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Background of pediatric oncology 
In high-income countries, cancer is the leading cause of death from illness for children 
aged between 1 and 15 years.(1) Most children (>90%) receive treatment for their 
disease in specialized pediatric oncology treatment and research centers, where 
treatment protocols are developed and evaluated. Evaluation of treatments is highly 
necessary, as many drugs are prescribed off-label without sufficient knowledge on 
safety and efficacy.(2-5) In addition, childhood cancer is a rarity, and evidence from 
research in adult oncology cannot easily be generalized to children.(6)

In order to be able to obtain valid and valuable research data, the pediatric oncology 
community aims for systematic inclusion of children in medical research. Although 
recent numbers are difficult to find, it has been estimated that in high-income 
countries, 50%-70% of child cancer patients takes part in clinical trials.(7-9) Conduct 
of clinical trials and the participation of the majority of children with cancer on these 
trials have been linked to the significant increase in survival rates over the past 
decades.(10-12) The overall 5-year survival rate for children diagnosed with cancer is 
now approximately 80%, whereas this was 40% in the 1970s.(11;13;14) 

Thus, many children with cancer receive their treatment in the context of research. 
Consequently, the strict distinction between research and care that is promoted 
in ethical guidelines (15-17) and research ethics literature,(18-20) does not apply to 
pediatric oncology. Yet, this on the surface seamless intertwinement of research and 
care can easily become problematic, as different activities entail different obligations 
and interests.(21) The field of pediatric oncology has received considerable scholarly 
attention, both from an ethical and an empirical perspective, indicating that the 
integration of research and care may introduce ethical complexities that warrant 
attention.(6;22-24) 

However, both the challenges and advantages of the integration of research and 
in pediatric oncology have until now been insufficiently studied. It is essential to 
consider the moral implications of the integration of research and care in order to 
sufficiently protect the interests of patients and their families such an integrated 
research/care environment. Therefore, the main question of this thesis is: ‘How should 
the integration of research and care in pediatric oncology be morally evaluated?’ At 
least, two ethical issues arise from the integration of research and care. First, because 
many pediatric oncologists are involved in research, they include their own patients 
in pediatric cancer studies. That is, inclusion takes place within a relationship where 
parents and children depend on the treating physician for the necessary treatments. 
Inclusion within a dependent relationship may unduly influence parental decision 
making as they are reluctant to refuse when the informed consent procedure is 
performed by the child’s physician who provides him or her with the necessary 
care and treatments. Accordingly, the dependent relationship may compromise the 
voluntariness of informed consent of parents. Second, the integration of research and 
care also raises questions about the proper categorization of protocols that combine 
research and care, the type of ethical review that is warranted, and informed consent. 
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This second theme focuses on a particular type of pediatric oncology protocols: 
‘best available treatment protocols’. Thus, this thesis consists of two parts, that both 
address one of these two main themes, ‘Dependent relationships and voluntary 
informed consent’ and ‘The distinction between research and care’.

Part I: Dependent relationships and voluntary informed  
consent
In the context of recruitment for (medical) research, several types of relationships 
exist in which potential participants are recruited for research by someone they are 
dependent on to receive something that is valuable to them. Accordingly, these 
relationships can be referred to as ‘dependent relationships’. A variety of dependent 
relationships have been identified in the literature, such as those between students 
and teachers, between prisoners and prison authorities, and between patients and 
health care professionals.(25-29) In this thesis we focus on the relationship between 
patients and physicians, more particular on the relationship between pediatric 
oncology physician-investigators and parents of children with cancer. 

We realize that in pediatric medicine at least three parties are involved in the decision 
making processes, that is the physician/investigator, (one of) the parents and the 
child him or herself. Therefore, the situation is different than in adult medicine, as 
the triangular relationship between children, parents and physician-researchers may 
shed a different light on voluntary informed consent. In theory, parents may perceive 
no compromise to their voluntary informed consent, when the child has the feeling 
that it is enrolled against its will. However, although we acknowledge the importance 
of the involvement of children in decisions that concern them, and support the 
further ethical and empirical analysis of assent, in this thesis we mainly study the 
voluntariness of parental consent. This is because in general parents are the ones to 
make the legal decision with respect to their child’s research participation, and the 
criteria for informed consent (understanding, competence and voluntariness) do in 
first instance and more stringently apply to consent rather than assent.

