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Abstract
Background: Internet-mediated research methodologies are increasingly used to study
young people with cancer at any stage during the illness trajectory. Researchers are
increasingly debating the ethics of these methods. Despite this limited attention has been
given to the actual ethical issues that arise during the study. Furthermore, few studies
have explored the types of ethical conflicts that research ethics committees (RECs)
identify in relation to this type of research.
Objective: The aim of the thesis is to explore ethical issues by 1) identifying the ethical
conflicts researchers report in Internet-mediated research and 2) exploring the content of
REC documentation and compare the ethical issues arising in Internet-mediated versus
offline research.
Methods: Chapter 1: A review of the literature outlining the development of ethical
guidelines and critiques of the current system. Additionally, the chapter outlines the
debate on ethical issues in Internet-mediated research involving young people with life-
limiting or life-threatening conditions.
Chapter 2: A systematic review of original English language research describing Internet-
mediated research involving young people with cancer and young cancer survivors (aged
13-25) to explore the methods employed and what ethical issues arose during the study.
Chapter 3: A document analysis of REC documentation associated with applications for
Internet-mediated research and offline research with young people with malignant or non-
malignant conditions to explore what impact if any Internet-mediated methodology has
on REC appraisal and practice.
Chapter 4: A discussion of the findings of the thesis, the implications for research and an
exploration of directions for future research.
Results: While few studies reported on ethical issues arising over the course of the study
researchers tended to highlight privacy and prevention of harm. This was replicated in the
chapter 3 whereby we identified few ethical issues unique to Internet-mediated research.
This contrasts with the extensive literature on these methodologies indicating unique
ethical considerations.
Implications: There is misplaced emphasis in the literature on the need for additional
ethical guidelines specifically developed for Internet-mediated research. The novel
findings of this study contribute to the discussion over the ethics of Internet-mediated
research with young people with life-limited and life-threatening conditions and how

REC:s are practically applying guidelines.
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Chapter 1

Introduction

1.1 Research ethics — general background

The study of ethics attempts to understand and evaluate the morality of decisions
and actions (Ivanov and Oden, 2013). Ethics thereby provide a formalised framework that
guides behaviour. In research, ethical guidelines form a code of conduct and dictates
professional boundaries (Douglas, 2003). Ethics and morals are closely linked concepts,
and these two concepts are often conflated (Ivanov and Oden, 2013; Swift, 2006).
However, Madge (2007) argued that ethics is influenced by moral values, suggesting that
there is a distinction between ethics and morality. Halse and Honey (2005) supports this
distinction, as they emphasise that morals can be conceptualised as an individual’s
beliefs, biases (e.g. religious/spiritual convictions) and sociocultural norms. The purpose
of this thesis is to explore formalised frameworks that researchers conduct their research
within, meaning that the emphasis throughout this thesis will be on ethical conflicts that
can arise during the research process. Ethics can refer to both the philosophical
frameworks and the practical application of ethical principles to a context. The purpose of
this thesis is to explore the practical application of ethical guidance within the context of
clinical online research involving young people with life-limited and life-threatening

conditions.

1.2 Background to the development of ethical guidance for research

Modern ethical guidelines and legislation around human subjects research
originates as a response to the atrocities committed by Nazi doctors during the Second
World War in the name of “scientific advancement” and “research” (Guta et al., 2013)
and the subsequent Nuremberg trials and the Nuremberg Code (Abebe and Bessell,
2014). The atrocities were committed on concentration camp prisoners and civilians
before and during the Second World War and included for example high-altitude
experiments, freezing experiments, malaria experiments, bone, muscle and nerve
regeneration experiments, bone transplants, seawater experiments, typhus and other
vaccine experiments, sterilisation experiments and incendiary bomb experiments (Abebe
and Bessell, 2014). During the Nuremberg trials in 1946-1947 a panel of American

judges prosecuted 23 doctors and administrators for the organization of and participation
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in war crimes and crimes against humanity through these medical experiments and
procedures in the so-called Doctors’ Trial.

Following the Doctors’ Trial, Dr Leo Alexander submitted six points defining
legitimate medical research to the American Council for War Crimes together with four
additional points outlined following the verdict at the Doctor’s trial. The ten principles
were drafted into the Nuremberg Code and included informed consent, minimal harm,
proportionality of risk to benefit and right to withdraw from research participation

(Saginur, 2014).

1.3 Ethical violations post-Nuremberg and their influence on ethical governance
Despite the development of the Nuremberg Code, a number of studies conducted
in the following decades have subsequently been considered unethical clinical research
(Saginur, 2014). These studies include those violating the principles of consent (e.g. the
Tearoom sex study by Humphreys, 1970), the principle of informing participants of the
true purpose of the study and debrief (e.g. the obedience studies by Milgram, 1978) and
any lasting effect participants may have of research participation (e.g. the Tuskegee
syphilis study by e.g. Schuman et al. 1955 and Cadwell et al. 1978), protection from harm
(e.g. the Little Albert study by Watson & Rayner, (1920) and Willowbrook hepatitis
studies by Krugman (1971)), rules regarding storage of human tissue or other research
data (e.g. Henrietta Lacks and the HeLa cells (Lucey et al. 2009)) in addition to the
transparency and accuracy of research findings (e.g. the Summerlin Mouse Affair

(Resnik, 2014) and the MMR study by Wakefield (Leask et al. 2010)).

1.4 Research ethics committees (RECs)

Out of these studies arose the Belmont Report, the Beecher paper (1966) and the
establishment of the first institutional review boards (IRBs) to protect human participants
in clinical research. After a shift in attitudes towards the role of ethics in clinical research
since the 1960s; IRBs and research ethics committees (RECs) have become a significant
part of the ethical review process in many countries (Saginur, 2014). The shift in attitude
went from initial academic and societal resistance to the governance of research to an
approach which sees ethical approval as central to the process of setting up a study and a
crucial way in which researchers can share liability from any harm done to participants

during the research process (Beecher, 1966; Saginur, 2014).
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The review system of clinical research in the UK has undergone several structural and
operational changes; from no RECs in 1966 to over 80 RECs for clinical research in 2016
(Health Research Authority (HRA), 2016; Hedgecoe, 2009). Due to the revelation of past
unethical research in the 1980s there were increasing calls for regulation and public
oversight for RECs (Wilson, 2011).

Juritzen (2011) suggested that RECs have been set up on the assumption that
researchers are uncontrollable and dangerous. One way of ensuring oversight of research
and to protect the public from the danger of unethical clinical research has been the
increased bureaucratisation of the process of starting up and designing a research study.
This includes the establishment of procedures for seeking consent, assent, debrief,
oversight of the research by study sponsors, training of researchers in areas such as good
clinical practice and data protection, requirements of institutions who carry out research
to have policies for allowing participants to seek help from mental health organisations,
or seek other recourses through insurance policies. The increasing bureaucratisation of
research ethics and influence of RECs in the UK research environment has led several
academics to call the current ethics review system an ‘ethics industry’ (Hedgecoe, 2009;
Wilson, 2011). Wilson (2011) also cites the distancing from clinical autonomy by
increasing the involvement of the judicial system and the government as contributing to

the emergence of the “ethics industry”.

1.4.1 Criticisms of RECs

RECs have been criticised by researchers for acting as gate-keepers, and hindering
research (Kreicbergs et al. 2004, Hinds et al. 2007). Other critics have focused on the lack
of transparency (Ashcroft and Pfeffer, 2001) and an increasing bureaucratization
(Klitzman, 2012). For example, in the UK most of the documents associated with the
ethical appraisal process (e.g. meeting minutes) are confidential, and other documents
(e.g. ethical review forms completed by REC members prior to meetings) are destroyed
following meetings (HRA, 2016) hindering transparency of the process. There are also
several reports of inconsistent decision-making processes without due process for
researchers (Burris, 2008). These critiques have lead some researchers to claim that the
ethical review process is focusing more on the ethics of documentation rather than the
ethics of research (Klitzman, 2012). There are several suggestions that the lack of

adherence and conformity to ethical guidelines creates a system more interested in
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complying with documents and institutional norms in contrast to engaging in a process
involving compliance with ethical governance (Allen 2008; Jennings 2010).

Stark (2006) observed three IRBs in the USA and found that IRB members often
attempted to judge the ethical merit based on a poor grasp of the methodology involved,
overestimation of the dangers, and a reliance on personal anecdotes rather than research.
Furthermore, some IRB members judged the ethical merit of some studies solely on
spelling and grammatical errors. Shah et al. (2004) interviewed chairmen of IRBs and
found that they had a biased view of risk associated with different medical testing
methods. The authors found that the IRB chairmen overestimated the risks associated
with the tests, meaning the perceived risk did not correspond with the actual risk of the
medical testing methods. A number of studies report tense relationships between REC
members and researchers (Davey 2009; Lidz and Gaverich 2013; Tilley 2008). However,
despite the guidelines and training, studies suggest that REC members may have limited
knowledge of national ethical guidelines (Guillemin et al., 2012) or they do not refer to it
(Guillemin et al., 2010). Guillemin et al., (2012) interviewed Australian REC members
and found that members tended to rely more on personal experience or the chair’s
experience and knowledge of ethical guidelines. Furthermore, anecdotal reports suggest
that REC members sometimes rely on personal or professional ethical frameworks when

appraising the ethics of research (Egan et al., 2016).

1.5 The use of the Internet in research

In 2007 there were approximately 1.24 billion Internet users world-wide (James
and Busher, 2009), which increased to an estimated 3 billion in 2014 according to the
International Telecommunication Union (2014) and it is likely there are even more today.
Purcell (2011) states that at least 93% of US adolescents (aged 12-17 years) and 90% of
young people (aged 18 to 29 years) use the Internet, compared to 84% of adults (30-49
years). The Oxford Internet Institute surveyed 2,657 respondents in 2013 and found that
100% of UK 14 to 17 year olds classify themselves as an Internet user (Blank, 2013). The
Internet can be defined as an interconnected system of networks that use the same
communication protocol (e.g. the Internet protocol suite) to transfer information between
hosts (Luppicini,” 2013). Increased use and access has led to a growing proportion of
activities moving online including online banking, shopping and communication
(Kosinski et al., 2013). In turn this has caused new research questions to emerge and

different types of research methodology to be adapted to suit the new environment (Wiles
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et al., 2013). Internet-mediated research can be defined as research studying online
behaviours e.g. communication (Zahedi et al., 2011), social support (Malik and Coulson,
2011) and social networks (Bouvier, 2012) in addition to research conducted using online
methodologies, e.g. web-based survey (Eaton et al., 2010), interviewing using video
communication programmes such as Skype (Hanna, 2012) and online ethnography
(Torres et al., 2010).

While the literature is divided as to whether Internet-mediated research
methodology is as valid and reliable compared to ‘traditional’ methodology (Davis et al.,
2004; Ayling and Mewse, 2009) researchers have reported several advantages of using
online methodology. The Internet has been utilised to access hard to reach populations
(Ritterband and Palermo, 2009) such as young people (Levine et al., 2011), homeless
individuals (Guadagno et al., 2013) and individuals with palliative care needs (Elwell et
al., 2011). The Internet has also been harnessed to provide mass online psychological
interventions cheaply and efficiently to adolescents who would have otherwise been
excluded from such interventions due to cost or their living too far away from face to face
services (Henderson et al., 2012). For the purpose of this thesis the term “offline
research” will be used to denote research that does not take place within an online context
(Orgad, 2009). In contrast "Internet-mediated research” or “online research” will be
defined here as research using the Internet or Internet technologies to obtain data and will

be used interchangeably.

1.5.1 The ethics of Internet-mediated research

In addition to the debate over the validity of Internet-mediated methodologies
there has been an increased debate as to what constitutes ‘ethical’ online research.
Rodham and Gavin (2006) argued that the ethical decision-making process that
researchers engage is not affected by the online versus offline environment where the
research takes place. The authors suggested that Internet-mediated research raises no
more and no different ethical concerns compared to traditional, offline research.
However, other researchers argue that modifications should be made to account for
potential new ethical challenges arising in Internet-mediated research not covered by
other guidance (Hair and Clark, 2007; Wilson, 2011; Buchanan and Hvizdak, 2009;
Henderson et al., 2013). Buchanan and Ess (2009) surveyed American IRBs with open-
ended and closed questions, and of the 334 respondents (44% response rate), almost 50%

agreed that Internet research was an area of concern or importance. The majority of
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respondents (62%) reported that they did not have any separate guidelines or checklists
for reviewing Internet-based research protocols, and a few boards were not aware of
specific guidelines (such as e.g. the AolR guidelines). A majority of IRBs (74%) did not
provide training that dealt with issues surrounding Internet-based research. Despite this,
42% of respondents reported that there was sufficient regulatory documentation to
support decision-making (Buchanan and Ess, 2009).

An analysis of the open-ended questions revealed that some IRBs relied on IT
departments to advise on what the members called "IT related issues" (Buchanan and Ess,
2009). In addition, 38% of IRBs tended not to review privacy policies associated with
commercial and/or third party software. Buchanan and Ess (2009) noted that 9% of IRBs
required or encouraged their members to undergo training on Internet-mediated research
ethics; in contrast 60% of IRBs required or encouraged members to undergo training on
offline research ethics. It should be noted that the survey was carried out with American
IRBs, and there are differences between the review processes in the USA and in Britian.
For example in Britian the researchers are present during the meeting when their ethical
application is reviwed, which is not always the case in the rest of the world. The debate
on ethical issues normally centres on issues around informed consent, privacy and the

private-public debate.

1.5.1.1 Informed consent

Scherer et al. (2007) argued that three criteria must be met for consent to be
considered informed. Firstly, a participant must be given sufficient information to make a
decision knowingly, secondly the consenter should have the competency to make the
decision and thirdly the consent must be provided without coercion (Scherer et al., 2007).
The General Medical Council states that informed consent relates to a respect for patient
autonomy and is the basis of trust between a health care professional and patient (2008).
In addition to enabling the participants to make an informed choice regarding
participation, informed consent provides legal protection for institutions and researchers
against litigation (Burgess, 2007). The principle of consent is underpinned by the moral
philosophical notions of self-determination and autonomy (Freer et al., 2009). A legal
requirement to obtain consent to medical treatment has been established by case law in
US, while informed consent in research has been established through ‘best practice’
(Freer et al., 2009). Informed consent is also an important part of the European data

protection laws and under the new General Data Protection Regulation (GDPR) valid
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consent is required for lawful processing of data (article 7). While research is exempt
(article 83) if certain conditions are met, Borghi et al., (2013) argued that there is still
legal uncertainty as to how consent should best be obtained.

The traditional definition of informed consent therefore implies that consent to
participate in a study can only be given after sufficient information is provided. Coons
(2012) argued that a basic consent form includes information on the rights of study
participants (such as right to withdraw participation), the study purpose and procedure,
duration and, risks and benefits. In the face of increased regulation and standardisation
the information required has increased. This has led both ‘traditional’ and ‘online’
researchers to question whether “information by volume” leads to better informed consent
(Coons, 2012).

Secondly, informed consent requires competency to understand the information
that is provided. Sin (2005) noted that competency is assumed in most adults, and it is
only when participants are perceived as atypical or impaired that competency is
questioned. In research with children and young people, legal guardians are required to
provide informed consent while the young person can provide assent, a type of informal
agreement without legal standing (Spriggs, 2010). In the UK, a young person under the
age of 16 years can provide consent to treatment in their own right if they are deemed
Gillick competent (Hunter and Pierscinek, 2007). Gillick competency is established by
determining a young person’s ability to understand what the treatment or advice involves
(Hunter and Pierscinek, 2007). Gillick competency was established by Gillick v West
Norfolk & Wisbech Area Health Authority and Department of Health & Social Security
(Hunter and Pierscinek, 2007). Hunter and Pierscinek (2007) noted that the competency
decision is very subjective and at the discretion of the practitioner, and they therefore
warned against attempting to use Gillick within research, citing lack of appropriate
training for researchers. However, researchers within Childhood Studies argue that
children and young people should be conceptualised as active agents capable of
understanding and interpreting information (James et al., 1998) and therefore having
competency to consent to research (Punch, 2002).

Competency is also related to how the information is presented. Freer et al. (2009)
found that parents who received a verbal explanation of a study recruiting neonates had a
better understanding of the study compared to participants who only received a written
consent form. Rowbotham et al. (2013) found that an interactive consent procedure

(involving video and text) improved understanding of a chemotherapy neuropathy study.
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Third, The final part of the definition argues that consent must be voluntary, indicating
that the participant should participate of their own free will, and that participation can be
withdrawn at the participants discretion (Coons, 2012).

In both traditional and online research there is an ambiguity surrounding the
meaning of informed consent (Borghi et al., 2013), but unlike traditional research the
individual participant is not always the consenter (Hewson and Buchanan, 2013). Hudson
and Bruckman (2004) conducted a study into participant’s reactions to being studied in
online forums, and found that forum members did not want to be studied. Instead of
individual participants, webmasters, moderators or other gate-keepers are often asked to
provide consent. It can be argued that only asking gate-keepers for informed consent does
not remove responsibility to prevent potential harm to participants.

Vayena et al. (2013) argued that traditional applications of informed consent are
inappropriate as the models are too inflexible to use with evolving technology, and the
transition of data from personal to a commodity that can be sold, shared or altered by
different users makes traditional notions of informed consent obsolete. The architecture
of the Internet means that it is difficult for data to completely disappear indicating that a
traditional notion of ‘right of withdrawal’ might become meaningless and difficult to
enforce for researchers using certain types of methodology, such as ‘big data’. McNamara
(2013) argued that it is difficult to guarantee ‘voluntary’ consent, as consent can be
implied by providing data, and some types of data might be collected automatically, such
as IP addresses. Taken together, it suggests that online researchers need to revaluate the

current application of informed consent.

1.5.1.2. Privacy

Privacy is a debated ethical and legal concept (Joinson et al., 2007), in part this is
related to the changing value of information where online data has become a commodity
that can be owned and used (Joinson et al., 2007). Privacy laws aim to give individuals
control over their own data and personal information (Lindsay et al., 2007) and in the EU
personal data protection is a fundamental human right (Article 8 of the EU Charter of
Fundamental Rights). In the UK/EU privacy is currently regulated by EU Data Protection
Directive 95/46/EC but the directive will be superseded by the General Data Protection
Regulation (GDPR) in 2017 (Borghi et al., 2013).
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In the absence of individual informed consent, online researchers are to some extent
required to put additional emphasis on protecting individual privacy and anonymity
compared to traditional researchers (Dias, 2003). Dias (2003) argued that while
researchers could (and should) investigate online resources without obtaining consent;
they need to ensure that participant’s privacy is protected. This protection could be
implemented by replacing usernames with pseudonyms, and removing other identifiable
information (e.g. URLs, location names and specific ages). While both traditional and
online researchers collect identifiable data, it is possible to collect a significant amount of
personally identifiable data using online methods without an individual being aware of it
(Frankel and Siang, 1999). More significantly the information can be linked (Frankel and
Siang, 1999) and it might therefore be possible to identify a person’s offline identity
(Hewson and Buchanan, 2013). There is a debate on the extent to which different types of
information can be linked and de-anonymised (Frankel and Siang, 1999; Lindsay et al.,
2007). de Montjoye (2015) analysed meta-credit card data and found that knowing four
spatial and temporal data points such as time of transaction was sufficient to name 90% of
a sample of 1.1 million people. Zimmer (2010) discussed privacy issues with reference to
the ‘Tastes, Ties, and Time’’ (T3) Facebook study by Lewis et al., (2008). Lewis et al.,
(2008) conducted a four-year study of 1,700 Facebook profiles from an ‘anonymous’ US
college. Due to the terms of the authors grant, they were required to published the
database online. While the data set was not publically available the codebook was, and
taken together with comments made by the research team, such as mentioning the unique
method for determining how undergraduates are housed and unique majors, the college
was identified within days (Zimmer, 2010). Despite the fact that all information was
anonymised in line with current ethical guidelines, the identification of the college was
done without accessing the data itself. While none of the participants were identified, it
could be argued that their privacy was at risk of identification. Additionally, Bobicev et
al., (2013) developed an Authorship Attributor software, and successfully linked 75-80%
of 6,000 messages of 100-150 words with the authors on two online in vitro fertilization
(IVF) support groups. The accuracy score increased to 97.9% on messages with at least
300 words, leading the authors to question the anonymity of pseudonyms in online
forums.

