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INTRODUCTION

This is not the first time that the Victor Grifols i Lucas Foundation has con-
sidered the topic of clinical research, but it has never before focused on
research with children and adolescents. In the context of cooperation with
the prestigious UK-based Nuffield Council on Bioethics, and to mark the
publication of its detailed study “Children and clinical research: ethical
issues”, we thought it would be interesting to create a space to enable
researchers in Catalonia to discuss the issues with British researchers, and to
compare perspectives and experiences.

This publication gives readers access to the contents of the Seminar, which
brought together speakers from the Nuffield Council and specialists in the
field of paediatrics and offered some interesting insights into the ethical
questions to be addressed when considering the involvement of minors and
their families in the research process, from the identification of criteria for
prioritizing research to the direct participation of minors in a clinical trial.

The Victor Grifols i Lucas Foundation has also sponsored the Spanish trans-
lation of the Nuffield report, and the accompanying magazine and animated
video produced for young people. All of this material is available via the
Foundation’s website (www.fundaciogrifols.org).

Nuiria Terribas
Director


http://www.fundaciogrifols.org

Presentation of the
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Presentation of the Nuffield Document. Children and clinical
research: ethical issues

The Nuffield Council on Bioethics was established in 1991 with the aim of
exploring ethical issues arising out of developments in biology and medicine.
The council is funded by the Nuffield Foundation, Wellcome Trust and
Medical Research Council but it operates independently of these bodies in
terms of the work it undertakes and the positons it holds. Since its establish-
ment the Council has overseen the production of over 30 specialist reports
addressing important topics in science and biomedicine. The reports have
been influential nationally and internationally, and have a reputation for
combining robust scholarship with a detailed understanding of the context
within which related ethical and social issues arise.

In 2013 the Council decided to produce a report looking at issues related to
the involvement of children and young people in clinical research. It has been
acknowledged for some time that many children and young people are being
given drugs and other therapies that have never been tested for paediatric
use. Indeed it is widely quoted that up to 50 percent of drugs are prescribed
off label, with clinicians being left to adjust dosages etc. to suit their young
patients. Therefore the report would also need to consider the implications
of not involving children in research, given that the potential benefits of
doing so seem to be trumped by our moral and practical concerns.

I was invited to chair the working party and work began in June 2013 under
the magnificent guidance of Katharine Wright, Assistant Director of
Nuffield Council on Bioethics. Our starting position was this — maintaining
the status quo was not a morally neutral position to adopt. Children and
young people were being put at risk every day, and some would die for want
of appropriate medical treatment. More research was needed to ensure the
safe and appropriate use of existing therapies and to introduce new treat-
ments designed specifically to meet the needs of children and young people
where those differed in any way from adults. Given that this was so, we
needed to understand the barriers to this happening and where possible
suggest ethically sound ways in which these barriers might be removed.
However, before being able to do this we needed to understand exactly what
we meant by children, what we can say about their distinctiveness, and
importantly how we tend to characterize and respond to them in the context
of medicine and research.
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An early meeting of the working party focused on what was meant by a child
or young person in the UK in the twenty-first century, and we asked whether
practice and policy were utilizing appropriate concepts of childhood when
deciding how to conduct medical research. After hearing from child develop-
ment experts, sociologists, lawyers and paediatricians we felt able to challenge
the old-fashioned view of children as necessarily vulnerable individuals unable
to make important decisions. Instead we chose to emphasize the developing
personhood and capacity of children, their interest in the world and how it
impacts upon them, and their commitment to making a difference for them-
selves and others. For us childhood as a morally relevant factor had little to do
with chronological age. We were much more interested in the characteristics
and experiences of particular children when they found themselves confronted
by illness and the possibility of research. We realized early on that the route to
improving the experience of children in this area was to engage with them
to understand them better and involve them in bringing about change.

This early recognition of the importance of children and young people’s
voices meant that the final report adopted by Council in May 2015 came
about in a rather different way to previous reports. At no point was scholar-
ship or conceptual analysis forfeited, but alongside the carefully argued and
fully referenced academic/policy-focused report there was a series of activi-
ties and outputs co-produced with children and young people and often
addressing them directly rather than through adult mediators. Young people
helped us to decide what to think about, how to think about it and most
importantly how to present those thoughts back to their peers.

Like us they were dismayed by the reluctance to ask them to participate, and
again, like us, they saw part of the problem residing in the persisting representa-
tion of children as vulnerable beings who need to be protected and who are at
risk of being ‘experimented on’. The children we worked with gave us the con-
fidence to think about children and young people as partners to work with and
they challenged us to find ways of allowing this to happen safely and ethically.

By speaking to young people and their parents we were able to urge those
charged with designing, approving and carrying out research to become
more courageous, but this was only the first step. Clearly we wanted more
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children to be invited to participate in research, but having said this we were
also clear that children and their families should not be overburdened, par-
ticularly at times of acute illness and distress. We also knew that some chil-
dren would find themselves in situations where they would be vulnerable. In
common with any human being who is invited to participate in research, and
particularly research which holds no promise of direct benefit, some level of
protection is important. We therefore developed the idea of a ‘fair offer’
wherein lies an extra level of protection.

The idea of the fair offer works to ensure that children are not asked to agree
to anything that should strike them as unreasonable when considered against
their primary interests. It is also designed to protect those who may be made
vulnerable by the situation they find themselves in when asked to participate
in research. Consider the following possibility. If I were to ask you to par-
ticipate in something that is ill thought out, risky and ultimately doomed to
failure it is probably not going to be a good idea for you to agree to join in.
However, there may be various pressures upon you to do so - I am your
friend, I get cross when people don’t do what I want, and you depend upon
me heavily in your social life so you don’t want to upset me.

In a medical setting any patient may be subject to analogous pressures. Your
doctor has cared for you for a long time, you want to do something that they
appear to endorse, and you worry about the consequences of not agreeing.
Hopefully, scientific review will ensure that a project is worthwhile, and ethi-
cal review will protect all participants from inappropriate treatment, but
participating in a particular piece of research may still not be the best option
for a particular child.

The idea of a fair offer protects children and their families from the possibil-
ity of being asked to do something unreasonable by placing a responsibility
upon researchers to demonstrate that the offer they are presenting is some-
thing that it would be appropriate for the child and their family to consider
because it is scientifically sound and ethically robust. It is then for the child
and their family to consider whether or not it is in line with the fundamental
interests of this child and this family - it is important to recognize that a fair
offer can be turned down without its validity being called into question.

12
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Much of the report speaks to how best to ensure that offers are fair and who
to look to for support in doing this — hence our interest in methodology, the
analysis of risk, our detailed discussion of the role of research ethics commit-
tees and the emphasis we place upon the moral duties of individual research-
ers, the importance of trust and open communication.

There is much to take away from the report in terms of moving forward, and
clearly progress will be made by working together to ensure that educational,
regulatory and participatory practices are all pulling in the same direction.
Until this happens more children will remain at risk from untested therapies
than will ever be harmed by scientifically excellent and ethically robust
research.

13
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Balancing risk and benefits in research with children: how can
they be protected?

Statement of principle

The best and only way (that I know) to protect children is to have them
actively participate in research and provide them with the best (potentially)
available opportunities to access health. In my opinion, research with chil-
dren is: 1) not accepting vulnerability as a fatal condition; 2) caring; 3) explor-
ing the future with courage; and 4) a human mode of existing.

In this article I try to illustrate with exemplifying stories, from our own expe-
rience, each of the above mentioned meanings for children’s research.

Why research with/for children?

Recognizing children as a biological entity that poses specific and unique
problems is the necessary first step to face the problem. Children are a well
characterized biological entity and as such it should be reviewed here before
addressing ethical questions.

Human beings are complex biological systems, in motion. It all begins at the
moment of fertilization which is followed by an amazing expansive force that
generates growth and development. Growth and development is thus a
physiological process that, from a pluripotential and undifferentiated cell,
makes possible the differentiation, maturation, organization, and function of
tissues, organs, and apparatuses that, as a whole, make up the human body".
As multifactorial and complex as the process of growth is, normal growth is
remarkably predictable and established in three stages: 1) cellular hyperplasia
during organogenesis and the foetal period characterized by cellular division
and cellular proliferation; 2) Hyperplasia-hypertrophy, when the organ or
tissue is reaching the predetermined cellular content; 3) Hypertrophy, when
the adult cellular content is reached, cellular division stops and cellular
growth depends exclusively on the size of the existing cells.

A mathematical method modeling human growth composed by three addi-
tive and partly superimposed components was proposed in 1989 by Karlberg
- the infancy—-childhood-puberty (ICP) model®. Each subcomponent reflects
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the different hormonal phases of the growth process. The pattern of human
linear growth is very well documented and shows a sigmoid morphology,
with a peak prenatal velocity of growth and a rapid deceleration for the first
two postnatal years, followed by a period with lower and slowly decreasing
velocity from the third year until puberty. The infancy component expands
from the second half of pregnancy until two to three years of postnatal life.
This period is mainly dependent on maternal nutrition, independent of hor-
mones. The childhood component lasts from the end of infancy until the
beginning of puberty. During this long period, the intense deceleration of the
first two to three years becomes a stable slow growth rate. The beginning of
this component is marked by the initial progressive influence of growth hor-
mone (GH) upon linear growth. The puberty component is the result of the
synergy of the two hormonal systems, one dependent on GH and the other
on sexual steroids.

Normal growth (cellular proliferation), balanced with appropriate develop-
ment (differentiation of tissues), gives rise to normal organs and systems
providing normal physiology and conforming normal children. Growth and
development stops sometime after age 20 years, finalizing a really long
and complex process of developing a normal adult body. The stepwise pro-
cess of generating tissues correctly in time and space is very precise and
requires highly orchestrated cellular functions. It is perhaps not surprising
that the error rate is substantial - most human embryos fail to implant or
subsequently die. This is the reason why paediatrics exists as a branch of
medicine, the fundamental recognition that the growth period of developing
an adult human being is critical and has unique properties of its own. A clear
example is developmental - paediatric - cancer.

An embryonic theory of cancer was proposed in 1875 and is now supported
by an increasing number of experimental studies®®. Briefly, the theory is
based upon the relationship between ontogeny and oncogenesis and implies
an impaired cellular maturation that would result in the overproduction of
undifferentiated (stem-like) cells, which then accumulate. In support of the
theory is the connection between congenital anomalies and childhood can-
cer. Studies show an almost threefold overall increased risk of malignancies
like leukaemia and lymphoma with congenital anomalies®. Embryonic
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tumors, because they originate from immature tissue, resemble tissues in the
developing embryo and foetus. Furthermore, some tumor cells not only look
like embryonic cells, but they functionally mimic their behavior. For exam-
ple, cells of hepatoblastoma and germ cell tumors can secrete a-fetoprotein
- a serum protein that is produced by normal foetal cells only during preg-
nancy. In general, the biology of embryonic cancer cells largely recapitulates
the behavior of cells that are found in developing tissues. For instance, gene
expression profiles of developmental tumors have been compared with those
of various stages of normal tissue development. This has demonstrated the
close relationship between these cancer cells and the immature cells of
the developing organs from which these tumors arise: Wilms tumors and the
metanephric mesenchyme’, neuroblastoma and the sympathoadrenal pro-
genitors of the neural crest®, retinoblastoma and cone precursor cells of the
retina’, foetal skeletal muscle and rhabdomyosarcoma', hemangiomas and
foetal endothelial cells", medulloblastoma and cerebellar precursor cells'?,
and gliomas and neural precursor cells'.

