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What is new?

Key findings

PIL descriptions regarding current and future use of participant data and biological samples
are often insufficiently detailed or ambiguous. The majority fail to adequately describe how
data confidentiality will be maintained, to specify the intended duration of data storage or
specify whether data will be used in future studies or shared with other researchers. Many
PILs do not specify the purpose for obtaining biological samples, whether samples will be
anonymously stored/deidentified or whether participants will be informed of their own
individual-level results. Few of the included PILs were related to trials with patient and public
involvement (PPI).

In the absence of published guidelines on describing current use and future re-use of
participant data and samples to trial participants in PILs, we provide eight suggested
recommendations of items that should be included in PILs to improve practice, help trial

teams when designing PILs and better meet trial participant knowledge needs.

What this adds to what is known related to methods research within the field of clinical
epidemiology

Prior research to date has evaluated the opinions of focus groups and potential trial
participants on the sharing and re-use of participant data and biological samples. Our study
builds upon this work, evaluating current practices via an in-depth, qualitative assessment of
the descriptions of current use and future re-use of data and samples in a large corpus of PILs
(n=240) from across the UK and Ireland. We also provide a summary of adequate and

inadequate descriptions of these issues to help inform future PIL development.




What is the implication, what should change now?
In the absence of published guidelines on describing current use and future re-use of
participant data and samples to trial participants in PILs, we provide eight suggested

recommendations of items that should be included in PILs to improve practice and help trial

teams when designing PILs.




ABSTRACT

Background and Objectives:

With greater availability of participant data and biobank repositories following clinical trial
completion, adequately describing future data and biological sample re-use plans to trial
participants is increasingly important. We evaluated how trial teams currently describe current
and future use of participant data and biological samples in participant information leaflets
(PILs).

Methods: Retrospective qualitative analysis of 240 PILs (182 clinical trials) in Ireland and the
UK. Descriptions of data and sample use/re-use were extracted and analysed using a four-stage
pragmatic content analysis approach. A recommended list of questions to be addressed by trial
teams when designing PILs was developed.

Results: Of the 240 included PILs, 85% specifically mentioned, or directly implied, how
confidentiality of participant data would be maintained; 38% were considered by the authors to
adequately describe how data confidentiality would be maintained (i.e. the PIL specifically
mentioned data deidentification and compliance with data protection regulations); 47% reported
the intended duration of data storage (mean 15; SD £9 years); 40% specified if data would be
used in future research studies and 28% stated if data would be shared with other researchers. Of
the 117 PILs stating biological samples would be collected from participants, 80% provided a
reason for requesting the sample, 66% stated whether stored samples would be deidentified, 21%
specified if individual-level results would be made available to participants and 70% specified
whether samples may be used for future studies. Of the 73 PILs specifying planned future sample
storage, 18% stated the intended duration of storage and 48% specified if samples would be

shared with other researchers. A list of eight recommended questions to be addressed by trial



teams when designing PILs were identified, e.g. ‘“What is the intended duration of data and
sample storage for the current study?’.

Conclusion: PILs often provide insufficient detail regarding plans for current use and future re-
use of participants’ data and their biological samples. The majority do not adequately describe
plans for maintaining data confidentiality. Best practice approaches to describing data use and re-
use in PILs are needed. This will require multi-stakeholder input, including potential trial

participants to progress this.

Keywords: participant information leaflets, communication, trials, data use, biological samples
Running Title: Describing data use and biological sample use and re-use in PILs

Tables: 5
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1. BACKGROUND:

Participant information leaflets (PILs) are necessary to provide information in order to obtain
informed consent from clinical trial participants. PILs are written documents, approximately 15-
20 pages in length, which provide detailed information necessary to support a potential trial
participant in making an informed choice about participating in a trial. They are similar to
'consent forms' utilized in US trials'. PILs should be easy to understand and provide a
sufficiently detailed, yet concise, description of relevant study procedures?. With the increasing
availability of participant data and biobank repositories following completion of trials, there is a
growing awareness of the importance of adequately describing future data and sample re-use
plans to trial participants®. However, in current PILs, descriptions of current and future use of
trial participants’ data and their biological samples may not be sufficient to meet regulatory
requirements or participants’ needs. For example, a group consensus document on the sharing
and re-use of clinical trial data identified the following participant knowledge needs: sufficient
information to obtain explicit informed consent from trial participants, adequate descriptions
regarding the sharing and re-use of participant data for research purposes, and a clear description
of data de-identification steps, data storage and data sharing plans®. In studies and surveys of
potential trial participants, the most important concern cited by potential trial participants is the
need for appropriate privacy and protection of their data*. While general guidelines exist on the
development of PILs for a clinical context’, there is a paucity of dedicated guidelines specific to
PIL development for clinical trials®. In addition, many of the currently available guidelines for
participant information documents focus solely on formatting, literacy and readability>>!2, with

few to none describing the ideal minimum required content for informative PILs'?.



Current General Data Protection Regulations (GDPR) introduced in 2018, require study
sponsors to inform trial participants about how their personal data will be stored and
processed'*!°. However, there are currently no guidelines on the best practice approach to
describing current use and future re-use of participant data and biological samples in clinical trial
PILs. In fact, knowledge of how trial teams address this within current PILs is not recorded. It is
imperative that an evidence-based, standardised approach for describing these issues to trial
participants is available, to assist trial teams when designing PILs that meet participants’
knowledge needs. To do this, we first need to evaluate how trial teams currently address this
issue within PILs.

The aim of this retrospective study was to evaluate how trial teams describe the current
use and future re-use of participant data and biological samples in clinical trial PILs. We also
identified adequate and inadequate examples of this practice and developed a list of

recommended questions to be addressed by trial teams when designing PILs.

2. METHODS:

Data collection and extraction

For a prior study, we collected PILs from trial units in the UK and Ireland'. In brief,

PILs were collected for a Health Research Board Trials Methodology Research Network funded
study. A request for PILs was placed to all Irish Clinical Trials Units (CTUs) and all UK CTUs
(n=52) using publicly available contact details in October 2020. CTUs are units which have
specific expertise in the design and delivery of clinical trials and typically coordinate the running
of several clinical trials at any one time. Thus, they are a diverse sample for sourcing PILs. This

request was supplemented by using existing PIL datasets which had been collected for existing



projects led by co-applicants. Collated PIL versions ranged between the years 2003 and 2020.
We included PILs from randomised controlled trials (RCTs) of any phase, including PILs
designed for adults, minors, parents of minors, legal representatives of individuals lacking
capacity to provide informed consent, and adults later regaining capacity to provide informed
consent during a trial. If trial units provided more than one PIL for an individual trial, only the
most recent PIL version was included. Some trials had a separate PIL and informed consent form
(ICF) (n=29), information from these was also included. For the current study, data were
extracted on general trial characteristics including trial design, phase, intervention and control
arms, and descriptions of current use and future re-use of participant data and biological samples
(Supplemental Table 1). Microsoft Excel was used for data extraction and recording and SPSS
v28.0 was used to quantitatively summarise the data. The Standards for Reporting Qualitative

Research were followed in reporting this research'®.

Pragmatic content analysis

For the analyses, we utilised a pragmatic content analysis approach as per Bengtsson et al.
consisting of four stages: data decontextualisation, re-contextualisation, categorisation and
compilation'”. The unit of analysis was the individual trial PIL. A meaning unit was defined as
the smallest number of sentences and paragraphs required to answer the relevant research
question'®. For the purposes of this study, this included any words, phrases or sentences related
to current use or future re-use of participant data and biological samples. For example, “..your
doctor will send basic information about you...to the Trial Office...where it will be securely
stored”. We modified the pragmatic content analysis by including extra validation steps, as

described below.