In the general research ethics literature, several assumptions can be found that 
underlie the idea that inclusion for research within a dependent relationship may 
compromise the voluntariness of informed consent of potential participants (that is, 
competent adults who are patients and are invited to take part in research). These 
assumptions are all related to the interaction between patients and their physicians, 
resulting from the fact that in the treating relationship patients depend on their 
physician to receive the necessary care and treatments.(30) First, it may be difficult 
for patients to refuse a request for research participation from their physician, since 
patients may be concerned about the (medical) consequences of refusing. A second 
assumption is that when a patient is included by someone who is both the patient’s 
physician and a researcher, the patient might conclude that there is no choice as 
to whether to enroll in the suggested study.(31) Third, an invitation by the treating 
physician may easily be interpreted as a recommendation to the preferred course 
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of action, based on trust in and respect for the doctor.(32) That is, based on their 
physician’s suggestion, patients may think that enrollment is their best treatment 
option, and will therefore not refuse.(33-35) Fourth, patients see enrollment in 
research as a way to do something back for the care received and may therefore 
feel obliged to participate.(36;37) Fifth, due to their research focus and interests, 
physicians who act as researchers may (unconsciously) put pressure on patients to 
consent.(38) This enumeration of considerations is not meant to be exhaustive, but 
aims to give an idea of the different ways in which a dependent relationship could in 
general influence voluntary consent of patients. 

In order to examine the advantages and disadvantages of inclusion for research 
within a dependent relationship, it is important to clarify when involvement of 
treating physicians with the recruitment process is potentially problematic. Based on 
the different roles and tasks the treating physician may have during the recruitment 
process,(35) three situations can be identified. In the first situation the physician 
only informs a patient about the existence of a study conducted by a colleague and 
explains that if the patient is interested the principal investigator can be contacted 
(referral). We regard this first situation as common recruitment practice and therefore  
it will not be one of the situations we refer to when we speak of inclusion within a 
dependent relationship. The second situation involves a treating physician who is 
personally involved with the study in question, either as principal investigator or 
as one of the other investigators. Here, the physician has a double role as clinician 
and investigator, which could influence the decision-making of patients, as they may 
be hesitant to refuse participation in a study their physician is involved with. A third 
situation occurs when the treating physician includes his own patients in someone 
else’s study in which he himself is not officially involved. We contend that, at least 
for pediatric oncology, this third situation could also result in threats to voluntary 
informed consent, because virtually all pediatric oncologists are in some way 
involved and have interests in the studies that are performed. Even if they are not 
officially involved, research is part of their daily work and they have a professional 
and institutional interest in the amount and quality of research that is conducted in 
their field. Hence, in this thesis, when we speak of ‘the dependent relationship’, we 
mean one of the situations in which the physician is in some way (officially or not) 
involved with the study in question (that is, the second and third situations).

As mentioned previously, in the context of pediatric oncology many pediatric 
oncologists include their own patients in research and therefore similar dynamics may 
occur as described for research with adult patients. However, it is unclear whether 
parents indeed experience pressure to their voluntariness in giving informed consent 
to pediatric cancer studies due to the dependent relationship. Furthermore, thus far 
the discussion has concentrated on the conflicts that are created by inclusion for 
research by the treating physician. Perhaps being a physician and a researcher at 
the same time may also create opportunities.(39) One could argue that there are 
advantages of functioning in both roles. For example, the pediatric oncologists may 
know (medically) best whether it is in the interest of the child to participate in a 
particular cancer study.(6) In addition, guidelines allow exceptions to dependent 
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relationships, for example if an independent other obtains informed consent.(17) 
However, in pediatric cancer research, and possibly also in other parts of biomedical 
research, these solutions may function as window dressing, because independent 
others cannot guarantee voluntary informed consent when care and research are 
integrated. Currently, because the strategies that ethical guidelines suggest to 
minimize the influence of the dependent relationship have not been studied, we do 
not know whether these strategies are sufficient or whether alternative ways should 
be sought to safeguard voluntary informed consent.

Research questions of part I

 ♦ What are the approaches of the main ethical guidelines to safeguard voluntary 
informed consent in a dependent relationship and what are the strengths and 
weaknesses of these approaches?

 ♦ To what extent do actors in pediatric oncology (pediatric oncologists, research 
coordinators, Research Ethics Committee members, children with cancer, and 
their parents) experience the dependent relationship as a threat to voluntary 
informed consent, and what do they see as safeguards to protect voluntary 
informed consent within a dependent relationship?

