investigators and research professionals with the tools to optimise the informed
consent process for research participants.

8.6 Strengths and limitations of this thesis
As already described in detail within the individual papers, each study has a number
of strengths and limitations. Below, I describe the overarching strength and limitation
of this doctoral research as a whole.

As mentioned previously, informed consent is a multi-faceted concept and both
theoretical and practical aspects of this concept deserve consideration. One of the key
strengths of this doctoral research is that several different aspects of informed consent
were considered: the PIL/ICF through which written information supporting informed
consent is communicated; contextual factors about how information is provided
verbally to the prospective participant; a real-life evaluation of whether an enhanced
PIL/ICF and educational website improves the quality of informed consent, and the
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reporting of ethical declarations, including informed consent, in publications of COVID19 human research, which may impact on public trust of ethical research practices.

Because informed consent is a multi-faceted concept, encompassing factors such as:
understanding and recall from the participants’ perspective which may depend on how
unwell they are, their education level, how much support they receive from family,
friends, healthcare providers; how the information is portrayed by the researcher,
which may depend on their level of experience, how much training they have received
and how much time they have etc. This makes it difficult to study one aspect of
informed consent (in this case, the information provided to prospective research
participants) in isolation. This is a key limitation of this research as a whole.

8.7 Recommendations from this doctoral research
Recommendation 1: PIL/ICF templates and procedures for preparing PILs/ICFs
should be based on evidence, not solely on historical precedence. Researchers,
sponsors and ethics committees should consider what information participants want
and need in order to make an informed decision. PILs/ICFs should be evaluated using
objective tools to ensure they are suitable for members of the public. Consideration
should be given to the use of technologies but they should be carefully assessed to
ensure that they are acceptable to the target group and empirically tested to determine
if they do in fact improve understanding.

Recommendation 2: Sufficient time and resources should be dedicated to the
informed consent process. This includes the availability of quiet, private spaces for
face-to-face conversations and sufficient research staffing levels or protected time so
informed consent discussions are not rushed.

Recommendation 3: further empirical research should be conducted to explore the
effectiveness of multimedia and an enhanced PIL/ICF on the quality of informed
consent in a population of individuals living with HIV and obesity and indeed in other
disease areas. Due limitations inherent in the nature of SWAT methodology, it likely
that data from multiple SWATs will be required to definitively establish the
effectiveness of these interventions.
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Recommendation 4: human research publications should include a clear description
of ethical declarations, including where appropriate, whether informed consent from
participants was gained or whether a waiver for informed consent was granted.
Established checklists, e.g., CONSORT (Consolidated Standards of Reporting Trials),
STROBE (Strengthening the Reporting of Observational Studies in Epidemiology) etc
could be updated to include ethical declarations. Among other important factors, this
can strengthen public trust in clinical research.

8.8 Conclusions
In aggregate, the work presented in this thesis is a timely, considered exploration of a
critical component of clinical research – informed consent. My investigations, which
are based on research questions contextualised in the literature have provided
evidence, insight and recommendations which will contribute to research. By
conducting primary methodological research in clinical trials, I have deepened the
evidence based for a more comprehensive engagement with consents as an enabler
of clinical research.
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Appendix A: GRIPP2 Long Checklist (Chapter Four)
Section and topic

Item

Reported on page
No

Report the aim of the study
Describe the methods used by which patients and the public
were involved
Report the impacts and outcomes of PPI in the study
Summarise the main conclusions of the study

3
3

Include PPI, “patient and public involvement,” or alternative
terms as keywords

4

Report the definition of PPI used in the study and how it links
to comparable studies

10

2b: Theoretical underpinnings

Report the theoretical rationale and any theoretical influences
relating to PPI in the study

N/A

2c: Concepts and theory development

Report any conceptual or theoretical models, or influences,
used in the study

N/A

Report the aim of the study

7

Provide a clear description of methods by which patients and
the public were involved
Provide a description of patients, carers, and the public
involved with the PPI activity in the study

8, 9, 10

Section 1: Abstract of paper
1a: Aim
1b: Methods
1c: Results
1d: Conclusions
1e: Keywords

Section 2: Background to paper
2a: Definition

Section 3: Aims of paper
3: Aim

4
4

Section 4: Methods of paper
4a: Design
4b: People involved

8, 9, 10
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4c: Stages of involvement

Report on how PPI is used at different stages of the study

8, 9, 10

4d: Level or nature of involvement

Report the level or nature of PPI used at various stages of the
study

8, 9, 10

Section 5: Capture or measurement of PPI impact
5a: Qualitative evidence of impact
5b: Quantitative evidence of impact
5c: Robustness of measure

If applicable, report the methods used to qualitatively explore
the impact of PPI in the study
If applicable, report the methods used to quantitatively
measure or assess the impact of PPI
If applicable, report the rigour of the method used to capture
or measure the impact of PPI

N/A

If applicable, report the method used for an economic
assessment of PPI

N/A

Report the results of PPI in the study, including both positive
and negative outcomes
Report the positive and negative impacts that PPI has had on
the research, the individuals involved (including patients and
researchers), and wider impacts
Report the influence of any contextual factors that enabled or
hindered the process or impact of PPI
Report the influence of any process factors, that enabled or
hindered the impact of PPI
Report any conceptual or theoretical development in PPI that
have emerged
Report evaluation of theoretical models, if any

18

N/A
N/A

Section 6: Economic assessment
6: Economic assessment

Section 7: Study results
7a: Outcomes of PPI
7b: Impacts of PPI

7c: Context of PPI
7d: Process of PPI
7ei: Theory development
7eii: Theory development

18

N/A
N/A
N/A
N/A
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7f: Measurement

7g: Economic assessment

If applicable, report all aspects of instrument development and N/A
testing (eg, validity, reliability, feasibility, acceptability,
responsiveness, interpretability, appropriateness, precision)
Report any information on the costs or benefit of PPI
N/A

Section 8: Discussion and conclusions
8a: Outcomes

18

8e: Context

Comment on how PPI influenced the study overall. Describe
positive and negative effects
Comment on the different impacts of PPI identified in this
study and how they contribute to new knowledge
Comment on the definition of PPI used (reported in the
Background section) and whether or not you would suggest
any changes
Comment on any way your study adds to the theoretical
development of PPI
Comment on how context factors influenced PPI in the study

8f: Process

Comment on how process factors influenced PPI in the study

N/A

8g: Measurement and capture of PPI
impact
8h: Economic assessment

If applicable, comment on how well PPI impact was evaluated
or measured in the study
If applicable, discuss any aspects of the economic cost or
benefit of PPI, particularly any suggestions for future
economic modelling
Comment critically on the study, reflecting on the things that
went well and those that did not, so that others can learn from
this study

N/A

8b: Impacts
8c: Definition

8d: Theoretical underpinnings

8i: Reflections/critical perspective

18
N/A

N/A
N/A

N/A

N/A
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Appendix B: Research participants' survey (Chapter Five)
Have you taken part in a research study?
 Yes
 No

If Yes:
You signed a consent form to take part in a research study in the past. We are
interested in what you think about how you were asked to take part in the study and
how it was explained to you. We would be very grateful if you could answer the
questions below. If you have taken part in more than one research study or trial,
please fill out the questions with your most recent research study in mind. The
survey has 14 multiple choice (tick-box) questions. It will take you about 10 minutes
to fill in.

1. How long ago did you sign the consent form to take part in a research study?
 Today
 In the last few weeks
 In the last few months
 In the last year
 Over a year ago
 Cannot remember

2. I felt that the place where the research staff spoke to me was:
 Somewhere I felt comfortable and private
 Somewhere I felt uncomfortable or wasn’t private enough
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3. About how long did talking about the study and signing the consent form take?
Please put in all of the time you spent in the clinic talking about the study with the
research staff and signing the consent form. Please include all of the time, even if
it was on more than one day – for example, if it was 30 minutes on one day and
an hour on another day, please write 1 hour and 30 minutes.
________hours ________minutes

4. I feel that the time given by the research staff to explain the study and sign the
consent form was:
 Not enough
 About right
 Too much

5. I feel that the timing (the day and time I was asked to take part in the study) was:
 Not the right time, I was upset or anxious
 Not the right time, I had heard too much information already on that day
 Alright
 A good time
 The timing wouldn’t make any difference to me

6. I feel that the research staff:
 Didn’t explain the study well
 Explained the study fairly well
 Explained the study very well
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7. I feel that the information I was given about the study was:
 Not enough
 About right
 Too much

8. I felt that the research information leaflet and consent form I was given was:
 Very easy to understand
 Easy to understand
 Fairly easy to understand
 Hard to understand
 Very hard to understand

9. I was:
 Encouraged to ask questions
 Not encouraged to ask questions

10. My questions:
 Were answered well by the research staff
 Were not answered well by the research staff
 Not applicable – I didn’t have any questions

11. I felt that I was given:
 Enough time to decide if I wanted to take part or not
 Not enough time to decide if I wanted to take part or not
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12. I understood the research study:
 Very well
 Well
 Fairly well
 Not very well
 Not at all

13. Before I signed the consent form for this study: (Please tick all that apply)
 The research staff explained the study to me
 The research staff read an information leaflet to me
 The research staff gave me an information leaflet to read myself
 I watched a video or looked at a website about the research study
 None of these

14. Overall, I was _________
 Very satisfied
 Satisfied
 Not satisfied
……with my experience of learning about the research study and signing the consent
form.
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Anything else you would like to say (optional)?