Story 1: I (Infancy) tumors

Not accepting vulnerability as a fatal condition

Neuroblastoma in the infant has a more favourable prognosis than in older
children. One reason for this is the peculiar behaviour of stage 4S disease
(where “S” stands for special), which frequently undergoes spontaneous
regression. In 1971, this special and rare subgroup of metastatic neuroblas-
toma affecting very young infants, characterized by a unique pattern of dis-
semination and a high incidence of spontaneous regression, was described by
Giulio d’Angio and Audrey Evans'. Stage 4S has been recognized as a dis-
tinct clinical entity in all subsequent classifications of neuroblastoma.
Research performed over the last decade has demonstrated that stage 4S
neuroblastoma is a clonal expansion of mutated (specific pattern of muta-
tions) precursor cells (neuroblasts) able to escape growth control initially and
grow as large tumors until they stop proliferating at the end of the infancy
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period®. Stage 4S neuroblastoma is able to respond to differentiation signals
and regress on its own. Research from our group and others has described
distinct chromosomal aberrations reflected in specific gene expression pro-
files associated with spontaneously regressing or aggressive infant neuroblas-
toma's. Therefore, very young infants early in life, really vulnerable and sick,
have benefitted from basic research performed on their tissues and clinical
cases so now they can be managed much more precisely and securely.
Preventing research on these very young children would not help to advance
better management and cures. It is therefore imperative that all actors
involved in protecting children should encourage and promote research as
the best way to protect them.

Story 2: C (Childhood) tumors

Research to understand why we fail and to guide
the future

Diftuse intrinsic pontine glioma (DIPG) is the most common and malignant
form of children brainstem tumor?. DIPG is generally a disease of middle
childhood, with the majority of children diagnosed between five and ten years
of age. The median survival for children with DIPG is less than one year from
diagnosis, and no improvement in survival has occurred in more than three
decades'®. The pons contains cranial nerve nuclei and nuclei critical for life-
sustaining function, so damage by the tumor or its treatment has tremendous
repercussions. Resection is not an option and the tumors have shown resis-
tance to essentially all therapeutic measures. Without radiation, median sur-
vival is approximately four months. Radiation is effective as a palliative inter-
vention in a majority of cases, providing transient symptomatic improvement.
Subsequent tumor progression is almost universal, with median overall sur-
vival between 8 and 11 months, and overall survival of approximately 30
percent at one year and less than 10 percent at two years. Over 200 clinical
trials have investigated various medical interventions in addition to radiation,
either as initial therapy or at recurrence; none have demonstrated benefit'.
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The reasons why as a community we have failed repeatedly are many, includ-
ing, in my opinion, 1) following the wrong (adult) models; 2) not recognizing
the disease as a developmental tumor; 3) a lack of courage to face the challenge;
and 4) not involving the parents and patients in the critical decision-making.

The diagnosis of DIPG is based on characteristic imaging (MRI) findings in
the face of a typical clinical presentation®. The uniquely characteristic MRI
features of DIPG were initially described in 1985 and reflect a tumor that
appear as a large brainstem mass as opposed to an extrinsic mass compress-
ing the pons, meaning that the epicenter of DIPG lies within the pons, and
the lesion involves the majority of the pons. Prior to the routine use of MRI,
up to 15 percent of patients diagnosed with DIPG actually had a non-glial
tumor and biopsy procedures were frequently undertaken for histological
confirmation. Consequently, in the early 1990s when MRI became widely
available, it was proposed that obtaining tissue for histology confirmation
was not necessary in children with typical clinical presentation and distinc-
tive radiographic findings on MRI. This recommendation was rapidly incor-
porated as standard practice given the perceived surgical risk in this delicate
area. Since available therapies were primarily non-specific cytotoxic agents,
the initial repercussions of diagnosis without tissue appeared to be of little
consequence. Therefore, until very recently, the knowledge of DIPG came
primarily from evaluation of autopsy specimens, small biopsy samples
obtained from patients with atypical radiographic findings, and biopsy
samples obtained from a small number of institutions such as the Necker
Institute where biopsy has been routinely performed on children with sus-
pected DIPG since 2003%. Because of limited tissue availability, very little
information on the pathophysiology of DIPG has been available in the litera-
ture until recently. The importance of understanding the biology of DIPG
has been brought to the forefront with the development of molecularly tar-
geted agents. The use of molecularly targeted agents has not shown any
improvement in survival in clinical trials for children with DIPG. The main
reason of this probably relates to the fact that only therapeutic agents aimed
at targets defined in adult high-grade gliomas have been evaluated.

In 2009 the first international DIPG meeting was celebrated at our institu-
tion, sponsored by the Alicia Pueyo Foundation. We all recognized that after
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50 years of making no progress in the outcome of DIPG, the expertise existed
to obtain tumor tissue for molecular analyses that could be used to determine
treatment. The ethical issues of accessing the brainstem of a child for whom
no therapeutic benefit could be anticipated were the major barriers raised.
Different institutions and countries took the difficult journey of overcoming
such barriers. In our institution answers came from the parents of children
with DIPG who reminded us all of the principle by the philosopher and theo-
logian Saint Thomas Aquinas: “there are a number of human goods to which
every human person is naturally inclined: the knowledge of truth. All men by
nature desire to know and knowing is a mode of existing.” Following our rec-
ommendations, parents took their children to Paris for biopsy and to obtain
the molecular diagnosis of their child’s tumor. They wanted to know.
Furthermore, the tissue obtained from those initial biopsies allowed the
establishment of our DIPG translational research programme, initiated in
2010. After two years, in April 2013, the first DIPG biopsy was performed at
HSJD and thereafter all patients have been systematically biopsied. Since
then considerable coordinated and collaborative international efforts have
been made and more has been published on the biology and pathophysiology
of DIPG in the past five years than in all prior years combined*. These stud-
ies have provided insight as to the possible cell of origin, genetic profiling,
driver mutations, and oncogenic alterations. In February 2015 the third
Alicia Pueyo international DIPG meeting took place at HSJD. Major strikes
were presented including the two international biopsy-oriented clinical trials
already ongoing and the preclinical translational consortium of DIPG labo-
ratories. While the etiology and exact pathophysiology of DIPG remain to be
determined, critical pathways and potential treatment targets have been
identified, and critical conclusions can be drawn: (1) DIPG differ from adult
high-grade gliomas, (2) DIPG differ from paediatric supratentorial high-
grade gliomas, (3) genomic studies of DIPG demonstrate aberrations in
druggable targets, (4) significant interpatient and intrapatient variability
exists, and (5) the tumor microenvironment appears to play a key role in
DIPG tumorigenesis. In our institution the first clinically, genotyped, func-
tionally validated orthotopic animal model of DIPG has been developed, and
cooperation between institutions to use the tool for advancing knowledge
and therapeutics on a valid DIPG model is ongoing®. Preclinical pharmacol-
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ogy is now available and better and more directed clinical trials could be
designed increasing the chances of clinical success in the near future. The
design of an immunotherapy based trial using the cell lines grown from
DIPG patients biopsied at HSJD was presented at the 2015 DIPG meeting
with accrual expected to start in October 2015. The elevated costs of the trial
will also be covered by philanthropic donations of DIPG families, the same
unconditional support for advancing knowledge they showed when ethical
issues were raised for biopsy. In our experience, only when the families and
patients were engaged in the decision-making process with regard to the
enormous difficulties posed by the disease have advances occurred.

How do we protect children’s research?

The numerous hurdles on the way of approving
drugs for children

Neuroblastoma (NB), the most common extra cranial tumor of childhood,
constitutes 7 percent of all cancers in children less than 15 years of age, 90
percent of patients being less than 5 years old at diagnosis®. About 60 per-
cent of NB patients greater than one year of age at diagnosis present with
distant metastases and most of these patients will achieve remission with dose
intensive chemotherapy and surgery. However, despite aggressive multimo-
dality therapy, most patients relapse and survival remains poor with a three-
year event free survival of <30 percent®. Eradication of minimal residual
disease (MRD) remains the major challenge in improving prognosis.
Immunotherapy, with its potential for target specificity, is a promising
approach to eliminate chemotherapy-resistant NB cells. Most of the clinical
experience in immunotherapy of NB has focused primarily on monoclonal
antibodies (MoAb) against cell membrane antigens like the gangliosides
GD2, GD3, and GM3.

Gangliosides are complex, acidic glycolipids found on the outer cell mem-
brane. They are found mostly in nervous tissues, and serve as membrane recep-
tors for viruses and are important for cell adhesion. GD2 is a ganglioside nor-
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mally expressed during foetal development and highly restricted to the central
nervous system in healthy adults, with low levels of expression on peripheral
nerves and skin melanocytes®. GD2 has been found to be expressed in neuro-
ectoderm-derived tumors and sarcomas, including neuroblastoma, retinoblas-
toma, melanoma, small-cell lung cancer, brain tumors and sarcomas. Because
of its surface expression on tumor cells and restricted normal expression in the
brain and low levels in the periphery, GD2 has been an ideal target for
the development of MoAbs, which cannot cross the blood-brain barrier”.

The murine IgG3 MoAb 3F8 was initially developed in 1985 by Nai-Kong V.
Cheung. It has undergone extensive preclinical testing and was the first MoAb
to be studied in patients with NB*. To date, more than 500 patients with NB
have been treated with 3F8 therapy. MoAb 3F8 is a murine IgG3 with the high-
est reported affinity for GD2. Phase II clinical data have demonstrated that 3F8
when combined with the cytokine GM-CSF can significantly improve the
survival of children with metastatic NB. Concerns about the development of
human anti-murine antibodies in a majority of patients treated with 3F8 led to
the development of chimeric MoAb ch14.18. Ch14.18 (Dinutuximab) consists
of the variable heavy- and light-chain regions of the murine anti-GD2 mAb
14.18 and the constant regions of human IgG1 heavy-chain and x light-chain.
Dinutuximab is produced in the murine myeloma cell line SP2/0O. In vitro,
dinutuximab binds to neuroblastoma tumor cells and is more effective than its
murine counterpart (14.G2a) in mediating the lysis of tumor cells with human
effector cells. Immunotherapy with dinutuximab in combination with
GM-CSF, IL-2 and RA, relative to standard therapy with RA, significantly
improved outcomes in patients with high-risk neuroblastoma who had a
response to induction therapy, autologous stem cell transplantation and radio-
therapy. At a median follow-up of 2.1 years, dinutuximab recipients had sig-
nificantly higher EFS rates (66 vs. 46%; p = 0.01) and overall survival (OS) rates
(86 vs. 75%; p = 0.02) compared with standard therapy recipients in a random-
ized, open-label, phase III study®.

In 2010 the United Therapeutics Corporation and the National Cancer
Institute (NCI) signed a Cooperative Research and Development Agreement
to develop dinutuximab (Unituxin™; ch14.18). In June 2011 the EU recog-
nized the status of dinutuximab as an orphan drug and in December 2013 the
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EMA accepted the marketing authorization application. In June 2014 the US
FDA accepted the biologic license application and on 10 March 2015, the
US FDA approved intravenous dinutuximab, in combination with granulo-
cyte-macrophage colony-stimulating factor (GM-CSF), interleukin-2 (IL-2)
and 13-cis retinoic acid (RA), for the treatment of paediatric patients with
high-risk NB who achieve at least partial response with prior first-line mul-
tiagent, multimodality therapy. The marketing authorization application for
dinutuximab for the treatment of high-risk NB in the EU was approved on
21 May 2015, 30 years after the report by Nai-Kong V. Cheung describing the
first MoAb against GD2.

