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Foreword

Medical research involving children is important for the benefit of all children. It leads to
innovations in healthcare that can substantially improve their health and quality of life.
Furthermore, the scientific opportunities for developing better methods of preventing and
treating diseases that affect children or begin in childhood have never been greater.

The Medical Research Council (MRC) believes that research involving children should be
supported, encouraged, and conducted in an ethical manner. We want to ensure that
research participants, their parents and the general public can be confident that medical
researchers work ethically with children.

We recognise that while many other organisations have published guidance on medical
research involving children, this is a vital area in which we must provide support and guidance
to MRC researchers.The previous MRC guidance The ethical conduct of research on children1

(1991) has been replaced by the following updated guidelines. They outline the practical,
ethical and legal issues that researchers need to consider when carrying out studies involving
children. Our aim has been to set out general principles that can be applied in most situations
rather than to cover every possible eventuality. The guidelines are intended to be concise and
easily readable, and include a glossary defining some of the key terms used (see Section 7).

We refer to guidance from The Royal College of Paediatrics and Child Health,2 the
Department of Health3 and British Medical Association4 throughout this document. These
organisations can all provide further useful information.

This guide complements guidance on other research-related topics produced by the MRC,
all of which is available at the MRC website, wwwwww..mmrrcc..aacc..uukk. Any changes to MRC guidance
are highlighted on the site as they arise.
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1. Introduction

1.1 Purpose

These guidelines are designed to be of use to researchers preparing proposals for
MRC support for research involving children, and to those planning, undertaking or
collaborating in such research.They will also be helpful to other researchers, and to
doctors and other health professionals whose patients may be involved in research,
to ethics committees, to others reviewing or supervising research, and to the public.

The guidelines take into account recent publications by leading organisations and
professional bodies, which are referred to throughout. They should be read in
conjunction with MRC guidance on different aspects of good practice in research
with adults (listed in Section 8), the principles of which are also relevant to
paediatric research.

1.2 General ethical principles

The MRC is committed to the highest ethical standards in medical research. The
fundamental principles underpinning research on human beings and information
relating to them have been elaborated and refined in various national and
international guidelines: 5-12

Participants' interests must prevail over those of science and society, where
there is conflict.

The research must have potential to generate scientific understanding that may
be a basis for improvements in human health and wellbeing.

There must be an acceptable balance of risk and benefit for participants.

Researchers can only proceed if they have obtained voluntary informed
consent from the participant to participate in research (special safeguards apply
when this is not possible).

An appropriate independent research ethics committee must review and
approve the research proposal.

1.3 Summary of key ethical principles relating to research involving 
children

Children require special protection because they are less likely than adults to be
able to express their needs or defend their interests – they may not have the
capacity to give consent.

The following principles should guide all MRC-funded research involving children: 4, 5

Research should only include children where the relevant knowledge cannot by
obtained by research in adults (for guidance, see 4.1) 
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The purpose of the research is to obtain knowledge relevant to the health,
wellbeing or healthcare needs of children.

Researchers can only involve competent children if they have obtained their
informed consent beforehand.

A child's refusal to participate or continue in research should always 
be respected.
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Research promoting the health of children can include investigation of: 2

Normal childhood development.

Origins and causes of disease.

Means of promoting health.

Means of preventing, diagnosing, assessing and treating disease.
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When a choice of age groups is possible, older children should be involved in
preference to younger ones, although some research questions are specific to younger
children and babies.2

4.2 Use of terms 'therapeutic' and 'non-therapeutic' research

The distinction drawn previously between therapeutic and non-therapeutic research
is now regarded by many as unhelpful and potentially misleading. For example,





Is inclusion of children necessary to answer the scientific question posed by the

research? What are the ages of the children to be included?  Are any of the

potential research harms age-dependent?

Will potential child participants be screened for known vulnerability to the risks

associated with specific elements of the research? 

What does the research require of children and their families? Is adherence to the

research protocol a concern? If so, what are the risks of non-adherence? 

Are all the procedures or interventions necessary to answer the research question?

Can the investigators collect the required information using procedures that the

child participants will undergo as part of their normal therapy or monitoring? 

Have previous laboratory studies, animal research, studies with adults, or other

data provided a sufficient basis for proceeding with research involving children? 

Does the study follow principles of sound research design? 

What are the theoretical risks involved with the research as proposed?  Are data

available to estimate the probability and magnitude of each risk as they relate to

the categories of children to be included?