Thank you for filling out this survey.
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Appendix C: Research staff survey (Chapter Five)
Have you facilitated an informed consent discussion for any kind of a research study,
with a layperson, in Ireland or the United Kingdom?
 Yes
 No

If yes:
We are conducting a research study about how informed consent for research
studies takes place. We would greatly value your input. The survey consists of 16
multiple choice questions, and will take about 10 minutes to complete.

1. Are you a (please select all that apply):
 Principal investigator
 Sub-investigator
 Research nurse
 Study Coordinator
 Research Scientist
 Research Allied Health Professional
 Other – please specify:

2. Where do you facilitate informed consent discussions?
 Primary Care / General Practice
 Hospital
 University
 Other – please specify:
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3. What kind of studies have you / do you work on (please select all that apply)?
 Observational studies
 Registry studies
 Translational / Biomarker / Biobanking studies
 Clinical Trials of Investigational Medicinal Products
 Non-Clinical Trial of Investigational Medicinal Product (surgery, radiation,
psychology, physiotherapy intervention etc).
 Medical Device studies
 Other – please specify:

4. How much experience do you have facilitating informed consent discussions with
clinical research / trial participants?
 Less than 1 year
 1 - 2 years
 2 - 3 years
 3 - 5 years
 5+ years

5. Have you ever received training on how to take informed consent from a research
participant?
 Yes
 No
If yes, was this (please tick all that apply):
 Formal, structured training (seminar, training day or session)
 Informal (verbal instruction or feedback while in clinic)
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 Observation of a senior colleague
 Other – please specify:

6. How do you normally facilitate informed consent discussions (please tick all that
apply)?
 Explain study verbally to the patient
 Give the patient an information leaflet and ask them to read it
 Read the information leaflet to the patient
 Show the patient a video or website about the study
 Other – please specify:

7. How confident are you, generally speaking, that your patients have understood
the trial / research study, after your explanation of the study and / or they have
read the information leaflet?
 Very confident
 Confident
 Somewhat Confident
 Not very Confident
 Not at all Confident

8. What do you find difficult about facilitating informed consent discussions (tick all
that apply )?
 Not enough time; time pressures in clinic
 Difficult to explain complex information (disease related or study methodology
related)
 Patient is anxious or upset
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 Have dual role of health care professional and researcher
 Information leaflet & consent form is too long and / or too complicated
 Difficulty for patients to understand the information
 Other – please specify:
 Not applicable; no difficulties

9. Do you think the patient information leaflets and consent forms are in general:
 Very easy for patients to understand
 Easy for patients to understand
 Fairly easy for patients to understand
 Fairly hard for patients to understand
 Very hard for patients to understand

10. What situations make you less likely to offer a patient the chance to participate in
a study or trial (tick all that apply)?
 You don’t have enough time in clinic
 Patient is too anxious or upset
 You don’t think patient will understand the study
 You think the patient has already received too much information at this visit
 Patient doesn’t have enough time
 Other – please specify:

11. What would help you improve the informed consent process for patients (please
tick all that apply?).
 More time for you to spend with the patient
 A shorter and / or simpler Patient Information Leaflet & Consent Form
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 Resources such as an App or video
 More time for another member of staff (research nurse, study coordinator,
investigator) to spend with the patient
 A Patient Information Leaflet with simple diagrams or pictures
 Other – please specify:
 Not applicable; feel no improvements necessary

12. Do you use a structured approach to providing information to potential study / trial
participants? E.g., use a checklist or follow the layout of the Patient Information
Leaflet?
 Yes, all the time
 Yes, often
 Yes, Occasionally
 No, never

13. Once consent is obtained and the study commenced, do you continue to monitor
consent received? i.e., do you approach participant(s) at different stages throughout
the duration of the study to ensure continuous consent (i.e. that the participant is still
happy to take part in the study)?
 Yes, all the time
 Yes, often
 Yes, Occasionally
 No, never
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14. Overall, how confident do you feel in your ability to facilitate a good informed
consent process?
 Very confident
 Confident
 Somewhat Confident
 Not very Confident
 Not at all Confident

15. Do you normally check a patient’s understanding of a study / trial?
 Yes
 No

If yes, how (tick all that apply)?
 Ask patients if they have understood
 Ask patients to teach back or talk back the information
 Encourage patients to ask questions
 Other – please specify:

16. Approximately what was the duration of your last discussion of a study / trial with
a patient?

-------- hours --------- minutes
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Anything else you would like to say (optional)?

Thank you for completing this questionnaire.
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Appendix D: Participant Information Leaflet: Research participants (Chapter
Five)

Study Title: A study of the process of informed consent from the perspectives of
clinical research participants and clinical research staff.

Principal Investigator of study: Prof Peter Doran
Principal Investigator for SVUH: Dr Rachel Crowley

We invite you to fill out a short survey for a research study. Thank you for reading
this leaflet.

What is the aim of this study?
The aim of the study is to find out the views of people who have taken part in
research studies in Ireland or the United Kingdom (UK) in the past. Research staff do
their best to explain a research study to participants, but studies can be difficult to
understand. We want to know how satisfied you were with the information and time
you were given before you agreed to take part in your previous research study. We
also want to know how comfortable you were asking the research staff questions. We
hope that your views will help researchers to explain research studies better to
people in the future.

Why have I been asked to take part?
We are asking you to fill out this short survey because you agreed to take part in a
research study in the past in Ireland or the UK.
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What do I do if I want to take part?
If you want to take part, please fill out the short survey attached to this information
leaflet. The survey has 14 ‘tick-box’ type (multiple-choice) questions. It will take 5 to
10 minutes to fill out. If any of the questions make you uncomfortable, you don’t have
to answer them. However, we would be grateful if you could fill in as many questions
as you can so that we get as much information as possible for the study.

Where do I return the survey to? [Paper-based survey only]
Once you have filled out the survey, please put it into the stamped address envelope
we have given you and post it. By returning the survey by post, you are agreeing to
take part in this survey study.

Will my taking part in this study be kept private?
Yes. The survey will not ask for any of your personal information (such as your name,
address, date of birth, hospital number).
[Paper-based survey only] Please do not write any of your personal information on
your survey.
[Online survey only] By filling out this survey online, you are agreeing to take part in
this survey study.

Who should I contact for further information about this study?
You can contact: Lydia O’Sullivan, study coordinator
Phone: 086 176 0116 Email: lydia.osullivan@ucd.ie
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Appendix E: Participant Information Leaflet: Research staff (Chapter Five)
Study Title: A study of the process of informed consent from the perspectives of
clinical research participants and clinical research staff.

Principal Investigator of study: Prof Peter Doran
Principal Investigator for SVUH: Dr Rachel Crowley

We invite you to take part in a short, anonymous survey for a research study. Thank
you for reading this leaflet.

What is the aim of this study?
The aim of the study is to find out the views of research staff who have facilitated
informed consent discussions with research participants in Ireland or the United
Kingdom (UK). Studies have indicated that facilitating informed consent discussions
with research participants can be challenging. We want to find out the perceptions of
research staff.

Why have I been asked to take part?
We are asking you to fill out this short survey if you have facilitated informed consent
discussions with research participants in Ireland or the UK. This includes any kind of
research.

Do I have to take part?
No. You do not have to fill out this survey.
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What do I do I want to take part?
If you want to take part, please fill out the short survey attached to this information
leaflet. The survey has 16 multiple-choice questions. It will take 5 to 10 minutes to fill
out. If any of the questions make you uncomfortable, you don’t have to answer them.
However, we would be grateful if you could fill in as many questions as you can so
that we get as much information as possible for the study.