Dinutuximab is the first and only drug approved for the treatment of neuro-
blastoma and has been developed integrally by academic research sponsored
by public and philanthropic funding. More than one million dollars have
been invested in its development. Now the price negotiation is pending but
the prospects are €100,000 per treatment, a huge expense that will be cer-
tainly limiting its use in most parts of the world. This is a huge ethical burden
that will keep our children worldwide as far from increasing their chances of
cure from NB than before marketing approval for this new drug.

Legal barriers and wrong models

1. Traditional oncology drug development

For more than 40 years, the development of new cancer drugs has followed a
linear pathway, beginning with phase 1 single-agent assessment in adults.
Single-group phase 2 trials in adults generally follow with the proportion of
patients achieving an objective response (complete or partial responses) as
the primary endpoint to establish efficacy. Only after phase 2 trials in adults
are completed then phase 1 in paediatrics are implemented only if registra-
tion for adult indications is made worthwhile according to the previous
phase 2 trials. In the USA and Europe, a major delay in the initiation of early-
phase clinical trials by companies occurs. Paediatric investigation plans
require review and approval of a complete development plan for adults
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before any paediatric clinical data are available. As a result, companies delay
initiation of phase 1 investigation while trying to develop complex phase 3
development plans for adults and waiting for paediatric investigation plans
to be approved. Overall, in the past 20 years, this approach in paediatric
oncology trials has not yielded many new drugs, and the few novel agents
discovered have had little effect on children with cancer.

Early-phase development of paediatric cancer drugs differs substantially
between the USA and Europe, in terms of regulatory requirements, structures
and governance. The US National Cancer Institute, through its Cancer
Therapy Evaluation Program, funds a consortium focused on paediatric phase
1 cancer trials that has supported trials directly, and also trials by industry col-
laborators. In Europe, an integrated research network was created in 2003 to
run early-phase trials sponsored by industry and academia and a target evalu-
ation programme. The Innovative Therapies for Children with Cancer consor-
tium (ITCC) runs new drug trials through project funding from industry,
national grants, and philanthropic organizations, but no sustainable European
funding for infrastructure is available. This difference in public funding largely
explains why almost ten times more early-phase trials are done in children in
the USA than in Europe. As a result, outside the USA, most children and ado-
lescents with relapsed or refractory cancer do not have access to early clinical
trials (like the Dinutuximab example) investigating innovative compounds.

As in DIPG, investing in biology and preclinical research to more compre-
hensively understand the biology of paediatric cancers is essential to identify
key drivers of tumor progression and dissemination. The results of whole-
genome sequencing of paediatric tumors have shown that, contrary to adult
cancers, mutations are not frequent in paediatric tumors. Other mechanisms,
such as epigenetic modifications, might be more important. Therefore, pur-
suing the path led by the pharmaceutical industry in adult cancer will likely
yield very few advances on drug development for children’s tumors.
Therefore, specific initiatives like the Therapeutically Applicable Research to
Generate Effective Treatments (TARGET) program, funded by the US
National Cancer Institute, to facilitate the identification of potential treat-
ment targets for childhood cancers, will be a great resource for biology-
driven drug development in the future.

25



Balancing risk and benefits in research with children: how can
they be protected?

Improved preclinical models of childhood cancers are needed to prioritize
agents in the clinical development pipeline. The Pediatric Preclinical Testing
Program (PPTP) funded by the US National Cancer Institute provides one
approach, and allows the study of new drugs in well characterized in-vitro
cell lines and in-vivo xenografts. New patient-derived orthotopic models,
transgenic, and ex-vivo three-dimensional models need further investment
and investigation. The reinforcement of basic science and predictive, innova-
tive, preclinical pharmacology should be the major force driving new drug
development for children.

2. Orphan diseases and drugs: new models of
partnership

Most parents of a child with a life-threatening disease demand innovative
treatments. As the biopharmaceutical industry copes with changing regula-
tions and incentives, an improved approach is needed to coordinate research
efforts. One difficulty is the small number of children who are potentially
eligible to participate in research for any particular disease, and research can-
not be prioritized solely by the biopharmaceutical industry or the regulatory
agencies. Instead, the academic community, with the support of patients’ and
parents’ advocates, need to lead the way.

In the USA, key legislative changes in 1997 have now become The Best
Pharmaceutical for Children Act and the Pediatric Research Equity Act™®.
The 2007 Paediatric Medicine Regulation in Europe combined some ele-
ments of the US approach, resulting in paediatric investigation plans, which
are based on incentives and requirements for the pharmaceutical industry*'.
The consideration of childhood cancer in the development of new drugs for
adult indications is increasingly being integrated into industry drug develop-
ment strategies. However, these legislative initiatives have limitations. First,
the legislation only addresses how cancer drugs developed for adults should
be studied in children. Industry does not pursue first-in-children indications
because of a lack of incentive. To address that, in 2012, the Creating Hope
Act was enacted in the USA, creating an incentive that is transferable to other
drugs developed and submitted to the administration by the same company.
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Second, drugs are labeled for cancer on the basis of a nosological indication,
even though the drug for a common adult cancer might be highly relevant to
a nosologically distinct paediatric cancer®.

Conclusions

According to our experience and in my opinion, if we want to protect our
children, the best way is not to have them ‘safely’ excluded from (potentially
harmful) research but to have them actively participate in research. Children’s
research should be a required activity and part of the objectives for all prac-
ticing clinicians at the leading institutions. Children’s research should be
reinforced and promoted by the governors and sponsored by the public
health authorities. Importantly, children’s research should be exempted from
the abusive wages of current clinical trial infrastructures.

Initiatives like “kids and families impacting disease through science” (KIDS
health) are generating novel areas of interaction between regulatory bodies
within institutions and professionals. The goal of such initiatives is to generate
interest among kids for innovation and research so they can help in the design
of new research projects and clinical trials. In those interactions parents and
children are given the adequate voice to be part of research teams, a key factor
that has proved successful in our experience. Furthermore, it is our firm belief
that parents and children should also be part or regulatory agencies and ethical
committees, as experts. This way, the balance of risks and benefits from
research can be openly discussed by all parties involved, including children.
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Evaluating a child’s level of maturity is very difficult, and is a task that
involves a huge level of responsibility (both in moral and professional terms).
The granting of informed consent by a participant in clinical research is not
just a task to be ticked off a “to do” list by completing a questionnaire or
holding a short interview. Informed consent is based primarily on the con-
sideration of three aspects:

m  The information provided: this must be appropriate to the child’s age,
and capable of being understood by the child, given their level of
maturity.

m  The capacity to understand the information provided, the conse-
quences, and any potential alternatives.

m  The freedom to take part in the research or not, and to withdraw from
it after it has begun.

The minor’s decision should be based on their own, personal values (which
may or may not be the same as those of their parents or of the medical staff).

In addition, evaluating the minor’s level of maturity requires us to identify
other factors, including:
m  Cognitive development and reasoning capacity.

m  Comprehension of the proposal, based on the child’s accumulated
experience (which in turn depends on their education, family values
and previous medical contact).

m  Autonomy of the decision: this can be influenced (both positively and
negatively) by parents and medical staft.
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= Nature of the decision: this is very important because the child’s deci-
sion may vary depending on the seriousness of the illness, the time
required to take the decision, and whether or not the consequences
are irreversible (remember that up until seven years of age, children
consider many irreversible situations in daily life to be reversible).

When considering these factors, it is also important to bear in mind that
values may change over time (as is the case in adults) and that children may
experience time differently (children live in the present and find it hard to
envisage the future). It is also important not to be misled by physical
appearances (the physical maturation that comes with adolescence is not
necessarily accompanied by emotional maturity), and to remember to con-
sider factors such as stress, and the influence of the medical condition itself.

In bioethics it is important to remember that the paediatric population is
particularly vulnerable: it is easy to under-estimate their cognitive capacity
(based solely on physical appearance), but it is also important to be aware
that the stress of being ill can cause emotional regression. The development
of decision-making capacity is a gradual process, and unfortunately there is
no standardized way of testing it. In conclusion, it is necessary to combine
three parameters to evaluate maturity:

m  The level of maturity: what is involved in understanding the decision.

m The seriousness of the decision: there is a useful tool for this, Drane’s
sliding scale competency model.

m  Contextual factors: such as stress, the chronic nature of the illness and
family pressure.

In seeking to answer this series of challenging questions, I had the honour of
introducing two exceptional speakers: Mark Sheehan of the University
of Oxford, who drew on the document “The participation of children and
young people in clinical research,” focusing on the core issues addressed in
it. And Montserrat Esquerda of the Hospital Sant Joan de Deu, Lleida, who
presented a range of instruments to evaluate cognitive maturity in children,
distinguishing between instruments to evaluate their decision-making capac-
ity in clinical processes and those used in research processes.
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In the question and answer session, issues raised included at what age a child
is considered to be a mature minor, the differences between legislation in
different European countries with regard to recognizing the capacity of
minors, and whether minors experience the placebo effect. There was agree-
ment that the document published by the Nuffield Council on Bioethics and
the Victor Grifols i Lucas Foundation provides a good starting point from
which to identify criteria for evaluating the child population.
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The child: the focus of protection and
the holder of rights

Montse Esquerda MD, PhD

Director, Institut Borja de Bioética (URL), CSMIJ Sant Joan
de Déu, Lleida

Childhood has its ways of seeing, thinking,
and feeling that are proper to it.

Nothing is less sensible than to try
and substitute our ways.

Jean Jacques Rousseau

One of the basic principles of the current research paradigm is the require-
ment that individuals consent to their participation in the project. This has
created a paradoxical situation with respect to patients who are minors. On
the one hand, children are protected and are thus excluded from clinical tri-
als because they lack the capacity to grant full consent.

On the other hand, this very fact means that children are exposed to risk,
because the lack of prior studies means that up to 50 percent of prescribed
drugs lack studies of safety and efficacy in a specific pathology or age group'.

As a result, we are seeing a gradual shift towards including minors in the
decision-making process, viewing them not just as the focus of protection
but also as the holders of rights**. This change in our attitudes towards
minors reflects not only ethical considerations but also a clear trend in the
legal sphere towards considering the minor as possessing rights, even if
the law varies from country to country*.

The rights of minors include the right to develop their own personality and
the right to take decisions in a way that is proportionate to the individual’s
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capacity and maturity. This recognition requires a delicate balancing act
because the minor is immersed in a family and cultural context in which the
child is both entitled and, to some extent, obliged to develop the capacity to
take decisions®.

It is against this background that the document developed by the Nuffield
Council of Bioethics on “Children and clinical research” describes three pos-
sible scenarios.

= Scenario one: the child who is incompetent to decide (babies or small
children, and children whose illness or clinical situation renders them
incapable of making a decision).

m  Scenario two: children who are capable of developing points of view
and expressing their opinion, but are not yet competent to take a deci-
sion on a fully autonomous basis.

= Scenario three: children or adolescents who are capable of deciding for
themselves, but who are still minors as far as the law is concerned.

It is important to remember that maturity develops gradually, as the minor’s
abilities and skills increase over time. In this context of gradual maturation,
we need to be able to decide which of the three scenarios above applies to the
minor in any specific situation.