Stage One — Data decontextualisation and categorisation

We reviewed 240 PILs and extracted the relevant meaning units. Meaning units were coded and
categorised using an inductive process as sequentially more PILs were reviewed. ERM devised
the data categorisation framework and then piloted this framework by completing data
categorisation on seven PILs. The data categorisation for these seven PILs was then reviewed by
FS and NK, to enhance the reliability and consistency of the categorisation process'®. Any
discrepancies in the pilot phase were resolved by group consensus (ERM, FS and NK).
Following completion of this pilot phase, four main categories and 27 sub-categories were
created. ERM then extracted the relevant meaning units and categorised the data for the
remaining 233 PILs. Of note, one sub-category item, ‘Was the PIL description of how
participant data would be confidentially maintained, adequate?’ required the opinion of the
authors. For this, all three authors agreed a definition of ‘adequate’: as one which mentioned
both 1) deidentification of participant data, e.g., via use of a unique trial ID number/code, and 2)
compliance with GDPR/Data Protection Act or other similar named regulation. For the
subcategory item ‘Did the PIL mention if the biological sample would be stored in an
anonymised or deidentified format?’, we considered samples stored using a trial ID number and
no more than one identifier (e.g. date of birth or participant initials) as a deidentified or
anonymised sample. We considered samples stored using two or more identifiers as not

deidentified or anonymised, due to the greater risk of sample identification in this setting.

Stage Two — Data re-contextualisation, refinement of data categorisation.



Following completion of data categorisation, ERM re-reviewed and reverse compared all
meaning units and data categories with the extracted descriptions from the 240 PILs, to ensure
data were accurately captured without loss of important or relevant information. Any ambiguous
meaning units were discussed at an online discursive meeting (ERM, FS and NK) and group
consensus was reached regarding these. Examples of ambiguous terminology are included in

Supplemental Table 2.

Stage Three —Validation of data categorisation

Ten percent of included PILs were randomly selected by FS using a random number generator,
in line with previously reported rates for source data verification!®. Two reviewers (FS and NK)
then independently validated and verified data categorisation for this subsample of PILs, to
further improve reliability and consistency of the data categorisation process. Any discrepancies
in data categorisation following the 10% review were resolved by group consensus during an
online discursive meeting (ERM, FS and NK). “This process involved a group review of the
original descriptions included in the selected PILs, followed by a group discussion and a
majority vote to reach a final consensus decision. Of note, <5% of items checked were discrepant
between reviewers (1.6% [5/312] of items checked were discrepant between reviewers ERM and
FS and 2.6% [8/312)] of items checked were discrepant between reviewers ERM and NK). In
addition, for the single sub-category item requiring the reviewer’s opinion (i.e. was the
description of maintaining confidentiality of data adequate?), a subsample of PIL descriptions
were provided to a Quality Assurance Manager in a Clinical Trials Unit for further external

validation. This included five examples of adequate descriptions, five examples of inadequate
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descriptions and three examples of ambiguous terminology. No discrepancies in data

categorisation for this item were noted (13/13 examples, 100% agreement).

Stage Four — Data compilation

Data were compiled using a manifest analysis process, a process which aims to remain close to
the original text by describing what is stated in the PILs'”. We described data categories and
subcategories quantitatively, using descriptive statistics, and qualitatively, using illustrative

quotes from PILs.

Stage Five — Drafting recommendations
Following completion of the above stages, we then identified a list of recommended questions to

be addressed by trial teams when designing PILs.

3. RESULTS:

PIL and trial characteristics

A total of 240 available PILs from 182 trials provided information on current use and future re-
use of participant data and/or biological samples. All 240 PILs were published in English and
39% (n=94) used graphical illustrations (e.g. images, flow charts and/or tables) to describe the
trial. The majority (63%, n=152) of PILs targeted adults, however minors (15%),
parent/guardians (12%), legal representatives (4%) and other groups were also represented.
Nineteen (8%) of the included PILs were related to trials which included patient and public

involvement (PPI). Vulnerable patient populations (defined in table 2, footnote) were included in
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34% (n=62) of trials. Table 1 provides a detailed breakdown of PIL characteristics and their

related trials.