Will my taking part in this study be kept private?
Yes. The survey will not ask for any of your personal information (such as your name,
address, date of birth, where you work etc). Please do not write any of your personal
information on your survey. By filling out this survey online, you are giving your
consent to take part in the study.

Who should I contact for further information about this study?
You can contact: Lydia O’Sullivan, study coordinator
Phone: 086 176 0116 Email: lydia.osullivan@ucd.ie
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Appendix F: CHERRIES Checklist (Chapter Five)
Checklist for Reporting Results of Internet E-Surveys (CHERRIES)
Item Category

Checklist Item

Explanation

Page Number of
Manuscript or Not
applicable

Describe survey
design

Describe target population, sample frame. Is the sample a
convenience sample? (In “open” surveys this is most likely.)

8

IRB approval

Mention whether the study has been approved by an IRB.

7&8

Informed consent

Describe the informed consent process. Where were the
participants told the length of time of the survey, which data
were stored and where and for how long, who the investigator
was, and the purpose of the study?

9 & Additional Files 1
and 2

Data protection

If any personal information was collected or stored, describe
what mechanisms were used to protect unauthorized access.

N/A – no personal
information was
collected.

Development and
testing

State how the survey was developed, including whether the
usability and technical functionality of the electronic
questionnaire had been tested before fielding the
questionnaire.

7

Design

IRB (Institutional Review
Board) approval and informed
consent process

Development and pre-testing

Recruitment process and
description of the sample
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having access to the
questionnaire
Open survey versus
closed survey

An “open survey” is a survey open for each visitor of a site,
while a closed survey is only open to a sample which the
investigator knows (password-protected survey).

8&9

Contact mode

Indicate whether or not the initial contact with the potential
participants was made on the Internet. (Investigators may also
send out questionnaires by mail and allow for Web-based data
entry.)

8&9

Advertising the survey

How/where was the survey announced or advertised? Some
examples are offline media (newspapers), or online (mailing
lists – If yes, which ones?) or banner ads (Where were these
banner ads posted and what did they look like?). It is important
to know the wording of the announcement as it will heavily
influence who chooses to participate. Ideally the survey
announcement should be published as an appendix.

8&9

Web/E-mail

State the type of e-survey (eg, one posted on a Web site, or
one sent out through e-mail). If it is an e-mail survey, were the
responses entered manually into a database, or was there an
automatic method for capturing responses?

8&9

Context

Describe the Web site (for mailing list/newsgroup) in which the
survey was posted. What is the Web site about, who is visiting
it, what are visitors normally looking for? Discuss to what
degree the content of the Web site could pre-select the sample
or influence the results. For example, a survey about
vaccination on a anti-immunization Web site will have different
results from a Web survey conducted on a government Web
site

8&9

Survey administration
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Mandatory/voluntary

Was it a mandatory survey to be filled in by every visitor who
wanted to enter the Web site, or was it a voluntary survey?

9

Incentives

Were any incentives offered (eg, monetary, prizes, or nonmonetary incentives such as an offer to provide the survey
results)?

N/A

Time/Date

In what timeframe were the data collected?

9

Randomization of
items or
questionnaires

To prevent biases items can be randomized or alternated.

N/A

Adaptive questioning

Use adaptive questioning (certain items, or only conditionally
displayed based on responses to other items) to reduce
number and complexity of the questions.

N/A

Number of Items

What was the number of questionnaire items per page? The
number of items is an important factor for the completion rate.

7

Number of screens
(pages)

Over how many pages was the questionnaire distributed? The
number of items is an important factor for the completion rate.

1

Completeness check

It is technically possible to do consistency or completeness
checks before the questionnaire is submitted. Was this done,
and if “yes”, how (usually JAVAScript)? An alternative is to
check for completeness after the questionnaire has been
submitted (and highlight mandatory items). If this has been
done, it should be reported. All items should provide a nonresponse option such as “not applicable” or “rather not say”,
and selection of one response option should be enforced.

N/A

Review step

State whether respondents were able to review and change
their answers (eg, through a Back button or a Review step
which displays a summary of the responses and asks the
respondents if they are correct).

N/A
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Response rates
Unique site visitor

If you provide view rates or participation rates, you need to
define how you determined a unique visitor. There are different
techniques available, based on IP addresses or cookies or
both.

N/A

View rate (Ratio of
unique survey
visitors/unique site
visitors)

Requires counting unique visitors to the first page of the
survey, divided by the number of unique site visitors (not page
views!). It is not unusual to have view rates of less than 0.1 %
if the survey is voluntary.

N/A

Participation rate
(Ratio of unique
visitors who agreed to
participate/unique first
survey page visitors)

Count the unique number of people who filled in the first
survey page (or agreed to participate, for example by checking
a checkbox), divided by visitors who visit the first page of the
survey (or the informed consents page, if present). This can
also be called “recruitment” rate.

N/A

Completion rate
(Ratio of users who
finished the
survey/users who
agreed to participate)

The number of people submitting the last questionnaire page,
divided by the number of people who agreed to participate (or
submitted the first survey page). This is only relevant if there is
a separate “informed consent” page or if the survey goes over
several pages. This is a measure for attrition. Note that
“completion” can involve leaving questionnaire items blank.
This is not a measure for how completely questionnaires were
filled in. (If you need a measure for this, use the word
“completeness rate”.)

N/A

Cookies used

Indicate whether cookies were used to assign a unique user
identifier to each client computer. If so, mention the page on
which the cookie was set and read, and how long the cookie
was valid. Were duplicate entries avoided by preventing users
access to the survey twice; or were duplicate database entries
having the same user ID eliminated before analysis? In the

N/A

Preventing multiple entries
from the same individual

219

latter case, which entries were kept for analysis (eg, the first
entry or the most recent)?
IP check

Indicate whether the IP address of the client computer was
used to identify potential duplicate entries from the same user.
If so, mention the period of time for which no two entries from
the same IP address were allowed (eg, 24 hours). Were
duplicate entries avoided by preventing users with the same IP
address access to the survey twice; or were duplicate
database entries having the same IP address within a given
period of time eliminated before analysis? If the latter, which
entries were kept for analysis (eg, the first entry or the most
recent)?

N/A

Log file analysis

Indicate whether other techniques to analyze the log file for
identification of multiple entries were used. If so, please
describe.

N/A

Registration

In “closed” (non-open) surveys, users need to login first and it
is easier to prevent duplicate entries from the same user.
Describe how this was done. For example, was the survey
never displayed a second time once the user had filled it in, or
was the username stored together with the survey results and
later eliminated? If the latter, which entries were kept for
analysis (eg, the first entry or the most recent)?

N/A

Handling of
incomplete
questionnaires

Were only completed questionnaires analyzed? Were
questionnaires which terminated early (where, for example,
users did not go through all questionnaire pages) also
analyzed?

10 & 11

Questionnaires
submitted with an
atypical timestamp

Some investigators may measure the time people needed to fill
in a questionnaire and exclude questionnaires that were
submitted too soon. Specify the timeframe that was used as a
cut-off point, and describe how this point was determined.

N/A

Analysis
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Statistical correction

Indicate whether any methods such as weighting of items or
propensity scores have been used to adjust for the nonrepresentative sample; if so, please describe the methods.

N/A
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Appendix G: Complete list of responses from research participants to openended question (Chapter Five)
Please note that quotations are verbatim except where it was necessary to redact
some words to ensure participant confidentiality.

1. I sought out studies. I wish as a patient I didn't have to seek. I share as much as I
can and others are astounded x,y and z are out there. There are not enough
databases or work being done on databases in Ireland. Every person with Arthritis
should be in one. There will never be cures if Researchers don't have detailed info.
via databases. Please please please lobby the government for funding. Best of luck
with your research but unless you get all public and private consultants to work with
you and patients and patients as equals and have databases you are peeing into
the wind.