 ♦ Does the intertwinement of research and care in pediatric oncology, where 
physicians include their own patients and where treatments are sometimes 
exclusively provided through research, compromise voluntary informed 
consent for research participation from a theoretical perspective? And if 
so, are these compromises to voluntary informed consent also morally 
problematic?
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Part II: The distinction between research and care
In pediatric oncology, randomized phase III studies are considered as ‘frontline 
treatment options’.(6) Some authors even state that in pediatric oncology it is the 
standard of care to enroll children in these clinical trials.(22;24;40;41) Physicians 
believe that state-of-the-art treatments can be accessed through participation in a 
clinical trial and that individual children benefit from participation in research.(6;42) 
This may indicate two different but related phenomena. First, this conviction of the 
pediatric oncology community may indicate that new treatments in the intervention 
arms of RCTs are often superior to the standard treatments in the control arm. 
However, it has neither been confirmed nor disproved whether new treatments in 
the intervention arm prove better than the standard treatment in the control arm.
(43;44) Second, it is also frequently suggested that children benefit directly from 
participation in pediatric oncology trials, due to the high quality of care that is 
provided, such as close monitoring of response and toxicity, the rigorous process 
of protocol development, adherence to well-defined protocols, receiving full-doses 
of chemotherapy on a strict time schedule, more frequent blood tests, and the 
involvement of high-level laboratories.(45-47)

However the general perception in the research ethics literature has been that 
research and care should be distinguished, and that having a dual role for physician-
investigators is problematic or even impossible.(18;48) Failing to appropriately 
separate medical research from medical care has been linked to a myriad of ethical 
problems, related to informed consent and risks and benefits for patients. However, 
recently, other views have been expressed, in response to new forms and methods 
of research, the rapid pace of innovations, and recognition of the importance of 
research to validate new and existing interventions. The paradigm that research 
and care are distinct practices is changing, suggesting that sometimes research and 
care need not be distinguished. This paradigm shift creates a variety of practical 
and ethical challenges, such as safeguarding interests of patients, establishing 
appropriate forms of consent, avoiding non-clinical risks and burdens to patients, 
and properly categorizing and regulating integrated activities.(24;49;50) 

The second part of this thesis considers the implications of the integration of research 
and care in pediatric oncology. In particular, we focus on so-called ‘best available 
treatment protocols’, which combine research and treatment goals, and are therefore 
a clear example of the research and care integration in pediatric oncology. We will 
study questions around the proper categorization of this type of protocols, what type 
of ethical oversight is appropriate and which form informed consent should take. 
Also, we will explore the experiences of a variety of pediatric oncology stakeholders 
with the ways in which research and care are combined.
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Research questions of part II

 ♦ Is the distinction between research and treatment morally relevant for 
pediatric oncology treatment protocols that are considered current best 
available treatment?

 ♦ What are the experiences of those involved in pediatric oncology with the 
intertwinement of research and care and the dual role of pediatric oncologists 
as researchers and treating physicians?

 ♦ What are the implications of best available treatment protocols for review and 
consent?

 ♦ What recommendations could provide guidance for pediatric oncologists 
and Research Ethics Committee with respect to  best available treatment 
protocols?

Methods
In this thesis we use a mixed methods approach, combining empirical data with 
normative reflection. Such a combination of results from empirical research with 
normative thinking has become increasingly common in bioethics the past three to 
four decades.(51) Some scholars even speak of ‘an empirical turn in bioethics’,(52) 
whereas others question the meaning of such a turn.(53) Questions on how to 
combine empirical data with normative reflection still receive a lot of attention and it 
is doubtful whether the issue will ever be settled. The relevance of empirical results 
for normative reasoning has been questioned, mainly referring to the is-ought or 
fact-value distinction and the possible ways to overcome this gap and reconcile 
the different output of different disciplines.(51;52;54;55) Empirical findings can play 
various roles in bioethical research, and a variety of typologies regarding their 
interaction has been suggested, based on the assumed relationships between 
ethics and the empirical.(56-58) 

Although combining empirical findings with normative reasoning introduces 
methodological challenges and should be performed with care and attention, we 
believe that it can provide proper normative guidance when supported by a sound 
methodology. Therefore, we use the method of the Reflective Equilibrium (RE), which 
provides a model for moral reasoning that can facilitate the integration of moral 
experience and empirical data. Our method is based on the Normative-Empirical 
Reflective Equilibrium (NE-RE).(59) Two key characteristics of this method have been 
implemented in our research project. 

