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LETTER

Ethical and regulatory
considerations in the use of
individual participant data for
studies of disease prediction

It has been suggested that individual par-
ticipant data (IPD) meta-analyses of ran-
domised controlled trials are the ‘gold
standard’ approach to systematic review,
allowing the most robust and unbiased
assessment of research evidence to
provide the most accurate information
regarding the efficacy of a therapy.' Such
projects aim to collect raw line by line
participant data from a range of relevant
studies, often with updates of their
outcome measures. The value of the IPD
approach to review predictive studies,
those assessing prognostic markers, clin-
ical prediction rules or diagnostic tests,
has also been stated.

In forming an international collabora-
tive to find clinical variables that predict
the outcome of children and young
people presenting with febrile neutro-
penia, we undertook an investigation into
the ethical and regulatory considerations
involved in sharing such information for
our projects. This paper reports the
outcome of our work to help inform the
practice of others.

It has been suggested that the reuse of
IPD from randomised trials within
meta-analyses that address the same clin-
ical questions should be exempt from
further ethical review requirements. This is
because the data are from studies which
have  already  obtained  individual
consent.” * The use of data that had been
obtained outside specific research studies,
or where the meta-analysis has different
aims, remains unclear. A consultation exer-
cise undertaken in 2008 by the National
Cancer Research Institute (NCRI) demon-
strated the belief of most respondents that
material and data collected from patients
with cancer should be used, without iden-
tifiable information, as broadly as possible
and that retrospectively seeking consent
was inappropriate.” The European Treaty
on Biomedical Ethics permits the use of
data without specific consent® (15.2.i/ii)
where there is minimal risk and potential
benefit to similar persons.

Within the UK, legislation controls the
use of patient data for the purposes of
research, most recently the National
Health Service (NHS) Act 2006. This has
been interpreted by the UK Medical
Research Council and summarised in a

guidance document. These guidelines
state that where possible, data should be
released under specific consent. Where
this is impractical, anonymised data
should be used, and if this is impossible
then an application to the Ethics and
Confidentiality = Committee  of  the
National Information Governance Board
for Health and Social Care is required to
obtain access.” Wherever data is used that
has not had specific consent, consent
should be sought from an appropriate
research ethics committee (REC).®

The data sought for the Predicting
Infectious ComplicatioNs In Children
with Cancer’ (PICNICC) Collaborative
IPD review was anonymous (ie, the col-
laborative could not identify the patient
from their data) and unlinked (ie, their
data could not be mapped onto a subse-
quent dataset, with the potential for
breaking anonymity). The project advis-
ory group could not conceive of any harm
that may have been occasioned by the use
of such anonymous, unlinked data, and
that there was a considerable benefit of an
improved risk stratification system for epi-
sodes of febrile neutropenia for children
and young people with cancer. This view
was also supported by the parent repre-
sentatives in the collaboration. Data were
sought from formal randomised con-
trolled trials and prospective observational
studies, and also informal studies of data
routinely collected in clinical practice or
as part of quality improvement projects.
The transfer of the information from the
original researchers to the collaborative
was requested by secure, encrypted elec-
tronic methods.

Within the UK, it was considered the
project would require NHS REC approval
for the use of patient data that had been
recorded  without specific  research
consent. Similar processes were discovered
to apply in Australia’ and New Zealand.'°
In other locations (such as Germany or
the USA') such data are exempt from the
need for formal REC approval, but
researchers are advised to have such pro-
tocols reviewed by ethics boards to assure
quality and ease of publication.®

The PICNICC collaboration includes
members from 12 countries. The colla-
borators, and those who expressed an
interest but did not submit data, were sur-
veyed to find their experiences of the
process. These results are summarised in
table 1. Within the UK, we received
approval for the PICNICC IPD protocol
from the University of York Health
Services Research Ethics and Research
Governance Committees, and from the
NHS REC. In some European countries
and USA, specific applications were made
and consent obtained to share the infor-
mation. Other groups were able to share
their data from previous investigations
without further formal approval. To our
knowledge, no potential collaborative
group had their request to share such data
declined.

Despite a perception from some clini-
cians that regulatory and ethical frame-
works were blocking the work of clinical
academics, it is important to report that
large-scale international collaborations can
effectively share data without obstruction
or significant delay. Most service users
wish to see care improved, and science

Table 1 Consent sought to collaborate in an IPD analysis of predictive features

Country Study type(s) IRB approached/answer

Belgium Prospective study Yes, from both University Hospital review boards,

agreed

Bulgaria Prospective study No, prior consent to primary study

Canada Prospective study No, prior consent to primary studies

Canada Prospective study Yes, from Institutional Review Board, agreed

Chile Prospective study No, prior consent to primary studies

Germany Prospective study No, prior consent to primary studies

Italy Prospective study No, prior consent to primary studies

The Prospective study No, prior consent to primary studies

Netherlands

Slovenia Prospective study Yes, from National Medical Ethics Committee, agreed

Switzerland Prospective and retrospective Yes, from University Hospital review board, agreed
studies

Turkey Audit No, not required

UK Audit Yes, from NHS Research Ethics Committee, agreed

USA Retrospective notes review Yes, from Institutional Review Board, agreed

USA Prospective studies No, prior consent to primary studies

IPD, individual participant data; IRB, Institutional Review Board; NHS, National Health Service.
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advanced, and desire that the broadest
possible use be made of their information.
With a clear protocol, a sound ethical
argument and appropriate requests to
regulatory authorities, we believe that
other studies should also be able to pro-
gress their objectives and may seek to use
our experience and data to support their
work.
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