2. I also work in research so was very keen to participate in study, which meant the
research didn't have to spend long explaining the study too me but they whole way
throughout they gave me opportunity to ask questions and think about participation
if i need to.
3. I had about three discussions last one face to face. All were spaced by a few
weeks.snd so my confidence, increased familiarity and ultimate agreement with
[Name of Principal Investigator] was comfortable. Communication is paramount.
4. There should be more staff available to help weight loss and not just be dropped
by the research clinic when you don't reach weight loss target. The system fails
you. It's very disheartening to people.
5. Very clear and concise - all stages explained.
6. It was an interesting experience.
7. See below. I have included my work email below, should you have any further Qs
if I can be of any further assistance (not cost!). As a qualified lawyer completing this
survey, I fully understand how difficult it is to ? 1) information overload; and 2)
ensuring you have produced sufficient information so as to ensure that any consent
provided was fully informed consent. Suggestion ? would be to have 2 ? distinct
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and separate stages: 1) provision of consent form, ? of study etc & an explanation,
Q session between patient & doctor / research nurse / nurse at a general level. 2)
a specific 2nd visit / appointment would then take place, whereby the patient could
discuss the content of the consent form, and ask any further questions following
after own research and or reflections / consideration of study.
8. Taking part in the research trial allows me to access a much needed drug that was
not available in Ireland at the time.
9. They emailed the document to me before went for study visit. This was really helpful
to consider info in my own time in my own surroundings. This meant time could be
spent asking for clarification on areas of concern during the meeting without feeling
rushed in any way.
10. Everything seemed rushed. The leaflet which I understood due to education but it
wasn't clear or simple.
11. I found the information leaflet very long and it was not obvious how certain parts
would apply to me.
12. Friendly staff I trust are the most important factor for me.
13. Your question up is parsed in such a way as to imply a person might only have
participated in one research study.
14. As a health care worker I was inspired to take part in any "non invasive" clinical
trials and would encourage anyone to give it consideration. Consent is key....this is
the part participants must understand.
15. All studies that I have taken part in have been very well explained and all questions
covered professionally.
16. Probably no harm to get the information in advance of researcher chatting to you.
17. Need more time with the headset and would like to have an appointment with
hypnotherapist so that I can stop forcefully eat.
18. No, very happy with information given and explained.

223

19. Thank you for the opportunities you've given me to take part in these trials.
20. I'm a research staff. ?bias? - Understanding - Time needed to consent. Overall very good experience.
21. Very happy with my research nurse.
22. The research nurse was very friendly, patient and professional. She paused
regularly while reading and explaining the information and gave me plenty of time
to ask questions. I am taking part in the drug trial and the research nurse has
continued to listen and respond to queries. I am very pleased with every aspect.
23. I am extremely happy with all the staff I have come into contact throughout the
study.
24. [Name of Nurse], [Name of Hospital] is excellent, very helpful and so pleasant to
deal with. She explains everything clearly and makes sure all your questions are
answered. I know she's always on the end of the phone if needed, which gives me
great peace of mind. 10/10
25. I feel lucky to be taking part in the trial. Thank you all.
26. The research staff were very encouraging and open. I felt very involved in process.
27. It's all down to confidence. [Name of doctor] showed he was confident that this trial
was the optimum choice for me. His nursing staff made it personal, that they cared
and were interested in me, and were easily contactable. They were very familiar
with the trial and supported me so well. I just had to keep the body in good order to
receive/accept the treatment.
28. The staff were great.
29. The staff are lovely and always have time for me and explain anything that I don't
understand. I always feel very comfortable.
30. I found the staff to be kind, efficient and explained everything to me as I had my
procedure done.
31. I would like to say the research staff really made me feel at ease and were very
helpful.
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32. Would like to know how initial results of trial going.
33. Found the research staff very nice to work with.
34. Studies should use Consentic to do the consent. Much better than using research
staff to explain the research, and able to be emailed which is important in covid19
35. Never got the results of the 10 year study.
36. It was for the Common Cold Research.
37. I developed Addison's desease from trial drug. No back up when I had to discinue
trial due to side effects of trial drug.
38. I am open to research as I feel I could make a difference.
39. I asked for a copy of the final research results as I was interested in the results of
the study (getting a copy was an option on the consent form I think), but I never
received it, maybe it took longer than expected.
40. I took part in a study for non invasive prenatal test. I found it really good. I was
willing to give as much access as necessary to the company because of the quality
of information that was given. I let them have access to my placenta and to my child
heel prick test because I knew the benefits for future generations.
41. Would prefer to have known before i visited hospital that i was going to be asked
to participate.
42. I was asked a mental arithmetic question which I was never good at I was actually
very good at written maths. I felt a bit inadequate on account of not being good at
the mental arithmetic.
43. It was pre and post major surgery and there was blood tests and biopsies from
removed body parts from surgery. Post surgery blood tests.
44. It's a wonderful thing to be able to help by taking part in these trials.
45. Very happy to take part in any trials.
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46. I have taken part in a few research studies and was delighted to have played a part
in research.
47. Staff asked for my umbilical cord for research after an extremely traumatic birth
while I was 22 and a single mother. I though everybody did that. That was 32 years
ago.
48. Because of the subject matter and where I was asked about the study, I didn't have
enough time to answer all the questions.
49. The nurse who did my study was so professional but also made me feel comfortable
and made me at ease so I didnt fear asking a question. She made sure I understood
exactly what the study was about in language that I understood perfectly.
50. I was never contracted about it after.
51. I would have liked some feed back from the researchers.
52. Did 2 studies, answers may not be exactly appropriate for each trial.
53. My experience was that the researchers were kind friendly and professional.
54. Research doctor was very nice and professional. Got valuable information on my
health.
55. I still am being observed about my trial.
56. I was focussed on my output and outcome more than the study itself.
57. This study was many years ago (1980's) and I was recruited alongside students on
my course to be control subjects. We weren't really told what the researcher was
exploring. But it only involved running on a treadmill and cycling whilst all wired up,
so we didn't mind. Retrospectively we certainly should have been better informed.
58. I had a good experience had a brain scan as well. Everyone very helpful. Had to
go to Dublin from Galway and got train paid along with food.
59. I was on a trial concerning ovarian cancer. I started in [date]. I was followed up until
[date]. The cancer recurred in [date] and I began chemotherapy again in [date]. I've
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asked about the trial and been told I'm no longer on it. I have had no contact from
the trial team to officially tell me this or explain why. The trial was [Name of trial].
60. The information I had to provide was extensive and needed more time to answer
questions.
61. Very pleasant research staff.
62. It was research into Alzheimer's in Trinity College Dublin over 10 years ago. I
volunteered.
63. Was not giving any feed back in the research i had taken part in.
64. I was not asked to sign a consent form.
65. Did not sign a consent form just asked to give a blood sample as they were doing
research on the type of cancer I have.
66. It was over 20 years ago.
67. Secrecy was paramount- drug in development.
68. The research study was introduced during a hospital/clinic appointment. I think that
a prior notification that this would happen would have been useful. Normally at a
hospital appointment, I would already have questions to ask and information to
clarify. So the additional information about research can be difficult to process on
day. Prior notification would allow the patient time to mentally repair, and on a
practical note allow them to allocate extra time for hospital visit.
69. Doing the trial was worth the effort.
70. Due to covid pandemic and pre assessment group that would normally have take
place before my type of surgery was cancelled. So I felt I hadn't opportunity to have
all information I needed. Pre pandemic patients would have normally met as group
and opportunity to ask q about procedures discussed.
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Appendix H: Complete list of responses from research staff to open-ended
question (Chapter Five)
Please note that quotations are verbatim except where it was necessary to redact
some words to ensure participant confidentiality.

1. Research nurses generally do every consent except for Clinical Trials, for academic
intervention and non intervention consent - the same principals apply and for CT ,
nurses generally spend a lot of time explaining the PIL after it has been signed by
doctors - unless an allocated time and space are available but busy clinics are not
ideal.