First, we take as a starting point that the moral intuitions of those involved in a certain 
practice (whether as professional or as patient/participant) have a certain value, as 
they are based on experience with morally difficult situations and the decision-making 
that needs to take place when confronted with moral dilemmas. This knowledge and 
experience with morally difficult situations resembles a form of moral wisdom, which 
is indispensable if one wishes to morally evaluate a certain practice. Second, to reach 
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a Reflective Equilibrium (that is, a coherent and comprehensive moral framework), 
relevance of moral intuitions is not determined ‘at the gate’, but this selection is 
made during the process of the RE itself. During the reasoning process all elements 
of the RE are critically assessed and ‘adjusted, accepted or expelled’.(59) As such, 
one prevents simply taking over the moral intuitions of people from medical practice, 
as none of the elements that are morally relevant – from fact to background theories 
– has a preferential status over the others.

Practically, in this thesis, we use the results from our own empirical research and 
from a variety of empirical studies to broaden our set of morally relevant beliefs and 
experiences. We have collected morally relevant facts, amongst others by a review 
of ethical guidelines for research with human beings, and by a case study of pediatric 
oncology treatment protocols for children with leukemia. Moral intuitions have been 
studied in a qualitative study, conducting focus groups and interviews with physician-
researchers, research coordinators, members of Research Ethics Committees, 
parents of a child with cancer and adolescents with cancer. Normative reflection 
involves moral principles (including conceptual analysis of voluntary informed 
consent and of the moral obligations of pediatric oncology physician-researchers) 
and relevant background theories. The empirical and normative elements have been 
put into Reflective Equilibrium in order to reach a coherent normative view. With this 
combination of topics and the methods used, we thoroughly evaluate the integration 
of research and care in pediatric oncology and aim to contribute to an ethically sound 
practice of pediatric oncology.

Outline of the thesis

Part I: Dependent relationships and voluntary informed consent
The three chapters that are related to the first theme of dependent relationships and 
voluntary informed consent are Chapters 2, 3 and 4. Chapter 2 examines ethical 
guidelines for human subjects research and discusses the strategies these guidelines 
propose to minimize the influence of the dependent relationship on voluntary 
informed consent. Then, in Chapter 3 we present the results of our qualitative study 
into the experiences of pediatric oncology stakeholders with voluntary informed 
consent in a dependent relationship. Chapter 4 takes a more theoretical approach 
and discusses the concept of voluntary informed consent for pediatric oncology 
research, by combining findings from our own and other empirical studies with the 
account of voluntary consent from Nelson and colleagues.

Part II: The distinction between research and care
The integration of research and care raises concerns around the proper categorization 
of pediatric cancer drug studies (research or treatment), and thereby the need for 
ethical oversight. Other questions include how pediatric oncology investigators 
combine their dual roles and balance the sometimes diverging interests of patients 
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and research. We will take up these questions of theme 2 in Chapters 5, 6, and 7. In 
Chapter 5 we discuss the moral relevance of the distinction between research and 
care, based on a case study of two Dutch pediatric oncology treatment protocols 
for Acute Lymphoblastic Leukemia (ALL). Chapter 6 provides an overview of the 
experiences of a variety of actors in pediatric oncology with the intertwinement 
of research and care and the dual role of pediatric oncologists. Then, Chapter 7 
investigates review and consent for best available treatment protocols. Chapter 8 
provides three recommendations concerning best available treatment protocols, for 
pediatric oncology physician-investigators and Research Ethics Committees. 

Finally, Chapter 9 presents a general discussion of our findings, in which we suggest 
ideas about how in the (near) future the integration of research and care may be dealt 
with, by addressing several perspectives on the integration of research and care.
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Abstract

Background
It is thought that a dependent relationship between patients and physicians who enroll 
their own patients in research compromises voluntary informed consent. Therefore, 
several ethical guidelines for human subjects research provide approaches to 
mitigate these compromises. Currently, these approaches have not been critically 
evaluated. In this chapter, we analyze the approaches of ethical guidelines to 
manage the influence of a dependent relationship between patients and physicians 
on voluntary informed consent and discuss the strengths and weaknesses of these 
approaches.