However, there are no standardized procedures or instruments to evaluate
the maturity of the minor, and instead we are forced to depend on the subjec-
tive assessment of the researcher. This subjective assessment carries two
risks: the risk that incompetent minors are required to take decisions when
they do not yet have the capacity to do so; and the risk that competent minors
are excluded from the decision-making process.

Recently, Irma Hein et al.” published an article in which they asked why it is
so hard to make progress in assessing children’s decision-making compe-
tence. And there is no question that it is a real challenge. In the 1990s, Rutter®
described it as follows: “Often there is a wish, by courts and by researchers,
that there be a suitable simple criterion or measure of competence.
Unfortunately, not only is no such test available but ... it is highly unlikely
that such a test could be devised. Rather, the question is of a child’s compe-
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tence in a particular context, for a particular type of decision, given particular
circumstances.”

As a result, when assessing competence to take decisions with regard to
research, it is important to consider the following’:

1. The actual maturity of the individual minor

2. The specific type of decision:
= What decision has to be taken?
= Risk/benefit of the decision

3. Specific context and circumstances:
m Family, social and cultural context
= Emotional state (stress, anxiety), presence of pain, etc.

This text focuses on the first point — assessing the maturity of the individual
minor - in order to determine which of the scenarios described above is
applicable.

The maturity of the minor to take decisions
relating to research

The first challenge when assessing a minor relates to how we define the con-
cept of maturity itself'’, and what type of maturity we are referring to.
Maturity can be defined in terms of cognitive development, ethical-moral
criteria or values, applied capacities or even socio-emotional development.

Cognitive development

The cognitive development of the minor must be sufficient for them to be able
to understand concepts relating to the proposed research or clinical trial, and
to the concept of illness. In particular, they must have sufficient cognitive
capacity to understand information, evaluate alternatives and consequences,
and be able to take decisions in a reasoned and reasonable manner.
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Children’s cognitive development follows a sequential pattern in which they
acquire key concepts such as time, space, causality, permanence and order.
These concepts are acquired gradually and enable the child to understand
other, more complex phenomena such as illness or death.

The acquisition of cognitive maturity is a sequential, systematic and fairly
predictable process in the majority of children, although not all children have
the same level of development at the same age.

It is important to know what stage of cognitive development the individual
child is at, to adapt to what the child can understand and what explanations
they are capable of comprehending, such as how the body functions, and the
causes of illness.

In his classic work on cognitive development, Piaget" describes the develop-
ment and organization of intelligence in the child at different stages:

Sensorimotor functioning during infancy (from birth to 2 years).
Pre-operational thinking, primarily egocentric (from 2 to 7 years).
Logical thinking based on concrete operations (from 7-8 years until
adolescence).

m Logical thinking based on formal operations (from adolescence until
adulthood).

This sequence may provide a basis for distinguishing between children in
scenarios one and two, separating pre-operational thinking from logical
thinking The appearance of concrete, logical reasoning would enable the
child to express opinions and participate in decision-making, but formal
operational thinking would be the minimum standard required to take
health-related decisions, to understand the concept of illness, treatment,
causality, the role of symptoms, of side effects, consequences, and the opera-
tion of the human body and of treatment mechanisms'.

Another benefit of assessing cognitive development is the possibility of
detecting children or adolescents with low IQ. There is a long psychometric
tradition that has developed a number of instruments to measure intellec-
tual development. Although many of these instruments are time-consuming
to administer, there are sufficient rapid instruments that provide an approx-
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imate assessment of the minor’s cognitive level with a high degree of validity
and reliability.

Ethical and moral maturity

Moral maturity, according to Kohlberg’s definition®, is the ability to take
decisions based on internal principles that govern a person’s life, in accor-
dance with a scale of values, and with the capacity to act in accordance with
these principles. Moral development is key to the development of values,
preferences and options.

There are various theories of moral development, of which the most com-
plete and widely accepted is Kohlberg’s theory of the development of ethical-
moral conduct. This author, a follower of Piaget, developed a theory of the
development of maturity based on Kant’s notion of justice.

Kohlberg starts from the position that individual moral development does
not consist simply of internalizing social rules, but rather that the individual
constructs new structures on the basis of interaction with the environment.
This interaction goes through a number of stages which, like cognitive devel-
opment, appear in all children and in all cultures.

1. Pre-conventional level: based on obedience of norms and authority,
avoiding punishment (from 7 to 11-12 years).

2. Conventional level: based on gaining approval of others and main-
taining good relationships with others, at the group or social level
(from 12 to 18 years).

3. Post-conventional level: based on generalized ethical principles (adult).

Although this model was initially heavily criticized from a gender perspec-
tive, subsequent work has consolidated it as the most extensive and complete
theory of moral development, with several longitudinal studies and numer-
ous cultural comparisons (in up to 45 separate studies)™.

The empirical basis that underpins this paradigm means there are a number
of validated instruments to measure the level and specific stage of develop-
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ment of children and adolescents. However, these instruments were designed
for studies related to the development of moral thinking, and this means that
almost all of them are time-consuming to administer and correct, a process
that requires a lot of experience, rendering them of little use in the consent
process for clinical trials.

Applied decision-making capacity

To help answer the question of whether a person is competent to take deci-
sions, whether clinical or research-related, a number of instruments have
been developed to evaluate this competency in adults''.

In the research field, there is the MacCAT-CR (MacArthur competence
assessment tool for clinical research): this is a semi-structured interview,
which takes 15 to 20 minutes to administer and a further 10 minutes to cor-
rect, and explores the four principal areas of decision-making: comprehen-
sion, reasoning, appreciation and expressing a choice. This has been trans-
lated into Spanish and validated'®.

Studies of the use of MacCAT-CR in children and adolescents are now being
published. The most extensive, by the group led by Dr Hein", involved 160
children who had been proposed for inclusion in clinical trials. Of these, 54
(33.5%) were deemed competent based on the standard reference (subjective
criterion of investigator) and 66 (37.9%) were deemed competent according
to MacCAT-CR. No children were found to be competent below the age of
9.6 years.

However, the study that concluded that MacCAT-CR is useful in children
also found that the problem of validation remains unresolved given the lack
of external validation or a gold standard. Other studies propose the term
“assent”™ or seek to establish validation criteria?*%

However, establishing criteria, procedures and instruments to validate the
maturity of minors remains unfinished business. One route would be to use
instruments that have already been validated (for cognitive development or
moral development) to validate instruments to measure applied capacity.
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In addition to the question of maturity, it is also important to promote the
minor’s participation in the process of consenting to research. It is important
to remember that, in individuals, the process of developing human capacities

does not derive solely from genetic inheritance but depends also on interac-

tion with the environment and with society. In other words, attaining matu-
rity is not a milestone that is reached at a given age but depends, rather, on a
multitude of complex factors, and thus involves a learning process.

The Royal College of Paediatrician and Child Health® in the UK offers a set
of guidelines with respect to the active participation of minors:

1. Inform the minor in a manner that is appropriate to their level of
understanding, helping the minor to feel that they have a leading role
in any discussions of their own health.

2. Listen to the minor from as early an age as possible, promoting their
participation and encouraging them to express an opinion.

3. Include the minor’s opinions in the decision-making process, wher-
ever possible, so that they assume responsibility for the decision to a
proportionate degree.

4. Consider the competent minor as the principle decision-maker.
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What I am going to talk about in the next few minutes is the way in which the
report constructs the ethical issues associated with decision-making research,
and then a little bit at the end more specifically directed to these sort of ques-
tions about maturity. The idea of the report is to construct a particular picture
of the problem, and to be clear about what ethical issues are at stake. It won’t
necessarily solve all the problems but what it will do is make those problems
clear, and hopefully more manageable and negotiable.

So the first thing, as emphasized in earlier presentations, is the importance of
context. The ways in which children and researchers and parents will respond
to participation in research, the ways in which they will all be engaged or
able to be engaged, will really depend on the context. It will depend on the
nature of the research (whether it’s interventional or the extent to which it’s
interventional); it will depend on the sort of practical aspects, such as how
much time will it involve, how much trouble in missing school, those sorts
of inconveniences; and it will depend on the child’s own medical history and
on the relationship between the person (the child, the young person) their
parents and the researchers.

So here the kind of thing we might imagine is a child being involved in re-
search in a medicalized setting for the first time, compared to a child who has
spent the last portion of their life in medical settings. And so the idea of the
medicalization of the child’s life is really quite significant. They ways in which
they are going to relate both to their parents in this situation, and to the idea
of research, and what they understand are all going to be very different. And

a  This text is an edited transcription of a lecture.
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these differences are very important in how we think about the context of the
decision and their involvement.

One of the things that follows from this is that there is not a straightforward
linear progression for children. It’s not as though their ability to be involved
in decision-making, the way in which they interact, just goes from A toBina
straight line. Children develop in different sorts of ways. All those contextual
factors will make a difference. As well as the context of the research itself, the
context outside of the research will make a big difference: for example how
their education is going, and how they are being brought up by their parents,
will make a difference to the way they feel and respond.

The way in which the Working Party approached this was to identify three
distinct paradigm cases to describe the situation, to pick out different ele-
ments of that variation and development. The idea here was that these three
cases point to ethical issues. They don’t attempt to categorize children and
their development; rather, they pick up particular kinds of ethical issues that
arise in different circumstances.

So I'll just go through these three cases briefly now. Case One is children who
are not able to contribute their own view about participation. So here, as the
paradigm example, we think about very young children or babies who are
really not in a position to help decide whether they want to be in research, or
have a view of what research is. However, the case is not necessarily restricted
to very young children: it may also include children or young people who are
very ill or unconscious. In this case, really what we are concerned about is
working out that the children can’t contribute their own view about partici-
pation. Obviously, the kind of issue that is then going to come up here is that
of children’s interests and their welfare, and that’s going to be the correlative
ethical issue.

Case Two is children who are able to form views and express them, but who
aren’t able to make independent decisions. I tend to think, I guess in my own
mind, of a five or six-year-old: they very clearly have views, but you wouldn’t
in any sense put too much weight on that as determining their involvement.
There might be some things — for example choice of breakfast cereal or televi-
sion programme - that they will have a view about and you might want to re-
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spect that, but in other kinds of issues such as research you might think, “No,
they’re not...” This is not the kind of situation where the child is going to be
given, as it were, a robust role in the decision-making. And it’s not just five
and six-year-olds. You might also include ‘decision-naive’ twelve-year-olds —
children who really haven’t been faced with making these kinds of decisions
at all and who don’t quite have the sort of capacity to be able to express a
strong view in that kind of case. Or again you might think of an older child
who has a life-limiting condition, and again is not quite in the position of be-
ing able to understand and take it all in.

So the ethical questions that arise in this case are questions like: how should
we treat these children; how should we involve them in decision-making; and
why should we involve them in decision-making? They clearly don’t have the
capacity to make an independent decision, but they do have views. So there’s
a question about how those views enter into our consideration of their in-
volvement. This is the question about assent, and the process of assent.

Case Three is where the child looks like they do have the intellectual capacity
and maturity to make their own decisions. Now that the child has reached
that level, we have to try to decide, to understand ethically, what role their
decision should play in our understanding of their participation. Again the
spectrum of ages comes in: we might have a very knowledgeable ten-year-
old, or we might have a thirteen-year-old who has been involved in some
non-interventional study, perhaps a questionnaire, the sorts of things that we
might think the thirteen-year-old is capable of. Or we might have a fourteen
or fifteen-year-old who is used to taking responsibility for decisions, and re-
ally does grasp these things.