These studies show that traditional concepts of privacy, anonymity and
identifiable data might not translate to the online context. Zimmer (2010) noted that even

trivial information can become identifiable if aggregated as the combination is unique to
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an individual. The studies indicate that researchers and RECS/IRBs may be required to
re-evaluate of what is meant by privacy and identifiable information within the context of
Internet-based research. Additionally, they raise questions about the move towards
publishing data online, meaning that online researchers may have to balance their
obligations towards their participants and obligations to uphold scientific transparency
standards.

Another ethical issue associated with Internet-based research, which is not as
salient for traditional research, is the illusion of privacy. An online space can be
perceived as private, despite being public (for example, Facebook profiles, blogs and
online forums) and it can change the way researchers are expected to carry out their
ethical responsibilities (Woodgate, 2008). Further, conflicts can arise if different
stakeholders advocate opposing stances (Hudson and Bruckman, 2004), for example a
moderator or webmaster may see the online forum as a public space but the individual
user may perceive the same space as private. Hewson and Buchanan (2013) argues that,
to fulfil ethical responsibilities, researchers need to respect participants’ privacy
expectations. Other ethical frameworks argue that a researcher observing activity on an
open-access forum has to fulfil a lower privacy requirement compared to a researcher
observing a password protected forum (Wu et al., 2011; Zimmer, 2010).

Within the online qualitative research community, a debate has emerged
surrounding whether to publish quotations from online text sources. For example Battle
(2010) argues that the risk of harm to participants is too high and quotations should never
be published. Other researchers suggest splicing quotations, and making sure they do not
link back to the original source (Henderson, 2012; Rodham and Gavin, 2006) while
others are in favour of publishing quotations as long as the individual poster has given
consent (Brownlow and O’Dell, 2002).

It is important to note that these privacy and data protection laws mainly apply to
Western-countries. The Oxford Internet Institute noted that many African countries have
weak privacy and data protection laws (Taylor, 2013). First, conducting online research in
countries with weak legal frameworks increases the risk of data and participant
exploitation (Taylor, 2013). Second, it increases the risk of unethical research practices
and thirdly it highlights issues sounding the application of Euro-centric ethical guidelines
to non-European countries (Ocholla, 2011), such as increased risk of cultural insensitivity

and inappropriateness.
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1.5.1.3. Private versus public space online

The distinction of what constitutes private versus public space online is less clear
compared to ‘traditional’ research, as online space is both public and private at the same
time (Madge, 2007; Hewson and Buchanan, 2013). King (1996) argued that when
participants perceive the space to be private, it would be unethical and immoral for the
researcher to treat the space as public. While the Internet is public in the sense that the
information might be accessible, the illusion of privacy creates a perceived private place
(Eysenbach and Till, 2001), meaning that the Internet can be public and private at the
same time. It could therefore be that the traditional private-public dichotomy is better
theorised as a continuum (Ess and Jones, 2002; Bruckman, 2002) for online research.
This continuum would mean that the line between private versus public sphere is blurred
when using the Internet in research (Lomborg, 2012). Bruckman (2002) posits that using
this continuum requires researchers to make a trade-off between protecting participant
privacy and the quality of the reported result. The more information that is published the
greater the risk that the participant can be identified (even if the identification only occurs
within the studied online community).

While this trade-off might occur when using traditional methods as well, it can be
argued there is greater relevance of this issue to online research. Conflicts can arise when
stakeholders advocate different stances on whether online space is public or private
(Hudson and Bruckman, 2004). It could be that a moderator or webmaster (who bears
legal responsibility) sees the online forum as a public space whereas the users perceive
the same space as private. Hewson and Buchanan (2013) argues that to fulfil ethical
responsibilities researchers need to respect participants’ privacy expectations. Other
ethical frameworks argue that a researcher observing activity on an open-access forum
has to fulfil a lower privacy requirement compared to a researcher observing a password
protected forum (Ess and Jones, 2002). Scenarios such as these challenge a researcher’s
moral compass, as the two ethical stances represent two different ethical frameworks.

There are some limitations of arguing that the “publicness” of the Internet is
similar to the “publicness” of conducting research in a public real space (such as a library
or public square; Zimmer 2010). Zimmer (2010) argues that the analogy of a public
square is flawed, as a researcher conducting traditional research in a public real space will
observe random interactions which might be less likely to occur online. Similarly, a
traditional researcher cannot observe all participants at once, but will need to select which

participant to include in the study (Zimmer, 2010). In contrast a researcher can study all
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group members in an online forum at once. The information gathered from traditional
research in a public space is more likely to be imprecise and limited to observable traits
(Zimmer, 2010). In comparison, a study of social networking site profiles can collect
information ranging from name to sexual orientation to country of birth without
interacting with the participants. To collect the same information within an oftline
research context would likely require interaction between the researcher and participant.

A number of studies on online forums have found that there is a high degree of
personal disclosure, even in online forums classified as open-access- websites for which
one does not register to view posts and message threads (Coulson and Greenwood, 2012)
and the same studies have linked the high level of disclosure to perceived anonymity
(Coulson and Greewood, 2012; Malik and Coulson, 2011). For example, Coulson and
Greenwood (2012) investigated three online forums used by family members who had
children with cancer and found a high degree of personal discourse. The authors argued
this occurred because the participants assumed they would be anonymous. Joinson (2001)
compared levels of self-disclosure in face-to-face versus synchronous Internet discussions
and found that there were significantly higher levels of disclosure in the Internet
discussions. In a follow-up study, Joinson (2001) found no difference in the level of
personal disclosure between a face-to-face and video-based Internet discussion, indicating
that anonymity can facilitate personal disclosure. Since perceptions of anonymity can
affect the level of personal disclosure, online researchers need to reflect on how
participants may perceive their environment. However, online anonymity has no widely
accepted definition. Keipi et al. (2014) argued that the Internet offers three levels of
anonymity for users; visual anonymity, pseudo-anonymity and full anonymity. Keipi et
al. (2014) define visual anonymity as 1) situations were physical characteristics are hidden
from other users and ii) situations where there is no direct visual feedback between users.
In contrast, pseudo-anonymity can be defined as situations where users use avatars or
other profiles (Keipi et al. 2014). Full anonymity is only possible when users remain
unidentifiable after interacting (Keipi et al. 2014).

In addition, the private-public debate has legal implications, for example the
protection of personal identification is not as stringent under the GDPR if the data is
already publically available (Article 83.2c¢). In addition, informed consent is required
when the behaviour takes place in a private space but not when the behaviour takes place
in a public space (Markham and Buchanan, 2012). In light of the implications of this

debate, researchers should reflect on where on the private-public continuum their study is
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best placed. Instead of viewing the private versus public sphere as a dichotomy,
Nissenbaum (2010) suggested that researchers should focus on the contextual norms of

the space from which the data is taken.

1.5.1.4. Prevention of harm

While the responsibility to prevent harm is a general ethical and moral obligation
that underlies ethically sound research with human subjects, what constitutes harm is
rarely defined (Kuhlau et al., 2008). It can be difficult to apply this principle, as the
meaning of harm is context-dependent. It can be defined as emotional distress that
impacts functioning (Ahuja, 2015). However, the harm that a researcher needs to prevent
and what preventative measures to take are therefore not always apparent (Kuhlau et al.,
2008). King (1996) argued that psychological harm/distress and feelings of being violated
can occur when participants have discovered that their conversations have been used
without their explicit consent (King, 1996). Additionally, psychological harm can occur if
the participants could be identified either by external individuals or other group members,
or if participants are asked about sensitive information. However, disclosure of sensitive
information does not automatically mean that the participant has suffered harm (Ben-
Ze’ev, 2003). Regardless of the situation, the researcher is ethically and morally
responsible for preventing harm to participants at every stage of the research process
(King, 1996). Kuhlau et al., (2008) distinguished between intentional and unintentional
harm, where intentional harm is an action that will cause harm to a participant, while
unintentional harm might create a risk of harm. A researcher’s moral and ethical
obligation could therefore include an awareness of the potential risks of harm, and an
awareness of the potential consequences.

One reason there is a debate regarding publishing quotations from online
qualitative research is that these quotes can be inserted into a search engine and the
participant can be identified. As mentioned there are various ways of handling this
information (including not publishing quotes and splicing) but it could be argued that
with the evolving and increasing searchability of the Internet, researchers should not
publish any quotations since it could be possible to identify participants by their
quotations in the future. This could therefore cause the participant future harm, and the
researcher would not be able to carry out their moral and ethical responsibilities.
However, Kuhlau et al. (2008) argued that researchers cannot be held morally responsible

for unforeseeable use of their research. Regarding publishing verbatim quotations, this
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means that a researcher can be held morally and ethically responsible for ensuring
participants are protected from harm (that is, it is not possible to trace their quotations
using the present technology) but is not possible to hold researchers morally responsible
for harm that results from future technological developments or improvements.

Unlike traditional face-to-face research it might be more difficult to identify harm
and distress to participants during the online data collection as researchers might not have
been trained to pick up on non-audio-visual cues of distress (Fox et al., 2007). Fox et al.
(2007) found it to difficult assess distress in a synchronous focus group and Childress and
Asamen (1998) questioned the feasibility to deal with participants dealing with a
psychological crisis during web therapy sessions. This would mean that the suitability of
using an online research methodology compared to traditional research depends on the

level of potential risk of harm to participants.

1.6 Research involving young people who have cancer

There are several reports of palliative care researchers facing unique ethical
conflicts e.g. issues surrounding informed consent from participants with fluctuating
physical and cognitive capacity (Vig et al., 2010; Gysels et al., 2013). In addition,
Beecham et al. (2016) found that researchers tended to perceive the ethical review
process itself as a barrier to research. While there is a debate in the literature as to
whether ethical concerns differ for research with adults versus young people (Arnold,
1992), gaining ethical approval for research with young people can be challenging
(Wagener et al., 2004). The challenges of conducting research with young people relates
to issues of consent, recruitment and the protection of participants, in addition to issues
around research design and patient privacy (Angell et al., 2010). The ethical concerns that
are highlighted in research with young people are often influenced by how vulnerability
and maturity are conceptualised (Jamieson and Milne, 2012; Bluebond-Langner and
Korbin, 2007; Tisdall, 2012). There has been increasing concern and debate about
research involving vulnerable participants (Lasanga, 1997). Vulnerability can be
conceptualised in various ways; Fisher (1993) defined vulnerability as one of various
traits associated with individuals who cannot protect their own rights and welfare. A
potential participant can be considered vulnerable when their circumstances (e.g. age,
physical or psychological impairment, illness) impairs their ability to provide consent,
increases the risk of susceptibility to deception, invasions of privacy or being forced to

participate against their will (Fouka and Mantzorou, 2011).
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For the purposes of this thesis the following definitions will be used for the terms
‘malignancy’, ‘life-limiting condition’ and ‘life-threatening condition’. Malignancy is a
concept often associated with cancerous tumors and tends to be used as an indicator of the
degree of metastasis to local and/or distant locations (Jaaskelainen et al. 1986). In
contrast, non-malignancy refers to non-cancerous conditions (Jaaskelainen et al. 1986). A
non-malignant condition can be either life-limiting or life-threatening. A life-limiting
condition can be defined as an illness for which there is no reasonable hope of cure”
(Fraser et al., 2011). This means that the young person is likely to die from the illness
before reaching adulthood, examples include cystic fibrosis and Batten disease. In
comparison, a life-threatening condition is an illness for which curative treatments exist
but there is a risk that the treatment may fail (Fraser et al., 2011). Examples of life-
threatening conditions include renal diseases and cardiac anomalies.

In contrast, a chronic illness can be defined as an illness that lasts longer than
three months, there is no spontaneous recovery and rarely a cure available (Stanton et al.,
2007). Other definitions tend to emphases a disruption to typical activities (e.g. attending
school) of frequent hospitalisation (Mokkink et al., 2008) or a condition that requires a
young person to take regular medication or use special equipment (Van Cleave et al.,
2010). Examples of chronic illnesses include rheumatoid arthritis, chronic pain, diabetes
and asthma. While there is overlap between these three concepts, the focus of the thesis
will be limited to life-limiting and life-threatening conditions as these clinical populations

have different illness trajectories compared to young people with a chronic illness.

1.7 Aims and objectives

Despite the extensive debate about ethical issues in Internet-mediated research,
limited research has explored the practical implications the debate has had on research
and RECs. Furthermore, few studies have explored what type of ethical issues arising
from research involving young people with life-limiting or life-threatening illnesses. This
is despite the recognition that young people receiving palliative care face a unique illness
experience (Taylor et al., 2008; Woodgate, 2008) compared to other age cohorts.

The central aim of this thesis is to explore ethical issues by 1) identifying the
ethical conflicts researchers report in Internet-mediated research and 2) exploring the
content of REC documentation and compare the ethical issues arising in Internet-

mediated versus offline research.
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The structure of this thesis is:

Chapter 2: A systematic review of original English language research describing
Internet-mediated research involving young people with cancer and young cancer
survivors (aged 13-25). The aim of this chapter was to explore the methods employed and
what ethical issues, real or hypothetical, arose during the conduct of the research.

Chapter 3 a document analysis of REC documentation associated with
applications for Internet-mediated research and offline research with young people with
malignant or non-malignant conditions. The aim of this chapter was to explore what
impact, if any, Internet methodology has on REC appraisal and practice.

Chapter 4: A discussion of the results of this thesis and an exploration of future directions

for further research and a discussion of the limitations of the thesis.
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Chapter 2

Internet-mediated research with teenagers and young adults with cancer: A systematic

review of ethical issues and how they are addressed.

2.1 Introduction

Young people with cancer are more likely than any other cancer patients to use
the Internet (Dutton et al., 2013) and an increasing number of studies have been
conducted using Internet-mediated methodologies with this group (Whelan and Fern,
2008; Wiles et al., 2013). Online technologies such as mobile apps, social media and
message boards can be used both in research and recreationally at any stage in the illness
trajectory of young cancer patients (Majeed-Ariss et al., 2015). Previous research has
described how Internet-mediated technologies can be applied to the prevention of cancer
(Lana et al., 2014), diagnosis of cancer (Robinson et al., 2014; Dekker et al., 2014), in
support of patients or caregivers during active treatment primarily through measuring
symptoms (Baggott et al., 2012), giving psychosocial support (O'Conner-Von, 2009) or
medical advice (Stinson et al., 2013; Ruland et al., 2009, Lewis et al., 2005), during
transition from active treatment (Sansom-Daly et al., 2012) and in cancer survivorship
and follow-up (Ashley et al., 2011; Bartlett et al., 2012; Moody et al., 2015).

Methodologies used in previous studies include interventions delivered via
Internet-based platforms (Fasciano et al., 2015; McLaughlin et al., 2012; Keim-Malpass
and Steeves, 2012), mobile-based symptom capture tools (Jibb et al., 2014), synchronous
and asynchronous focus groups (Fox et al., 2007; Nilsson et al., 2014; Tates et al., 2009;
Zwaanswijk et al., 2007), and analysis of conversational data from online forums
(Donovan et al., 2014; Elwell et al., 2011; Han et al., 2014). To date there has been no
systematic overview of the types of Internet-mediated methods used in research involving
young people with cancer (Zebrack et al., 2006; Fernandez and Barr, 2006).

There is no consensus on what constitutes good practice for conducting Internet-
mediated research involving young people (Henderson et al., 2012). Rodham and Gavin
(2006) argued that the online environment in which the research is conducted does not
affect the types of ethical issues a researcher may face and these may be the same as the
issues arising offline (e.g. consent seeking may be a contentious issue in both arenas).

This would suggest that ethical dilemmas are similar in a “novel” online context to those
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in offline context (Rodham and Gavin, 2006). However, using guidelines developed for
offline research in an online environment may be unsuitable due to the rapid
technological advancements (Hair and Clark, 2007) over the last decades. New
technologies may raise ethical conflicts that are not adequately covered by currently
accepted guidelines (Zimmer, 2010) (e.g. geographical tagging of online content). To date
there has been limited systematic overview of the types of ethical issues that arise in
Internet-mediated research involving young people with cancer. In addition, few reviews

have explored how these ethical issues influence study methodology.

2.1.1 Aim and objectives

There are two aims to this systematic review. First, to describe the types of
Internet-mediated research methodology conducted involving young people (aged 13-25)
with cancer. Second, to review and describe ethical issues described in the reporting of

these studies.

2.2 Methodology

2.2.1 Eligibility criteria
2.2.1.1 Study criteria

All included studies were published after 2007. This year was selected as almost
50% of Americans had broadband access at home (Horrigan, 2009) and 51% of UK
households had home access to broadband (ONS, 2008). All studies were required to use
an Internet-mediated platform as either the main (e.g. online focus groups) or underlying
technology (e.g. mobile-based technology). Additionally, studies were included if they
used an Internet of Things technology. The Internet of Things is the colloquial term used
to describe objects (e.g. watches, glasses) communicating with other objects (e.g.
smartphones, laptops) and the Internet via wireless connections (Whitmore et al., 2015).

All studies were required to have gone through peer-review, therefore theses,
dissertations, conference proceedings, and abstract-only texts were excluded. Other
systematic reviews were also excluded, although their reference sections were searched
for additional articles. All studies were required to have been published in English. There

were no other restrictions on study characteristics.
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2.2.1.2 Participant criteria

Studies were included if the participants were aged between 13 to 25 years old, or
if the median age of participants fell within this range. This age range was selected as it is
reflective of current clinical practice of treating teenage and young adult patients as a
group to aid their transition from paediatric to adult oncology services (Kelly, 2008).
Participants were required to be in active treatment or remission. Screening and
prevention studies were excluded. Studies which involved patients and family members
and/or caregivers were included; however, studies aimed exclusively at family members

and/or caregivers were excluded.