Have the investigators provided data on the frequency of adverse events for the

procedures at the site in question? For example, sedation for research procedures.

Continued...

MRC Ethics Guide: Medical research involving childrenMRC Ethics Guide: Medical research involving children

18 19

CCaarreeffuull  ccoonnssiiddeerraattiioonn  ooff  ccoonnsseeqquueenncceess may be required to identify some risks or
potential harm. For example, with research into serious genetic disorders that
present in adult life, pre-symptomatic diagnosis in a child, while it may be beneficial,
may also have harmful effects or implications which may affect the child's
opportunities and freedom of choice.23

IInntteerriimm  ffiinnddiinnggss:: as with adults, if evidence of harm emerges during the trial as a
result of giving or withholding certain treatment, the interests of the child
participants must be put before the requirements of the research. This must be
taken into account by researchers and trial steering committees when deciding on
'stopping rules' for trials and in studies of new techniques.

CChhiilldd  vvoolluunntteeeerrss:: healthy volunteers should be treated in the same way as other child
participants. Please see 5.1.4 for more information. It is ethical for a healthy child to
participate in research as long as appropriate consent has been obtained, there is no
more than minimal risk and the research is not against the child's interest.

PPaarrttiicciippaattiioonn  iinn  mmoorree  tthhaann  oonnee  rreesseeaarrcchh  ssttuuddyy:: as with adults, there may be
situations where it could be argued that participation in more than one trial or
study might be potentially beneficial – both for participants and for the research.
The potential benefits and risks of doing so would need to be carefully explored by
all concerned, and clearly understood by the child and family.24

EEqquuiippooiissee:: this is when there is genuine uncertainty among those who have
considered the issue, including patients, about the relative benefits and risks of
treatments or tests being compared. A clinical trial cannot be ethical unless there is
this genuine informed uncertainty among the expert medical community and in an
informed competent patient/participant.

4.3.2 Minimising risk

The National Academy of the Sciences provides guidance on how to minimise risk,
summarised here: 25

MMiinniimmiissiinngg  rriisskk  iinn  rreesseeaarrcchh  iinnvvoollvviinngg  cchhiillddrreenn



Are the investigators and other members of the research team qualified to perform

each of the procedures or assessments specified in the protocol and recognise

potential risks and adverse outcomes? Does the research team have appropriate

skills and expertise in caring for children of the ages included in the study?

Will research be performed in a setting that is 'friendly' to children of the ages

included in the study? Is the setting appropriate for the physical, clinical, psychological

and emotional needs of those age groups?

For research that involves more than minimal risk, does the research protocol have

an adequate plan for monitoring the safety of the child participants? Does the

monitoring plan provide for the inclusion of professionals with the appropriate

expertise in paediatrics?

If the protocol presents the risk of a physical or psychological emergency, is the

research setting equipped to respond? Are plans for responding to an emergency

specified in the protocol?

What are the stopping rules or 'endpoints' for early discontinuation of the research
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understand what is proposed, it is their consent and not that of their parent/guardian
that is required by law.

Ethically it is important to involve children as much as possible in decisions about
their own health, wellbeing and healthcare. The United Nations Convention on the
Rights of the Child states that the child has a right to be informed, to express a
view and to influence a decision.27 Methods used to facilitate the consent process
should be appropriate to the age and understanding of the child. The Department
of Health provides very useful guidance on consent for both patients and clinicians,
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treatment might reasonably be applied. At the same time, it is vital to recognise that
the threshold for understanding will relate to the complexity of the research being
undertaken.

AAddddiittiioonnaall  pprrootteeccttiioonn  ffoorr  cchhiillddrreenn  ppaarrttiicciippaattiinngg  iinn  cclliinniiccaall  ttrriiaallss

The Medicines for Human Use (Clinical Trials) Regulations 2004 have been law since
they came into force on 1 May 2004 and regulate trials in the UK.26 These
regulations transpose European Union Directive 2001/20/EC into UK law.31 The
Regulations offer additional protection for a minor (a person under the age of 16
years) who is being considered for a clinical trial. This additional protection comes at
a time when more children are expected to be asked to participate in clinical trials,
as part of an international initiative to provide medicines for children that are fully
licensed (see 3.4 for more information). The regulations specify that for a minor 
to participate in a clinical trial, a person with parental responsibility or a legal
representative must give informed consent and may withdraw the young person 
at any time.
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5.1.4 Assessing the competence of a child to consent