Methods
We performed a review of international ethical guidance documents on human 
subjects research, listed in the Oxford Textbook of Clinical Research Ethics and 
found through cross-referencing. We also searched GEOBs and the WHO website. 
Guidelines from all years were eligible for inclusion. Date last searched was 
December 2013. 

Discussion
We identified two basic guideline approaches. 1. A process approach, which focuses 
on the person who obtains informed consent, i.e. an independent individual, such 
as a research nurse or counselor. 2. A content approach, emphasizing the voluntary 
nature of participation. Both approaches are valuable, either because the influence 
of the physician may diminish or because it empowers patients to make voluntary 
decisions. However, the approaches also face challenges. First, research nurses are 
not always independent. Second, physician-investigators will be informed about 
decisions of their patients. Third, involvement of a counselor is sometimes unfeasible. 
Fourth, the right to withdraw may be difficult to act upon in a dependent relationship. 

Summary
Current guideline approaches to protect voluntary informed consent within a 
dependent relationship are suboptimal. To prevent compromises to voluntary 
informed consent, consent should not only be obtained by an independent individual, 
but this person should also emphasize the voluntary nature of participation. At the 
same time, dependency as such does not imply undue influence. Sometimes, the 
physician may be best qualified to provide information, e.g. for a very specialized 
study. Still, the research nurse should obtain informed consent. In addition, patients 
should be able to consult a counselor, who attends the informed consent discussions 
and is concerned with their interests. Finally, both physicians and research nurses 
should disclose research interests.
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Background
Ethical guidelines for human subjects research assume that voluntariness of 
informed consent of patients for medical research could be compromised when 
their own treating physician obtains consent.(1) Guidelines are cautious with regard 
to dependent relationships between patients and physicians. When patients 
depend on physicians for care and treatment it is felt that patients may not feel free 
to refuse an invitation of their physician to take part in a study.(2;3) Patients may 
fear disappointing their physician or damaging the physician/patient relationship, 
which could influence their consent to research.(4;5) Several empirical studies have 
shown that treating physicians can have a considerable influence on the decision 
making of their patients with regard to research.(6-12) Many ethical guidelines for 
human subjects research have proposed strategies to safeguard voluntary informed 
consent of patients in the case of a dependent relationship.(13-21)

In this chapter we analyze the approaches mentioned in main ethical guidelines 
to safeguard voluntary informed consent in a dependent relationship and discuss 
the strengths and weaknesses of these approaches. Although some scholars have 
touched upon issues related to the guideline approaches, none of them has provided 
a systematic evaluation.(3;22-25) Ways to diminish threats to the voluntariness of 
informed consent deserve careful scrutiny, because of the widely acknowledged 
importance of voluntary consent.(1) In addition, implementing and executing those 
strategies will generally mean extra investments in terms of time and energy.(1) It is 
important to know whether this time is well spent. 

Methods
This study is reported according to the Methods section of the PRISMA checklist 
2009. 

Protocol and registration
No review protocol exists for this study.

Eligibility criteria
We performed a review of ethical guidelines, reports and regulations on medical 
research with human subjects (henceforth referred to as ‘guidelines’). We only 
selected main international guidelines and national guidelines that play a role in 
the international debate on medical research involving human beings. Further 
relevance of guidelines was determined on the basis of the presence of phrases 
that concerned the relationship between patients and physicians in the context of 
medical research, and the potential undue influence of this relationship on patient 
decision making with regard to research participation. First, guidelines that did not 
mention the potential influence of the relationship between patients and physicians 
on voluntary informed consent were excluded from our analysis and evaluation. 
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Second, guidelines that only mentioned dependent relationships and its influence, 
but did not provide an approach to diminish this influence were excluded. Third, 
national guidelines that were not substantially different from international guidelines 
were excluded, because they would have no added value to our evaluation. (See 
Figure 1). 

Guidelines and regulations from all years were eligible for inclusion in our review, 
since also more historic regulations are generally considered to be of relevance for 
present-day analyses. Guidelines had to be written in the English language, in order 
to be accessible to and relevant for an international audience. 

Information sources
We took the Oxford Textbook of Clinical Research Ethics as starting point.(26) 
Furthermore, we searched the databases of PubMed and EMBASE to find literature 
to conduct our ethical evaluation. We also searched the Global Ethics Observatory 
(GEOBs) database of UNESCO and the website of the WHO. Date last searched for 
all these databases was December 2013. We had no specific dates of coverage, 
since we considered all possible publication dates of potential relevance. 