2. While a short video is an excellent idea for some patients, I feel the length would be
an issue and some patients are less likely to focus on an animation/video compared
to a conversational style explanation of the study where they can interrupt and ask
questions at any time. Volume of the video would also have to be adjusted to make
sure hard-of-hearing patients can hear but at the same time, patients in the cubicle
next to them do not hear as they might get concerned. I think it's important to make
sure the patient goes home with a copy of the participant information sheet and
informed consent document as questions may not arise during the taking of consent
process itself.
3. As a researcher, it feels like the definition of informed consent is constantly
changing, the bar is always going up. This is of course, a good thing. But the
consequence is the need to ongoing dialogue. This requires significant resources
that the system is not currently providing. So, at the moment, the net results of
increased standards in consent is less research/smaller study sizes + destruction of
datasets = less robust results.
4. The informed consent process isn’t a once off meeting. Generally for complex
studies one will meet with patient a couple of times/ take and receive calls re study
from patient and relatives and also meet with close relative.
5. Info regarding GDPR in the Rep of Ireland is much too lengthy and repetitive and
needs to be massively reduced. Often the length of an info sheet is enough to put a
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patient off. We need greater facilitation of remote consent (telephone etc.) especially
with lack of visiting due to COVID.
6. The discussion/explanation 5-8 mins. One must get related to the person first before
launching in to the research so getting related, explaining the study could be up to
15 mins. A complete consent process is not just the discussion alone so the entire
consent process could take longer as it includes time for the patient to read the PIL,
address questions, take written consent, photocopy the PIL and consent, write up
the patients chart. this takes time. Also having photocopy facilities to make a copy
for the patients - sometimes these resources are not easy to access or not available.
7. PILs much too complex particularly with data protection which patients find
cumbersome and excessive.
8. Informed consent can be conducted very differently depending on the person that
delivers it. I think language that is used is very important. I also think that patients
should have a basic understanding of the standard of care treatment *properly*
before being approached and discussed about a clinical trial as often you are
introducing another variable that can cause confusion. I also find that patients often
look for statistics or probable outcomes/previous studies/reasoning etc and
research staff should have more formalised training in the trial and consent process.
Research staff are often struggle for dedicated space to conduct informed consent
and this can add unnecessary stress and burden to the process. Clinical trials
personnel should have dedicated areas for completing this important process with
appropriate resources and time availability.
9. I welcome the review of PIL and consent forms so that they are written in plain
English, without jargon or complex information and diagrams or pictures would be
excellent.... they are generally not user friendly from a patient perspective, just a
legal way to impart necessary information.
10. Time is always an issue and the complexity of studies now can turn patients off. that
is extra appointments for questionnaires and translational samples bloods that are
required.
11. It would be a great jump to see research staff be able to perform the informed
consent process themselves independently.
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12. Resources badly needed. Dedicated trial clinics. Protected time.
13. Key educational role for those recruiting and taking consent; some cultural
influence.
14. Discussing consent in a busy clinical environment is very difficult. I usually discuss
the study and ask the patient to read the PIL and I will get back to them (2 weeks)
for further discussion at which point I will focus on their further understanding of
consent.
15. I would always emphasis that participation is voluntary and if they are unhappy at
any time with participating that they may withdraw. Would give them the subject
information leaflet to take away and arrange to contact them regarding the study
when they have had adequate time to read and discuss study with members of
family.
16. Use of patient teaching evaluation tool at the end of consenting.
17. I was recruiting older patients with complex multimorbidity to a cluster RCT.
Participating GP practices identified and started the consent process. The
intervention was a GP provided (their usual GP) medication review and so any risk
to the patient from participating was very low. Patients who wanted to discuss further
were directed towards me (study manager- GP and PHD student). However a
conversation with their own GP was preferred. The PIL and consent forms followed
a format that was required by the ethics committee. It was overly complicated in my
opinion. 1 in 4 Irish adults have impaired literacy skills, and I imagine would be much
higher in my cohort. I think the amount of paperwork was off putting for patients and
a deterrent to them in participating. Some GPs identified this and said to me that
their patients would be embarrassed about this. Many patients ticked the wrong
boxes on a consent form that was too long and complicated- when I telephoned to
clarify if they indeed wanted to consent- they reported being confused by the form.
I think this is a major issue for pragmatic real world trials that want to include older,
frailer, multimorbid patients.

18. Info leaflets are getting more complicated with GDPR/data protection information. It
is almost impossible to make it shorter without risking rejection by ethics committee.
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19. Ethics boards often require information sheets and consent forms to be in a
particular template. It can be really hard to design a patient friendly information
leaflet within these constraints.
20. The amount of info required on the PIS by ethics committees is excessive and
intimidating and hampers research recruitment and participation....and ultimately
out ability to know how best to care for patients.
21. Length of time for a consent discussion will depend on the complecity of the study
and the risk assocaited with participation. 5 minutes is sufficient for taking consent
as part of an interview only based study, but would not be sufficient for a CTIMP.
22. Is it feasible and practical for the participant? Distance from where trial is happening,
commitments at home, ability to drive or travel, personal circumstances all need o
be taken into account.
23. Reconsent due to continually updates to PIL even for patients who have moved to
another treatment is a prolonged and poor process as pateints end up resigned
original templates with additions although they are no longer on active tx., very
patient unfriendly.
24. Informed consent Part 1 explaining study may be complex but generally easy to
explain and answer questions. Part 2 of consent outlining GDPR, Storage of Data,
inside and outside of Europe, storage and destruction of specimens, tends to be
very long and boring for patients. Having 3+ signing sections and loads of boxes to
initial as well as providing signatures, is repetitious.
25. I feel the studies I have done are low risk - the main risk concerns patient data
retention.
26. Often, patients want to defer to doctor rather than really listening "Sure, if you think
I should be in the study, I will." " if you'd go in the study, if you were in my position,
I will".
27. Study will hopefully lead to important outcomes to help patients understand the key
messages. The "legalize" should completely removed.
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28. The issue of informed consent, and electronic consent, is increasingly relevant with
the Covid-19 pandemic. The issue of consent arises with the childhood flu vax, a
novel vaccine in Ireland. BEST WISHES WITH YOUR RESEARCH.
29. I think it is really challenging to walk patients/parents through the informed consent
process if all stages/processes of the research are to be explained properly and
being fully aware of trying not to coerce in any way. I commit myself to this but then
there can be reduced rates of recruitment which I then have to justify. I have had
many challenging discussions with collaborators around rates of recruitment which
may be lower than others but at least I know I am running my studies with the highest
ethical standards....it can be very hard though!
30. Thanks for trying to improve the consent form process. Consents are generally

difficult for patients to understand and more time should be given for the patients to
process the information. Patients do not realize the number of extra visits or blood
samples to be taken until later on in the process.
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Appendix I: CONSORT Checklist (Chapter Six)
CONSORT 2010 checklist of information to include when reporting a randomised trial

Section/Topic

Item
No Checklist item

Reported on
page No

Title and abstract
1a

Identification as a randomised trial in the title

1b

Structured summary of trial design, methods, results, and conclusions

(for specific guidance see

Reported as a
SWAT on page
1. Reported as
randomised in
the Methods
section of
Abstract on
page 2.
2

CONSORT for abstracts)

Introduction
Background and
objectives

2a
2b

Scientific background and explanation of rationale
Specific objectives or hypotheses

4&5
5

3a
3b

Description of trial design (such as parallel, factorial) including allocation ratio
Important changes to methods after trial commencement (such as eligibility criteria), with
reasons

Interventions

4a
4b
5

Outcomes

6a

Eligibility criteria for participants
Settings and locations where the data were collected
The interventions for each group with sufficient details to allow replication, including how and
when they were actually administered
Completely defined pre-specified primary and secondary outcome measures, including how
and when they were assessed
Any changes to trial outcomes after the trial commenced, with reasons

7 & 11
N/A recruitment has
not started yet.
9 & 10
8
10

Methods
Trial design

Participants

6b

13
N/A recruitment has
not started yet.
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Sample size
Randomisation:
Sequence
generation
Allocation
concealmen
t
mechanism
Implementation
Blinding

Statistical
methods
Results
Participant flow
(a diagram is
strongly
recommended)
Recruitment
Baseline data
Numbers
analysed
Outcomes and
estimation

7a
7b

How sample size was determined
When applicable, explanation of any interim analyses and stopping guidelines

14
N/A

8a
8b
9

Method used to generate the random allocation sequence
Type of randomisation; details of any restriction (such as blocking and block size)
Mechanism used to implement the random allocation sequence (such as sequentially
numbered containers), describing any steps taken to conceal the sequence until interventions
were assigned

11
11
11

10

11 & 12

11b

Who generated the random allocation sequence, who enrolled participants, and who assigned
participants to interventions
If done, who was blinded after assignment to interventions (for example, participants, care
providers, those assessing outcomes) and how
If relevant, description of the similarity of interventions

12a
12b

Statistical methods used to compare groups for primary and secondary outcomes
Methods for additional analyses, such as subgroup analyses and adjusted analyses

13a

For each group, the numbers of participants who were randomly assigned, received intended
treatment, and were analysed for the primary outcome

13b
14a
14b
15
16

For each group, losses and exclusions after randomisation, together with reasons
Dates defining the periods of recruitment and follow-up
Why the trial ended or was stopped
A table showing baseline demographic and clinical characteristics for each group
For each group, number of participants (denominator) included in each analysis and whether
the analysis was by original assigned groups

17a

For each primary and secondary outcome, results for each group, and the estimated effect
size and its precision (such as 95% confidence interval)

17b

For binary outcomes, presentation of both absolute and relative effect sizes is recommended

11a

11 & 12
Methods
(Intervention)
14 & 15
N/A
N/A recruitment has
not started yet.
N/A
N/A
N/A
N/A
N/A recruitment has
not started yet.
N/A recruitment has
not started yet.
N/A recruitment has
not started yet.
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Ancillary
analyses

18

Results of any other analyses performed, including subgroup analyses and adjusted analyses,
distinguishing pre-specified from exploratory

Harms

19

All important harms or unintended effects in each group

Discussion
Limitations

20

15

Generalisability
Interpretation

21
22

Trial limitations, addressing sources of potential bias, imprecision, and, if relevant, multiplicity
of analyses
Generalisability (external validity, applicability) of the trial findings
Interpretation consistent with results, balancing benefits and harms, and considering other
relevant evidence

Registration number and name of trial registry
Where the full trial protocol can be accessed, if available
Sources of funding and other support (such as supply of drugs), role of funders

6
N/A
17

Other information
Registration
23
Protocol
24
Funding
25

(for specific guidance see CONSORT for harms)

N/A recruitment has
not started yet.
N/A recruitment has
not started yet.