2.2.1.3 Article search and screening

The search terms were developed in consultation with a health librarian. Four
databases were searched: PubMed, Web of Science and Embase and PsychInfo (through
Ovid). The search terms used can be found in appendix A. The first and second author
independently screened all titles and abstracts using a standardised screening protocol.
Titles and abstracts not fulfilling the eligibility criteria were excluded.
The first author retrieved the full texts of the eligible articles and they were hand searched
for further references. In addition, the first author searched systematic reviews which

were retrieved in the original search for any further relevant articles.

2.2.1.4 Data extraction and analysis

Due to the heterogeneous nature of the studies, it was decided that a meta-
analytical approach to synthesis would not be appropriate. Furthermore, the lack of
randomised controlled trials and the lack quantitate treatment effect meant that a narrative
synthesis was deemed more appropriate (DerSimonian and Laird, 1986; Feldman et al.,
2004). We adopted a narrative approach, meaning that the synthesis relied on the use of
text to summarise and explain the findings (Popay et al., 2006). A key feature of narrative
synthesis is the emphasis on a text-based approach which aims to ‘tell a story’ of the
findings from the studies.

To ensure that the data was reliability extracted from each study, a standardised
extraction form was developed. It was developed by the first author and piloted on five
papers by the first and second author. Minor changes were made to the extraction form
post-pilot. The information extracted from each eligible paper related to study setting,

sample characteristics, ethics, methodology, result, patient engagement and stakeholder
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involvement (see appendix B). All data was extracted by the first author and a pool of
20% was extracted by the second author to ensure consistency of extraction. Following
the pilot, the first author extracted information from all the eligible studies using the
standardised extraction form. The first author then synthesised the extracted data into a
cohesive narrative by exploring the relationship and themes between and within the
studies. The synthesized narrative was then examined in the wider context of ethical
issues associated with research involving young people with cancer. The studies included
in the final review were not critically appraised for the risk of bias. As a result, no studies

were excluded at this stage of the analysis.

2.3. Results

The systematic review protocol was registered with International Prospective
Register of Systematic Reviews (PROSPERO) on October 7™ 2015 (registration number:
CRD42015026295).

2.3.1 Study selection

The search was carried out on September 3™ 2015. A total of 3,060 articles were
identified, and after removing duplicates (n = 66), 2,994 titles and abstracts were screened
by the first and second author. Of these, 2,972 articles were identified as not meeting the
inclusion criteria and excluded from further analysis. Twenty-two full-text records were
included following the first round of screening. These and the excluded systematic
reviews (Abogunrin and Martin, 2013; Brier et al., 2015; Bender et al., 2015; Madhavan
etal., 2011; Mo et al., 2009; Scott et al., 2003; Valsecchi et al., 2008) were hand searched
for any remaining references. Thirty-two articles were identified from the hand search as
fulfilling the eligibility criteria. Therefore a total of 54 full-text records were assessed for
inclusion in the systematic review. After closer examination 43 papers were excluded due
to 1) insufficient information regarding participant age (n = 7), ii) not being primary
research (n = 10), iii) not containing an Internet-mediated methodology (n = 12), iv)
primary clinical population did not have a cancer diagnosis (n = 7), v) participants being
too old (n = 5) or vi) too young (n = 2). Eleven papers were included in the final synthesis

(see flow diagram in figure 1).
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Figure 1: Adapted PRISMA flow diagram illustrating the article selection process.
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2.3.2 Sample characteristics

Three of the studies focused on cancer survivors, four on cancer patients during
treatment and two studies recruited a mixed population. The remaining two studies did
not report any demographic information. Table 1 outlines the diagnoses and age ranges of
each of these studies grouped per the study methodologies identified.

All studies excluded patients with cognitive impairments and those who did not
have a high proficiency in the native language (English, Spanish or Dutch). None of the
studies included in this review recruited patients who were in the palliative stage of their

illness trajectory.
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Table 1: Demographic characteristics of the studies.

Methodology Authors Participant type Diagnosis Age range Median age Ethnicity
Ewing et al., Patients in active Not reported Not reported but in | Not reported but in | Not reported
(2009) treatments and range range
siblings
Huang et al., Survivors Acute 10-16 years Fit4Life group Whole cohort
(2014) lymphoblastic 13 years n = 34 Hispanic
leukaemia (ALL) n =3 White
Control n =1 African
2 13 years. American
£ Fit4Life group
g n = 17 Hispanic
g n =2 White
E Control
< n = 17 Hispanic
% n =1 White
"E n =1 African
= American
S McLaughlin et al., | Survivors Not reported 18-29 years Not reported but in | n = 12 Hispanic
= (2012) range. n =1 Asian/Pacific

Islander
n =1 Native
American
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Methodology

Authors

Participant type

Diagnosis

Age range

Median age

Ethnicity

Online focus groups

Nilsson et al.,
(2014)

Survivors

n =31 central
nervous system
(CNS) tumours

n =32 Hodgkin’s
lymphoma
n=20

Rhabdomyosarcoma

n=19
neuroblastoma
n=18
osteosarcoma
n=14
Ewing/Ewing-like
sarcoma

16-24 years

21 years.

Not reported

Zwaanswijk et al.,
(2007)

Mix of parents,
patients in active
treatment and
survivors

Patients

n=3 leukaemia
n=2 brain tumours
n=1 lymphoma
n=1 soft tissue
sarcoma

Survivors

n=10 leukaemia
n=2 brain tumours
n=3 lymphoma
n=1 bone tumour

Patients
8-17 years old

Survivors
8-17 years at
diagnosis

Patients 11.6 years

Survivors 15.5
years

Not reported.
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n =21 sarcoma
n = 2 brain tumour
n = 12 solid tumour NOS

n =7 African
American

n = 1 other/not
specified

Methodology Authors Participant type Diagnosis Age range Median age Ethnicity
o Baggott et al., Patients in active | n = 6 leukaemia/lymphoma 13-21 years 18.2 years n= 3 Hispanic white
5 (2012) treatment n = 3 bone tumour n = 1 non-Hispanic
*é_ n = 1 sarcoma/other white
; n =1 African
g American
i n = 5 other/not
2 specified
Z @ Macpherson et al., | Patients in active | n=10 ALL 13-29 years Adolescents n =57 White/Non-
= S (2014) treatment n =5 Acute myeloid leukaemia 15 years Hispanic
g = (AML) n =4 Hispanic
Z n = 16 Hodgkin lymphoma Young adults n = 3 Asian/Pacific
= n = 6 Non-Hodgkin lymphoma 21.5 years Islander
S
=
o
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Methodology Authors Participant type Diagnosis Age range Median age Ethnicity
Stinson et al., Patients in active | Whole cohort 8-19 years old | Whole cohort | Not reported
(2013) treatment n=17 ALL 13 years old.

n=5AML
n =5 Ewing’s sarcoma Phase la
n =5 Non-Hodgkin’s 13.9 years
Lymphoma
n = 7 osteosarcoma Phase 1b
n = 3 Rhabdomyosarcoma 13.4 years
n= 5 diagnosis not specified Phase 2
13.2 years
Wuet al.,, (2011) | Patients in active | n=13 leukaemia 13-20 years Not reported n =30 White
treatment n=11 lymphoma n =1 Asian

n=10 sarcoma
n=4 brain tumour
n=2 diagnosis not specified

n = 2 Native Hawaiian
n =3 African
American

n =2 American Indian
n = 2 ethnicity not
specified
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Methodology Authors Participant type Diagnosis Age range Median age Ethnicity
Donovan et al., Not reported Not reported Not reported Not reported Not reported
(2014) but in range but in range
Elwell et al., Not reported Not reported Not reported Not reported Not reported
(2011) but in range but in range

Online discussion forums
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2.3.3 Summary of studies

From the eleven papers, we identified four Internet-mediated methodologies:
website-based interventions, online focus groups, clinical feasibility studies of symptom
capture tools and online discussion forums. Table 2 summarises the study characteristics

of the 11 studies.
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Table 2: Study characteristics.

Methodology

Authors

Aim

Procedure

Outcome measure(s)

Website-based interventions

Ewing et al., (2009)

The aim of the study was
to investigate website
utilization among
families of young people
with cancer.

Participants were enrolled onto the website
and assigned passwords and usernames. After
enrolment participants were offered an in-
home training session where research staff
provided instructions including e.g. how the
participants should log onto the website. If
required, families were provided with laptops
and Internet access for the duration of the
study.

Website utilisation

e Number of times participants
logged onto the website

e what sections of the webiste
participants visited.

The researchers also conducted post-

intervention telephone interviews

with carers to evaluate barriers to

website use.

Huang et al., (2014)

The aim of the study was
to test a website-based
weight management
intervention among ALL
Survivors.

The experimental group received a six-month
website-based weight management
intervention with telephone support (including
calorie reduction goals, and activity goals).
The control group received monthly
informational leaflets relating to nutrition,
physical activity and genera health, in
addition to telephone support from health
coach during the first study month. In study
month 2 to 4 the control group received
monthly calls from the health coach only

Primary outcome
e weight change
e BMI
Secondary outcomes

e Behavioural measurements
(e.g. physical activity level,
calorie intake),

e physiological measurements
(e.g. blood pressure, blood
glucose levels)

e psychological measurements
(e.g. negative mood).
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Methodology Authors Aim Procedure Outcome measure(s)
McLaughlin et al., The aim of the study was | Participants were asked to complete a battery | The study had seven outcome
(2012) to explore how self-rated | of social support and QoL measures. After measures which were correlated with
social support influenced | completing the measures, participants were participants’ log files:
use of a social given access to a social networking site. The | e social support,
networking site. log files automatically collected records of the | o  bridging social capital,
participants did on the site while logged in. e bonding social capital,
e depressive symptoms,
e survivorship self-efficacy,
e family interaction
e QoL
Nilsson et al., The aim of the study was | Participants were invited to participate in Participant discourse on fertility
(2014) to explored fertility closed online synchronous focus groups. issues
issues among cancer
2 Survivors.
§ Zwaanswijk et al., The study explored Participants were invited to participate in Participant discourse on information
o0 (2007) participants’ preferences | closed online asynchronous focus groups. exchange and decision-making.
S regarding the information
S exchange and decision
= making with the
g healthcare professionals

among parents and
patients.
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Methodology

Authors

Aim

Procedure

Outcome measure(s)

Clinical feasibility studies of symptom capture tools

Baggott et al.,
(2012)

The study aimed to
explore the feasibility
and acceptability of a
mobile-based symptom
capture e-diary.

Participants were asked to record daily
symptom ratings on an 8§ GB iPhone 3GS and
pinpointed the location of their pain on a body
diagram.

Feasibility was measured by:

dependability of the application
assessed by recording system
malfunctions.

Reasons for missing data recorded
by research staff.

Adherence which was measured
by the number of missing entries.
exceeded 90% across the 21-day
study period.

Usefulness to researchers and
clinicians, measured by exploring
the content of the diaries.

Acceptability was explored in exit
interviews with participants.
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Methodology

Authors

Aim

Procedure

Outcome measure(s)

Macpherson et al.,
(2014)

The study investigated
the feasibility and
acceptability of a tablet-
based symptom capture
e-diary.

Participants completed the C-SCAT 24-96
hours after a chemotherapy dose in a
chemotherapy cycle. The C-SCAT was
designed to be completed in one session.

Participants were instructed to select from
a pre-existing list including symptoms such as
feeling drowsy and pain. Alternatively,
participants could enter free text for
symptoms listed. In addition to symptom
selection, participants also described
attempted self-management strategies as a
result of these symptoms and the effect of the
symptoms on daily activities.

Participants were then asked to connect
symptoms that were related by drawing
arrows between the symptoms and thereby
creating a visual representation of their
symptom experience. The participants were
presented with the image after completing the
C-SCAT.

Feasibility was measured through:

e Rates of completion,

e Reasons for non-adherence,

e Number of sessions need to
complete the C-SCAT,

e Perceived accuracy of the
symptom experience image,

e Required completion time,

e Observable fatigue/frustration and
technical problems.

Acceptability was evaluated through

a 19-item questionnaire, which

addressed ease of use.

Stinson et al.,
(2013)

The study aimed to
develop and test the
feasibility of a symptom
capture tool.

The participants were allocated to two
development phases and one clinical
feasibility testing phase.

During the development phases (focus
groups were conducted with adolescents with
cancer using low and high fidelity copies of
the application.

Clinical feasibility
e Compliance,
e perceived satisfaction.

Satisfaction
The Pain Squad Evaluation
Questionnaire contained multiple 4-
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Methodology

Authors

Aim

Procedure

Outcome measure(s)

During the second phase, a new group of
adolescents were asked to:

e rate pain intensity,

e describe location,

e duration of the pain,

e any pharmacological and non-
pharmacological coping strategies
employed in response to the pain.

While rating their pain, participants played the

role of a member of a special investigative

unit “Pain Squad”. Each completed entry built
up to a reward, and three consecutive reports
earned the participant a rank promotion. For

each promotion participants were shown a

badge and a short video clips featuring actors

from popular Canadian police TV shows. The
members of the research team offered
technical assistance over the telephone where
required.

point Likert scales where the
participants were asked to rate likes
and dislikes with the application.
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Methodology

Authors

Aim

Procedure

Outcome measure(s)

Wuet al., (2011)

The study aimed to test
the feasibility of the
Electronic Self-report
Assessment-Cancer
Adolescent Form
(ESRA-C AF).

Participants were asked to complete the
ESRA-C AF in private conference rooms in
the presence of their parents and a member of
the research team

Feasibility was measured in four

ways:

e Data completeness,

e The acceptability scale (a scale of
1 (low) to 5 (high)),

e Time taken to complete the
questionnaires,

e Assistance required to complete
the questionnaires.

Online discussion forums

Donovan et al.,
(2014)

The study aimed to
explore the prevalence of
different types support
and the prevalence of the
different types of support
in response to uncertainty
in written conversations
from an online forum.

The authors randomlly selected 510 message
threads from the online forum.

The authors coded the data using four
categories;

e Informational support

e Emotional support

e [Esteem support

e Network support

Elwell et al., (2011)

The study aimed to
explore how information
and emotional support
was expressed in written
conversations from an
online forum.

The authors analysed 393 randomlly
messages from “Teens Living with Cancer”,
an online community with posters from all
over the world.

The authors coded for two types of
support;

e Informational support

e Emotional support
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2.3.3.1 Website-based interventions

Three of the studies were website-based interventions (Huang et al., 2014; Ewing
et al., 2009; McLaughlin et al., 2012). Two of the three online interventions were aimed
at survivors (Huang et al., 2014; McLaughlin et al., 2012) while one intervention was
aimed at families of young people with cancer (Ewing et al., 2009).

Huang et al (2014) conducted a psychological randomised controlled trial (RCT)
to reduce weight among 38 acute lymphoblastic leukaemia survivors (15 males and 23
females, aged 10-16 years). Participants were recruited during attendance at an outpatient
clinic and from an electronic database. Half (n = 19) of the 38 participants were allocated
to the intervention and the remaining 19 participants were allocated to the control group.
The authors found significant group differences in weight maintenance, negative mood
and physical activity, with older participants (defined as participants aged 14 years or
older) allocated to the intervention more likely to maintain their weight. Participants
receiving the intervention also reported significantly lower negative mood scores and
increased physical activity. No other significant differences were reported.

Ewing et al., (2009) described the utilisation of an informational website which
was part of a larger online intervention. The intervention offered support and information
to families of young people with cancer. Of the families that consented to participation in
the larger study, two-thirds were randomly assigned access to the study website. Of 21
enrolled families six had at least one family member who used the wesbite during the
study period. In total eleven participants (of 51 consented participants) used the website
over the six month study period. Of these eleven participants five were caregivers (1 male
and 4 females), four were patients (2 males and 2 females, aged 8-13 years) and two were
siblings of patients (2 females, aged 13-17 years). The parent discussion group had the
largest number of page viewings (88 viewings), followed by the teen sibling discussion
group (73 viewings) and the teen patient discussion (44 viewings). The child patient and
child sibling discussion groups had the lowest number of page viewings (7 and 5 page
viewings respectively). Four website features were most frequently visited: the discussion
forums, “Common areas of concern” (78 page viewings), “Previously asked questions”
(66 page viewings) and “Connect to Coping” (60 page viewings).

In the post-study interviews caregivers reported five main barriers to using the

website: unfamiliarity with computers, being too busy, limited hospital Internet access,
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sufficient healthcare staff support and preference for face-to-face interaction. When asked
about barriers for use among young people with cancer, caregivers cited unwillingness to
focus on their loved one’s illness, sufficient offline support, too ill and using computer for
other activities (e.g. gaming) as possible barriers. As a result of these findings Ewing et
al. (2009) outlined strategies to address computer illiteracy (through training).

McLaughlin et al. (2012) described a study exploring use of a social networking
intervention titled LIFECommunity by young cancer survivors over a six-month period.
Participants were identified through a hospital-based cancer registry and contacted via
mail. Interested participants were asked to return a card indicating their interest and were
then contacted by the study team. The website was developed specifically for research on
an open source-based platform. Participants were provided with passwords and
usernames, meaning that membership was closed to other users.

The authors found that bridging social capital was positively associated with
LIFECommunity participation and social support was negatively correlated with site
participation. Bridging social capital can be defined as distant and weak connections
between individuals (Office for National Statistics, 2016). The authors found that
participants with high levels of offline social support (such as e.g. family support) did not
participate with LIFECommunity to the same extent as participants who reported low
offline social support. Furthermore, the authors found that participants who reported a
high level of family interaction interacted less with the social networking site compared
to participants who reported low levels of family interactions. Additionally, the authors
found that participants with low depression scores, low self-efficacy scores and low
quality of life (QoL) scores had higher overall sites participation compared to participants

who scored high on these three measures.

2.3.3.2 Online focus groups

Two of the studies reported the result of online focus groups (Nilsson et al., 2014,
Zwaanswijk et al., 2007).

Nilsson et al., (2014) conducted synchronous focus groups exploring concerns
over fertility among young cancer survivors (n = 134). Eligible participants were
identified and recruited through a national cancer registry. The results of the study were
the identification of five themes. The first theme was “risk of infertility affects
wellbeing”. This theme centred on how the risk of infertility influenced everyday

wellbeing and how their perceived risk of infertility influenced their everyday wellbeing.

Page 42 of 140



A second theme the authors identified was “dealing with possible infertility”. This theme
described different coping strategies used by participants in dealing with possible
infertility, ranging from assuming infertility to active investigation. The third theme was
“disclosure of possible infertility is a challenge”. This theme captured concern over
discussing fertility with a partner primarily due to concerns about the relationship ending.
The fourth theme related to the “heredity” of the cancer. It cantered on the perceived risk
of heredity and the resulting reluctance to have biological children. The final theme was
“parenthood” and it explored reasons for considering adoption as a way of having
children due to the perceived physical and psychological cost of pregnancy. The online
focus group was conducted on a platform developed by third-party consultants. The
authors did not report any details of the website security structure.