Search
We started with examining the main international ethical guidelines and national 
guidelines that play a role in the international debate on medical research involving 
human beings, based on the Oxford Textbook of Clinical Research Ethics which 
lists 16 ethical guidelines.(26) Of these ethical guidelines, eight did not mention the 
ethical issue of the influence of a dependent relationship between patients and 
physicians on voluntary informed consent and were excluded.(27-35)

Two guidelines did mention that voluntary informed consent could be compromised 
within a dependent relationship, but they both did not provide an approach to 
safeguard voluntariness of patient consent and were therefore excluded.(36;37) Two 
guidelines both mentioned dependent relationships and an approach to protect 
voluntary informed consent.(32;38) However, since these guidelines have adopted 
the principles of the Declaration of Helsinki, they were not substantially different 
from this major international guideline and were excluded.

The four remaining guidelines of the Oxford Textbook of Clinical Research Ethics 
referred both to the influence of a dependent relationship on voluntary informed 
consent and suggested an approach to diminish this influence. Hence, these 
guidelines were included in our analysis and evaluation: The WMA’s Declaration 
of Helsinki;(21) the CIOMS International Ethical Guidelines for Biomedical Research 
Involving Human Subjects;(13) the Canadian Tri-Council Policy Statement, Ethical 
Conduct for Research Involving Humans;(20) and the Australian National Health 
and Medical Research Council’s National Statement on Ethical Conduct in Human 
Research.(14)
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The second part of our search was based on the method of searching for titles added 
by cross referencing, since there is no one database in which all ethical guidelines 
are included. To find these additional guidelines, we searched the references of 
other guidelines and of articles discussing ethical guidelines for human subjects 
research. This search provided us with four additional guidelines that conformed 
to our eligibility criteria: Institutional Review Boards: Report and Recommendations 
of the National Commission for the Protection of Human Subjects of Biomedical 
and Behavioral Research of the United States;(18) Ethical issues in clinical research 
in neurology: advancing knowledge and protecting human research subjects of 
the Ethics and Humanities Subcommittee of the American Academy of Neurology 
(in neurology research and care are often combined, meaning that patients are 
frequently recruited within a dependent relationship);(17) the Ethics Manual Sixth 
Edition of the American College of Physicians;(19) and Managing Conflicts of Interest 
in the Conduct of Clinical Trials of the American Medical Association’s Council on 
ethical and judicial affairs.(15)

To find further internationally important guidelines we performed a search in 
‘Database 4: Ethics Related Legislation and Guidelines’ of the GEOBs database 
of UNESCO. The theme we searched within this website was ‘Medical research 
with human beings’ and we included all legal categories (i.e. treaties, constitution, 
domestic laws, authoritative case laws and guidelines). Finally, we searched the 
website of the WHO. Both the database and the website did not provide us with 
additional ethical guidelines that were of relevance for the international debate on 
voluntary informed consent and dependent relationships between patients and 
physicians. 

In order to find (empirical) support for the conduct of our evaluation of the guideline 
strategies, we performed several searches in PubMed and EMBASE, using various 
combinations of the following search terms: ‘dependent relationships’, ‘dependency’, 
‘physician-patient relationship’, ‘clinician-patient relationship’, ‘medical research’. 
‘clinical research’, ‘research’, ‘clinical trials’, ‘ethical guidelines’, ‘guidelines’, ‘policy’, 
‘ethical guidance’, ‘voluntariness’, ‘voluntary informed consent’, ‘informed consent’, 
‘consent’, ‘influence’, ‘empirical’, ‘qualitative’ and ‘quantitative’. 

Data collection process
All included guidelines were examined for an explicit description of an approach 
to protect voluntary informed consent for research when it is obtained within a 
dependent relationship between patients and physicians. 

Synthesis of results
We selected the phrases of the eight included guidelines that expressed an approach 
to diminish the risk of compromised voluntariness due to the undue influence of the 
treating relationship with and dependence upon the physician. We derived the key 
aspects of each of these guideline phrases and compared them in order to infer 
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whether they contained similar approaches to safeguarding voluntary informed 
consent. We identified two basic approaches within these ethical guidelines, i.e. a 
process versus a content focused approach. 

With regard to the evaluation of the two guideline approaches, we used empirical 
data from the studies that showed up in our PubMed and EMBASE searches. In 
addition, where empirical support was lacking our evaluation is based on rational 
argumentation applied to the particularities of the clinical research context.