15
N/A recruitment has
not started yet.
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Appendix J: Enhanced Participant Information Leaflet for the SWIFT Trial
(Chapter Six)
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Appendix K: PRISMA-P 2015 Checklist (Chapter Seven)
PRISMA-P (Preferred Reporting Items for Systematic review and Meta-Analysis Protocols) 2015 checklist: recommended items to
address in a systematic review protocol
Section and topic

Item No

ADMINISTRATIVE INFORMATION
Title:
Identification
1a
Update
1b
Registration
2
Authors:
Contact
Contributions

3a
3b

Checklist item

Identify the report as a protocol of a systematic review: Title page
If the protocol is for an update of a previous systematic review, identify as such: Title page
If registered, provide the name of the registry (such as PROSPERO) and registration number: Not
suitable for PROSPERO (methodology review)
Provide name, institutional affiliation, e-mail address of all protocol authors; provide physical mailing
address of corresponding author: Title page
Describe contributions of protocol authors and identify the guarantor of the review: Statement at end
of manuscript
If the protocol represents an amendment of a previously completed or published protocol, identify as
such and list changes; otherwise, state plan for documenting important protocol amendments: Version
1

Amendments

4

Support:
Sources
Sponsor
Role of sponsor or
funder

5a
5b
5c

Indicate sources of financial or other support for the review: Title page
Provide name for the review funder and/or sponsor: Title page
Describe roles of funder(s), sponsor(s), and/or institution(s), if any, in developing the protocol: No role

6
7

Describe the rationale for the review in the context of what is already known: Introduction paragraph
Provide an explicit statement of the question(s) the review will address with reference to participants,
interventions, comparators, and outcomes (PICO): Protocol – design & registration paragraph

INTRODUCTION
Rationale
Objectives
METHODS
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Eligibility criteria

8

Information sources

9

Search strategy

10

Study records:
Data management

11a

Selection process

11b

Data collection process

11c

Data items

12

Outcomes and prioritization

13

Risk of bias in individual
studies

14

Data synthesis

15a
15b

15c

Meta-bias(es)

15d
16

Specify the study characteristics (such as PICO, study design, setting, time frame) and report
characteristics (such as years considered, language, publication status) to be used as criteria for
eligibility for the review: Search record and outcome management paragraph
Describe all intended information sources (such as electronic databases, contact with study authors,
trial registers or other grey literature sources) with planned dates of coverage: Protocol design and
registration paragraph
Present draft of search strategy to be used for at least one electronic database, including planned
limits, such that it could be repeated: Protocol description section in entirety
Describe the mechanism(s) that will be used to manage records and data throughout the review:
Search record and outcome management paragraph
State the process that will be used for selecting studies (such as two independent reviewers) through
each phase of the review (that is, screening, eligibility and inclusion in meta-analysis): Search record
and outcome management paragraph
Describe planned method of extracting data from reports (such as piloting forms, done independently,
in duplicate), any processes for obtaining and confirming data from investigators: Search record and
outcome management paragraph
List and define all variables for which data will be sought (such as PICO items, funding sources), any
pre-planned data assumptions and simplifications: Search record and outcome management
paragraph; design & registration paragraph
List and define all outcomes for which data will be sought, including prioritization of main and
additional outcomes, with rationale: Analysis section
Describe anticipated methods for assessing risk of bias of individual studies, including whether this
will be done at the outcome or study level, or both; state how this information will be used in data
synthesis: Search record and outcome management paragraph
Describe criteria under which study data will be quantitatively synthesised: Analysis section
If data are appropriate for quantitative synthesis, describe planned summary measures, methods of
handling data and methods of combining data from studies, including any planned exploration of
consistency (such as I2, Kendall’s τ): Analysis section
Describe any proposed additional analyses (such as sensitivity or subgroup analyses, metaregression): Analysis section
If quantitative synthesis is not appropriate, describe the type of summary planned: Analysis section
Specify any planned assessment of meta-bias(es) (such as publication bias across studies, selective
reporting within studies): Comment in Analysis section
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Confidence in cumulative
evidence

17

Describe how the strength of the body of evidence will be assessed (such as GRADE): N/A
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Appendix L: PRISMA 2009 Checklist (Chapter Seven)
PRISMA (Preferred Reporting Items for Systematic review and Meta-Analysis) 2009 Checklist

# Checklist item

Reported
on page #

1 Identify the report as a systematic review, meta-analysis, or both.

1

2 Provide a structured summary including, as applicable: background; objectives; data
sources; study eligibility criteria, participants, and interventions; study appraisal and
synthesis methods; results; limitations; conclusions and implications of key findings;
systematic review registration number.

2-3

Rationale

3 Describe the rationale for the review in the context of what is already known.

4-6

Objectives

4 Provide an explicit statement of questions being addressed with reference to
participants, interventions, comparisons, outcomes, and study design (PICOS).

7-8

Protocol and registration

5 Indicate if a review protocol exists, if and where it can be accessed (e.g., Web address),
and, if available, provide registration information including registration number.

7

Eligibility criteria

6 Specify study characteristics (e.g., PICOS, length of follow-up) and report characteristics
(e.g., years considered, language, publication status) used as criteria for eligibility, giving
rationale.

7-8

Information sources

7 Describe all information sources (e.g., databases with dates of coverage, contact with
study authors to identify additional studies) in the search and date last searched.

7-8

Search

8 Present full electronic search strategy for at least one database, including any limits
used, such that it could be repeated.

7-8

Study selection

9 State the process for selecting studies (i.e., screening, eligibility, included in systematic
review, and, if applicable, included in the meta-analysis).

7-8

Section/topic
TITLE
Title
ABSTRACT
Structured summary

INTRODUCTION

METHODS

Data collection process

10 Describe method of data extraction from reports (e.g., piloted forms, independently, in
duplicate) and any processes for obtaining and confirming data from investigators.

9
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Data items

11 List and define all variables for which data were sought (e.g., PICOS, funding sources)
and any assumptions and simplifications made.

9

Risk of bias in individual
studies

12 Describe methods used for assessing risk of bias of individual studies (including
specification of whether this was done at the study or outcome level), and how this
information is to be used in any data synthesis.

N/A – see
comment

Summary measures

13 State the principal summary measures (e.g., risk ratio, difference in means).

9

Synthesis of results

14 Describe the methods of handling data and combining results of studies, if done,
including measures of consistency (e.g., I2) for each meta-analysis.

7, 8
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Appendix M: PRISMA-S Checklist (Chapter Seven)
PRISMA (Preferred Reporting Items for Systematic review and Meta-Analysis)-S Checklist
Section/topic

#

Checklist item

Location(s)
Reported

INFORMATION SOURCES AND METHODS
Database name
Multi-database
searching
Study registries
Online resources and
browsing

1

Name each individual database searched, stating the platform for each.

Page 7

2

If databases were searched simultaneously on a single platform, state the name of the
platform, listing all of the databases searched.

N/A

3

List any study registries searched.

N/A

4

Describe any online or print source purposefully searched or browsed (e.g., tables of
contents, print conference proceedings, web sites), and how this was done.

N/A

Citation searching

5

Contacts

6

Indicate whether cited references or citing references were examined, and describe any
methods used for locating cited/citing references (e.g., browsing reference lists, using a
citation index, setting up email alerts for references citing included studies).
Indicate whether additional studies or data were sought by contacting authors, experts,
manufacturers, or others.

Other methods

7

Describe any additional information sources or search methods used.

N/A

Full search strategies

8

Include the search strategies for each database and information source, copied and pasted
exactly as run.

Pages 7-8

Limits and restrictions

9

Specify that no limits were used, or describe any limits or restrictions applied to a search
(e.g., date or time period, language, study design) and provide justification for their use.

Pages 7-8

10

Indicate whether published search filters were used (as originally designed or modified),
and if so, cite the filter(s) used.