Zwaanswijk et al., (2007) conducted an online asynchronous focus groups with 11
parents of patients and survivors, seven patients and 18 survivors. Family members were
able to participate individually, meaning that a parent and a young person from the same
family did not necessarily participate in the study. Patients still in treatment were
recruited from one of two recruitment sites, a tertiary care setting or outpatient oncology
service. Eligible participants in the tertiary care centre were approached first by a nurse
and invited to participate. In the oncology service, eligible participants were approached
directly by a nurse. Survivors were identified from a medical database attached to both
wards. They were approached through an invitation letter from the head of Department of
Paediatric Hemato-Oncology.

The authors identified three themes from the focus group discussions,
“preferences concerning interpersonal relationships”, “preferences concerning
information exchange”, and “preferences concerning participation in the decision-making
process”. “Preferences concerning interpersonal relationships” centred on the relationship
between clinicians and participants. All participants valued an honest communication
with the clinicians, with both patients and parents trusting a clinician’s expertise. They
also expressed a preference for continuity of care (e.g. consultations with the same
clinician) and they did not want every interaction with their clinician to focus on their
illness.

“Preferences concerning information exchange” captured all participants’ wish
that young patients should be aware of their illness, although the extent of awareness
should be tailored to the young person’s ability and need. However, opinion was divided

among patients and survivors as to whether the patient should always be present during
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consultations. A young person’s presence/absence from consultations was dependent on
cognitive ability and sociocultural norms.

The third theme focused on the decision-making process. A majority of
participants expressed a preference for a collaborative approach to decision-making,
although some survivors and patients preferred a passive decision-making role. While
some survivors and patients emphasised that the final decision should lie with them, they
acknowledged that contextual factors may limit their role. These contextual factors may
include age, stage of illness, side effects of treatment or limited knowledge.

The focus groups were conducted on a password secured website, and all
participants were issued with unique usernames and passwords. Other than this
information, no other details regarding the website security structure was reported.
Participants were asked not to mention their own names, addresses or the names of their

health care providers.

2.3.3.3 Clinical feasibility studies of symptom capture tools

Four studies explored the feasibility of using mobile-based platforms to collect
real-time physiological and psychological symptom data from patients in active treatment
(Baggott et al., 2012; Macpherson et al., 2014; Stinson et al., 2013; Wu et al., 2011).

Baggott et al., (2012) conducted a feasibility study of a mobile-based symptom
capture e-diary used daily for 21 days. The goal of the study was to determine the
suitability of using the e-diary to collect symptoms relating to pain, nausea, vomiting,
fatigue, and sleep quality. Ten cancer patients, on active treatment were recruited from a
tertiary care setting.

The authors reported high feasibility, with limited technical issues reported and
adherence exceeding 90% across the 21-day study period. While the exact content of the
diaries was not reported, the authors reported that the eDiary could capture symptom
variability over time and symptom variability across participants. In addition, some
patients recorded novel symptoms and moods. The final measure was acceptability which
was explored in exit interviews with participants. Overall, participants described the
application as easy to use, and tended to use positive descriptors when describing the
application. Some participants noted that some features were difficult to use. For instance,
a participant with mild visual difficulties struggled to read the text on the application.

Macpherson et al., (2014) tested the Computerized Symptom Capture Tool (C-
SCAT), a tablet-based iPad application exploring symptoms and symptom clusters in
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young people with cancer. After being identified by a member of the research team, 72
participants with a diagnosis of cancer were recruited from in-patient and out-patient
settings by a clinician.

The authors found a high degree of feasibility and acceptability. All participants
completed the symptom diary in one setting with infrequent technical malfunction. A
session lasted on average 25 minutes (SD = 17, range = 2-83 minutes). Furthermore,
participants needed minimal help from the research team in completing the C-SCAT and
most participants did not display any observable fatigue/frustration. A majority of
participants (74%) reported that the final image was an accurate representative of their
symptom experience.

Stinson et al., (2013) described the development and feasibility testing of a
symptom capture tool for young people with cancer titled Pain Squad. Forty-seven
patients in active treatment were recruited from a tertiary haematology/oncology care
centre. The application had been adapted from a juvenile idiopathic arthritis eDiary and
uses a gamified structure to engage young people in daily use of the tool. Participants in
the low-fidelity design phase identified four main changes to the original application,
including the need to change the theme of the gamified component from a detective
agency investigating pain cases to a law enforcement officer. Other changes identified
during the low fidelity design phase included clarification of content and changes to the
usability of the application. During the high-fidelity design phase another group of
participants were presented with a prototype of the application. There was general
endorsement of the application, and gamified features were considered appealing.

During the clinical feasibility testing (phase two) fourteen young people were
asked to complete a twice-daily pain report for two weeks. Participants were given an
1Phone 4S for the duration of the study to complete their participation. During the clinical
testing phase the research team had access to the daily reports so they could monitor and
respond to potential clinical emergencies. In addition to tracking pain ratings and
treatments, the research team would receive an alert if participants rated their pain as
moderate-to-severe during two consecutive entries.

The authors reported a mean compliance rate of 81% (SD = 22%). Two
participants had low compliance (explained as forgetfulness and medical emergencies).
After exclusion of these two participants the average compliance rate increased to 88%
(SD = 8%). There were no significant differences in compliance between morning versus

afternoon ratings, weekday versus weekend ratings or between study week one and study
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week two. In addition, compliance was not dependent on participant characteristics such
as gender or initial treatment location (outpatient versus inpatient setting). The authors
reported a high level of satisfaction, although 14% found the application difficult to
complete and one participant noted that completing the application interfered with other
daily activates.

Wu et al., (2011) explored the feasibility of using the Electronic Self-report
Assessment-Cancer Adolescent Form (ESRA-C AF) in an outpatient setting. The ESRA-
C AF is a battery of netbook-based QoL and symptom questionnaires. The questionnaires
addressed health related QoL in young cancer survivors, cancer-specific symptoms,
resilience and questionnaire acceptability. In addition to the four questionnaires
participants were able to use an open text box to address the two of the most important
concerns or issues the researchers should address or anything the participants felt was not
covered by the questionnaires.

Data completeness ranged from 99.3% to 100% and 25% of the participants used
optional text box to elaborate on their QoL ratings or ask questions. Overall, participants’
acceptability score showed an overall average score of 4.18 (SD = 0.91). Average
completion time was 30 minutes. Participants requiring more time cited issues relating to
the use of the symptom capture tool (e.g. issues with the wireless connection), taking a
break for routine clinical care such as a break to have a blood draw. In addition, the
authors identified issues with the internal validity of the scale; approximately 67% of
participants required clarification of the word “resilience”, suggesting that the ESRA-C

AF may need modification to increase usability.

2.3.3.4 Online discussion forums

The remaining two studies (Donovan et al., 2014; Elwell et al., 2011) analysed
conversation data from social media platforms used by young cancer patients and
Survivors.

Donovan et al., (2014) explored the types of peer and social support offerred by
cancer survivors to others online in response to medical, social and personal uncertainty.
The anonymous forum the authors used to sample their messages was open to adolecents
with any type of cancer, and the authors reported that the forum had world wide
participation. To post members had to register and messages could only be accessed and

read with a username and password.
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Types of support displayed in the posts on this website were informational
support, emotional support, esteem support and network support. Replies frequently
contained informational support expressed through sharing their own stories. Emotional
support (expressed through empathy) was the second most used type of support. Esteem
support was found to be expressed through validation of the poster’s (the individual who
posted the original message) coping strategies. Network support was present in 24% of
replies and tended to contain a sense of belonging. The authors also found that different
types of social support tended to co-occur in response to different types of uncertainty
(i.e. informational, emotional and network support tended to be used more frequently in
reponses to posts containing social uncertainty compared to medical uncertainty).

Elwell et al., (2011) explored how informational and emotional support was
expressed among TY A cancer patients and cancer survivors. The authors found
informational support was communicated through expert advice (either from an “expert
patient” or healthcare professional) personal dislosure and personal experiences (e.g.
links to media such as video of treatments). Informational support was often given as a
response to uncertainties (e.g. as a reponse to questions about treatment side effects, body
image, effect of cancer on ability to live a normal life). Emotional support was often
expressed when a poster was coping poorly with their diagnosis through mentioning of

God and praying or encouraging positive thinking.

2.3.4 Ethical issues
A majority of the papers did not give special attention outside of the method

section of their articles to the ethical issues encountered over the course of setting up or
completing their study. A summary of the ethical issues that arose during the course of

the studies and the remedies to these issues are summarised in table 3.
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Table 3: Ethical issues arising in Internet-mediated research.

Methodology

Ethical issue

How the ethical issue arose

Remediation

Website-based interventions

Confidentiality

Participant access

e Participants can be issued with unique usernames and
passwords.

Prevention of harm

Preventing harm and distress

e Drafting of safety management protocols containing a
clear procedure for both participant and researcher
conduct during the study.

e Participants can be advised not to post medical
questions as these may not receive a timely reply.

e Research team can be notified by programmed alerts
when participants posted content.

e Researchers can be provided with a summary of daily
reports.

Online focus groups

Privacy

Access to focus group website

e Participants can be issued with unique access codes.

Anonymity

Maintaining participant anonymity

e Participants can select their own screen alias, but the
authors can elect to publish fictional names and
approximate ages.

e Participants can be asked not to mention identifiable
information.

Moderation/prevention
of harm

Monitoring of user-generated content

Members of the research team can moderate the
discussion and/or posts.
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Methodology

Ethical issue

How the ethical issue arose

Remediation

Clinical feasibility studies of symptom
capture tools

Privacy

e Providing sensitive information
e Secure data storage

Participants can be asked to provide the data in a
private room.

The data can be stored in a password-protected cloud
account and be transferred via an encrypted
connection.

The application can contain a secure database on the
device.

Prevention of harm

Monitoring of user-generated content

The research team can draft safety management
protocols.

Researchers can receive an alert if participants
submitted moderate-to-severe ratings.

Online discussion
forums

Consent seeking

Participants did not actively provide
consent prior to the study
commencing.

The authors can seek permission from the site
administrators.

Some guidelines (e.g. the guidelines from the British
Psychological Society) state that consent does not
need to be obtained if the online forum does not
require a subscription.
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2.3.4.1 Privacy

Privacy was discussed in all but one of the research categories (online discussion
forums). It was never overtly defined in any of the research studies included in this
review but it seems to, in this context, apply to protection of participant data throughout
the participation process. In practice the application of privacy as a concept also differed.
For instance, Zwaanswijk el al. (2007) viewed privacy as closer to the maintenance of
anonymity. For example, online focus groups ensured privacy of participants by
enforcing board rules around what information could be discussed during the study.
Zwaanswijk el al. (2007) explicitly stated that this measure was taken to ensure privacy
and anonymity. They asked participants not to disclose identifiable information.
However, elaboration on what constituted “identifiable” information was not given.

In contrast, Nilsson et al. (2014) also reported anonymity and privacy as a
concern. They provided little information on how they approached these concerns and in
registering for their websites they allowed participants to choose their own screen name,
which could be either an alias or their real name. Nilsson et al. (2014) did not clarify how
participant anonymity was maintained. Further steps were also taken by two websites
based interventions (Ewing et al. (2009), and McLaughlin et al. (2012) and one online
focus group Nilsson et al. (2014) to ensure privacy by issuing participants with usernames
and passwords meaning they could not be identified offline by others in the study.

Other studies viewed privacy as more akin to confidentiality. Confidentiality can
be defined as information shared within a research setting or within the exchange between
a researcher and a participant (Jackson et al., 2014). Website-based interventions and
clinical feasibility studies of symptom capture tools mostly ensured privacy of
participation by removing participants from the public space of the clinic waiting room
for their participation (Macpherson et al., 2014). However, in the study by Wu et al.,
(2011) parents were also present for participation, so privacy within the family group was

not achieved and may have influenced the results.

2.3.4.2 Data security

Another salient ethical issue that arose in the reporting of some of these studies
was data security. All studies who mentioned this focused exclusively on hardware and
software structures to ensure data protection. Of the studies that transmitted information

between devices only three studies mentioned steps taken to ensure data protection
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(Stinson et al., 2013, Macpherson et al., 2014, Baggott et al., 2012) and only two
provided sufficient technical information for the reader to determine the level of
encryption during transmission (Stinson et al., 2013, Macpherson et al., 2014). These
same studies also cited steps taken to ensure safe storage of data. Data held by
Macpherson et al., (2014) was stored on a password-protected Amazon Simple Storage
Service (S3) account and it was transmitted via an encrypted connection.

Stinson et al., (2013) stored their pain rating scores on a SQLLite database on the
iPhone application when the phone was offline. When the phone was connected to the
Internet the data was transmitted over a Secure Socket Layer (SSL) connection. The
authors mentioned that the receiving server was located at the tertiary care setting. The
server was behind a secure firewall, and a username and password was required to access
the data. Neither of the papers provided any other details regarding the measurers taken to
ensure the level of encryption. Baggott et al., (2012) also described their procedures for
safe transmission and delivery of data, by stating that the participant data was delivered to
a secure website. However, they did not provide details regarding the level and type of

encryption.

2.3.4.3 Protection of participants from harm

Protection of participants from harm was dealt with in studies by reviewing user
generated content prior to allowing posts to become visible to other participants. Studies
cited this process as serving one of two functions, moderation of posts to ensure courtesy
to others on the board or to determine if there was a clinical need to intervene and engage
with participants whose physical or psychological health was at risk. However, this was
only described for four studies (Zwaanswijk et al., 2007, Nilsson et al., 2014, Stinson et
al., 2013, McLaughlin et al., 2012) out of 7 studies that had user generated content.
Further, of the three who did review content prior to posting, it is unclear how often they
needed to moderate or provide clinical advice. Overall, this finding would seem to
indicate that patient safety was a concern for methodologies with user generated feature,

especially when the user generated clinical content.

2.3.4.4 Consent
Consent seeking only seemed to be raised as a salient issue for online discussion

forums. Seeking consent during analysis of openly accessible, pre-existing online forums
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is considered unnecessary by a variety of ethical guidance on the subject (Markham and
Buchanan, 2012; Rodham and Gavin, 2006, Henderson et al., 2012). The driving force
behind this argument is the view that conversations which take place on a public forum
are no different to conversations which take place in any public place online.
Observations of these interactions are subject to the same ethical constraints as offline
observations in public spaces (Zimmer, 2010). In this context researchers may have a
responsibility to ensure anonymity of poster’s comments including taking measures to
disguise quotes and avoiding using verbatim text so as to avoid comments being traced
back to a website or participant using common search engines (Rodham and Gavin,
2006). From within this ethical framework Donovan et al. (2014) and Elwell et al., (2011)
did not request consent from their participants and only one of them (Elwell et al., 2011)
cited the relevant guidance (which in this case was the guidance developed by the British
Psychological Society) which allowed them to conduct their study without participant
consent.

When a subscription is required, as in the case of Donovan et al. (2014), the
choice not to seek active consent becomes more controversial (McNamara, 2013). This
controversy is rooted in the inaccessible nature of these posts without a subscription, and
the privacy that users therefore may expect (Hudson and Bruckman, 2004). Donovan et
al. (2014) analysed posts on an online forum which required participants to sign up to
terms and conditions agreeing that their posts will be accessible for researchers to read in
an agreement termed a “click-wrap agreement”. Despite using negotiated consent
(Kennedy, 2008) through a click-wrap agreement, steps still need to be taken by
researchers to ensure protection of identity of posters to these websites including not
reporting usernames of posters, not quoting verbatim quotes, ensuring that quotes which
are reported cannot be traced back to the website on which they were posted (Markham

and Buchanan, 2012).

2.4 Discussion

In this systematic review we have first explored the types of Internet-mediated
methodologies currently used in research involving young people with cancer. Second,
we identified and described ethical issues that can occur in this type of research. Eleven
papers using Internet-mediated technology in research involving young people with

cancer were identified. We categorised the methodologies into four different approaches:
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website-based interventions, online focus groups, clinical feasibility studies of symptom
capture tools and analysis of conversational data from online discussion forums.

Nine of the papers did not give special attention outside of the method section of
their articles to the ethical issues which arose in the conduct of their research. One reason
for this finding may be the relative rarity of issues which appeared over the course of the
research. Another view may be that this systematic review has found what previous
research has also hypothesised, researchers in e-health contexts rarely report on the issues
that they have encountered in getting ethical approval for their Internet-mediated studies
(Henderson et al., 2013). Regardless, the results of this review suggest that at least in the
process of having these studies peer reviewed, there may be a disconnect between the
effort currently expended in the generation of ethical guidance specifically for Internet-
mediated research and the relatively low frequency where this ethical regulation and
safeguards need to be used and be reported upon.

Predictably approaches to the seeking of consent differed between studies, with
observational studies of online forums taking a different approach to that of the other
studies in this review. Full discussion of the validity of the approach of not seeking
consent in the conduct of these research projects is outside the scope of this review (see
Shapiro and Ossorio, 2013; Henderson et al. 2012; Markham and Buchanan, 2012).
However, the studies who did not seek consent, only one cited an ethical guidance paper
which allowed them permission to do so (Elwell et al., 2011). While approaching consent
in this way is now seen as the most pragmatic approach to the seeking of consent in
Internet-mediated research of this sort, lack of full and proper citation of the relevant
papers to support this approach would seem to indicate that it is more of an ingrained
approach than one which needs to be continually justified during the peer review process.

Studies also differed on what constituted participant harm and the methods that
should be undertaken to protect participants from harm. Again participant harm is a
concept that is rarely defined and there is very little consensus within the literature as to
what it means (Kuhlau et al., 2008). Henderson et al., (2012) listed a number of
approaches to reduction of harm using procedures common to both online and offline
methodologies (e.g. creating critical incidents procedures). However, there was not
sufficient detail in the reporting of the studies in this review to determine what if any
steps were in place for the menu of hypothetical instances of participant harm which may

have arisen in the conduct of these projects.
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Three groups of participants were systematically excluded from the studies
presented here: those with cognitive impairments, those with lower language skills and
those receiving palliative care. These exclusions are problematic as they may mean a
large proportion of patients who receive care are systematically being ignored by the
research designed to improve the patient experiences and care. Cognitive impairment
following cranial radiation, neurosurgery and chemotherapy (e.g. methotrexate,
cytarabine) is well-documented among acute lymphoblastic leukaemia (ALL) and brain
tumour survivors (Mohrmann et al., 2015). Some studies estimate that 33% of 350,000 of
US childhood cancer survivors are affected by cognitive impairment (Castellino et al.,
2014). Previous studies have found that ethnic minorities have different healthcare
experiences compared to ethnic majority peers (Lyratzopoulos et al., 2012; Saunders et
al., 2015; Fazil et al., 2015). Systematic exclusion of those without native languages
might disproportionately disadvantage these minorities. Especially as research suggests
that ethnic minorities have a higher rate of some malignancies than other ethnic groups
(Ward et al., 2004). Previous research has also indicated that parents of children receiving
palliative care want to be asked to participate in research studies (Crocker et al. 2014) and
palliative services are considered one area in which online technologies could improve
patient access to good quality, round the clock care which will improve patient choice
with regard to decision-making about care and treatment (Nwosu et al., 2014).