Study selection; Data items; Risk of bias in individual studies;  
Summary measures; Risk of bias across studies; Additional analyses
N/A

Discussion

Defining dependent relationships, voluntary informed consent and 
vulnerability

Dependent relationships
Dependency is often mentioned as a critical feature of physician-patient relationships 
in clinical research, both in the ethical guidelines for medical research with human 
beings (13;14;20;21) and in literature.(39;40) A dependent relationship in the context 
of medical research can be defined as a pre-existing treating relationship between 
patients who are prospective participants and their physicians which carries the 
potential for undue influence due to the dependence of patients upon their physicians 
for care and treatment.(13-15;17;18;20;21) Although some national guidelines and 
legislations acknowledge that also in the clinical context undue influence by the 
physician should be avoided,(41-43) we will focus on the context of medical research.

Voluntary informed consent
All reviewed guidelines express the thought that dependent relationships should 
be considered carefully, due to the influence the treating physician can have on the 
consent of the prospective participant. Although this influence is not necessarily 
regarded as problematic, the potential for undue influence frequently is emphasized. 
The reason that undue influence is regarded undesirable is because it compromises 
voluntary informed consent. This is reflected in the definition of the Belmont Report, 
which states that voluntary informed consent ‘requires conditions free of coercion 
and undue influence’.(28) Two recently suggested interpretations of voluntary 
informed consent also regard the concept of influence as key to their definition of 
voluntary informed consent, although they speak of ‘illegitimate’ (44) and ‘controlling’ 
(45) influences respectively. 
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Our working definition of voluntary informed consent is the one provided by the 
Belmont Report,(28) which has also been accepted by the majority of the guidelines 
from our analysis.(13;14;17;18;20;21) With this definition as starting point, we are able 
to evaluate the guideline approaches according to their capacity to diminish the 
undue influence of physicians on patients when they recruit them for participation in 
medical research. 

Vulnerability
To understand why patients recruited by their own physician are in need of protection 
by ethical guidelines, we need to consider the concept of vulnerability. Three recent 
accounts of vulnerability acknowledge the importance of the situation or context of 
research participants for attributing vulnerability.(46-48) Based on these accounts 
we suggest that the context of a dependent relationship could add an extra layer 
or increased likelihood of vulnerability on patients who are recruited for research, 
due to the hierarchical structure that is present in a dependent relationship.
(46;48) Vulnerability then can be seen as a claim to special protection,(46) which 
strengthens the assumption that additional safeguards for patients recruited by their 
own physician are sensible and deserve careful scrutiny.

For now we consider that dependent relationships are generally regarded as a 
potential source of undue influence, that undue influences compromise voluntary 
informed consent, and that a dependent relationship may render patients vulnerable 
and therefore in need of special protection.

Two basic guideline approaches
It appears that ethical guidelines for medical research with human beings suggest 
two different approaches to manage the impact of a dependent relationship on 
voluntary informed consent. The first approach focuses on the process of obtaining 
informed consent; the second approach focuses on the content of the information 
that is communicated to the patient (see Table 1). Most guidelines refer to only one of 
the two approaches,(15;17-21) two guidelines include both approaches.(13;14)

Process approach 
The informed consent process concerns two primary activities: to inform patients 
on the study details and to obtain written informed consent.(21) The first guideline 
approach to diminish the influence of the dependent relationship on patients is 
to have an independent, qualified individual take over one or both of these two 
primary tasks of the physician-investigator.(13-15;17;18;21) First, this independent 
individual can carry out the informed consent procedure instead of the physician-
investigator,(13-15;21) to separate the informed consent process from the therapeutic 
relationship:(4) ‘Where the researcher has a pre-existing relationship with potential 
participants, it may be appropriate for their consent to be sought by an independent 
person’.(14) This person, who could be a research nurse or any other health care 
professional not directly responsible for the usual care of the patient in question, 



Chapter 2

28

should be ‘completely independent’ (21) from the treating relationship patients have 
with their physician. 

Second, the independent individual could explain the study details and possible 
alternatives to research participation to the patients-subjects and answer the 
questions patients have with regard to the provided information.(14;15;17;18) When 
fulfilling these tasks, the independent individual functions as a kind of counselor. 