Table 1. Characteristics of included participant information leaflets and clinical trials

PIL characteristics (N=240) n (%)
PPI involvement mentioned 19 (8%)
Graphics included 94 (39%)
PIL target population
Adults 152 (63%)
Minors 37 (15%)
Parent/caregiver (trials of minors) 28 (12%)
Legal representatives 9 (4%)
Participants regaining capacity for informed consent during the trial 14/ (6%)
Trial Characteristics (N=182) n (%)
Drug trial’ 25 (14%)
Non-drug trial® 85 (47%)
Mixed intervention trial® 70 (38%)
Vaccine trial 2 (1%)

No. of trial arms

2 151 (83%)
3 15 (8%)
4 6 (3%)
5 3 (2%)
6 1 (1%)
Other? 6 (3%)
Commercial trial® 24 (13%)
Vulnerable participant population® 62 (34%)
Multiple PILs 22 (12%)
Disease area
Oncology 34 (19%)
Obstetrics and gynaecology 21 (12%)
Cardiology 19 (10%)
Nephrology 18 (10%)
Neurology 10 (7%)
Respiratory 9 (5%)
Gastroenterology 8 (4%)
Infectious diseases (including covid-19) 8 (4%)
Rheumatology 7 (4%)
Dermatology 4 (2%)
Dentistry 3 (2%)
Endocrinology 3 (2%)
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Paediatrics 2 (1%)
Psychiatry, Psychology and Mental health 2 (1%)
Orthopaedics 2 (1%)
Other’ 32 (18%)

'Drug trial: Both the intervention and comparator were drugs.

2Non-drug trial: Both the intervention and comparator were non-drugs.

3Mixed interventions: The intervention and/or comparator included both drugs and non-drugs.

4Other: Trials included varying numbers of intervention arms, e.g. intervention arms with varying drug doses.
SCommercial trials: Trial funding was obtained from a commercial company or trial was linked with a commercial
company with a potential conflict of interest, e.g., pharmaceutical company providing drugs free of charge.
®Vulnerable populations were defined via the local ethics committee and ICH-GCP definitions and included: infants
and children aged 17 years and under, pregnant women, institutionalised individuals (prisoners, nursing home
residents, or residents of mental health institutions), critically ill/ICU patients/patients on ventilators/patients unable
to provide consent, adults aged 60 and over, participants with learning disabilities, participants with dementia, adults
with terminal illness, homeless individuals and refugees, adults with mental illness, and members of the armed
forces and medical/nursing/dental/ pharmacy students where there was a hierarchy in the trial that could influence
the decision to take part voluntarily.

"Other: other disease area with <2 trials in that disease category.

Participant information leaflet descriptions of current use of participant data

All 240 PILs provided some description of how participant data would be stored and utilised in
the current study. The majority (85%, 204/240) specifically mentioned, or directly implied, that
confidentiality of participant data would be maintained. The description of maintenance of
confidentiality was deemed to be adequate in 38% (92/240) of PILs. We defined adequate as a
PIL description which mentioned both 1) deidentification of participant data, e.g., via use of a
unique trial ID number/code, and 2) compliance with GDPR/Data Protection Act or other similar
named regulation. Half (49%, 118/240) of PILs specified if a participant’s electronic or paper
medical records would be accessed during the trial. Forty seven percent (113/240) provided the
intended duration of storage of participant data. Of those (n=113), the mean (+standard
deviation, SD) duration of storage was 15.2 (£9) years. Thirty-eight percent (92/240) mentioned
if participant data would be stored and utilised in compliance with current data protection
regulations (Table 2). Sample PIL descriptions regarding current use of participant data are

detailed in Supplemental Table 3.
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Table 2. PIL descriptions of current use of participant data

I n (%)
N=240
Maintaining participant confidentiality mentioned or directly implied 204 (85%)
Description of maintenance of confidentiality of participant data 92 (38%)
Participant’s GP will be informed of trial participation
Yes 84 (35%)
No 0 (0%)
Not mentioned 156 (65%)
Participants’ electronic/paper medical records will be accessed during
the trial
Yes 118 (49%)
No 0 (0%)
Not mentioned 122 (51%)
If yes, reason for access stated 102 (86%)
Duration of storage of participant data specified 113 (47%)
Minimum duration of data storage, yrs. (mean, standard deviation) 15.2 (9.0)
Minimum duration of data storage, yrs. (median, range) 15 (2-75)

PIL descriptions of future use of participant data

Of the 240 included PILs, 40% (96/240) specified if participant data would be used for future
research studies and 28% (68/240) specified whether participant data may be shared with other
researchers (Table 3). Of the 67 PILs which stated that data would be shared with other
researchers, most (93%, 62/67) stated that any data shared would be in an anonymised or

deidentified format. Sample PIL descriptions are detailed in Supplemental Table 4.