Pages 7-8

11

Indicate when search strategies from other literature reviews were adapted or reused for a
substantive part or all of the search, citing the previous review(s).

N/A

Page 7
Page 8-9

SEARCH STRATEGIES

Search filters
Prior work
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Updates

12

Report the methods used to update the search(es) (e.g., rerunning searches, email alerts).

Pages 7-8

Dates of searches

13

For each search strategy, provide the date when the last search occurred.

Pages 7-8

14

Describe any search peer review process.

N/A

PEER REVIEW
Peer review
MANAGING RECORDS

Total Records

15

Document the total number of records identified from each database and other information
sources.

Deduplication

16

Describe the processes and any software used to deduplicate records from multiple
database searches and other information sources.

See
PRISMA
flowchart
N/A –
single
database
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Appendix N: Data extraction form templates (Chapter Seven)
Data extraction template for Case Studies

Article Number
Authors
Journal
Journal signed up to ICMJE?
Journal’s ICMJE comment
Other ethical standards/statement? (Y/N/NA)
Location of journal
Title of paper
Vulnerable population? (Y/N)
Any kind of consent? (Y/N)
Written consent (Y/N/NA/RIP)
If Not, oral consent (Y/N/NA/RIP)
Journal editor has copy of WIC? (Y/N/NA/RIP)
Wording of consent
Consent waived?
Consent waived by whom?
Strict definition of WIC?
Anonymity preserved?
GCP/DOH statement (Y/N)
Age, gender, travel history
Age, gender, region of origin
Age, gender, social history
Age, gender, occupation
Comments
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Data extraction template for Case Series

Article Number
Authors
Journal
Journal signed up to ICMJE?
Journal’s ICMJE comment
Other ethical standards/statement? (Y/N/NA)
Location of journal
Title of paper
Vulnerable population? (Y/N)
Any kind of consent? (Y/N)
Written consent (Y/N/NA/RIP)
If Not, oral consent (Y/N/NA/RIP)
Journal editor has copy of WIC? (Y/N/NA/RIP)
Wording of consent
Consent waived?
Consent waived by whom?
Strict definition of WIC?
Anonymity preserved?
Aggregate data only?
GCP/DOH statement (Y/N)
Comments

268

Data extraction template for Observational Studies

Article Number
Authors
Journal
Journal signed up to ICMJE?
Journal’s ICMJE comment
Other ethical standards/statement? (Y/N/NA)
Location of journal
Title of paper
Written consent (Y/N/NA/RIP)
If Not, oral consent (Y/N/NA/RIP)
Wording of consent
Strict definition of WIC?
Review of REC (Y/N)?
If REC is named, can REC be found online? (Y/N)
GCP/DOH statement (Y/N)
Comments

269

Data extraction template for Studies (non-CTIMPs)

Article Number
Authors
Journal
Journal signed up to ICMJE?
Journal’s ICMJE comment
Other ethical standards/statement? (Y/N/NA)
Location of journal
Title of paper
Written consent (Y/N/NA/RIP)
If Not, oral consent (Y/N/NA/RIP)
Wording of consent
Strict definition of WIC?
Review of REC (Y/N)?
If REC is named, can REC be found online? (Y/N)
GCP/DOH statement (Y/N)
Comments

270

Data extraction template for CTIMPs

Article Number
Authors
Journal
Journal signed up to ICMJE?
Journal’s ICMJE comment
Other ethical standards/statement? (Y/N/NA)
Location of journal
Title of paper
Written consent (Y/N/NA/RIP)
If Not, oral consent (Y/N/NA/RIP)
Wording of consent
Strict definition of WIC?
Review of REC (Y/N)?
If REC is named, can REC be found online? (Y/N)
GCP/DOH statement (Y/N)
Was the trial registered (Y/N)?
Comments
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Appendix O: Link to access full data extracted (Chapter Seven)
https://bmcmedethics.biomedcentral.com/articles/10.1186/s12910-021-00649-9
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Appendix P: Development of a national template for biobanking PILs/ICFs in
Ireland (Chapter Eight)

273

274

275

276

277

278

279

Appendix Q: Additional outputs from doctoral study period
Publications
•

O’Sullivan, L., Ma, L., & Doran, P. (2021). An Overview of Post-Publication
Peer Review. Scholarly Assessment Reports, 3(1): 6, pp. 1–11
https://doi.org/10.29024/sar.26

•

O'Sullivan L, Carroll T, Clarke N et al. Harmonising the human biobanking
consent process: an Irish experience [version 3; peer review: 2
approved]. HRB Open Res 2021, 4:96
https://doi.org/10.12688/hrbopenres.13384.3

•

Zaki M., Galligan M., O'Sullivan L., Devane D., McAuliffe E. A protocol for a
systematic review investigating the factors influencing the statistical planning,
design, conduct, analysis and reporting of trials [version 2; peer review: 2
approved]. HRB Open Res 2020, 3:36
https://doi.org/10.12688/hrbopenres.13068.2

•

Leddy, L., Sukumar, P., O’Sullivan, L., Keane F., Devane D., Doran P. An
investigation into the factors affecting investigator-initiated trial start-up in
Ireland. Trials 21, 962 (2020). https://doi.org/10.1186/s13063-020-04893-z
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Oral Presentations
•

How can we make clinical research patient information leaflets and consent
forms more accessible and understandable?
26th Feb 2020 / Research Seminar at UCC School of Public Health

•

A quantitative study of the readability and understandability of clinical
research patient information leaflets and informed consent forms.
6th Dec 2019 / Annual Health Research Board-Trials Methodology Research
Network (HRB-TMRN) Annual Symposium

Poster Presentations
•

Plan for PhD project (Informed Consent in Clinical Trials).
13th May 2019 / Clinical Research Development Ireland event for International
Clinical Trials Day

•

A quantitative study of the readability and understandability of clinical research
patient information leaflets and informed consent forms
5th Dec 2019 / UCD School of Medicine Annual Research Symposium
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Appendix R: Exemptions and Approvals from Research Ethics Committees
Ethics Exemption from UCD for PIL/ICF Study (Chapter Three)

UCD (uc dc onnec t .ie o nly) Mail - LS- E- 19 - 52- OSullivan- Doran Exempt ion

3 1/0 7/20 20, 11:19

Lydia O'Sullivan <lydia.osullivan@ucdconnect.ie>

LS-E-19-52-OSullivan-Doran Exemption
1 message
exemptions.ethics@ucd.ie <exemptions.ethics@ucd.ie>
To: Lydia O'Sullivan <lydia.osullivan@ucdconnect.ie>
Cc: Peter Doran UCD <peter.doran@ucd.ie>

11 April 2019 at 12:06

Dear Lydia

Thank you for notifying the Human Research Ethics Committee - Sciences(HREC-LS) of
your declaration that you are exempt from a full ethical review. Should the nature of your
research change and thereby alter your exempt status you will need to submit an application
form for full ethical review. Please note for future correspondence regarding this study and
its exemption that your Research Ethics Exemption Reference Number (REERN) is: LS-E19-52-OSullivan-Doran. This exemption from full ethical review is being accepted by
the Office of Research Ethics on the condition that you observe the following:

UCD Insurance Requirement: I conﬁrm that the public liability insurance cover is already in place for this
project.

Any additional documentation should be emailed to exemptions.ethics@ucd.ie quoting your
assigned reference number (provided above) in the subject line of your email.
Please note that your research does not require a committee review and also note that
this is an acknowledgment of your declared exemption status. All Exemptions from
Full Review are subject to Research Ethics Compliance Review. You should ensure
that your Exemption Form is signed by you, your supervisor (if applicable) and your
Head of School, and that this signed document is retained in your school as part of
your record.
Regards
Jan

Janette Stokes
Administrator
Research Ethics & Integrity
Roebuck Castle

ht t ps://mail.google.com/mail/u/0 ?ik = 2f 74 73 0 9 4 3 &view=pt &searc…ad - f %3 A16 3 0 51556 3 6 518 4 3 8 52& simp l= msg- f %3 A16 3 0 51556 3 6 518 4 3 8 52
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Ethics Exemption UCD for Expert Consensus Conference Study (Chapter Four)
UCD (uc dc onnec t .ie o nly) Mail - Fwd: LS- E- 20 - 9 4 - OSullivan- Doran Exempt ion

0 1/0 7/20 20, 15 :4 9

Lydia O'Sullivan <lydia.osullivan@ucdconnect.ie>

Fwd: LS-E-20-94-OSullivan-Doran Exemption
Peter Doran UCD <peter.doran@ucd.ie>
To: Lydia O'Sullivan <lydia.osullivan@ucdconnect.ie>

1 July 2020 at 15:25

FYI
---------- Forwarded message --------From: <exemptions.ethics@ucd.ie>
Date: Wed, 1 Jul 2020 at 15:24
Subject: LS-E-20-94-OSullivan-Doran Exemption
To: Peter Doran UCD <peter.doran@ucd.ie>

Dear Peter,

Thank you for notifying the Human Research Ethics Committee – Sciences (HREC-LS) of
your declaration that you are exempt from a full ethical review. Should the nature of your
research change and thereby alter your exempt status you will need to submit an application
form for full ethical review. Please note for future correspondence regarding this study and its
exemption that your Research Ethics Exemption Reference Number is: LS-E-20-93OSullivan-Doran. This exemption from full ethical review is being accepted by the
Office of Research Ethics on the condition that you observe the following:

External REC Approval and/or Permission to Access/Recruit Human
Participants/or their Data: (if applicable) Please be aware that recruitment of
participants or data collection should not begin until written permissions are secured
from external organisations/individuals.