So the ethical question that this case picks out is the question of when is the
child competent to make a decision? And then how determinative will their
decision be? So it’s going to be those borderline cases that we need to be clear
about but there are also going to be questions about what kind of normative
or ethical power we give to the decision that they want to make.

Now, what you see very clearly, I think, is that these cases really focus on
context — they pick out the variations in context, rather than picking out age
groups. Given this variation in context, the question of whether or not a par-
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ticular case applies, and how it applies, will be determined by lots of other
things, and age is perhaps not a really good marker of that. So, as I said earlier,
factors to do with the context and nature of the research, and the context of
the relationship between the parents and the child, for instance, will make a
difference to how we understand the situation in front of us with a particular
child. And then we have to work out which set of ethical issues or which ethi-
cal issue applies most in this kind of case.

Each of these cases brings with them certain kinds of ethical issues, and these
are linked with the principles mentioned by earlier speakers: respect for chil-
dren as individuals regardless of age and capacity; recognition of children’s
developing capacity to make decisions; and concern for immediate and lon-
ger term welfare. Let’s start with concern for the child’s immediate and lon-
ger term welfare. We might think this one comes out of Case One - we can
see that most clearly in cases where the child can’t make a decision, where the
child isn’t able to express a view. And here the stark reality for the parents and
the researcher is: how do we understand the child’s welfare in terms of their
participation in the research? Importantly, this principle doesn’t disappear
as the child gets older; welfare will always be a concern. But in Case One that
concern is very much to the fore.

Then there is the recognition of the child’s developing capacity to make
decisions, to take on responsibilities. This, of course, is central to Case Three,
where we have a child with decision-making capacity or something that looks
very like it. How does that capacity feature in the decision, how does it feature
alongside the parent’s ability to consent, and the researcher’s role in the deci-
sion to participate?

And then finally the first bold point there, this idea of respect for children
as individuals, regardless of age and capacity. This is the idea that really
comes out of Case Two, of trying to understand ethically why we should
take notice or involve a child who has a view but doesn’t have the ability to
decide for themselves. And the thought here is that the child is not just a
decision-maker, or a growing decision-maker: the child is also an individual.
And individuals are due respect, irrespective of whether or not they are able
to make their own decisions. And this recognition of each child as an indi-
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vidual provides ethical justification for involving the child in the decision-
making process.

Of course, how these things get balanced is going to depend on lots of differ-
ent things, all of that context, and the principles are going to overlap. But we
can use the three paradigm cases, and the principles that come out of them, to
try to unpack how in the standard kinds of cases parents might go on to make
a decision. And we can also understand their role in the decision-making.

So Case One again is the clearest kind of case: parents in this case need to think
about welfare and wellbeing and the interests of their child - in short what is
best for their child. And this is in a full sense of what is ‘best’ - allowing an
account of learning about the value of helping others and the value of social
participation, those sort of things, as well as just their own individual, physical
or emotional wellbeing. The role of parents here is not just about protecting
the child’s welfare but also about being responsible for actions determining
that welfare — determining what’s going to count as the interest of the child by
helping to shape who the child is. And so you might certainly say that part of
their welfare is going to involve some of these kinds of things as well.

In Case Two, the idea here is that parents support their child as they gradu-
ally start to be involved in making decisions. So this is understanding one
important parental role as a pedagogical role, teaching the child, bringing the
child into a community of decision makers. And that’s going to happen in
different ways and to different extents. But in Case Two, the child is starting
to express an opinion, starting to express a view, and that needs to be man-
aged by the parents and encouraged in various kinds of ways. So it’s impor-
tant that the parents are responsive to the ways in which the child is starting
to come up with views, and so understands the way the child is involved in
these things.

And in Case Three, there is a shift because the child - the young person — now
has capacity, and in these kind of cases a child’s decision is really going to be
the central thing. The child’s view comes to the fore, and the role of parents
in this kind of case is going to be more supportive and more advisory. Part of
that advice is going to be to do with welfare, but you might see the parents’
input in a slightly different light from in the previous sets of cases.
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So what about the role of the professionals, the researchers, in all this, given
our account of the role of parents? In Case One, the primary responsibility of
the professional is going to be to help the parents to understand and make a
decision about what is best for their child: to try to get a sense of the way in
which they think about the welfare of their child, and to help them to under-
stand how this particular piece of research and this potential participation
might fit in. That support, of course, is not necessarily always right. So there
might also be cases where the researcher will disagree with the parents.

In Case Two, the professional has a responsibility to involve the child, again
treating the child as an individual, respecting the individual that the child
is, making sure that the child is involved to the extent that they want to be,
or making sure the child is involved to the extent that they’re used to being
involved. Again this ties back to our understanding of the parent’s role of
teaching the child how to be a decider. The responsibility of the researcher
here is to be part of that process, not moving against it, neither forcing a kind
of involvement on the child for which the child is not ready, nor denying the
child the kind of involvement that they are capable of having. The aim is to
involve the child at the right level and to the right extent.

Importantly, this is about a process of involvement. It’s not about whether
or not the outcome of that involvement is recorded and how it’s recorded,
though ideally that’s important. But the focus here is really on the process of
involving the child appropriately, rather than on achieving a particular out-
come, whether assent or dissent or neither. What matters is the process.

In Case Three, the researcher really needs to respect the child’s or young per-
son’s ability to make their own decision by asking for their consent and not
just assent, as well as asking the parents to consent. So in Case Three we have
a dual element of consent.

Importantly, one of the things that matters in all this, and that fits with the
ethos of the report, is this idea of the shared decision. Certainly in Cases Two
and Three this seems clear, that the emphasis on involvement and the ethical
principles that I've been talking about push towards decisions being made
together, both where the child is able to consent for themselves, and where
the focus instead is on the process of involvement and assent.
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And the question we might expect the researchers to want to ask about in-
volvement of a particular child is whether inviting this child to take part in
this research constitutes a ‘fair offer’. Is it the kind of research where the risks
and burdens to the child are adequately balanced in the light of the benefits of
the research? Is the way in which they are being involved appropriate, and not
exploitative? Does it fit with the ways in which the parents have been teaching
the child to make decisions? Is there a possible benefit from participating? Is
it compatible with their welfare? These are all going to be questions that the
researcher will be asking. And then there is the question of how best to show
respect for the child or the young person as an individual. This might be just
at the level of an assent, of giving a view and listening to the view; or it might
be at the level of respecting the decision that they make. And even prioritising
that in particular kinds of ways perhaps over the parent’s view or in conjunc-
tion with the parent’s view.

Finally, a couple of points here to make about the cases of disagreement, be-
cause these principles are not going to make all the problems go away: there
may still be conflict and disagreement. The parent’s views don’t always cancel
out other things: the other obligations that researchers have are still in play,
and parental consent makes their child’s participation in research legally per-
missible but not mandatory. So just for example, if the parents are prepared
to give their consent, the researcher still has the responsibility to think about
welfare, to think about the way in which welfare is applied in this particular
case and to think about the process that is involving the child. Has the child
been involved in the right kinds of ways? These are the obligations that just
don’t fall away. And we can still imagine cases where each of the three parties
to this decision are in disagreement. We can imagine the parents and the child
wanting to participate but the researcher feeling uneasy. We can imagine the
child and the researcher wanting the child to participate but the parents feel-
ing uneasy. And we can imagine the child feeling uneasy and the parents and
the researcher being interested in the child’s participation.

And in each of those kinds of disagreement, there are going to be different
circumstances, and it can go either way. So we can imagine cases where the
parents and the child want the child to participate but the researcher is un-
easy, for example because they’re not convinced that research participation
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in this particular case is a ‘fair offer’. And the other kind of case, perhaps the
most obvious kind of case we think of, is where there’s parental consent but
the child is a bit uneasy. So in these kinds of cases, one of the things that we
thought as a Working Party was that the child’s views and preferences are
always important. They are not always going to be the only thing to take into
account (for example, because of parents’ responsibilities to take account of
their child’s welfare), but they are never going to be unimportant. So the re-
searcher really needs to use their discretion in particular cases in understand-
ing the context in coming to some kind of understanding about how this is
going to work.
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The role of Research Ethics Committees (RECs) in the evaluation of paediatric
research studies involves both an understanding of and a commitment to all the
ethical obligations of research in adults, with additional obligations and protec-
tions. Children are an especially vulnerable population, and respect for children
is the fundamental principle for research in this population. In the European
Union, the rights of children involved in clinical research are ensured by
Directive 2001/20/EC. In this regulation, a specific article (Article 4) ensures
the protection of minors considering the emotional, psychological and physi-
ological peculiarities of this population’. In January 2007 the European
Paediatric Regulation? came into force with the aim of increasing the availabil-
ity of drugs specifically studied in children and stimulating the implementation
of high-quality clinical research in paediatrics. In February 2008, the European
Commission issued the ethical guidelines for clinical trials in the paediatric
population in an attempt to develop safe and effective medicines for children,
defining the rules related to the balance between risk and benefit, consent and
assent, the evaluation process and the ethical review of paediatric protocols’.
This legislation provides recommendations on the ethical aspects of clinical
trials involving children and constitutes a reference document for RECs.

Paediatric Research and Ethics Committees

1. The need for paediatric experts in RECs

The primary responsibility of the REC is to protect the rights of the person
who enters a study. This requires and obliges the members to know the
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laws and regulations and to determine whether the study has been
designed according to the ethical and legal standards applicable in the
community and the country where the study is to be conducted. RECs
reviewing paediatric research proposals must have experts in paediatrics
with appropriate knowledge of the special medical, psychological, ethical
and social needs of children®. It is expected that members of RECs are
individuals acting for the best interest and welfare of the subjects under
study. In practice, at least one member of the REC should be a paediatri-
cian with expertise in bioethics and law, although in many paediatric stud-
ies it is necessary to use external experts to act as advisors, as in the case
of studies involving special populations such as newborns, cancer patients
or critically ill children.

2. Evaluation of informed consent

All the principles that should be met in the informed consent process in
adults are applicable to parental permission to include a child in an investiga-
tion. The information provided must be written in a language understand-
able to the parents and the minor whose assent is requested. The REC, as well
as ensuring that the text is understandable and appropriate for parents, must
ensure that the assent of the minor implies an adequate understanding of the
study by the child>®”%. The child’s age does not excuse the researcher from
providing information. Maturity and ability to understand the research by
the child is very variable and depends not only on their biological age or
health condition. For example, young children with a chronic disease such as
cystic fibrosis may understand the purpose of a study better than older chil-
dren who have been previously healthy. From age of four, in general, the
researcher must make an effort to explain the study to the child, and at six to
eight years, in many cases, children will be in a position to agree if given
explanations appropriate to their level of understanding.

The majority of the informed consent forms (ICF) for clinical trials in
adult patients includes exhaustive information of the characteristics of the
drug under investigation, the described side effects, the regulatory aspects
of insurance and responsibilities of the patient and treating physicians that
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are elaborated more for the sponsor’s protection than for patient’s infor-
mation. This is particularly important for children participating in clinical
trials. Most of the ICFs delivered to minors that have the age and maturity
to assent are simple adaptations of the forms written for adults involving
more colloquial language. Moreover, no effort is made to use more appro-
priate language for small children. The ICF should consider using cartoons
or other simple ways of communicating with children. One way to achieve
this objective would be including parents or young people as advisors in
the elaboration of ICFs in all studies where children participate. In addi-
tion to providing better information to children and parents, this would
help researchers to better understand the needs of the patients and their
families.