The marriage of research ethics and clinical data protection requirements is seen
as one of the final frontiers for transition of this research into standard care (McGuire et
al., 2016). Data which is held on the Internet requires further protection to prevent it from
being accessible to non-researchers (Nosek et al., 2002). For this reason, common
approaches to data storage include password protected devices for storage, holding data
on secure servers in institutions and encryption of data. An emerging discussion within
this debate is data security and storage during transmission of information from the
device to the server. Of the studies that transmitted information between devices only two
studies provided sufficient technical information for the reader to determine the level of
encryption (Stinson et al., 2013, Macpherson et al., 2014). While the reporting of
technical information may be outside the scope of most papers it is important that
sufficient detail is provided for the reader to determine whether adequate measures were
taken and it may be important during the consent process for a participant to be aware of

what measures are being undertaken to ensure the security of their data. Further, for these
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studies to make the transition to standard care they have to be compatible with data
protection regulation within the healthcare system (e.g. adherence to section 251 within
the NHS constitution, Department of Health, 2013) and national and/or international legal
frameworks (e.g. European data protection laws, de Terwangne, 2013).

The other nine studies in this review did discuss privacy issues however, privacy
tended to be conflated with confidentiality or anonymity. The lack of universal definition
for privacy within the online sphere and further how to maintain privacy using different
methodologies mean that reviewing these studies was not to review like for like. There is
an underlying concern within these findings which also suggests that the
conceptualisation of privacy, anonymity and confidentiality are conflated despite being
three distinct concepts (Wiles et al., 2006).

There are some limitations of the systematic review. It should be stressed that the
authors made the conscious decision not to assess the quality of the included papers.
Historically reviewers have used summary scores to differentiate between “high quality
studies” and “low quality studies” (Vittal Katikireddi et al., 2015). However, more
recently reviewers have moved way from this checklist approach towards a focus on
biases associated with different domains. The Cochrane Collaboration emphases the
importance of assessing the quality of and bias in any study included in a systematic
review. The tool recommended by the Cochrane Collaboration, the Risk of Bias Tool
(Higgins et al., 2011), was developed to evaluate randomised controlled trials. Only one
of the eleven studies in the current systematic review was a randomised controlled trial,
meaning that relaying on the Risk of Bias tool to evaluate the bias associated with the
eligible studies would have been inappropriate. Furthermore, the psychometric
characteristics associated with many risk of bias tool (including the tool developed by the
Cochrane Collaboration) have not been fully described (Hartling et al., 2013). For
example, Hartling et al., (2013) assessed the reliability of the Cochrane Risk of Bias tool,
and found that there was a degree of variability between the risk assessment.

The issue of assessing quality is contentious within narrative-based studies
(Collier and Mahoney, 1996). While tools have been developed for the use within
narrative-based studies (e.g. the Critical Appraisal Skills Programme (2016)) there is
limited information on the validity and reliability of these tools (Hannes et al., 2010).
Cohen and Crabtree (2008) conducted a systematic review of published criteria for good

qualitative research and found differences in how concepts of researcher bias, validity and
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reliability should be applied to text-based research. The authors found that the differences
in how these concepts should be applied and evaluated were related to the theoretical
framework different authors grounded their analysis. Cohen and Crabtree (2008) further
argued that part of the issue with creating an appraisal tool for qualitative research relates
to the wide range of qualitative methods available to researchers, and the lack of a
unifying ground between the frameworks (Rolfe, 2006; Sparkes, 2001). Given the lack of
consensus on what constitutes a high quality in qualitative studies (Dixon-Woods et al.,
2004), none of the studies were assessed. Future studies may want to explore the
possibility to critically appraise qualitative studies so that it’s possible to asses both
qualitative and quantitative studies prior to inclusion in a systematic review analysis.

Another limitation of the systematic review is the use of 2007 as the cut off for
study eligibility. It can be argued that the 2007 cut off was arbitrary and it may have
excluded otherwise eligible papers. In turn this may have increased the sample size, and it
may thereby have enabled us to draw stronger conclusions. The Internet has been used in
research since the early 1990s and there is a strong argument that ethical issues may have
been discussed to a larger extent in the earlier papers. However, 2007 was in part selected
due the level of saturation of home broadband in the UK and the USA. Furthermore, it
could be argued that by using an earlier cut off year may lead to a more of review of
historical ethical issues. Whether the type of ethical issues associated with Internet-
mediated research have changed as the research methodology has matured was outside
the scope of the current review. Furthermore, Gosling and Mason (2015) argued that
conducting online research can best be described as conducting research on a moving
target. The authors argue that with rapid and considerable changes in how individuals
interact with and consume Internet content makes it difficult for the research to stay
relevant. Gosling and Mason (2015) described that researchers are now faced with
content and interfaces (e.g. blogs, vlogs, social networking sites) that did not exist a
decade earlier. Within the context of the current study and considering how the target
population (i.e. young people) consume web content (e.g. accessing information via
smartphones) it can be argued that a later cut off point will capture more relevant content.
A cut-off of 2007 was therefore seen as balancing the need for a narrow focus with the
need for a comprehensive inclusion of relevant studies.

There are a number of directions for future research arising from this systematic

review. First, it could be that there are additional ethical issues that arise in research using
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Internet-mediated methodology but that these are identified during the ethical review
stage and do not make it into a peer reviewed publication of the results of these studies.
Future studies should therefore explore the types of ethical issues that research ethics
committees (RECs) identify in Internet-mediated research. Previous research exploring
the content of REC documentation has focused on issues involving children (Angell et al.,
2010) and adults lacking capacity (Dixon-Woods and Angell, 2009), style (Angell and
Dixon-Woods, 2009; Angell et al., 2007; Angell and Dixon-Woods, 2008) and the
functions of the REC (Angell et al., 2007). However, limited attention has been given to
the types of ethical issues RECs identify in studies using Internet-mediated
methodologies. Second, future research may want to explore how researchers, RECs and
patients can come together to define some of the ethical concepts mentioned in this
systematic review. Particularly if all three stakeholders assign the same importance to the
ethical concepts of privacy, anonymity and confidentiality that appears either researchers
or peer-reviewers do.

The Internet is an instrument of 21% century health care that is likely to become
more and more integral to everyday clinical practice. However, conduct of studies into
how Internet technologies should develop to meet the needs of patients rarely report on
the ethical constraints on what they can do in their research and without this clarity it will

be difficult to determine if we need more or less guidance to continue.
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Chapter 3

A document analysis of Research Ethics Committee communication regarding Internet-

mediated research with young people (aged 0 to 25 years) with life-limiting conditions.

3.1 Introduction

Obtaining ethical approval from RECs for research involving young people can be
challenging (Wagener et al., 2004; Arnold, 1992). The challenges of involving young
people in research relates in part to the historic conceptualisation of young people, in
addition to perceived vulnerability and dependency on adults (Tisdall, 2012). Young
people have historically been conceptualised as ‘human becomings’(Qvortrup, 2009),
meaning that young people have not developed the competency associated with the ‘gold
standard’ and the ‘end goal’ of development; adulthood (Tisdall and Punch, 2012). The
definition of young people is therefore related to their status as non-adults, and this
vulnerability has underpinned the interaction between young people and researchers for a
long time (Gittins, 2004). Young people’s perceived vulnerability increases the risk of
them being exploited by researchers (Stevens et al., 2010). Previous studies have found
that the ethical issues that arise in research involving young people relates to consent,
recruitment and the protection of young participants (Angell et al., 2010). Other issues
that have been identified have centred on research design and patient privacy in research
with young people (Angell et al., 2010). However, there are additional concerns regarding
the vulnerability associated with research involving young people with life-limiting
conditions (Stevens et al., 2010). These concerns often relate to the sensitive nature of the
topic, the emotional burden associated with a life-limiting or life-threatening conditions
(Stevens et al., 2010). The concerns accompanying this type of research contributes to a
reported difficulty in conducting research with this population and is often expressed
through e.g. gate-keeping from RECs (Beecham et al., 2016) and clinicians (Stevens et
al., 2010).

Previous literature has explored the content of decision letters. For example,
Angell and Dixon-Woods (2009) explored whether RECs identify process errors in
decision letters, and found that the REC identified different types of process errors. The
authors defined process errors as errors occurring in the paperwork, application process or

issues relating to the management of the study which did not have an obvious ethical
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basis (Angell and Dixon-Woods, 2009). Angell and Dixon-Woods (2009) argued that the
REC:s attention to non-ethical process errors is a result of care and attention. Another
interpretation offered by the authors was that the REC considers process errors to be a
sign of researchers’ carelessness or inattention. Angell et al., (2007) examined the
ethics/scientific quality boundary in decision letters, and found that RECs did highlight
issues relating to scientific quality (e.g. issues around recruitment or methodology) that
would have been reviewed during the peer-reviewed process. The authors explained that,
while this ‘ethical creep’ can be seen as the REC overstepping their remit, it could also be
that the quality of the science has ethical implications. Both these studies suggest that
there is a degree of ethical creep, where the REC may be overstepping their remit.

There is limited consensus on what constitutes good practice for Internet-mediated
research (Henderson et al., 2012; Rodham and Gavin, 2006; Hair and Clark, 2007;
Zimmer, 2010). For example, researchers have debated how well the concept of privacy
and protecting participants’ identity translates from offline research to the Internet sphere
(Dias, 2003). While both types of research collect identifiable data, Frankel and Siang
(1999) noted that it is possible to collect significantly more data online compared to
offline. In addition, online data can be linked to a greater extent and quicker in
comparison to offline data (Frankel and Siang, 1999; Lindsay et al., 2007; de Montjoye et
al., 2015). Zimmer (2010) noted that the unique combination of seemingly trivial
information can make participants identifiable in Internet-mediated research.

In contrast to the growing debate in the literature and the effort to draft special
guidelines for Internet-mediated research, a recent systematic review (Kempe et al. in
preparation) indicated that ethical conflict seems to be relatively rare in practice. Kempe
et al., (in preparation) suggested that a reason as to why researchers may not have
reported ethical issues in their articles could be that the ethical dilemmas are identified
and resolved during the ethical review stage. While previous research exploring the
content of REC documentation has focused on issues around involving children (Angell
et al., 2010) and adults lacking capacity (Dixon-Woods and Angell, 2009), style (Angell
and Dixon-Woods, 2009, Angell et al., 2007, Angell and Dixon-Woods, 2008) and the
functions of the REC (Angell et al., 2007) limited attention has been given to the types of
ethical issues RECs identify in studies using Internet-mediated methodologies. It is
therefore not known what types of ethical issues the RECs identify during the review

stage for Internet-mediated research involving young people with life-limiting conditions
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nor whether REC refer to the ethical guidelines that have been developed specifically for
Internet-mediated research (e.g. the Ethics Guidelines for Internet-mediated Research

developed by the British Psychological Society (Hewson and Buchanan, 2013)).

3.1.1 Aim and objectives

The objective of the current study was to analyse the content of decision letters
and meeting minutes of two groups of research projects: 1) research involving children
and young people (under the age of 25 years) with life limiting or life threatening
conditions, using internet mediated methodologies and i1) research involving children and
young people (under the age of 25 years) with life limiting or life threatening conditions,

using non-internet mediated methodologies.

3.2 Methodology

3.2.1 Eligibility criteria
3.2.1.1 Document type

Documents were considered for inclusion if they were generated by a UK-based
REC reviewing applications for clinical research. Documents generated by any other type
of REC (e.g. a university-based REC) were excluded from this analysis.

Documents considered were both decision letters (summaries of the REC
meetings circulated to researchers after the meeting information relating to the discussion,
opinion and conditions, if applicable) and meeting minutes for each study were included
in the analysis. The opinion is the final REC verdict given by the end of the meeting,
which is final until the researcher forms a response (if requested). The opinion which can
be favourable, provisional or unfavourable (O’Reilly et al., 2009). A favourable opinion
is equivalent to an approval, while a provisional opinion indicates that the REC has
identified some ethical issues with the application (O’Reilly et al., 2009). An
unfavourable opinion is equivalent to a rejection of the application (O’Reilly et al., 2009).

All included records were given their REC opinion after 2007. This year was
selected as 51% of UK households had home access to broadband (Office for National
Statistics, 2008) and almost 50% of Americans had broadband access at home (Horrigan,

2009).
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3.2.1.2 Population

Studies were included if participants were diagnosed with a life limiting or life
threatening condition as defined by the condition’s inclusion in the Directory of Life-
Limiting Conditions (Hain et al., 2013) if participants were 25 years old or younger, were
on active treatment or surveillance following treatment. Studies of caregivers were
included, but only if part of the study also focused on the patient for whom they cared
(e.g. parent-child dyads).

3.2.1.3 Methodology

Studies were eligible for the group using internet methodologies if any part of the
methodology used the Internet as the main (e.g. online surveys, email, online focus
groups) or underlying platform (e.g. mobile technologies such as smartphones, social
networking sites, social media) in addition to the “Internet of Things” (e.g. Apple
watches). The Internet of Things is a colloquial term used to describe objects (e.g.
watches, glasses, phones) communicating with other objects and the Internet via wireless
connections (Whitmore et al., 2015). Studies employing offline methodologies but

fulfilling all other criteria (i.e. age and diagnosis) were included in the comparison group.

3.2.2 Accessing the documents

The search terms (see table 4 and table 5) were derived from a systematic review
(Kempe et al, in preparation). These were used to search a database maintained by the
Health Research Authority. The database contains individual records of all applications
received via the Integrated Research Approval System (IRAS), including title, abstract
and REC identification number. The records were screened against the inclusion criteria
listed above by the first author and then validated by the second author. Records not

fulfilling the eligibility criteria were excluded at this point.
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Table 4: Search terms associated population characteristics.

Search terms associated

with population

Chronic illness

Teenager

Teenagers

Young adult

Young adults

Life-limiting condition

Life-limiting illness

Life-threatening condition

Young person

Life-threatening illness

Young people

Adolescent

Adolescents

Table 5: Search terms associated methodology characteristics.

Search terms associated with

methodology

Online

Internet

internet

Ipad

Mobile applications

Mobile apps
ehealth
Mobile web

Computer

Computers
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Search terms associated with

methodology

Mobile

cell phone

Smartphone

web

Android

Social networking site

Social networking sites

Text messaging

text messages

e-health

Telemedicine

Laptop

Laptops

IPhone

digital
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3.2.3 Analysis

Several researchers argue that written accounts represent patterns of cultural
construction (Chambers, 2000) and as such written accounts reflect the settings in which
they are created (Hammersley and Atkinson, 1983). By using a combination of thematic
analysis and frequency-based content analysis it is possible for researchers to conduct a
reflective analysis of documents (Silverman, 2011) to understand the meaning and verify
relationships between categories (Altheide, 1987). Previous studies that have studied
REC decision letters (e.g. Angell and Dixon-Woods, 2009; Angell et al., 2007; Angell
and Dixon-Woods, 2008) have used a combination of manifest content analysis and a
thematic analysis of the data. A manifest content analysis focuses on the visible
components of the text, and constitutes a relatively shallow interpretation of the data
(Downe-Wamboldt, 1992; Kondracki et al., 2002). In contrast, the thematic analysis
explores the latent meaning of the data, meaning that the researcher categorizes the data
into emerging themes and then interprets the themes in the content of wider research
(Braun and Clarke, 2006).

A codebook for analysis was developed a priori based on a recent systematic
review (outlined in chapter 2) and an exploration of the literature. Decision letters
pertaining to offline projects from the Louis Dundas Centre were also accessed and used
to inform the development of the codebook, particularly with a view to the structure of
the decision letters. The codebook was drafted and revised thirteen times by piloting it on
a portion (n = 4) of opinion letters and meeting minutes. The first and second author met
four times to discuss the revision of the codebook. The codes and definitions were refined
as a result of this pilot. Through the use of indexing codes (i-codes) it was possible to
systematically explore the data by indexing sections of text. Thereby the i-codes enabled
us to conduct a more categorical and precise coding process. The codebook contained
eight groupings of i-codes: Scientific evaluation, Process Errors, Research involving
Young People, Ethical Principles, Presence of an Illness, the REC, Administration of the
Study and Other (see appendix C for an outline of all codes and definitions).

After indexing the content of the documents, we applied analytical codes (a-
codes). The a-codes, or inductive codes, enabled us to capture interpretations that
emerged from the text. There were four a-codes; The process behind the decision, Clarity
of the RECs recommendations, Relationship between applicant and REC and Conflict.

For the purposes of this study we only coded for Conflict as our a-code, as this theme had
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not emerged in the previous literature. We defined Conflict as instances of disagreements
between the applicants and the REC/individual REC members (see appendix C).

Attributes or descriptive codes were used to capture demographic features in the
data. The attributes categorised the letters and meeting minutes based on: the decision
given by the REC, methodology (Internet-mediated, which were further categorised into
the types of studies found in Kempe et al, (in preparation) or non-Internet studies), the
name of the deciding REC, document type (letter or minutes), participant age ranges,
participant diagnosis, stage in the malignant illness trajectory and non-malignant illness
trajectory (see appendix C).

The final codebook contained 49 i-codes, four a-codes and eight attributes (see
appendix C). Once the codebook was finalised, the first author coded all the documents
using the final draft of the codebook. All documents were entered into NVivo 10 for Mac
where all coding was conducted. It should be noted that studies were not matched on
methodology in the analysis (i.e. comparing face-to-face focus groups to online focus
group).

Following the open coding a manifest content analysis was used to categorise the
surface meaning of the text (White and Marsh, 2006; Rourke et al., 2001) and to calculate
the frequency. We situated the content analysis within a factist framework meaning that
the data was assumed to be a true index of reality (Vaismoradi et al., 2013; Sandelowski,

2010).
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3.3 Results
3.3.1 Returned records
The research summaries website was searched on November 6™, 2015. An outline

of the record selection process can be seen in figure 2.

Records identified through the database search — Records excluded by the first author

and screened (n=19,521)
(n=19,666)
2

Titles screened by the first and second author ~— Full text records excluded and
(n=145) reasons
J (n=67)
e [llness not included in the
Hain’s Directory (n = 44)
e No Internet-mediated

methodology (n = 14)
e Adult participant (n =9)

Records included in the master list — Full text records excluded
(n="178) (n=136)
\!
Eligible documents
(n=42)
\A \2
Internet-mediated Control study
study documents documents
(n=11) (n=31)

Figure 2: Flow diagram illustrating the record selection process.
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3.3.2 Returned characteristics

There were 42 letters included in this study. Eleven decision letters related to
applications for Internet-mediated research studies and thirty-one decision letters for non-
internet mediated research studies.

An overview of the content of decision letters can be seen in table 6. We found
that the content of both the decision letters and meeting minutes were duplicates of each
other. Five of the 11 internet mediated studies were applications for Internet-mediated
interventions, and three of the studies were clinical feasibility studies of using Internet-
mediated methodology. The remaining three records were classified as “other Internet-
mediated methodology” and included study methodologies not identified in the
systematic review (see chapter 2). The last category included for example a study using
Big Data to study a sample with a cerebral palsy population.

Seven of these 11 records were for research involving young people with non-
malignant disorders (e.g. cerebral palsy, congenital heart disease). Of the remaining three
records, two were applications for research involving young people with malignant
disorders (e.g. cancer) and one application for research involving young people with both
malignant and non-malignant diagnoses. Seven of the applications received a favourable
opinion with conditions, and the remaining four studies received a provisional opinion.
On average, it took 28.45 days (SD = 14.33, range = 8-45 days) from IRAS submission to
the researchers receiving an ethical opinion.