Table 3. PIL descriptions of future use of participant data

Future use of participant data 1111=(;/22)
Participant data may be used in future research studies
Yes 93 (39%)
No 3 (1%)
Not mentioned 144 (60%)
Participants’ information may be used for contact about future research
Yes 9 (4%)
No 17 (7%)

14



Not mentioned 214 (89%)
Data may be shared with other researchers

Yes 67 (28%)

No 1 (0.4%)

Not mentioned 172 (72%)
If yes, PIL specified that any data shared would be anonymised or 0

" : 62 (93%)
deidentified

PIL descriptions of current use of biological samples

Of 240 included PILs, 49% (117/240) stated that biological samples would be requested from
participants during the study. Of these, 38% (44/117) stated that samples may be used for genetic
analysis, 80% (94/117) provided a reason for requesting samples and 66% (77/117) specified if
samples would be stored in an anonymised or deidentified format. Only 21% (24/117) specified
whether individual-level results of research sample analysis would be made available to

participants (Table 4). Sample PIL descriptions are detailed in Supplemental Table 5.

Table 4. PIL descriptions of current use of biological samples

[1)
Current use of biological samples 1ill=(2/22)
Biological samples will be collected from participants during the study
Yes 117 (49%)
No 117 (49%)
Not mentioned 6 (2%)
Type of sample requested specified 117 (100%)
Specific type of biological sample to be collected
Blood 92 (79%)
Urine 24 (21%)
Saliva 12 (10%)
Tissue (e.g. from biopsy) 20 (17%)
Stool 4 (3%)
Bone marrow 5 (4%)
Cerebrospinal fluid 8 (7%)
Respiratory secretions 17 (15%)
Skin 2 (2%)
Sample may be used for genetic analysis

15



Yes 44 (38%)

No 0 (0%)

Not mentioned 73 (62%)
Reason provided for collection of biological sample

Yes 94 (80%)

Not mentioned 23 (20%)
Description provided of how sample will be stored

Yes 81 (69%)

Not mentioned 36 (31%)
Sample will be stored in anonymised/deidentified format

Yes 72 (62%)

No 5 (4%)

Not mentioned 40 (34%)
Description provided of how sample will be analysed (e.g. location of lab)

Yes 60 (51%)

Not mentioned 57 (49%)
Individua-llevel results of sample analysis will be provided to participants

Yes 9 (8%)

No 15 (13%)

Not mentioned 93 (79%)

PIL descriptions of future use of biological samples

117 PILs specified that biological samples would be collected from participants. 62% (73/117)
stated that samples would be stored for future research use, 8% (9/117) specified that samples
would be destroyed at the end of the current study, while the remaining 30% (35/117) provided

no information. Of the 73 PILs which specified planned storage of samples for future research,

75% (55/73) described how samples would be stored, 18% (13/75) specified the intended

duration of storage, 81% (59/73) specified if samples would be stored in an anonymised or
deidentified format and 48% (35/73) specified whether samples would be shared with other

researchers (Supplemental Table 6). Sample PIL descriptions are detailed in Supplemental

Table 7.
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Ambiguous descriptions in PILs

In the included PILs, many descriptions regarding participant data and sample use and re-use
were ambiguous and open to interpretation. For example, with respect to how participant data
confidentiality would be maintained, one PIL described this as “data protection regulations
provide you with control over your personal data and how it is used... however, some of those
rights may be limited in order for the research to be reliable and accurate”. Additional samples

of ambiguous quotes are included in Supplemental Table 8.