It is beyond the scope of this review to explore in depth the final decision of
minors participating in clinical trials, but RECs should emphasize that, when
possible, the child assents to participate in the research by stimulating his/her
participation in the decision and ensuring that the final decision is taken by
the whole family.

3. Risk assessment in paediatrics

For an investigation to be acceptable in children®'® it must meet one of the
following requirements:

1. Clinical research involving no more than minimal risk for the par-
ticipant.

2. Clinical research that implies more than minimal risk but offers the
possibility of obtaining a clinical benefit to study subjects.

3. Clinical research that implies more than minimal risk with no pros-
pect of benefit to be gained individually, but which will generate a
better knowledge about the disease.

If the study does not meet one of these three conditions, there is a fourth
condition, which includes research that can help to prevent, alleviate or cure
a serious disease that affects children. In this case, despite not fulfilling the
three conditions, a paediatric study may be approved.
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All protocols that include drugs that are going to be administered to children
should be carefully evaluated and consider the same potential risks that are
assessed in adults, with a number of additional risks for children.

These include, for example, the feelings of fear and anxiety of separation
from parents, family or friends. Moreover, the number of invasive proce-
dures should be minimized. Examples to minimize the risk include: limiting
research in certain circumstances, such as pharmacokinetic and safety stud-
ies; combining these with (or replacing them by) pharmacodynamic studies;
and minimizing the drawing of blood using micro-punctures and micro-
methods.

Minimizing risk also requires that those who perform research studies in
children are properly trained and that paediatric studies are designed with
special care. In general, new drugs should be tested on adults for safety,
pharmacokinetics and efficacy before being tested in children. For this rea-
son it may be appropriate to delay the analysis in paediatric patients until
Phase 3 of drug development in adults. However, the severity of the disease
and the availability of alternative treatments may influence the decision to
advance research in paediatrics. Also, when a paediatric disease has no
equivalent in adults, as with certain congenital errors of metabolism, efficacy
data in adults may not be available. However, even if there is no equivalent
in adults, it is reasonable to obtain initial safety data before initiating any
paediatric studies.

4. Monitoring and safety committees

Given that children are a potentially fragile population, we should provide
more stringent safety control standards during an investigation. It is not pos-
sible to foresee all the risks associated with study drugs in children, and
unexpected events can and do occur. Therefore, there must be an indepen-
dent data analysis and safety monitoring committee for all Phase 3 trials
conducted in children'’. A committee of independent external security for
some phase 1 and 2 trials, especially in the case of blind studies, may also be
necessary. It is also essential to include a monitoring committee in all paedi-
atric studies to ensure that the study is suspended immediately should an
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unexpected problem be detected'. For Phase 1 and 2 trials that do not have
an external committee, a strict monitoring plan must be ensured.

5. Paediatric research plans

The 2007 EU legislation on medicines for paediatric use marked a radical
change in the European Union regarding the stimulus to develop medicines
for paediatric patients and improve the information available on the use of
medicines in children''. For the first time, pharmaceutical companies were
required to study drugs in the paediatric population and develop appropriate
formulations for the child’s age. As a reward or incentive for this effort, phar-
maceutical companies have an extension of patent protection and market
exclusivity. In addition, the regulation establishes a network and a program
of paediatric clinical trials for off-patent drugs funded by the Framework
Programmes and a Paediatric Committee based on the European Medicines
Agency (EMA), responsible for the approval of paediatric investigation plans
(PIPs), was created. All drugs approved for paediatric use will be identified
with a new symbol on the packaging. Since 2007, there has been an improve-
ment in the number of pharma-sponsored trials for new medicines in chil-
dren, mainly in paediatric cancer. However, attempts to have many off-label
drugs commonly used in children approved were less successful and advanc-
es in this setting have been minimal in recent years.

6. Special considerations: research in newborns and
critically-ill children

The difficulties identified so far in assessing the ethical aspects of research in
paediatrics produce a greater paucity of studies in particularly vulnerable
populations, such as newborns and critically-ill children. In contrast, the use
of medications without approved indication is even greater in these children,
as are the use of treatments or application of techniques without proper
knowledge of their efficacy and safety. In a report published by the Ethics
Group of the Newborn Drug Development Initiative'®, the main conclusion
were the additional difficulties in the design and performance of clinical tri-
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als in critically-ill newborns, emphasizing the point that both doctors and
parents must be convinced that clinical studies in neonates are scientifically
necessary and ethically appropriate. The report makes the complexity of
obtaining parental consent for research in critical neonates very clear. In
some cases, parents may consent before a critical event occurs, such as in the
treatment of cardiac arrest, inotropic support in the postoperative period of
cardiac surgery or the treatment of subclinical seizures. However, in other
cases, parents may be under considerable pressure, as occurs at the unex-
pected birth of an extremely premature infant or term newborn with perina-
tal suffering. These circumstances force researchers to be especially careful in
assessing the ability of parents to freely decide to participate in a clinical trial.
Therefore, there should be a very careful assessment by the ethics committees
of the adequacy of clinical trials in these highly vulnerable patients and they
should be limited to centres where the staff have specific training, experience
and competence.

7. Adapting RECs to European regulations on
research studies in paediatrics

In 2012 an initiative funded by the Seventh Framework Programme called
Task Force for European Development of Drugs for the Young (TEDDY) con-
ducted a survey of RECs in the European Union as to whether the European
rules for conducting paediatric studies were known'®. The survey consisted
of 12 questions in two sections:

1. RECs and paediatric research under European legislation: the degree
of knowledge of it and its impact on the activity of the committees.
2. The interest and involvement of RECs in paediatric research.

The survey was sent to a thousand RECs identified among EU members, and
answered by 18 percent of committees. The level of knowledge of European
legislation was very limited and a substantial number of RECs had no experts
in paediatrics. In addition, most RECs belonging to the initial 15 members of
the EU (EU-15), which includes Spain, stated that the paediatric regulation
was generally unknown and therefore did not influence their decisions. By
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contrast, among the new EU members, knowledge of these regulations and
their impact on decision-making was significantly higher. These results sug-
gest that the new EU members are more committed to the integration and
harmonization of ethical standards for research. On the second set of ques-
tions, most expressed interest in updating knowledge about studies in this
age group. The main conclusion is that there is a lack of understanding of the
risks and burdens acceptable in clinical research in children of different ages.
As aresult of this, the authors proposed to develop a practical guide to ethical
issues in paediatrics for RECs. This guide should emphasize ethical aspects of
paediatric care, the authorization process, consent and assent, the need
for paediatrics expert members for review paediatric studies, the training and
education of members of the RECs, the use of placebo, compensation for
damage and other relevant aspects of studies in children.

In conclusion, the ethical aspects of paediatric research pose a challenge to
the RECs, which should ensure the adequacy of the studies conducted in the
paediatric population. Children subject to clinical research should be spe-
cially protected as vulnerable but this vulnerability should not be an excuse
for not doing research that should directly benefit children. Only institutions
with experts in paediatric research must perform paediatric trials. These
should ideally have a paediatric investigation plan approved by a committee
of experts and their ethical aspects carefully evaluated by an ethics commit-
tee. RECs evaluating paediatric studies should have at least one member who
is a specialist in paediatrics and the European regulation that applies to pae-
diatric studies should be known.
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This lecture will give an insight into the routine work carried out as member
of a paediatric Research Ethics Committee (REC) at Hospital Universitario
Nifio Jesus. REC is an independent body made up of health care profession-
als and other non-health specialist members responsible for ensuring the
protection of the rights, safety and welfare of human subjects involved in a
clinical trial and to provide public assurance, by an opinion on the trial
protocol, about the suitability of the investigators and the adequacy of
facilities, and the methods and documents to be used to inform trial subjects
in order to obtain their informed consent. Most of what we do at RECs is
legally regulated: aspects such as composition of the committee, timing of
work, interactions with trial promoters, researchers, the national medicines
agency, etc.

In order to comply with the above requirement to “protect the rights, the
safety and the welfare of the humans that participate in a clinical experi-
ment”, REC members:

m assess the methodological, ethical and legal aspects of the clinical tri-
als protocols
consider the balance of risks and benefits for subjects and society
check that the conduct of clinical trials is in accordance with the pro-
tocol

m evaluate experimental, observational or any other type of studies
affecting humans
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= assess (scientifically and ethically) and eventually approve, paediatric
investigation plans (PIPs)

= make sure that the sponsor informs the public prosecutor about
authorizations for clinical trials whose population includes children.

At Hospital Nifio Jesus, an exclusively paediatric hospital, the list of members
of the REC is as follows:

= two persons outside the health professions, one of whom must be
graduated in law

one pharmacist working in a hospital

one pharmacist working in primary care

one clinical pharmacologist

two pediatricians involved in clinical work

one nurse (university graduate)

one member of the healthcare ethics committee

one member of the hospital research commission.

The presence of an expert in legal aspects is mandatory, and he or she must
be always be present during deliberations, otherwise the conclusions have no
legal value. The other members represent the different departments involved
in the care of children in the health system. Nine is the minimum number of
members. At least one of them must be not related to the centres leading the
trials or the projects. All members must act freely and voluntarily from the
very beginning, and they must apply for membership not to the REC but to
the hospital authorities. All members must sign a confidentiality agreement
before starting to participate in the deliberations, since the information we
deal with is confidential.

When evaluating each and every project, either a clinical trial promoted by
big pharma companies or a small clinical study proposed by an independent
researcher, we follow four basic principles of bioethics: no maleficience (do
no harm), justice (give each his own), autonomy (self-governance) and
beneficence (do good). We evaluate the projects in terms of their scientific
validity, and also the competence of the people behind the investigation. We
need to see that the study has no unacceptable bias towards any population,
that possible harm has been anticipated and compensations are prepared,
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and we need to estimate the impact of the study beyond the cohort of patients
that will be recruited.

The principle of autonomy is probably the most important for us. We need
to be sure that the research project does not interfere with the right of the
children and their families (or legal guardians) to take a decision about them-
selves. We will take some time talking about how the information in the trial
is passed to the patients, when the patient is a child. Finally, the principle of
beneficence deals with the risks the patients bear if they choose to participate
and the benefits they may receive, knowing the risks will always be the mini-
mum, otherwise the study is not ethically acceptable. This is important:
participation in a trial will not prevent the participant from receiving the best
therapy representing the state of the art.

Autonomy in bioethics recognizes the ability of the individual to decide what
can be done with his or her body. All potential participants must be consulted
for their willingness to participate after comprehensible information has been
provided. This information is collected in a very important document, which
is the Informed Consent that the participant will sign before entering the trial.
Another aspect related to this principle is the confidentiality that must cover
participation in the study. Surrogate decisions are an everyday feature of the
work of paediatric RECs. When trials are performed on minors or incapaci-
tated persons, it is necessary that parents or legal guardians give their consent
to participate in the study (presumed to want the best for the participant). If
the children are 12 years or older their assent to participate in the study is also
needed, and there is a moral obligation to respect their decision.

When the subject is a child:

m Parental or legal representative informed consent must be obtained
prior inclusion in the trial; consent must represent the minor’s pre-
sumed will and may be revoked at any time without any harm to him.

= When the child is 12 or older, he/she must also give consent (assent)
to participate in the trial.

m  The minor will receive information about the trial from staff with
experience in dealing with minors, appropriate to his/her capacity of
understanding.
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= The researcher will accept the expressed desire of the child to refuse
to participate in the trial or withdraw at any time, when he/she is able
to form an opinion based on the information received.