Of the 31 studies relating to offline research, four were missing the meeting
minutes although their decision letters were still included in the analysis. Applications for
offline research took on average 23.16 days (SD = 15.35, range = 3-57 days) from IRAS
submission to the researchers receiving the ethical opinion. Nine of the records relating to
offline research were applications for research involving young people with malignant
illnesses (e.g. brain tumours). Eighteen of the applications were for research involving
young people with non-malignant illnesses diagnoses (e.g. HIV), the remaining four
applications related to young people with both malignant and non-malignant diagnoses.
Eighteen of the applications received a favourable opinion with conditions, and thirteen

applications received a provisional opinion.
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Table 6: Overview of the percentage coverage.

Internet-mediated studies

Offline studies

Category Code Percentage coverage Percentage coverage

Recruitment 1.31% 13.87%
Sampling 1.6% 1.11%
Research question 1% 1.22%
Procedure 1.7% 0.96%

Scientific evaluation Measurements 1.57% 0.99%
Bias 0.44% 0.87%
Feasibility 1.99% 1.77%
Data analysis 248 1.47%
Equipoise 1.39% 0.44%
Other issues related to scientific evaluation 0.43% 0.76%
Procedural violation 0.5% 0.68%
Missing information 0.69% 0.56%

Process errors
Slip-ups 0.89% 0.9%
Discrepancies 0.83% 1.54%
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Internet-mediated studies Offline studies
Code Percentage coverage Percentage coverage
Other issues related to process errors 0.47% 0.62%
Responsibility for consent 0.52% 1.02%
. Responsibility for assent 0.32% 0.7%
Research involving :
Language and adjustments 0.78% 1.04%
young people : :
Other issues related to research involving 0.56% 0.8%
young people
Privacy 1.8% 0.82%
Confidentiality 1% 1.38%
Anonymity 1.1% 1%
Harm 1.27% 1.11%
. o Voluntariness 0.61% 1.04%
Ethical principles
Consent process 0.86% 1%
Assent seeking 0.25 0.79%
Other ethical principles 1.2% 0.8%
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Internet-mediated studies Offline studies
Category Code Percentage coverage Percentage coverage
Interference with clinical care 0.83% 0.65%
Importance of participation 1.1% 1.19%
The presence of an Capacity - -
illness Burden of participation 0.83% 1.18%
Other issues related to the presence of an 1.14% 0.82%
illness
Collaborative nature of decision 1.9% 1.02%
Holding applicants accountable 1.6% 1.8%
The individual nature of decision 0.66% 0.5%
The REC Referring to specialist expertise 0.98% 1.11%
Rituals 0.88% 0.65%
Administration 2.16% 2.5%
Further approvals 1.7% 2.75%
Other issues related to the REC 0.89% 0.37%
Other Revisions 1.22% 2.57%
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Internet-mediated studies Offline studies
Category Code Percentage coverage Percentage coverage
Administration of the | Start & date 0.54% 0.3%
study Funding 0.99% 0.43%
Suitability of research staff 1.28% 1.3%
Equipment 0.64% 0.52%
Sponsor 1.12% 1.02%
Outline of the Favourable with conditions 3.27% 4.23%
opinion Favourable without conditions 1.26% 0.2%
Other issues related to the outline of the 2.36% 2.13%
opinion

Note: the percentages in this table are combinations of the percentage coverage from both decision letters and meeting minutes.
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The majority of the documents contained text relating to administration, with a
minor difference between studies using Internet-mediated methodologies (2.16%) versus
offline methodology (2.50%). Examples of administration included:

“We plan to publish your research summary wording for the above study
on the HRA website, together with your contact details. Publication will be
no earlier than three months from the date of this favourable opinion
letter. The expectation is that this information will be published for all
studies that receive an ethical opinion but should you wish to provide a
substitute contact point, wish to make a request to defer, or require further
information, please contact the REC Manager [name], [contact emai].
Under very limited circumstances (e.g. for student research which has
received an unfavourable opinion), it may be possible to grant an
exemption to the publication of the study.”

(extract from letter 28, an Internet-mediated study)

The content analysis showed there was a large marginal difference in the
percentage coverage for Recruitment between the Internet-mediated methodology studies
(1.31%) versus offline studies (13.87%). Content of recruitment discussions in offline
studies included examples such as:

“[the applicant] explained that she would not be doing a service
evaluation and would be approaching participants in order to assess the
transition from childhood to adult care. She explained that she was
confident of being able to recruit 12 participants and involve 12 carers
across the 3 sites. She also stated that a participants' parent's decision to
decline involvement, would not limit their involvement. The Committee
was satisfied with this.”

(extract from letter 19, an Internet-mediated study)

“The committee noted that the control participants would be siblings and
friends of the patient participants and queried if the friends and siblings
would be analysed separately.

[the applicant] stated they will have a single control group which will be
matched for age, gender and socioeconomic status.

The committee commented that from a psychological standpoint, siblings

would exhibit different psychological effects to friends as having a sick
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sibling would affect them. The committee recommended that the
researchers avoided using siblings if possible.

[the applicant] will mainly recruit their control participants from outside
the family. stated that most families don't have any unaffected siblings, as
such they stated they have a youth group they can use to recruit from.”

(extract from letter 17, an offline study)

Capacity to consent was not flagged as an issue in either group. Other issues were
mentioned very infrequently, for example issues relating to bias (0.44% in Internet-
mediated studies versus 0.87% in offline studies) and equipoise (1.39% in Internet-
mediated studies versus 0.44% in offline studies).

The REC did not differentiate between ethical issues in the use of Internet-
mediated methodologies in research to that of offline research. For example, recruitment
and consent have been identified as different in Internet-mediated research compared to
non-Internet based research (Fox et al. 2007; Henderson et al. 2012). However, this was

not obvious from the text of the decision letters:

“How will you recruit and consent? At the Out Patients review. Patients who have
expressed an interest in doing exercise will be identified. They will be given the
information and at least a minimum of one day to consider participating.”

(extract from letter 53, an Internet-mediated study)

The REC did highlight issues around harm prevention: which seemed to imply
that the population studied was considered vulnerable. Measures taken to ensure
protection of participants from harm seemed to be around setting up support system and
clear boundaries for the research team (e.g. research was to be carried out during office

hours only):

“The committee require an established support system in place at the beginning of
the session. 3) The committee request for email interviews to be carried out in
office hours only to minimise the risks for vulnerable people.”

(extract from letter 28, an Internet-mediated study)
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Interestingly wrapped up in the protection of participants was also protection of
their data and security of the websites designed in the research. Despite previous
literature treating data protection and physical or psychological harm prevention as

separate issues, the RECs did not seem to view these as separate issues. For example:

“Care and protection of research participants, respect for potential and enrolled
participants' welfare and dignity

The Committee queried the 'mechanics’ of the online questionnaire, what was
involved and what data protection there are in place for the participant’s
responses.

[The applicant] informed the Committee that the University of [...] has a
subsidiary company who have developed a secure web based questionnaire
service and that all participants are provided with a unique log in password and it
is expected that the participants will access the web based questionnaire once per
month and it is expected that the questionnaire will be completed within a +/- 3-
week period and If not completed the questionnaire would become locked.
Participants will also be sent reminders to complete the questionnaire via one text
message. No identifiable data or confidential data will be stored.”

(extract from letter 28, an Internet-mediated study)

The bulk of the discussion in both the letters and minutes related to the REC
flagging what was defined in this study as minor process errors (e.g. spelling and/or
grammar). This appeared to form the bulk of their review for both Internet-mediated
studies and offline studies and it was not always clear if they requesting corrections to
these process errors in study documents such as consent forms and information sheets, or
in applications to the REC themselves:

“7) Check for typographical and grammatical errors throughout.

(extract from letter 28, an Internet-mediated study)
“The invitation letter requires provision for participants to write their name and

phone number.”

(extract from letter 78, an offline study)
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The ethical merits of these process errors are debatable (Angell and Dixon-Woods,
2009). There were instances where the REC did flag process errors that could have ethical
merit for instance if the correction would lead to an alteration of the meaning of the text or

clarifies inaccuracies in the documents that the participants will see:

“The Committee would like to see the Assent Form revised to add the words "to
about the study" to point 3”

(extract from letter 67, an Internet-mediated study)

“The Committee would like to see the Invitation Letter revised to correct spelling
and grammar.”

(extract from letter 63, an offline study)

However, sometimes the requests were for insertions into the text of these

documents which altered the methodology and possible result of the study:

“Please make it clear that participants do not have to answer any questions in the
questionnaires that they do not feel comfortable answering.”

(extract from letter 17, an offline study)

We identified mixed evidence suggesting that there are instances where the REC
may be more cautious in their appraisal of research involving young people with
malignant or non-malignant illnesses in research. In this context the REC flagged an
ethical issue (such as informed consent) which required the researcher to re-submit parts
of their application documents for a second review:

“[...] The Committee noted that the applicant would allow one week for

individuals to consider consenting and stated that this may be problematic as the

children may forget or be difficult to re-contact. Members advised that if children
expressed an interest, the applicant could suggest and agree a time and day to
telephone the children to give them further information.”

(extract from letter 17, an offline study)
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The RECs did not, contrary to the hypothesis of this study, flag any ethical issues
for Internet-mediated research which were particularly unique. Indeed, their overall
approach to online research did not show any of the paternalistic approach described in
the literature. Rather this was reserved for offline research involving younger children

with a life-limiting illness:

“3. Please clarify what knowledge of their condition younger children would have.

Would they be aware of details such as diagnosis, staging and their treatment

pathway? Please confirm that the parents of these young people would be happy

with them being asked questions of this nature.”

(extract from letter 29, an offline study)

Within these discussions the REC could be described as gatekeeping. There is
ample evidence in the literature across multiple studies (Modi et al., 2014) showing that
children are aware of their diagnosis. Discussions of prognosis particularly when the
outcome is likely to be poor have been cited as one of the key areas that clinicians and
parents were more likely to hesitate to give consent for children to participate (Stevens et
al., 2010). However, a growing number of studies indicates that parents would like to be
asked to participate in research and allowed to refuse if they felt it not appropriate or too
burdensome (Stevens et al., 2010)

“The Committee asked for it to be made clearer in the invitation paragraph of the

PIS [participant information sheet] that if the child does not want to participate in

the research then their care will not be compromised.”

(extract from letter 9, an offline study)

There were two instances of conflict between the researchers and the REC. The
first instance of conflict was identified in a study using Internet-mediated methodology
and centred on the view of one member of the REC committee:

“4. A Committee member felt that this study is too invasive and would not

consider consenting to their own child being recruited into this study. You replied

that this remark is a bit distasteful and that the families she is in touch with would

want to get involved in this study.”

(extracts from letter 19, an Internet-mediated study)
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Interestingly the letter identified one REC member in particular within this
exchange in contrast to other instances where the REC speaks as a group without singling
out any one’s member’s opinion. It is impossible to determine the reasons for this
distancing language from this one instance. It could be that the other REC members did
not agree with this view or there could be another reason for the phrasing of this
language.

The second instance of conflict was a longer exchange related to a study of patient
experience and care during their illness. The Committee expressed some caution about

the use of the term “palliative care” as part of one question.

“The REC queried whether palliative care was important in the research. [the
researcher] replied that it was in the interviews but that she did not want to put

people off participating in the study due to the use of the term. [....]

Members commented that they were trying to understand the needs of the
researchers to support the use of "palliative care". [the applicant] commented
that she would like to ask participants whether they felt there was a role for
palliative care in their disease. The REC queried whether the term "supportive
care" could be used instead. [the applicant] replied that palliative care was used
for the final stages of life whereas supportive care led up to that.”

(extract from letter 7, an application for offline research)

The length and detail of this exchange was not replicated in any other document.
In the exchange it appears that the term “palliative care” can be contentious and this was
revisited over the course of the REC meeting. Given the likelihood for young people who
are in the palliative phase of their disease to be excluded from both Internet-mediated
(Kempe et al., in preparation) and offline studies (Fernandez and Barr, 2006) it would
appear that in this instance the REC may have been hesitant about the introduction of
even the term “palliative care”.

The REC documents also described rituals of the REC meetings. For both
methodology types there seemed to be a ritual of the REC meeting prior to the meeting
with the researcher. During this private meeting the REC meet to discuss the ethical
issues that arise from the application. The documents analysed for this study only

contained references to this private meeting;
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“Other ethical issues were raised in preliminary discussion before your
attendance at the meeting.”

(extract from letter 21, an Internet-mediated study)

“The committee noted in private discussion [...]”
(extract from letter 17, an offline study)
From the documents in this study it is not clear how the private discussion, which

took place behind closed doors, affected the outcome of the application.

3. 4 Discussion

This study analysed the content of decision letters and meeting minutes of two
groups of research projects: research involving children and young people (under the age
of 25 years) with life limiting or life threatening conditions, using internet mediated
methodologies and research involving children and young people (under the age of 25
years) with life limiting or life threatening conditions, using non-internet mediated
methodologies. There are three salient findings from this study. First, the majority of the
content of these documents are taken up with discussion of grammatical and spelling
errors in various documents and applications to the REC. While it is legitimate that the
REC would wish to ensure the suitability of any information provided to participants, the
inordinate amount of time and effort expended on these debates is considered by some to
be outside the remit of “ethics” (Angell and Dixon-Woods, 2009). Indeed, the argument
could be made that by attaching such importance to these more trivial matters, the RECs
are concerning themselves more with copyediting of research documents than with
exploration of the ethical implications of their content.

Second, contrary to expectation and despite the extensive literature exploring from
both a theoretical (Rodham and Gavin, 2006) and pragmatic (Henderson et al, 2012; Fox
et al. 2007) point of view, the ethics of Internet mediated research did not seem to require
additional discussion compared to that of offline studies. There are a number of possible
explanations for this finding. The majority of homes in the UK have had internet access
since 2007 (Office of National Statistics, 2008). Internet use has become commonplace in
everyday life and for a multitude of purposes which were unimaginable in the early stages

of its development. As its use has become more routine, the uncertainty that RECs may
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have expressed in those early days might be less. However, studies were excluded from
this analysis and within the small sample presented here there were no effects for age of
study found. Additionally, it is outside the scope of the current project to assess how
much experience each REC would have had with internet mediated research as a whole. It
was not possible to assess if there were individual differences between those RECs for
whom appraisals of internet research is a rarity to explore in more detail if there is an
experimental effect in REC appraisals of this kind.

Third, and perhaps unsurprisingly, there was some caution experienced on behalf
of the RECs included in this study as to the relative vulnerability of the participants
included in these research studies. Protection of participants was a frequent code in the
discussions. It is well documented that patients receiving palliative care are an
understudied group (Fernandez and Barr, 2006) and indeed a population of researchers
focused on research in a life limited population cited RECs as one barrier to this research
(Beecham et al, 2016). Our analysis supports this view. One source of conflict within the
study was the use of the term “palliative care” and caution was expressed as to the
vulnerability of patients who are young and may not know their prognosis. We do not
know what impact the REC discussions of these issues had on time to approval of these
studies, or indeed how legitimate this discussion was based on the content of the
protocols.

There are some limitations of the current study. First, this study focused solely on
clinical RECs and clinical research. In the context of UK-based RECs this means that
studies that the HRA does not consider “research” were not analysed. The exclusion of
non-clinical studies may have skewed the result, and by including non-clinical studies it
may have been possible to increase the sample size and to strengthen the conclusions of
the study. Second, the use of 2007 as the cut off for study eligibility may have skewed the
result. As with the systematic review, 2007 was selected due the level of saturation of
home broadband in the UK and the USA and to harmonise the findings with the
systematic review.

Third, the search method used to locate eligible records was basic, and reflected a
limitation of the current HRA filing system. It was not possible to implement a more
sophisticated search and as such it is impossible to be sure that there are no other studies
which were not returned by these rudimentary search terms which have been overlooked

by this analysis. In addition, the Research Summary website is updated daily with new

Page 79 of 140



records meaning that almost immediately new studies which may have been eligible
would have been overlooked. Replication of this study is also further hampered as no
doubt new studies would have to be included were this study to be conducted today.
Future studies may want to use additional avenues to more thoroughly locate eligible
records.

The analysis in the current study based only on two types of documents: decision
letters and meeting minutes. Both of these documents are authored by the REC, and refer
to other researcher authored documents such as information sheets, protocols and consent
forms which we did not have access to within this study. By exploring the other
documents associated with the applications it would be possible to explore more
contextual information and more accurately and independently evaluate the evidence for
the RECs claims as to the ethical merits of the studies. Furthermore, it should be noted
that the absence of comments do not necessarily equal a lack of attention by RECs to
these issues. Furthermore, the analysis relied heavily on qualitative analysis, meaning that
there is a degree of subjectiveness inherit in the analysis (Atieno, 2009). The analysis we
conducted was therefore only one interpretation of the data, and the degree of rigour of
the analysis 1s limited to the degree of coding reliability which was not calculated. The
interpretation of the open coding was to some extent grounded in a content analysis,
which categorised the surface meaning of the text (Rourke et al., 2001). However, due to
the small sample size we were unable to determine whether there were significant
differences in frequency between the two groups. The small and uneven sample size also
meant that we were unable to match studies using similar methodology (e.g. comparing
an application for a face-to-face focus group study to an application for online focus
group study).

Despite being an entrenched part of the ethical review system, the study of RECs
and how ethical guidelines are being practically applied has been overlooked by
researchers. The findings of this study contributes to the discussion of the ethics of

Internet-mediated research and how RECs practically apply the guidelines.
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Chapter 4

General discussion

The aim of the thesis was to explore ethical issues that may arise while conducting
Internet-mediated research with young people with cancer. This was done by 1)
conducting a systematic review which identified the ethical conflicts researchers report in
Internet-mediated research and 2) exploring the content of REC documentation and
compare the ethical issues arising in Internet-mediated versus offline research.

Chapter 1 provided an overview of the development of ethical guidelines for
clinical research and how the current review system has been critiqued by researchers.
The chapter also described how the penetration of Internet-meditated technologies into
everyday life has changed research priorities. Following this, the chapter focused on the
debate regarding the uniqueness of the ethical issues arising during Internet-mediated
research. The chapter highlighted ethical issues surrounding research involving young
people with life-limiting/life-threatening conditions. Chapter 1 highlighted a lack of
research on the types of ethical issues (if any) that can arise when conducting Internet-
mediated research with young people with life-limiting/life-threatening condition. This is
despite the recognition that young people receiving palliative care face a unique illness
experience (Taylor et al., 2008; Woodgate, 2008) compared to other age cohorts. The
central aim of this thesis was to explore the ethical issues that can arise during the review
stage and during research involving young people with life-limiting/life-threatening

conditions.