While normally increasing with age, competence is considered not to depend
primarily on age, but rather on the ability to understand and weigh up options.
It can be influenced by the way information is presented – many children will be
competent if information is presented in an appropriate way and they are
supported through the decision-making process. The Central Office for Research
Ethics Committees (COREC) provides a useful template for designing patient
information sheets and seeking assent/consent from children and young people.33

A child's ability to consent develops as he or she learns to make increasingly
complex and serious decisions, which can be experience and/or age-related.
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England,Wales and Northern Ireland

The Children Act 1989 and The Children Act (Northern Ireland) Order 1995 make
provision for parental rights in respect of their child, including the right to give
consent to medical treatment.35, 36 Case law shows that a person with parental
responsibility or the court can overrule a competent child's decision to refuse
potentially beneficial treatment if it is felt to be in the best interests of the child or
young person.

Scotland

The Children (Scotland) Act 1995 37 makes provision for cases where a young
person aged under 16 is not competent to give legally valid consent. Parental rights
enabling parents to carry out parental responsibilities include "safeguarding and
promoting the child's health, welfare and development, providing direction and
guidance to the child in a manner appropriate to the stage of the child's
development and acting as the child's legal representative." Most of these last until
the young person is 16 years old or shows competency to make their own
decisions. Interestingly, in this Act it is stated that a child of 12 years or more should
be presumed to be of sufficient age and maturity to form a view.The parental
responsibility to provide guidance continues until the young person is 18. Case law
suggests that a parent cannot overrule the decision of a competent child; however
this has not yet been added to statute.

The Adults with Incapacity (Scotland) Act 2000 38
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5.1.4.b Seeking legal advice

Researchers should seek legal advice if in any doubt regarding authority to proceed.

5.1.5 How best to seek consent

The RCPCH provides guidance on how best to seek consent: 2

For consent to be freely given rreesseeaarrcchheerrss  mmuusstt::

Offer families no financial inducement although expenses should be paid.

Exert no pressure on families.

Give them as much time as possible (a few days for a major study, if at all possible) to 

consider whether to take part in the project.

Encourage families to discuss the project with – for example – their relatives, primary

health carers – or an independent counsellor where available.



Research cannot go
ahead. Parental consent
MUST be obtained

The child's opinion
should be respected.
Research should not
go ahead *

Is the child happy to
involve the parents?

If research is linked to
medical care, it is
justifiable in an
emergency to start
treatment prior to
consent being 
obtained **
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5.1.6 Seeking consent – a summaryiii

iii Flow chart based on text from Council for International Organizations of 
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nature, eg, investigating smoking habits or sexual health, advice should be sought
from the Research Ethics Committee that assesses the protocol.

Children who lack competence to consent to participate are nevertheless entitled
to confidentiality. The researcher will have had to request the parent/guardian's
consent to the child's involvement in research. Any intention to disclose information
to anyone else should be discussed with both the parent/guardian and the child,
taking into consideration whether disclosure to a third party is necessary in the
interests of the child's health. Public health research may require the use of
anonymous data without explicit consent – for detailed guidance on this researchers
should consult the MRC guidance Personal information in medical research.11

Researchers working with children have important responsibilities in relation to child
protection.Where researchers have reasonable cause to suspect that a child is
suffering or likely to suffer significant harm, they have a clear responsibility to liaise
urgently with those responsible for the child's clinical care with a view to making a
referral to social services. Again, a decision to disclose information should, wherever
possible, be discussed with the child before disclosure, in terms appropriate to the
child's capability to understand.

All researchers need to be aware of relevant data protection legislation and the rights
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5.5.2 The use of personal information

Please refer to the MRC guidance Personal information in medical research.11

5.5.3 Research involving very young children

A parent/guardian's informed consent is necessary for the involvement of babies in
research.When a baby is seriously ill and a decision about treatment is required
quickly, the pressure on parents is high and the difficulty of obtaining truly informed
consent is recognised. The RCPCH provides detailed guidance relating to research
involving babies.40

5.5.4 Emergency situations

Under common law, provided that the specific approval of a research ethics
committee has been obtained for the project overall, it is ethical to carry out
research involving children on occasions of extreme urgency without obtaining prior
consent. However, there is a lack of clarity in the law about this if the research does
not have the potential to benefit the child in question. If in doubt, it would be
advisable to seek legal advice in potentially contentious circumstances.