UCD Insurance Requirement: I confirm that the public liability insurance cover is in
place for this project.

Researcher Duty of Care to Participants: please ensure that ethical best practice is
considered and applied to your research projects.

COVID-19: Please note that there are no face-to-face interviews/focus groups
currently until the government restrictions have been lifted sufficiently and a process
has been put in place to provide a face-to-face interaction risk assessment by UCD.

ht t ps://mail.google.com/mail/u/0 ?ik = 2f 74 73 0 9 4 3 &view=pt &searc…sg- f %3 A16 710 24 9 0 0 8 5720 6 2 4 1&simp l= msg- f %3 A16 710 24 9 0 0 8 5720 6 2 4 1
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Research Ethics Committee approval from SVUH for Survey Study (Chapter
Five)

St. Vincent’s University Hospital
Elm Park, Dublin 4,
D04 T6F4, Ireland

T +353 1 221 4000
www.stvincents.ie

Dr. Rachel Crowley
Consultant Endocrinologist
St. Vincent’s University Hospital,
Elm Park,
Dublin 4.
6th August 2020
Ref. No:
RS20-026
A study of the process of informed consent from the perspectives of clinical research participants and
clinical research staff.
Documentation:
Standard Application Form, V1 09.03.2020, PIL for Research Study Participants, V3 14.07.2020, Survey for
Research Study Participants, V3 14.07.2020, PIL for Research Study Staff, V3 14.07.2020, Survey for Research
Study Staff, V3 14.07.2020, Protocol, V5 05.03.2020, Local Checklist / Declaration, V1 09.03.2020, Research
Study Registration Form, V1 05.03.2020, Cover Letter, dated 11.03.2020, 20.07.2020
Dear Dr. Crowley,
I refer to correspondence of 20th July 2020 in response to ours of 14th July 2020. Following review of the
responses and clarifications received, this study has been granted full Ethics approval.
Please note, it is the responsibility of the Principal Investigator and Sponsor to retain full file copies of all
documentation submitted and received in respect of this study application.

Yours sincerely,

_______________________________
Dr. Ronan Killeen
Chairperson
Ethics & Medical Research Committee
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Ethics Exemption from UCD for Survey Study (Chapter Five)
UCD (uc dc onnec t .ie o nly) Mail - LS- E- 20 - 117- OSullivan- Doran Exempt io n DEFINITIVE VERSION

0 2/0 9 /20 20 , 10 :3 3

Lydia O'Sullivan <lydia.osullivan@ucdconnect.ie>

LS-E-20-117-OSullivan-Doran Exemption DEFINITIVE VERSION
exemptions.ethics@ucd.ie <exemptions.ethics@ucd.ie>
To: Lydia O'Sullivan <lydia.osullivan@ucdconnect.ie>

11 August 2020 at 15:36

Dear Lydia,

Thank you for notifying the Human Research Ethics Committee – Sciences (HREC-LS) of
your declaration that you are exempt from a full ethical review. Should the nature of your
research change and thereby alter your exempt status you will need to submit an application
form for full ethical review. Please note for future correspondence regarding this study and its
exemption that your Research Ethics Exemption Reference Number is: LS-E-20-117OSullivan-Doran. This exemption from full ethical review is being accepted by the
Office of Research Ethics on the condition that you observe the following:

External REC Approval and/or Permission to Access/Recruit Human
Participants/or their Data: (if applicable) Please be aware that recruitment of
participants or data collection should not begin until written permissions are secured
from external organisations/individuals. I note from your application that your project
has SVUH REC Approval.

UCD Insurance Requirement: I confirm that the public liability insurance cover is in
place for this project.

Researcher Duty of Care to Participants: please ensure that ethical best practice is
considered and applied to your research projects.

COVID-19: Please note that for any future changes to, or resumption of, face-to-face data collection you
must complete a self-assessment using the Human Research Risk Assessment form from SIRC. This may
be required as part of any future request to amend.

Any additional documentation should be emailed to exemptions.ethics@ucd.ie quoting your
assigned reference number (provided above) in the subject line of your email.
Please note that your research does not require a committee review and also note that
this is an acknowledgment of your declared exemption status. All Exemptions from
Full Review are subject to Research Ethics Compliance Review.
ht t ps://mail.google.com/mail/u/0 ?ik = 2f 74 73 0 9 4 3 &view=pt &searc…sg- f %3 A16 74 73 974 26 6 572 4 218 &simp l= msg- f %3 A16 74 73 974 26 6 5724 218
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Research Ethics Committee approval from MMUH for the SWAT (Chapter Six)

288

289

Ethics Exemption from UCD for the SWAT (Chapter Six)
UCD (uc dc onnec t .ie o nly) Mail - LS- E- 21- 18 4 - OSullivan- Doran Low Risk St udy PLEASE READ

0 5/0 8 /20 21, 16 :3 0

Lydia O'Sullivan <lydia.osullivan@ucdconnect.ie>

LS-E-21-184-OSullivan-Doran Low Risk Study PLEASE READ
1 message
exemptions.ethics@ucd.ie <exemptions.ethics@ucd.ie>
To: lydia.osullivan@ucdconnect.ie
Cc: Peter Doran UCD <peter.doran@ucd.ie>

28 July 2021 at 10:20

Dear Lydia

Thank you for notifying the Human Research Ethics Committee – Sciences (HREC-LS) of
your declaration that you are exempt from a full ethical review. Should the nature of your
research change and thereby alter your exempt status you will need to submit an application
form for full ethical review. Please note for future correspondence regarding this study and
its exemption that your Research Ethics Exemption Reference Number (REERN) is: LS-E21-184-OSullivan-Doran. This exemption from full ethical review is being accepted by
the Office of Research Ethics on the condition that you observe the following:

Please note that you have used an old version of the Low Risk Study Review Form
and that you will find the current version on our website: https://www.ucd.ie/
researchethics/apply/low%20risk%20study/
Please note that HREC no longer process insurance cover on behalf of the
researcher. Researchers are required to complete a self-assessment form from the
UCD SIRC office – please see www.ucd.ie/sirc/insurance/humanresearchinsurance

External REC Approval and/or Permission to Access/Recruit Human
Participants/or their Data: (if applicable) Please be aware that recruitment of
participants or data collection should not begin until written permissions are secured
from external organisations/individuals. I note that you have provided ethical approval
from the MMUH REC.
COVID-19: Please note that for any future changes to face-to-face data collection will
require a complete a self-assessment using the Human Research Risk Assessment
form from SIRC. This may be required as part of any future request to amend.

Researcher Duty of Care to Participants: please ensure that ethical best practice is
considered and applied to your research projects. You should ensure that participants
are aware of what is happening to them and to their data whether a study is deidentified or not. All researchers have a duty of care to their participants who have the
right to be informed, the right to consent to participate and the right to withdraw from
the study.
ht t ps://mail.google.com/mail/u/0 ?ik = 2f 74 73 0 9 4 3 &view=pt &search…ead - f %3 A170 6 519751776 114 56 3 &simp l= msg- f %3 A170 6 519 751776 114 56 3
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Appendix S: Modules for Credit
Module Name & Code

Semester Taken / Year

Result

ECTS
Credits

Research Integrity

Summer 2019

PX

5

Autumn 2019

B-

10

Spring 2020

PX

5

Spring 2020

A+

5

Summer 2020

PX

5

SCI50020
Biostatistics & Data
Management
MDCS41950
Academic Writing for
Science
SCI50030
Scholarly
Communications
IS40900
Communicating for
Impact
IA40120
Total Credits

30

292