4.1 Ethical issues arising in research involving young people with cancer

Chapter 2 detailed a systematic review of the types of Internet-mediated
methodologies used in research involving young people with cancer and the types of
ethical issues that arise in this type of research. The types of Internet-methodology
currently used in research could be categorized into four different approaches: website-
based interventions, online focus groups, clinical feasibility studies of symptom capture
tools and analysis of conversational data from online discussion forums. Second, we
described ethical issues the authors identified during the course of conducting their
research. The salience of ethical issues varied across methodologies. In addition, the

ethical issues were rarely defined by the other authors. For example, privacy was
Page 81 of 140



discussed in all but one of the methodology categories however, it was never overtly
defined. The lack of an operational definition of for example privacy may explain why
the practical application of privacy varied.

Nine of the papers did not give special attention outside of the method section of
their articles to the ethical issues which arose in the conduct of their research. We
hypothesised that this may be due to researchers in e-health contexts rarely reporting on
the issues that they have encountered in getting ethical approval for their Internet-
mediated studies (Henderson et al., 2013). This phenomena makes it difficult to assess
whether Internet-mediated research require specifically developed guidelines. Regardless,
the results of this review suggest the ethical concerns about Internet-mediated research
may be overestimated and the emphasis on a generation on new guidance may be

misplaced.

4.1.1 Ethical conflicts highlighted by researchers
4.1.1.1 Harm prevention

The authors of the studies included in the systematic review tended to emphasise
protection from harm and privacy/confidentiality. Seven of the authors gave special
attention to issues around protection from harm. In these studies, user-generated content
was reviewed prior to being accessible to other users. The content was reviewed for two
reasons. First, it was done for purposes of moderation and second, to engage with
participants whose physical and/or psychological health was at risk. However, none of the
seven studies stated how often members of the research team were required to moderate
or provide clinical intervention. The actual instances of harm in Internet-mediated
research is therefore not known (Bessell and MacDonald, 2014). Since the incidences of
harm in Internet-mediated research are not well documented, it could be that RECs have a
distorted view of the risk (Shah et al. 2004) associated with this type of research.
Participants who are studied online are considered more susceptible to harm compared to
those studied offline. Given the disinhibiting nature of online interactions (Joiner et al.,
2010) whereby discussions that take place online are more likely to escalate to terms that
they would not offline, this is considered a very real concern. With the attention given to
websites which promote negative behaviours in young people (e.g. websites encouraging
anorexia or risk-taking behaviour such as “Neknominate”) there is a concern that young

people are especially vulnerable to online persuasion. It may be that the committees that
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govern research ethics are cautious in the appraisal of Internet studies in this sphere, and
this may be why the authors of these studies emphasised prevention of harm as an ethical

conflict.

4.1.1.2 Privacy

Issues of privacy and confidentiality have been heavily debated within the
literature on Internet-mediated research methodology (e.g. by Zimmer, 2010). The two
concepts have not been consistently defined and they are in some studies used
interchangeably by researchers. We identified evidence of this in the systematic review
where ten studies used the terms interchangeably. Privacy is a debated ethical and legal
concept (Joinson et al., 2007) but in the absence of individual informed consent, online
researchers are to some extent required to put additional emphasis on protecting
individual privacy and anonymity (Dias, 2003). The protection could be implemented by
replacing usernames with pseudonyms, and removing other identifiable information (e.g.
URLs, location names and specific ages) as was done in the studies included in our
systematic review. These steps reflect how the Internet has increased the interconnectivity
and linkage between information (Frankel and Siang, 1999; Hewson and Buchanan,
2013). There is an increased ability to create links between informational units that may
not on their own be identifiable but that in an aggregated format are unique to an
individual (Zimmer, 2010). For example, Zimmer (2010) described how data linkage
techniques were used to de-anonymise an American college in a study of Facebook
profiles. Similarly, Bobicev et al., (2013) developed a data miner programme that made it
possible to link 75-80% of 6,000 messages of 100-150 words with the authors on two
online in vitro fertilization (IVF) support groups. However, the studies included in the
review tended to focus on more practical issues surrounding Internet-mediated research
e.g. secure data storage (Nosek et al., 2002). We identified no evidence to suggest that
ethical issues around privacy raised specific concerns for the researchers during the
conduct of their study nor that traditional concepts of what privacy is required to be
redefined.

In contrast, the wider debate on ethical issues arising from the use of Internet-
mediated research methodology in clinical research has tended to focus on informed
consent. Consent has been the cornerstone of research ethics since the Nuremberg code

and consent in offline research has become a required component of research practice
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(Sin, 2005). However, the translation of consent onto online research has not been direct
and researchers have struggled with finding the best way to approach consent in Internet-
mediated research (Hudson and Bruckman, 2004). Vayena et al., (2013) argued that the
traditional model of consent is inappropriate for Internet-mediated research as the
information that participants are consenting researchers to use has transitioned from being
personal to becoming a commodity that can be sold, altered or shared indefinitely.
Furthermore, the right to withdraw one’s data, which is part of the concept of providing
consent, cannot be easily translated to some types of Internet-mediated research (such as
studies analysing e.g. written text, big data, images or social media) or in cases where
data is unknowingly provided (through e.g. using websites that automatically collects and
stores data of Internet activity or through IP addresses). The voluntary aspect of informed
consent therefore becomes more difficult for researchers to uphold and ensure
(McNamara, 2013). The architecture of the Internet means that it is difficult for data to
completely disappear indicating that a traditional notion of ‘right of withdrawal’ might
become meaningless and difficult to enforce for researchers using certain types of
methodology, such as ‘big data’. McNamara (2013) argued that it is difficult to guarantee
‘voluntary’ consent, as consent can be implied by providing data, and some types of data
might be collected automatically, such as IP addresses. Taken together it suggests that
online researchers need to re-evaluate the current application of informed consent.
Despite extensive debate on how researchers should be best translate a concept central to
‘traditional’ clinical ethics, informed consent did not appear to be a central issue for the

studies included in this review.

4.1.2 Ethical issues identified by ethics committees during the review stage

Following the systematic review, we explored ethical issues identified by RECs
reviewing Internet-mediated and offline research with young people with life-limiting
conditions. We used the findings from the systematic review to inform the codebook. We
identified 11 documents relating to Internet-mediated research applications and 32
documents relating to offline research applications.

The majority of the documents contained administrative text, regardless of the
methodology under review. In addition to administrative text, a substantial proportion of
the documentation was dedicated to discussing spelling and grammatical errors. While
REC:s are legitimate in discussing spelling and grammatical errors, the amount of effort
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that is currently being spent on these non-ethical issues is seen by some as being outside
the REC’s remit (Angell and Dixon-Woods, 2009). Instances where the REC oversteps its
remit may contribute to a perception of excessive bureaucracy and ‘ethical creep’ (Angell
and Dixon-Woods, 2009). ‘Ethical creep’ can be defined as instances where a regulatory
governance structure continuously expands their remit while at the same time intensifying
the regulation of practices that already falls within its remit. While it can be argued that
instances of the REC commenting on spelling errors are evidence of nit-picking, Angell
and Dixon-Woods (2009) suggested that it may be a result of the REC members wanting
to ensure that all of the information presented to participants was correct. REC document
tended to focus on procedural errors and rarely engaged with concrete ethical issues. The
lack of engagement with ethical issues during the REC meetings may explain in part why

researchers do not tend to report ethical issues (Henderson et al., 2013).

4.1.3 The uniqueness of ethical issues in Internet-mediated research

Findings from both the systematic review and document analysis suggests that
current Internet-mediated research involving young people may not raise unique ethical
conflicts, in contrast to the extensive literature on this topic. With reference to the overall
aim of the thesis, it seems the debate on ethical issues has had a limited affect on how
researchers and RECs practically deal with research involving young people with life-
limiting/life-threatening illnesses. This is evident by the fact that the types of issues
identified during the ethical review stage did not seem to differ significantly from issues
identified in the published report. Furthermore, there is no evidence that the concerns
raised about Internet-mediated research discussed in the literature are necessarily having a
significant effect on research practice.

The ethical decision-making process that researchers and RECs engage in is not
affected by the online versus offline environment where the research takes place
(Rodham and Gavin, 2006). There is therefore a disconnect between the issues
emphasised in the literature (e.g. informed consent) and the issues identified during the
course of a study (e.g. prevention of harm, participant vulnerability). However, the
powerful role of the peer reviewer influence what gets published and this needs to be
acknowledged. Hojat et al., (2003) called peer reviewers “gatekeepers of science”,
describing their influence of a journal editor’s decisions, and by extension the direction of
a scientific discipline.
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The focus on ‘traditional’ ethical issues, such as prevention from harm or
participant vulnerability can be traced back to the historic roots of the modern ethics
(Saginur, 2014). Although the REC highlighted prevention from harm as an ethical issue
they did not clarify why there was a potential risk of harm or how harm was defined.
None of the studies in the systematic review stated how many times a member of the
research team was required to clinically intervene to prevent harm to a participant. No
evidence was for the actual occurrence of negative effects arising from the use of
Internet-mediated research. Previous research suggests that REC members overestimate
the dangers and the risks of harm associated with studies and clinical interventions (Shah,
2004). Future studies should attempt to quantify the actual occurrences of harm
associated with Internet-mediated research, and explore how the actual risks corresponds
with perceived risks. This overestimation of risk may contribute to the perception that
REC:s act as gate-keepers (Gysels et al, 2013; Beecham et al. 2016). Previous research has
reported that researchers perceive the REC as barriers to conducting research with
palliative care populations (Gysels et al, 2013; Beecham et al. 2016) and we did find that
RECs identified issues with palliative care research. It was not possible to determine
whether the researchers from the studies in the systematic review perceived the RECs to
act as barriers in gaining ethics approval. Future studies should explore the extent of
researchers who perceive the REC as barriers. Furthermore, future studies should explore
whether the REC are legitimate in emphasising these issues when appraising applications,

including for palliative care research.

4.2 Methodological limitations and directions for future research

There are some limitations to the systematic and document analysis that need to
be taken into consideration. First, we limited the scope of the systematic review and the
document analysis by excluding documents published prior to 2007. By having an earlier
cut off year we would have had a larger sample size and more importantly it is possible
that ethical issues around Internet research may have been more thoroughly discussed by
researchers and RECs. As mentioned in chapter 2 it can be argued that 2007 as a cut-off
point may have been too of conservative and it may have limited the sample size of the
systematic review and the document analysis. However, it could be that by including
papers published prior to 2007 the review and document analysis may have identified
more historical issues and not necessarily issues pertinent to more recent research
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(Gosling and Mason, 2015). Conducting a comparative review was outside the scope of
the current thesis, and may need to be tackled by future studies evaluating the evolution
(or lack thereof) of ethical issues in Internet-mediated research involving young people.

Second, both the systematic review (in chapter 2) and the document analysis
(chapter 3) relied heavily on qualitative research methodology. While this is not itself a
limitation (Galman, 2016; Silverman, 2016) it does mean that we were unable to
triangulate the findings. The inherent subjectivenss of the method means that the
interpretation presented here is only one interpretation of the data. While steps were taken
to ensure transparency of the analytic process and the robustness of the interpretation (e.g.
the use of two raters and coders) the limits of the interpretative nature of the analysis
needs to be recognised. Furthermore, the reliance on very similar methods of analysis
means that we were not able to triangulate our findings. While there are varying
definitions of triangulation, Cohen and Manion (2000) define triangulation as an attempt
to explain a phenomena from more than one standpoint. The use of mixed methodology
in research has limitations including the increased focused on design and methods rather
than theoretical issues (Flick, 2017). However, methodological triangulation increases the
understanding of the phenomena under study (Bekhet et al., 2012). Future studies should
address the issues with triangulation by engaging with researchers and REC members and
explore whether similar themes emerge from other sources such as interviews or
ethnographic studies of REC meetings.

In addition, the focus of this thesis was limited to clinical research ethics. The UK
has two separate review streams for clinical and social science research. Applications for
social sciences research tend to go through university-based ethics committees. In
contrast, applications for clinical research go through separate ethical committees that
were formally based in hospital trusts (Hunter, 2011). The main difference between the
two streams is that clinical research is required by law to undergo ethical review; in
contrast, social science research is currently undergoing self-regulated and voluntary
ethical review (Hunter, 2014). However, funding agencies stipulates that to be eligible for
funding, the research is required to go through ethical review. Future research should
explore the ethics of social science research using Internet-mediated methodologies,
especially in the instances where this type of research involves young people with
malignant or non-malignant conditions.

Second, this study has focused on the researchers and RECs view on what
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research ethics is and what ethical issues should be raised. A growing number of
researchers are calling for participants to become involved in shaping the development of
research ethics (e.g. Modi et al 2014). Modi et al. (2014) argued that by involving for
example young people in the development of research ethics guidelines it is possible to
create ethical guidelines that are better tailored to the research situations and are more
relevant to the practical application of ethics. The inclusion of e.g. young people would
also ensure that a diverse opinion is represented right at the start of knowledge generation
and increase trust between participants and researchers (Modi et al 2014). Future research
should more actively engage young people with palliative care needs in the debate on
what constitutes ethical Internet-mediated research.

The Internet is becoming increasingly immersed to today’s health care, having
already become an integral part of everyday life across age cohorts. The integration of
technology into everyday life and the health care setting has fuelled the discussion over
what constitutes ethical Internet-mediated clinical research. However, a lack of attention
has been devoted to describing the type of ethical issues in Internet-mediated research
involving young people with life-limiting or life-threatening conditions. While few
studies reported on ethical conflicts arising over the course of the studies, researchers
tended to highlight privacy and prevention of harm. This was replicated in the study
outlined in chapter 3 whereby we identified few ethical issues unique to Internet-
mediated research. This contrasts with the extensive literature on these methodologies
which indicate that Internet-mediated research has unique ethical considerations. There is
therefore a misplaced emphasis in the literature on the need for additional ethical
guidelines specifically developed for Internet-mediated research. The novel findings of
this study contribute to the discussion over the ethics of Internet-mediated research with
young people with life-limited and life-threatening conditions and how RECs are

practically applying guidelines.
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Appendix A

Search terms for the systematic review per database

Pubmed search terms
(("internet"[MeSH Terms] OR "internet"[ All Fields]) OR
web[All Fields] OR online[All Fields] OR
(mobile[All Fields] AND
("technology"[MeSH Terms] OR
"technologies"[All Fields])) OR
("text messaging"[MeSH Terms] OR
("text"[All Fields] AND "messaging"[All Fields]) OR
"text messaging"[All Fields]) OR
("telemedicine"[MeSH Terms] OR
"telemedicine"[All Fields]) OR "ehealth"[All Fields]) OR
e-health[ All Fields] AND (ipad[All Fields] OR
ipads[All Fields] OR
iphone[All Fields] OR
("cell phones"[MeSH Terms] OR
"phones"[All Fields] OR
"smart"[All Fields] AND
"phone"[All Fields]) OR
"smart phone"[All Fields]) OR
"android"[All Fields]) OR
androids[All Fields] OR
(online[All Fields] AND
game[All Fields]) OR
(online[All Fields] AND
games[All Fields]) OR
("computers"[MeSH Terms] OR
"computers"[All Fields] OR
"computer"[All Fields]) OR
("computers"[MeSH Terms] OR
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"computers"[All Fields]) OR

laptop[All Fields] OR

laptops[All Fields] OR

"apps"[All Fields] OR

(online[All Fields] AND applications[All Fields]) AND
("neoplasms"[MeSH Terms] OR

"neoplasms"[All Fields] OR

"cancer"[All Fields]) AND

("infant"[MeSH Terms] OR

"child"[MeSH Terms] OR

"adolescent"[MeSH Terms])

AND ("2007/01/01"[PDAT] : "2016/12/31"[PDAT])

Embase search terms
(cancer.mp. [mp=title, abstract, heading word, drug trade name, original title, device

manufacturer, drug manufacturer, device trade name, keyword] OR exp neoplasm/) AND

((ipad or ipads or anroid or androids or online game or computer or computers or laptop
or laptop or mobile applications or mobile apps or mobile app).mp. [mp=title, abstract,
heading word, drug trade name, original title, device manufacturer, drug manufacturer,

device trade name, keyword] AND

(internet/ OR computer program/ or mobile application/ OR mobile phone/ OR computer/
or personal digital assistant/ OR text messaging/ OR exp telemedicine/ OR telehealth/)
AND (yr="2007 -Current" and child <unspecified age>)

PsychINFO search terms
(cancer.mp. [mp=title, abstract, heading word, drug trade name, original title, device
manufacturer, drug manufacturer, device trade name, keyword]

OR exp neoplasm/) AND

((ipad or ipads or anroid or androids or online game or computer or computers or laptop

or laptop or mobile applications or mobile apps or mobile app).mp. [mp=title, abstract,
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heading word, drug trade name, original title, device manufacturer, drug manufacturer,

device trade name, keyword] AND

(internet/ OR computer program/ or mobile application/ OR mobile phone/ OR computer/

or personal digital assistant/ OR

text messaging/ OR exp telemedicine/ OR telehealth/)

AND limit 23 to (adolescence <13 to 17 years> or adulthood <18+ years>)

TOPIC:
TOPIC:
TOPIC:
TOPIC:
TOPIC:
TOPIC:
TOPIC:
TOPIC:
TOPIC:
TOPIC:
TOPIC:
TOPIC:
TOPIC:
TOPIC:
TOPIC:
TOPIC:
TOPIC:
TOPIC:
TOPIC:
TOPIC:
TOPIC:
TOPIC:
TOPIC:

Web of Science search terms
(internet) OR
(web) OR
(online) OR
(mobile technology) OR
(mobile technologies) OR
(text messaging) OR
(telemedicine) OR
(ehealth) OR
(e-health) AND
(ipad) OR
(ipads) OR
(iphone) OR
(iphones) OR
(smartphone*) OR
(android) OR
(androids) OR
(computer) OR
(computers) OR
(laptop) OR
(laptops) OR
(app) OR
(apps) OR
(mobile application) AND
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TOPIC: (cancer) AND

TOPIC: (child*) OR

TOPIC: (teenage*) OR

TOPIC: (adolecen*) OR

TOPIC: (13 to 25) OR

TOPIC: (young person) OR

TOPIC: (young people)

Refined by: PUBLICATION YEARS: (2011 OR 2013 OR 2014 OR 2009 OR 2012
OR 2003 OR 2010 OR 2008 OR 2015 OR 2007 )
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Appendix B

Standardised data extraction form for the systematic review.

The extraction sheet has been adapted from Social Care Institute for Excellence (SCIE).

2005. Guidelines for preparing a research review: Appendix 2. Accessed on 24/8/2015

from http://www.scie.org.uk/opportunities/ commissions/files/appendix2.pdf.

Drafted on August 24" 2015 by Johanna Kempe and is project specific. This extraction
sheet relates to a review titled “Internet-mediated research with young people with

cancer: a systematic review of research methodologies and intervention efficacy.”

The review is part of a project titled “Online Research: An Exploration of Guidance,
Policies and Regulations Governing Research with Young People with Cancer”, and will

contribute towards an MPhil to PhD upgrade at the Institute of Child Health, UCL in

March 2016.

Please remember to use the authors own words and not your interpretation.