The informed consent (IC) is a major issue, as noted before. It is mandatory
that the patient gives his consent and signs the form before he is recruited
into the trial. To be valid the IC should be given freely, without external
constraints and having received and understood all the information about
objectives, benefits, alternatives, risks, etc. of the study. It must be clear that
there is always the possibility of repealing/revoking the IC without explana-
tion. There is no standard document that may be used in every case, but there
are guidelines. It is very difficult to define the minimum information to be
given, but the most widely criterion used by RECs is that it must contain
everything a reasonable person should know before giving permission to
participate in a clinical trial.
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Research and Enterprise Services, University of Sussex

Introduction

This paper explores how University Research Ethics Committees in the UK
are supported in their consideration of research involving children. The
paper is largely informed by my role at the University of Sussex and
the Nuffield Council for Bioethics report Children and clinical research:
ethical issues (2015). My role, at the University of Sussex, is to manage and
provide guidance, advice and support on research governance, ethics and
integrity and to advise research ethics committees. In the Times Higher
Education World University Rankings 201415, Sussex is ranked amongst
the top 15 universities in the UK and is 34th globally for research influence,
meaning that research is at the heart of academic activity at the University
of Sussex.

In the UK we’ve observed increasing endorsement from organizations of the
value and benefits of patient and public involvement in the design and review
of research studies. This has also been the case in relation to children and
young people with the Department of Health, the Royal College of Paediatrics
and Child Health and the Health Research Authority making clear state-
ments on the importance of the involvement of children and young people
in research, in order to build evidence base, and to involve children and
young people in the design and conduct of research.

Since 2010 the Department of Health and the National Health Service in the
UK have increased the involvement of patients in choices about their care and
treatment, and sought to increase patient and public involvement in research
(Department of Health, 2010). A draft policy, currently out for consultation,
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will replace the Department of Health Research Governance Framework
(2005), includes not just a steer towards the importance of involving care
users, especially those from hard to reach groups “not only by their participa-
tion in research, but also through their involvement in the design and conduct
of research, or as members of research approval bodies such as research ethics
committees.” (Health Research Authority, 2015).

Research ethics committees and research
involving children

Many Universities in the UK are working towards greater transparency of
ethical review and research standards, the University of Sussex’ research stan-
dards are published on this website so that if members of the public or exter-
nal stakeholders are interested this information is freely available'. The
University of Sussex currently has patient and public involvement in research
studies predominantly where it is a funder requirement, which tends to be
for large clinical research grants or if there is an established patient or special
interest group available' and willing to be involved.

In the wake of the 2104 Nuftield Council on Bioethics report Children and
Clinical Research the University of Sussex decided to address its research
governance structures in relation to research involving children and young
people. The University has a considerable amount of research being under-
taken involving the participation of children, young people and babies, some
of it quite challenging in nature. An example of a research group undertaking
research involving children as participants is the Child Anxiety Theory and
Treatment laboratory which explores for example children’s fear of the dark
or of spiders, as examples of recent studies.

In 2013 I had the privilege to be part of the mock Research Ethics Committee
in the films used in the Nuffield Council for Bioethics’ research activity to ask
children, young people and their parents* what they felt about the research
ethics committee process and thoughts on the study being reviewed. As an
exercise, I realized that how I review a study, or the views I have of children
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and young people participating in research, had never been under public
scrutiny before. The report’s findings became more valuable for me because
the report opened up the ethical review process for scrutiny.

The Nuffield Council for Bioethics’ report demonstrates two years of inves-
tigation and consultation and provides evidence which reinforces the impor-
tance of the involvement of children and young people in research, in terms
of study design, review of materials, seeking their expertise and supporting
their participation in research. It has both recommendations for virtues
research ethics committees (RECs)® should demonstrate and specific recom-
mendations.

“A shift to acknowledge that children and young people have expertise in
their own lives” (Nuffield 2014 p41). There are significant benefits to
involving children and young people in research projects. The involvement
of children and young people holds both intrinsic and extrinsic value to
research projects. Being able to demonstrate that children and young peo-
ple have been involved in the study design or review of materials increases
the trustworthiness and integrity of a study. Seeking understanding of how
a study can impact on a young person’s life may help with compliance. By
understanding and factoring in what is important to the children and
young people in how the study is designed may lead to fewer drop-outs
from studies. Developing recruitment materials that children and young
people approve of and endorse will lead to an increase in recruitment num-
bers. Their involvement also promotes the benefits of participating in
research and supporting it, which encourages wider public confidence in
research.

The University of Sussex hopes for a positive impact from the Nuffield
Council for Bioethics report on the ethical review system and standards in
place. Some of the recommendations require cultural shifts of the under-
standings RECs apply to reviewing projects involving children and young
people and explore deeply how RECs operate. The next chapter will explore
the specific recommendations.
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Recommendations from the Nuffield Council
for Bioethics Report (May 2015)

The University of Sussex considers the following specific recommendations
to be particularly helpful to support RECs, support researchers and to build
internal, and external, trust in University research governance procedures.

Actively support research involving children and
young people

a. “RECs should have a balanced approach between protective and
facilitative. Ultimately RECs should support research involving chil-
dren and young people and should not shy away from it because of
the perception that this is riskier research with a more vulnerable
cohort.* Paragraph 5.34 (p. 140) suggests that being overprotective
may be as damaging as being insufficiently protective.

b. RECs should expect children and young people to have involvement®
in study design and should encourage researchers to disseminate
study findings to participants and through their institution’s website.”
INVOLVE, funded by the National Institute for Health Research to
provide advice and support on public involvement, defines public
involvement in research as research being carried out ‘with’ or by’
members of the public rather than to’, ‘about’ or ‘for’them. There are
distinct differences between participation, engagement and involve-
ment: Participation is defined as participating in research activities as
a research participant; Engagement is outreach, stakeholder activities,
activities to support the dissemination and engagement with outputs
or outcomes of research; Involvement is undertaking the research: e.g.,
being in the role of researcher, seeking and obtaining research fund-
ing or being involved in designing a research project or reviewing
recruitment materials or materials used to seek consent.

i. Thereport suggests that RECs can be overprotective, which may be
as damaging as being insufficiently protective. The perception
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ii.

iii.

iv.

from RECs appears to be that children and young people are a
more vulnerable cohort® and in turn that research is too risky. This
has manifested in researchers shying away from undertaking
research with children and young people and RECs preventing
this. RECs need to balance their approach and ensure truly propor-
tionate review. They should welcome studies involving children
and young people and should have the expectation, especially in
larger studies where there are interventional, impactful or longitu-
dinal characteristics, to see evidence of consultation with children
and young people.

Across UK higher education institutions, research involving chil-
dren (individuals under 18 years of age) is perceived to be high risk
and therefore warrants a more stringent ethical review. The report
challenges RECs to re-think vulnerability as an ‘alert’ rather than a
reason to ‘block’ research. It is important for researchers and RECs
to safeguard by checking that researchers are working to mitigate
against risks or burdens for research participants. There needs to
be an understanding of developmental context rather than a direct
association with vulnerability in the context of clinical research.
The report encourages a professional response to concerns about
vulnerability by ensuring partnership with children and young in
research and seeking the right professional expertise.

Nuffield present the idea of a ‘fair offer’ to be what RECs should
be looking for when reviewing projects ethically and suggest that
researchers and RECs should be asking is it a fair offer: e.g., is
participation compatible with welfare? “The fundamental role of
ethical review is to ensure that an invitation to participate in
research would constitute a ‘fair offer’ to children, young people
and their parents, where the value of the research and its likely
risks, burdens, and benefits have been carefully weighed up.”
(Nuffield 2015, p. 28).

Understanding or having the capacity to review a fair offer as a
potential participant raises questions around capacity and compe-
tence in decision-making. Hein et al. (2015) reflect on children’s
decision-making competence and question how regulatory mod-
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els and RECs currently perceive maturity. They state that regula-
tions concerning competency are established on a strong pre-
sumption that persons older than a certain age are competent,
whereas younger persons are not and that age limits are practical
but ineffective and arbitrary (2015, p. 3). “Children’s competence
to consent, however is currently not assessed in a standardized
way. Moreover, neither the correlation between competence to
give confirmed consent and age in children, nor which factors
exactly contribute to children’s competence, have ever been sys-
tematically researched” (2015, p. 2). Hein et al. reflect accurately
that RECs lack empirical evidence to understand standardized and
validated assessment tools and therefore RECs should not only
encourage the involvement of children and young people but the
participation of children and young people in research around
maturity, competence to consent and decision-making skills. This
empirical research is required in order for RECs to understand
validated methods and to have reassurance which will avoid dis-
proportionate concerns around competence and maturity.

In addition to the challenge the report makes against ideas of vul-
nerability the outcome of the work with children and young peo-
ple could also challenge ideas around financial reward and reasons
for participating in research. The comments of the children and
young people in the films around financial incentives brought to
the fore that altruism, seeing the wider benefits and societal
responsibilities, may override any interest in receiving a reward
for participating in research.

A recommendation for research involving other groups: The
learning from these recommendations has value which I suggest
can be more far-reaching, beyond children and young people, to
research involving other groups, for example marginalized, vul-
nerable or hard to reach groups, who are also regarded as too
vulnerable and too risky to research with. Without information
and evidence from research, the lack of knowledge, evidence-base
and uncertainties will continue in the care and treatment these
groups are provided. Making similar recommendations for
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research with these other groups may also have the impact of bal-
ancing the approach from overly protective to facilitative and may
help to build more evidence around the care of these groups and
reduce complexities around facilitating research involving them.

Support for RECs and access to expertise

76

a.

RECs need access to expertise. The report strongly recommends seek-
ing access from external advisers with appropriate clinical expertise
and from children, young people and parents. The report suggests to
National Research Ethics System and Royal Medical Colleges that a
database of experts is set up for RECs to have access to. The report
also suggests the RECs form links with clinical research networks.
Recommendation 7 (2014, p. xxvi) suggests that organizations with
individuals who are REC members are supported to do so by being
provided with protected time.

i. RECs, and researchers too, need access to appropriate expertise.
The report strongly recommends seeking access to external advis-
ers with appropriate clinical expertise and from children, young
people and parents.

ii. If RECs have access to this expertise the perception of risk may
become more balanced and less overprotective because they have
been reassured by appropriate information and expertise. Ethics
applications will, I hope, also improve in quality and will take into
consideration the personal needs and impact on the everyday lives
of children, young people and their families. At the University of
Sussex there is an intention to build on and encourage accessing
relevant professional expertise and scoping access to established
groups of children and young people who may review study
design and materials.

iii. The report recommends to the National Research Ethics System
(run by the Health Research Authority) and Royal Medical
Colleges that a database of experts is set up for RECs to have access
to. The report also suggests the RECs form links with clinical
research networks. Although at the University of Sussex there is
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access to academic expertise from specialists in neonatal medicine
or paediatrics, for example, access to a database developed by
NRES or medical colleges would be extremely valuable to univer-
sities and I hope would reassure researchers that the right exper-
tise is being sought to review their study.

iv. Seeking expertise from children, young people and their parents
will depend on access to pre-established groups and their availabil-
ity and willingness to review our studies. Setting up a young peo-
ple’s advisory group for a university would have cost and resource
implications, which is important to take into consideration. I aim
to develop stronger links with clinical research networks in the UK
(CRNs provide the infrastructure that allows high-quality clinical
research to take place, and help researchers to set up clinical studies
quickly and effectively and provide health professionals with
research training) and hope that this can key the university in to
established groups who may be able to review some of our studies.

v. The report also suggests that organizations with individuals who
are REC members are supported to do so by being provided with
protected time, this is an insightful recommendation as most
RECs, in universities in the UK, are composed of volunteer mem-
bers of faculty, who are time limited due to research and teaching
and are not provided with protected time.