Research involving children in an emergency situation may be needed when
treatment is available only as part of a research programme. Ethically, if the research
does not have the potential to produce results of direct benefit to the individual
participant, the Council of Europe recommends that it should only be carried out if
it has the aim of contributing or improving understanding of the individual's
condition so that it could ultimately confer benefit upon the patient or others with
the same condition, and that it entails only minimal risk.9

Research involving children in emergency situations should be carried out only where
research of comparable effectiveness cannot be carried out on persons in non-
emergency situations. The parents and child must be informed about the research as
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ethics committee. An examination of the ethical acceptability is necessary to
protect the dignity, rights, safety and wellbeing of the research participant. The
assessment should draw on an appropriate range of expertise adequately reflecting
professional and lay views, therefore a professional opinion should be sought for any
research involving children. The ethics committee must be satisfied that dependent
persons and vulnerable groups will not be subjected to undue influence.

Whilst the Council of Europe protocol is a legal instrument, it has not so far been
transposed into UK law. However, the Medicines for Human Use (Clinical Trials)
Regulations 2004, which transpose Directive 2001/20/EC into UK law, require that an
ethics committee considering a trial involving minors must receive advice on the
relevant field of paediatric care.29, 30 A "minor" is defined as a person under the age of 16.

5.4 Children's safety in relation to researchers

Any individual recruited by the MRC to work directly with children will undergo
security screening, including criminal records review. This includes nurses, survey
interviewers and some individuals involved in a clinically invasive capacity, eg,
phlebotomists. The MRC expects its grant-holding institutions to do likewise.
Security screening is complementary to other good recruitment practices and not a
substitute for them. Staff involved in MRC's recruitment process are responsible for
ensuring that standard checks are still made.

5.5 Specific situations

5.5.1 Research involving human material

Please refer to the MRC guidance Human tissue and biological samples for use in
research.12

Further guidance will be issued when the Human Tissue Bill, and equivalent
legislation in Scotland, become law.
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7. Glossary

The definitions provided here apply as they are used in the above guidelines.

Assent

A child's affirmative agreement to participate. Failure to object should not be
construed as assent.

Burden of disease

The impact of disease on the individual and on society due to loss of duration and
quality of life. Measures include (i) 'morbidity burden', ie, the prevalence of a
condition, the range of its severity and the age distribution of the population
suffering from the condition, and (ii) the financial burden to society in meeting the
obligation to support the individual; for example, in terms of net public expenditure
on health services and on social services.

Child



 

 
(b) either – 
 (i) is evidenced in writing, dated and signed, or otherwise marked, by 
     that person so as to indicate his consent, or 
 (ii) If the person is unable to sign or to mark a document so as to  
     indicate his consent, is given orally in the presence of at least  
     one witness and recorded in writing.” 
  
Confidentiality  

The duty of persons to whom personal information has been given not to 
share the information with any unauthorised person. For more information 
about what this involves in practice, see 5.2.  

 
Competence  

The ability of a person, given the necessary information, to understand the 
nature and the consequences of the proposed procedure or treatment, and 
to use that information to make a valid choice in accordance with their own 
fundamental values. Please refer to 5.1.4.  

 
Consent  

The voluntary agreement of an adult or competent child, based on adequate 
knowledge and understanding of relevant information, to participate in 
research. For further information please refer to Section 5.  

 
Family  

A group of individuals who together form a social structure; a family may 
or may not include biological relatives.  

 
Harm  

That which adversely affects the interests or welfare of an individual. This 
may be physical harm, discomfort, anxiety, pain, and psychological 

disturbance or social disadvantage (ostracism).  
 
Investigational medicinal product  

A pharmaceutical form of an active substance or placebo being tested or used as 
a reference in a clinical trial, including products already with a marketing 
authorisation but used or assembled (formulated or packaged) in a way different 
from the authorised form, or when used for an unauthorised indication, or when 
used to gain further information about the authorised form.31 

 
Off-label  

Term used to describe a medicine used for an indication, dose, or route 
of administration outside the terms of the product licence.  

 
Parent/guardian  

The term "parent/guardian" is used in these guidelines to describe those with 
legal responsibility for the child. The Children Act 1989, the Children (Scotland) 
Act 1995 and the Children (Northern Ireland) Order 1995 set out who has 
parental responsibility in their respective jurisdictions. The Adoption and Children 
Act 2002 s111(2) has recently extended the definition of those with legal 
responsibility for the child to include unmarried fathers who have entered into a 
legally binding Parental Responsibility Agreement.42 
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