4. DISCUSSION

Summary of findings

We found that PIL descriptions regarding current use and future re-use of participant data and
biological samples are often insufficiently detailed or ambiguous. The majority fail to adequately
describe how data confidentiality will be maintained, specify the intended duration of data
storage or specify whether data will be used in future studies or shared with other researchers.
Many PILs do not specify the purpose for obtaining biological samples, whether samples will be
anonymously stored/deidentified or whether participants will be informed of their own
individual-level results. Only 8% of the included PILs were related to trials with patient and

public involvement.

In our sample, over 60% of PILs did not meet our definition of an adequate description of how
participant data confidentiality would be maintained. Some descriptions were ambiguous and
open to interpretation. Given that 31% of trial participants in a recent survey expressed a concern

that their data could be stolen®, our findings underscore the importance of providing clear and
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sufficiently detailed descriptions in PILs regarding how participant data will be safeguarded and

confidentially maintained. Otherwise, recruitment and retention to the trial could be impacted.

Important information was often located under incorrect headings within PILs, further limiting
clarity and readability for participants. For example, information relevant to future use of
anonymised research samples was included under the section “Will my taking part in this study
be confidential?” and not included in the section “What will happen to any samples I provide?”.
Previous studies evaluating readability of patient-facing documents report they are often
inappropriately complex®*-?°, with one study noting that 0/154 PILs evaluated met the
recommended mean reading age of 12 years or under?’. We suggest that PILs should use specific
headings (e.g. “Will my data be kept confidential”, “What will happen to samples I provide”,
etc.), to clearly signpost topics for participants, and if necessary, repeat relevant, important
information under different headings so that participants don’t have to scan multiple sections of

the PIL to obtain the information they require.

In our sample, almost 80% of PILs failed to specify whether participants would receive the
results of their own individual research sample analysis (either directly or via their GP).
Research on the provision of information regarding dissemination of trial results in PILs found
that although 74% of PILs provided information on sharing of results with participants, 70% of
those were passive, i.e., requiring participants to seek the results.! In our study, none of the
included PILs specified whether a participant or their GP would be informed if an actionable,
abnormal incidental finding was detected during their research sample analysis, e.g., a tumour or

clinically relevant laboratory abnormality.A handful of advisory statements are available
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providing recommendations on reporting of incidental laboratory abnormalities, genetic
anomalies and radiological findings to trial participants?®°. An advisory statement from the US
Bioethics Commission recommends that informed consent processes for trial participants should
clearly describe the types of incidental findings that may occur (e.g. anticipated and
unanticipated), plans for disclosing and managing incidental findings (particularly for significant
and clinically actionable findings), and should also specify how participants may opt out of
receiving results, if desired?®?’. We recommend that all PILs should clearly describe plans for
sharing of individual-level findings, particularly actionable findings, to ensure participants have
a full understanding of the implications of consenting to participate in a trial that requires

biological samples.

There is currently a lack of available guidelines recommending best practice approaches to
describing current and future use of participant data and biological samples in PILs?. Consensus
guidance from multi-stakeholder task forces, including patient and public representatives,
methodologists, researchers, funders and standards development groups, are available which
address some of these issues>*!**%3* A group consensus document authored by 41 individuals
on the sharing and re-use of clinical trial data was published in 2017. This was a consensus-
building process occurring over a series of three workshops held over one year (March 2016,
October 2016 and March 2017). The process involved a multistakeholder task force. Members
included researchers, patient representatives, funding representatives, information technology
experts and methodologists. The taskforce was set within the Horizon 2020-funded project
CORBEL (Coordinated Research Infrastructures Building Enduring Life-science Services) and