Virtues held by RECs
a. Paragraph 5.35 (p. 141) recommends that the way in which a REC

conducts its business should be in accordance with the following pro-
fessional virtues; and, secondly, that these virtues should be at the
heart of what is expected of researchers whose protocols are under
scrutiny. The report suggests that the features of ethical review pro-
cesses, and ethical research practices, that demonstrate these virtues
could include:

i. Open and constructive communication between researchers and
RECs, based on a shared understanding that any invitation to take
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part in research must constitute a ‘fair offer’ in which children,
young people, and their parents can reasonably place their trust.

ii. Openness with respect to communicating the outcomes of
research, whether positive or negative, both to participants and to
the wider public.

iii. Recognition by RECs of the role of professional judgment by the
researcher, and the need at times to allow for professional discre-
tion in the field: for example, through requirements describing
guiding values and outcomes, rather than highly specified proce-
dures from which no deviation is permitted (see paragraphs
6.10-6.14).

iv. Recognition by researchers of the role of RECs in scrutinizing
their capacity to exercise that discretion.

An overarching virtue for researchers and those that manage or gov-
ern research is trustworthiness. The report states that children and
young people and their parents will only take part in research if they
can trust both the researchers and the way the research is organized.
Equally, potential research participants and their parents must also be
able to trust governance systems to trust the researchers who are sub-
ject to that governance. The report suggests that trustworthiness and
confidence can be cultivated through openness and clear communica-
tion between the researcher(s) and potential research participants and
their parents.

Research Ethics Committees need to be transparent about their pro-
cesses around ethical review, for institutions, like universities, to be
clear about the robustness of their ethical review system. As the ulti-
mate beneficiaries of research, it is important that the public trust our
methods of ethical review in order to trust the outcome of the research.
It was significant that the virtue of trust, honesty and openness was
reflected in the outcome of Nuffield’s work.

. My view is that RECs need to be self-reflexive around our demonstra-

tion of these virtues and to reflect on the approach we have, whether
we have the balance right between identifying risks, having a truly
proportionate risk perception and encouraging studies through sup-
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port and facilitation. RECs can increase their trustworthiness through
being open in how they review, sharing their processes, standards and
systems externally. It is important that external stakeholders trust our
methods in order to trust the outcomes of our research. We publish
our research standards and expectations clearly on our website so that
if members of the public are interested in the standards we uphold
this information is freely available’.

Recommendation 3 encourages allowing space for professional dis-
cretion in the field, and researchers in turn respecting RECs’ ability
to assess their capacity to exercise that discretion. A hypothetical
example may be a researcher applying to a REC to use ethnographic
methodology during their fieldwork, a circumstance where not all
risks or research opportunities can be anticipated, the researcher
can demonstrate their expertise and experience by considering how
they can mitigate against certain likely risks and the protocols they
will follow to seek informed consent e.g. in the event of a potential
interview.

The REC must review the researcher’s application in the knowledge
that it is impossible to predict what will happen in the field. There can
be a difference in expectation depending on the research field in terms
of how much discretion is provided to researcher. For example, in
clinical research there isn’t much space for uncertainty in protocols,
whereas there is more space provided to applications where there are
ethnographic methods where every opportunity cannot be anticipat-
ed. An overarching virtue for researchers and those that manage or
govern research is trustworthiness; my view is that, as well as increas-
ing external stakeholder trust, there needs to be more trust given to
researchers to exercise their professional discretion (providing their
track record allows this). This raises the delicate issue of colleagues
judging one another’s records.

Building trust in research governance procedures

The report states that children and young people and their parents will only
take part in research if they can trust both the researchers and the way the
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research is organized. Equally, potential research participants and their par-
ents must also be able to trust governance systems in order to trust the
researchers who are subject to those governance systems and mechanisms.
The report suggests that trustworthiness and confidence in systems, methods
and research outcomes can be cultivated through openness and clear com-
munication between the researcher(s) and potential research participants
and their parents.

The University of Sussex seeks to foster a culture of professional integrity,
not a culture of box-ticking and disproportionate risk perception, and the
evidence provided by the Nuffield report supports our work in research
integrity which encourages openness and honesty.

As the ultimate beneficiaries of our research, it is important that the public
trust our methods of ethical review in order to trust the outcome of the
research and I found it significant that the virtues of trust, honesty and open-
ness were reflected in the outcome of Nuffield’s work. These virtues have
been a driving force in the research integrity requirements in the UK for
research councils, and research suggests that it is customary practices which
build research cultures demonstrating these virtues.

My hope is that evaluating how a university meets these virtues and being
transparent about process and upholding of standards may renew public con-
fidence in participating in research. No institution is immune from incidenc-
es of research misconduct or questionable research practices, considering the
evidence demonstrated by the Nuffield report on the culture of scientific
research in the UK (Nulffield, 2014) which summarizes that the pressurized
research culture in the UK encourages the cutting of corners and a reduction
in standards, how can institutions support their researchers to demonstrate
the virtues of research integrity and those stated in the Nuffield report for
children in research in the current research culture context?

A great deal of research and investigation has been undertaken by the UK
Research Integrity Office, the US Office of Research Integrity and individuals
like Dr Andrew Rawnsley at Teeside and Professor Nick Steneck at Michigan,
around how to change a research culture and customary practices, habits and
assumptions in order to foster these virtues in research practice. It will be
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important to learn from the research integrity® movement how to install such
values of openness, rigour, transparency and self-reflexivity.

Conclusion

To summarize, the main recommendations from the report, which the
University of Sussex will find useful in reflecting upon and developing its
own practice, are that RECs need to have a balanced and facilitative approach,
they should welcome studies to review which involve children and should
not be too protective or restrictive in their review:

= RECs need to have access to expertise like professionals and children,
young people and parents. Having access to this expertise, and with
the involvement of children and young people in developing research
design or reviewing materials, may assist RECs in being more facilita-
tive because they are more reassured and therefore less protective.
This is speculative but it is hoped this will hold added benefit.

= RECs need to be self-reflexive to consider the virtues demonstrated in
their operation and in order to encourage and foster openness, hon-
esty and a more balanced and facilitative approach. RECs can increase
their trustworthiness through being open in how they review, sharing
their processes, standards and systems externally and within their
own institution to researchers.

m  The learning from the Nuffield report on vulnerability as an alert not
a reason to obstruct has potential value for research involving other
groups: e.g., hard to reach or other groups who are also regarded as
too vulnerable or too risky to research with e.g. in mental health
issues, learning disabilities, marginalized groups. As Modi et al (2014)
state, without information and evidence from research, lack of knowl-
edge and uncertainties will continue in these groups care.

The University of Sussex has agreed to bring together a working group look-
ing at involving children and young people in research and encouraging stud-
ies where children and young people are participating. This will be chaired by
Professor Bobbie Farsides, and will include members of the medical school
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faculty and members of faculty from other schools and departments who
regularly have children and young people participating in their research.

At the University of Sussex I look forward to being a part of the working
group looking at how we can implement Nuffield’s recommendations into
our processes, systems and mechanisms but also into our approach and
into our research culture and virtues demonstrated by our RECs. I hope that
we can identify how we can begin to involve children, young people and
parents in designing studies, being consulted and reviewing materials and to
working with the RECs at the University of Sussex to encourage, support and
facilitate research involving children and young people as participants.

Although the University of Sussex aims to be transparent and open around
research governance and integrity I think we could benefit more from look-
ing at our approach and reflecting on what virtues we demonstrate and those
we do not. My initial aim for the working group was to develop guidance for
researchers to undertake consultation with children, young people and their
parents around research design and reviewing materials. My aims now, after
reflecting more fully on the recommendations of the report, will also be to
undertake a review of the approach the RECs demonstrate with regard to
applications involving children and young people participating and of the
virtues recommended and how they are demonstrated in the activities of
the RECs. I am also keen to see how this can improve the approach of facili-
tating and not shying away from research with other groups who are deemed
too risky or vulnerable to research so that the benefits and impact of the
learning form the Nuffield report can be much wider felt.

I look forward to undertaking this work and hope to have the opportunity to
report the outcomes and learning with other institutions.
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Notes

1. http://www.sussex.ac.uk/research/standards/

2. T have used the term ‘Parents’ in the same way as the Nuffield report as
the term which encompasses anyone with parental responsibilities and
duties for a child or young person. The report uses the term parent(s) as
an umbrella term which encompasses anyone with the responsibility of a
parent e.g. parent, carer, legal guardian.

3. The scope of the report includes review of clinical research and social or
psychology research and therefore Research Ethics committees (RECs) in
the report includes RECs managed by the National Research Ethics Service
(NRES)/Health Research Authority (HRA) and University RECs. Please
note that some recommendations are for NRES led committees only.

4. Paragraph 5.18 states “it is particularly important to emphasise this two-
fold (protective/facilitative) responsibility in the context of research with
children and young people because of the nervousness with which many
REC members may approach the question of involving children (particu-
larly younger children) as study participants. Elsewhere in this report we
have discussed and challenged the commonly-held idea that children and
young people are automatically vulnerable in research, and also the asso-
ciated assumption that the governance of research involving children
should be one in which additional protections are heaped on top of those
thought to apply to adults (see paragraphs 4.53-4.62). These assumptions
about children’s vulnerability may lead to the sense that it is always ‘safer’
to prevent research going ahead because of concern about an aspect of the
study”. (Nuffield, 2015 p. 134).

5. INVOLVE, funded by the National Institute for Health Research, to pro-
vide advice and support on public involvement http://www.invo.org.uk/
posttyperesource/what-is-public-involvement-in-research/. INVOLVE
defines public involvement in research as research being carried out ‘with’
or ‘by’ members of the public rather than ‘to, ubout’ or ‘for’ them. There
are distinct differences between participation, engagement and involve-
ment: Participation is defined as participating in research activities as a
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research participant. Engagement is outreach, stakeholder activities,
activities to support the dissemination and engagement with outputs or
outcomes of research. Involvement is undertaking the research e.g. being in
the role of researcher, seeking and obtaining research funding or being
involved in designing a research project or reviewing recruitment materi-
als or materials used to seek consent.

6. Paragraph 5.18 states “it is particularly important to emphasise this two-
fold (protective/facilitative) responsibility in the context of research with
children and young people because of the nervousness with which many
REC members may approach the question of involving children (particu-
larly younger children) as study participants. Elsewhere in this report we
have discussed and challenged the commonly-held idea that children and
young people are automatically vulnerable in research, and also the asso-
ciated assumption that the governance of research involving children
should be one in which additional protections are heaped on top of those
thought to apply to adults (see paragraphs 4.53-4.62). These assumptions
about children’s vulnerability may lead to the sense that it is always ‘safer’
to prevent research going ahead because of concern about an aspect of the
study”. (Nuffield, 2015 p. 134).

7. http://www.sussex.ac.uk/research/standards/

8. Research integrity, or responsible research conduct, is best defined in the
Singapore Statement as;
i. Honesty in all aspects of research
ii. Accountability in the conduct of research
iii. Professional courtesy and fairness in working with others
iv. Good stewardship of research on behalf of others
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