Part1

Administrative notes

Date of review

extraction

Reviewer initials 1. JK
2. EH
Decision following 1. Remain included

Excluded (please specify reasons for exclusion)

Part 11

General information

Full reference (in

APA format)

Document type

Sl

Article

Book

Book chapter

Other (please specify)
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Has the document
been peer

reviewed?

1. Yes
2. No
3. Unsure

Short summary of
article (250 words

max)

Part 111

Setting

Area

1. Primary care setting

2. Secondary care setting
3. Tertiary care setting
4. Outpatient setting
5. Upper secondary school setting
6. University/college setting
7. Other (please specify)
Rationale given for
setting (if not
described please
mark “not
described”)
Other details of
setting, if
described (e.g. ICT
classin a
secondary school,
outpatients ward in
a tertiary care
hospital)
Part IV Sample
Study sample 1. Described (please list)
inclusion/exclusion 2. Not described
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criteria (e.g. a
certain age group,
cancer type, stage
of illness
(remission,
diagnosed within

the past 6 months

etc)
Sampling method 1. Random sampling
used 2. Snowballing
3. Theoretical sampling
4. Stratified sampling
5. Cluster sampling
6. Convenience sampling
7. Quota sampling
8. Panel sampling
9. Other (please specity)
Group 1. Patients (please describe)
2. Survivors (please describe)
3. Other (please describe)
Sample age group
Sample size N =
Gender
distribution
Ethnicity
distribution
Other sample
distribution
features
Part V. Ethics
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REC committee
approached for

approval

Sl

Higher Education REC
NHS REC
No ethical approval needed

Other (please specify)

Please describe:

1) Internet related
ethical issues
mentioned in the

text

i1) General
ethical issues
mentioned in

the text

Part VI. Data collection and Result

Data collection
environment

(please list all that
apply)

wok w N

Online environment

Offline environment

Mobile environment (please specify the operating system)
Mix (please specify)

Other (please specity)

Data collection
method (please list
all that apply)

p—

A S

Focus group

Unstructured/semi-structured/ structured Interviews -
offline (please specify)
Unstructured/semi-structured/ structured Interviews -
online (please specify)

Social media - observational study of pre-existing social
media, (please describe)

Social media - observational study of social media
created for research purposes (please describe)
Observational study (other — please describe)

Online questionnaire

Offline questionnaire

Information from a database/Big data
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10.
11.
12.
13.
14.
15.

Online games

Mobile game

Mobile app

Online intervention (website based)
Mobile app intervention

Symptom checkers

. Other (please specify)

Research type

> D

Clinical trial- non-psychological(please specify)
Clinical trial-psychological (please specify)
Observational study

Other (please specify)

Mode of access

1. Computer

2. Laptop
3. Mobile device (e.g. phone, tablet)
4. Mix (please describe)

Result (please

copy and paste)

Conclusion

Part VII. Stakeholder involvement

Who create the
Internet

technology?

Who was
consulted prior to
the study

commencing?

Other information
regarding
stakeholder

involvement

Part VIII. Implications
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Please list any implications for:

Healthcare policy

Clinical practice

Research policy

Research practice
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Appendix C

Outline of the nodes, analytical codes and attributes for the document analysis

This document is the fifth version (draft 13) of a code book for a document
analysis titled “Ethical issues in Internet-mediated research with children and young
people (aged 0 to 25 years) with life-limiting illnesses or life-threatening conditions: A
document analysis of research ethics committee documentation”. The document contains
the definitions associated with the nodes, A-codes and the attributes. The codebook was
drafted by JK with input from other members of the research team at the Louis Dundas
Centre for Children’s Palliative Care. It should not be used for other projects without the

written approval of the original author.

Table 1: Nodes and definitions

Scientific evaluation

Node Definition Source(s)

Recruitment: Angell and Dixon-
Portions of text relating to the way participants are | Woods, (2009)
recruited into the study. This includes, but is not Angell et al., (2008)
limited to, discussion of recruitment through
databases, health care professionals, flyers and
other types of advertisement.

Sampling:

Portions of text relating to the way participants are
sampled. This includes, but is not limited to,
eligibility and numbers to be recruited to the
sample.

Research question:
Portions of text relating to the study hypotheses,
aims and objectives.

Procedure: The node was added
Portions of text relating to the study methodology. | following discussion
by EH and JK on
2016-05-25
Measurements:

Portions of text relating to how outcomes are
determined, the data is collected, particularly

Page 127 of 140



questionnaire data, biological data and symptom
data.

Bias:
Portions of text associated with systematic errors
(e.g. in study design or data measurements).

Feasibility:
The likelihood of a study being delivered
successfully and as planned.

Data analysis:
Portions of text relating to how the data is
processed and analyzed

Equipoise:

Portions of text associated to the genuine
uncertainty of the merits and/or benefits of the
whole and/or part of study.

Cook and Sheets
(2011)

Note. The definition
was revised following
discussion by EH and
JK on 2016-05-25

Other issues related to scientific evaluation:
Portions of text related to scientific evaluations
that are not captured by the other codes.

Process errors

Node

Definition

Source(s)

Procedural violation:

Failures of the applicant to follow correct
procedures in their application to the REC (e.g.
submitting the wrong form).

Angell and Dixon-
Woods, (2009)
Angell et al., (2008)

Missing information:
Information absent in the original application, or in
the associated documents sent to the REC.

Slip-ups:

Minor spelling and/or grammatical errors and/or
issues in the translation of research documents in
the application to the REC or any of the associated
documents.

The definition was
revised following
discussion by EH and
JK on 2016-05-25

Discrepancies:
Inconsistencies within the application or the
associated documents given to the REC.
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Other related to process errors:

Portions of text related to process errors in the
REC applications or associated documents that are
not captured by the other codes.

Research involving young people

Node | Definition Source(s)

N-16 Responsibility for consent: Angell and Dixon-
Portions of text relating to the process of obtaining | Woods, (2009)
affirmation of participation from potential Angell et al., (2010)

participants. This includes discussion of the
consent or assent forms that researcher should use
and the procedure for seeking consent.

N-17 Responsibility for assent:

Portions of text relating to the process of obtaining
affirmation of participation from potential
participants. This includes discussion of the
consent or assent forms that researcher should use
and the procedure for seeking consent.

N-18 Language and adjustments:

Portions of text related to revisions to study
documents which the REC cites as being requested
due to the participant’s age or developmental
stage. It includes edits to consent or information
sheets, revisions to the methodology or study
protocols and procedures including changing the
sample participants’ age, allowances for perceived
capacity and/or being a child (e.g. prevention of
interference with school).

N-19 Other issues related to research involving young
people:

Portions of text relating to research involving
young people that are not captured by the other
codes.

Ethical principles

Node Definition ‘ Source(s)
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Privacy:

Portions of text related to the collection, use,
retention, disclosure and/or destruction of
personally identifiable information. Specifically,
this code relates to the steps taken to protect
individuals. NB: data access and data sharing is
covered by N-21 Confidentiality.

Chen and Zhao (2012)

Confidentiality:

Portions of text related to who has access to it
during the course of the study and how data is
shared between a) the researcher and the
participant, b) the participants, c) participants and
their healthcare professional, and/or d) research
team and healthcare professionals.

Zimmer (2010)
The definition was
revised following

discussion by EH and
JK on 2016-05-25

Anonymity:

Portions of text related to the steps taken to protect
information and the degree of control an individual
has over what it is known about his or hers private

information.

(Gibson et al., (2013)

Harm:

Portions of text related to negative effects of
participation including but not limited to
detrimental physical and psychological.

The node was added
following discussion
by EH and JK on
2016-05-25

Note: The definition
was revised following
discussion by EH and
JK on 2016-06-02.

Voluntariness:

Portions of text related to the young person’s
and/or parent’s autonomous choice as to whether
he or she wishes to participate in the research
process. It includes how participants are recruited
in a way which respects their ability to retain their
research participation as separate to the care they
may be receiving by the research and/or clinical
team supporting it. In addition this code applies to
portions of the text relating to the right to
refuse/withdraw participation in whole and/or parts
of the study.

McNamara (2013)
Vayena et al., (2013)
The definition was
revised following
discussion by EH and
JK on 2016-05-25
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Consent process:

Portions of text relating to who should be
approached during the consent seeking process and
the documents used during the consenting process
(e.g. information sheets).

NB. This code covers portions of text not covered
by the code “Responsibility for consent and/or
assent”.

Vayena et al., (2013)

Note. The definition
was revised following
discussion by EH and
JK on 2016-05-25

Assent seeking:

Portions of text relating to who should be
approached during the consent seeking process.
NB. This code covers portions of text not covered
by the code “Responsibility for consent and/or
assent”.

Vayena et al., (2013)

Other ethical principles:

Portions of text relating to ethical principles that
are not captured by the other codes. NB. This code
not apply to portions of the text relating to harm.

The presence of an illness

Node

Definition

Source(s)

Interference with clinical care:

Portions of text describing issues arising from the
extent to which research participation interferes
with a young person’s clinical care. This can also
be applied to repeated measures that are part of
clinical care.

Note. The definition
was revised following
discussion by EH and
JK on 2016-05-25
Note. The definition
was revised following
discussion by EH and
JK on 2016-06-02.

Importance of participation:
Portions of text relating to why patients with an
illness are recruited.

Dixon-Woods and
Angell (2009)

Capacity:

Portions of text relating to capacity for
participation (this code includes intellectual and/or
physical capacity). NB. This code should not be
applied to capacity to consent.

Dixon-Woods and
Angell (2009)

Note. The definition
was revised following
discussion by EH and
JK on 2016-05-25
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Burden of participation:

Portions of text relating to the actual or perceived
burden of participation, including time taken to
participate, costs associated with participation.

Other issues related to the presence of an illness:
Portions of text relating to the presence of an
illness that are not captured by the other codes.

The REC

Node Definition Source(s)

N-33 Collaborative nature of decision: O’Reilly et al., (2009)
The emphasis on shared authorship of the decision | Definition revised
and the REC as a collective unit and the shared after discussion
authorship between the REC and the applicant(s). | between JK and EH

on 2016-05-25

N-34 Holding applicants accountable: Definition revised
Instances where the REC appeals to the ethical, after discussion
legal and/or scientific deficiencies of the between JK and EH
applications or the research team. on 2016-06-02.

N-35 The individual nature of decision: Added after discussion
Portion of the text relating to the individual nature | between JK and EH
of the decision and/or opinion (e.g. an individual on 2016-05-25
REC member making a decision or expresses an
opinion).

N-36 Referring to specialist expertise: Note. The definition
Instances where the REC appeals to specialist was revised following
expertise (e.g. a statistician other institutions discussion by EH and
and/or a specialist patient groups including PPI, | JK on 2016-05-25
and/or regulative bodies giving advice and
materials) to reinforce their requests,
suggestions or directives for amendments. NB:
this code excludes sub-committees.

N-37 Rituals: Added after discussion

Portion of the text relating to processes and/or
activities associated with meetings including (but
not limited) to who takes the meeting minutes and
how the REC are meeting (e.g. in private).

between JK and EH
on 2016-06-02.
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N-38

Administration:
Portion of the text relating to study or REC-
specific processes and/or activates that the

applicant or REC members are expected to follow.

This code should also be applied to portion of the
text relating to standardised texts provided by the
REC to the applicant.

Added after discussion
between MBL, EH
and JK on 2016-05-19
Note. Edited after
discussion between JK
and EH on 2016-05-25
as “Clerical
information” and

“Administration”
significantly
overlapped.
N-39 Further approvals: Added after discussion
Portion of the text relating to any further approvals | between JK and EH
that the researcher may be required to obtain (e.g. | on 2016-05-25
registration with other organisations).
N-40 Other issues related to the REC:
Portions of text relating to the REC that are not
captured by the other codes.
Administration of the study
Node Definition Source(s)
Start and end date:

Portion of the text relating to when a study will
start and/or end. In addition this node should be
applied to portions of the text relating to study
duration.

Funding:
Portion of the text relating to the funders and/or
funding.

Suitability of research staff:

Portions of text relating to the appropriateness of
research staff including who the person is,
credentials, qualifications and training
opportunities (e.g. accessing professional
development course on statistics) and support
systems in place to support the staff (e.g.
psychological support).

Added after discussion
between JK and EH
on 2016-05-25
Definition revised
after discussion
between JK and EH
on 2016-06-02.
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Equipment:
Portion of the text relating to the devices used
during the study.

Sponsor:
Portions of text relating to study sponsorship.

Added after discussion
between JK and EH
on 2016-05-25

Outline of Opinion

Node

Definition

Source(s)

Favourable with conditions:

Portions of text relating to issues around further
revisions/amendments and/or other changes
requested by the REC following a favourable
opinion and how the section was written.

Added after discussion
between JK and EH
on 2016-05-25

Favourable without conditions:

Portions of the text relating to the outline of
opinions where the REC does not require further
revisions/amendments and/or other changes.
Includes how the section was written.

Added after discussion
between JK and EH
on 2016-05-25

Other issues related to the outline of opinion not
covered by other codes:

Portions of the text relating to the REC opinion
that are not captured by the other codes.

Added after discussion
between JK and EH
on 2016-05-25

Other

Node

Definition

Source(s)
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N-49 Revisions: Added after discussion
Portions of text related to changes/adjustments to | between JK and EH
study documents which the REC request. It on 2016-05-25
includes edits to consent or information sheets,
revisions to the methodology or study protocols
and procedures.

NB. This code covers portions of text not covered
by the code N-18 “Language and adjustments”.

Table 2: A-codes and definitions.
Number | A-code and description

The process behind the decision:
The emphasis in the letters and minutes on the process leading up to the
REC decision.

Clarity of the RECs recommendations:
The difference between a mandatory and a suggested amendment.

Relationship between applicant and REC:
The relationship between the REC and the applicant (e.g. the level of
formality in the language used, the difference in implied power).

Conflicts:
Instances where there is a disagreement between the applicant and the
REC, between applicants or between individual REC members.

Table 3: Attributes with descriptions

Number Name and description Notes
Att-1: Favourable (without conditions): Added after
Decision: The Approval of the application for a research study by |discussion
REC opinion that [the ethics committee without the need to make between JK and
is given to the revisions. EH on 2016-05-
25
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applicant after the
REC meet.

Favourable (with conditions):

Approval of the application for a research study by
the ethics committee with the need to make
revisions before the study can go ahead.

Added after
discussion
between JK and
EH on 2016-05-
25

Provisional:

The REC has identified some ethical issues within
the application. The ethical issues will need to be
addressed before the REC can provide a final
opinion and the study can begin.

\Unfavourable:
A rejection of the application for a research study
by the ethics committee.

Outside remit:

Certain types of research (e.g. service evaluations)
do not require a REC review, and these are not
given an opinion. The REC in this instance reserves
the right to defer the application to another body for
approval (e.g. an audit committee).

Att-2:
Methodology
This attribute
applies to the
research
methodology used
in the study.

Online discussion forum:

An online discussion forum is a virtual space where
individuals can connect and exchange information
and support (Bender et al., 2011). It is usually text
based, but posters can also post videos, pictures and
other media.

Online focus group:

A text-based group discussion conducted for the
purpose of research on an Internet-based platform
where participants are geographically disperse
(Tates et al., 2009). Usually these groups are
mediated by a researcher who poses questions to the
group as in an offline focus group. Groups can be
synchronous or asynchronous and can employ a
variety of technologies to connect participants and
researchers.
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Internet-mediated clinical feasibility study:
A study evaluating the capability of using Internet-
mediated platforms to collect data prior to
conducting a clinical trial (Rajadhyaksha, 2010).
Examples include:

- Smartphone applications

- Symptom checkers

- Pilot studies of online surveys

- Pilot studies of outcomes for larger studies

Internet-mediated intervention:

An intervention which aims to deliver a positive
behavioural change where a majority of the content
delivered via Internet-based platforms (Barak et al.,
2009).

Other/Internet:

Methodologies that are not captured by the other
categories but which use internet mediated
platforms.

Other/offline methodologies:
Methodologies that does not include Internet
platforms

Att-4
Document type:
decision letter
versus meeting

Decision letter:

A letter that is circulated to the applicants following
a meeting with the REC. The letters contain details
of the REC opinion, revisions and/or suggestions.

Added after
discussion
between JK and
EH on 2016-06-

minutes The letter is written by staff attached to the REC. |02
Meeting minutes: Added after
A formal record of what happened during the discussion
meeting. between JK and
EH on 2016-06-
02
Att-5 0-10 years old: NB. Select all
Participant age:  |Apply this code when the age range 0-10 years is  |codes that apply
This attribute explicitly mentioned. (e.g. if the age
applies to the range of the

participant’s age

and should be used

when there is a

10-16 years old:
Apply this code when the age range 10-16 years is
mentioned.

study is 8-13
years, then use
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reference to the
age of the
participant
expressed either as
a number (e.g. 10-

16-18 years old:
Apply this code when the age range 16-18 years is
mentioned.

18-25 years old:

code “0-10” and
code “10-16).

This attribute
relates to the type
of illness. All
diagnoses must be
listed in the Hain

16 year olds) or Apply this code when the age range 18-25 years is
expressed as a mentioned.
developmental/traniiyo oo Jimit exceeded:
sitional stage (e.g. Apply this code when the age range of the
young people, participants exceeds 25 years.
child).
Age not defined but in range:
Apply this code when a developmental stage (e.g.
child, teenager) is mentioned but there is no explicit
mention of an age range.
Att-6 Malignant:
Participant A life-limiting or life-threatening cancer (e.g.
diagnosis: leukaemia).

INon-malignant:

A life-limiting or life-threatening condition that
excludes cancer diagnosis (e.g. cystic fibrosis, SMA
1, SMA 2).

The illness stages
of a malignant
condition.

Directory.

Att-7 Diagnosis:

Malignant illness [The stage between the time of receiving the
trajectory: diagnosis up until the first recurrence of the disease.

First recurrence:

The stage between the first recurrence until the
second recurrence (if there was one) or death or end
of study (whichever comes first).

Second recurrence:

The stage between the second recurrence until the
third recurrence or death or end of studies
(whichever comes first).

Third recurrence:

The stage between the third recurrence until the
fourth recurrence or death or end of studies
(whichever comes first).
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Fourth recurrence:
The stage between the fourth recurrence up until
death or end of study (whichever comes first).

Post-death (malignant):

Up to 40 days after the death of the child including
information on storing the child’s body, post-
mortem and collection of other tissue after death.

Att-8
INon-malignant
illness trajectory:
This attribute
relates to the stages
of non-malignant
condition.

Diagnosis:
The stage between the time of receiving the
diagnosis and the first examination.

First examination:
The stage between the time of the first examination
and the first exacerbation.

First exacerbation:
The stage between the first exacerbation and
recovery.

Recovery:
The stage between recovery and a period of
increased hospitalisation.

Increased hospitalisation:

The stage between the period of increased
hospitalisation and an increasing number of
complications.

Complications:
The stage between an increasing number of
complications and further deterioration.

Deterioration:
The stage between increasing deterioration and the
terminal phase of the illness.

Terminal phase:
The stage between the terminal phase and death.
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Post-death (non-malignant):

Up to 40 days after the death of the child including
information on storing the child’s body, post-
mortem and collection of other tissue after death.
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