coordinated by the European Clinical Research Infrastructure Network. The taskforce
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recommended obtaining explicit informed consent from trial participants regarding the sharing
and re-use of their data for research purposes (separate to the consent required for trial
participation), deidentifying data prior to sharing, and clearly describing de-identification steps
to trial participants®. The group specifically recommended that trial documents such as PILs
should provide detailed descriptions of data storage and sharing plans®. In a 2018 survey of 771
current and recent clinical trial participants at three US academic medical centres (surveyed via
mail and clinic waiting rooms), the majority (93%) indicated high-to-moderate willingness to
share their data with university scientists, provided appropriate data security safeguards were in
place*. Another study completed an in-person survey of 452 cancer patients attending a US
university clinic (predominantly non-Hispanic white patients) and inner city county hospital
(predominantly African American patents from lower socio-economic backgrounds) between
2003 and 2004. The majority (95%) of participants were willing to provide biological samples
for future research use’. In a third study, a representative random sample of 4659 US adults
completed an online survey between December 2007 and January 2008 (response rate of 58%).
In this study, 60% of potential participants were willing to provide biobank samples for genetic
research’!, with data privacy and protection concerns cited as the biggest factor which could
limit potential participation®!. Importantly, only 8% of the included PILs in our review were
related to trials with patient and public involvement. Active involvement of patients and public
representatives is key in helping trial teams to design ‘best practice’ future PILs that

appropriately address the information needs and concerns of potential trial participants!>-%3,

Strengths and limitations
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The large corpus of PILs (n=240) is a particular strength of this study. The methodology chosen,
which included independent verification of our categorisation framework as well as verification
for one component by a Quality Assurance manager at a clinical trials unit, adds to the credibility
of the findings and recommendations. Furthermore, we included PILs from different disease
areas and targeting different trial populations, including adults, minors, legal representatives of
individuals lacking capacity to provide informed consent and vulnerable populations, enhancing
the generalisability of our findings.

Our study has several limitations. Only PILs from trial units in the UK and Ireland were eligible
for inclusion, and so results may not be generalisable to PILs used in other geographic regions.
However, with respect to data privacy specifically, there are similar data privacy protection
regulations in place in the US, i.e. the Health Insurance Portability and Accountability Act of
1996 and Privacy Rule, 2003. We were only able to analyse PILs from trial units that responded
to our request (23/52 clinical trial units, 445 response rate). Patients and trial participants were
not contacted to obtain their insights and opinions on how PILs should describe current use and
future re-use of participant data and biological samples, and only 8% of the included PILs were

related to trials with patient and public involvement.

5. Implications for practice

In the absence of current consensus-based recommendations or published guidelines on
describing current use and future re-use of participant data and samples to trial participants in
PILs, we recommend the following questions be addressed by trial teams when designing PILs

(Table 5).

Table 5. Recommended questions to be addressed by trial teams when designing PILs
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Recommended questions

1 | Will biological samples be collected from participants? What are the reasons for obtaining
samples, and what are the planned specific sampling procedures (e.g. number, timing,

frequency of sampling)?

2 | Are there any plans for genetic analyses on samples? What are the potential implications of
these analyses? (e.g. health insurance risk if there is any breach of data confidentiality,
management plan if clinically actionable genetic anomalies are identified including
whether genetic counselling and follow-up will be offered to participants and their

families)

3 | How will participant data and biological samples be confidentially maintained in the
current study? What are the plans for data and sample deidentification, secure storage and

transfer? Which data protection regulations will these procedures follow?

4 | Will participant health records be accessed during the trial, and for what purpose?

5 | What is the intended duration of data and sample storage for the current study?

6 | Will data and samples be stored for future research use? If so, what are the sample storage
plans including use of anonymisation/deidentification of samples (or if not, which
identifiers will be used for sample storage e.g. initials, date of birth)? What is the intended

duration of data and sample storage for future use?

7 | Will data and samples be shared with other researchers for future research (specify yes or

no)? If so, will data and samples be shared in an anonymised/deidentified format?

8 | Will results of any current and future research sample analysis be made available to
participants or their GPs? What types of incidental findings (anticipated and unanticipated)
could occur and what are the plans for disclosing and managing incidental findings that do

occur? How can participants opt out of receiving such results, if desired.

7. CONCLUSIONS:
PIL descriptions regarding current use and future re-use of participants’ data and their biological
samples are often insufficiently detailed or ambiguous and most do not adequately describe plans

for maintaining confidentiality of participant data. In the absence of published guidelines, we
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provide eight suggested questions for trial teams to consider when designing PILs which should

improve practice.
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