Content approach
The second guideline approach aims to safeguard voluntary informed consent within 
a dependent relationship by demanding that certain vital pieces of information are 
conveyed to patients. One guideline stresses that ‘the right to withdraw consent 
and discontinue participation at any time must be communicated’.(19) One reason 
why patients find it difficult to refuse participation in a study is because they fear 
their refusal will adversely affect the care they receive or the relationship with 
their physician.(49) Therefore, several guidelines require from physicians that they 
emphasize to their patients that they will not suffer any negative consequences from 
possible refusal or withdrawal from the study.(13;19;20)

Strengths and weaknesses of both approaches 

Process approach
Some positive aspects of what we have called the process approach have been 
suggested in the literature. By conveying the task of obtaining informed consent to 
an independent individual, the informed consent procedure is made more formal 
and clearly distinct from the practice of caregiving.(22;50) The physician could 
thereby communicate an explicit message to the patient, emphasizing the difference 
between research and usual practice.(3;22)

To delegate the informed consent process to an independent individual is important 
to avoid that patients feel intimidated by their physician.(25) It is mentioned that 
research nurses (or other study coordinators) are considered to be more neutral than 
physicians and researchers, making them better suited to obtain patient informed 
consent,(11) since they are not directly involved with the usual care of the patients.
(50) Their neutrality then arises because they are independent from the treating 
relationship between patients and physicians. Since guidelines regard dependent 
relationships as problematic, this initial neutrality of the research nurse is thought to 
diminish the potential undue influence of the physician on patient decision making.
(2;50)

However, considerable demands are often placed upon research nurses to recruit 
and retain a high number of patients to meet the study targets,(51;52) and sometimes 
their employment depends upon their succeeding to complete trials in order to gain 
funding for subsequent studies. Therefore, it is questionable how neutral the position 
of research nurses actually is. 
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In addition, research nurses are frequently not as independent from the treating 
relationship with patients as is suggested. Although there is no generally accepted, 
standardized description of the tasks of the clinical research nurse,(53) an important 
aspect of their role is that in addition to their research related tasks, they are 
usually also involved in the care of the patients they have recruited for research.
(52) Clinical research nurses monitor the participating patients, explaining additional 
details, providing support, and carrying out the distribution of medication.(54;55) 
Therefore, they must find a balance between the needs of patients and the demands 
of the research protocol.(56) Qualitative studies have shown that research nurses 
themselves experience such a role conflict,(51;52;55) although they generally feel 
that their role as patient advocate is their primary one.(55)

The caregiving role of research nurses entails ongoing interaction with patients, 
which could result in a relationship between research nurses and the patients they 
take care of,(51;55) similar to the dependent relationship between patients and 
physicians. A risk of such a relationship is that patients feel they are in some way 
dependent upon the research nurse, leading patients to think they should follow 
the nurse’s recommendations.(55) This could in turn prevent them from withdrawing 
from the study, which is contrary to the demand that voluntary informed consent 
needs to be protected both at the start of the study and as the study progresses.(1)

In addition to factors specifically applying to the research nurse, several other 
challenges to the process approach can be assumed. The strategy to have an 
independent individual obtain informed consent instead of the treating physician 
starts from the assumption that such a person makes it easier to refuse for patients. 
However, two aspects of clinical research practice should be considered to assess 
the potential effectiveness of having a third person obtain consent.

First, the independent person is usually invited by the physician-investigator or 
appointed by the hospital where the patient is treated.(23) As a result, patients may 
not perceive this supposedly independent person as truly independent from the 
relationship they have with their physician. Therefore, this person could just as well 
unduly influence the consent of the prospective participant. 

Second, even though an independent individual obtains the informed consent of 
patients, several situations exist in which the physician of these patients will also 
be notified of their decision. When patients express their refusal to the independent 
individual, their own physician who conducts the study in question will typically be 
informed of this decision,(23) since he or she needs to know whether the patient 
participates in the study or should receive standard treatment. In a dependent 
situation the treating physician will always know whether the patient declined or 
accepted research participation, because this physician is the one who both conducts 
the study and has the responsibility for the treatment of the patient. So, the influence 
of the dependent relationship is not removed, meaning that some patients may still 
consent against their wishes because their physician will know anyhow. 
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Furthermore, even when the treating physician is not involved with the study the 
patient is included in, it will in some situations still be necessary to inform the physician 
of the decision of their patient. For instance in case research participation influences 
the usual care or when during the trial clinical problems arise that should be dealt 
with by the physician.(23) Thus the decision whether a participant has given consent 
is always disclosed, irrespective of possible blinding of the physician for the study 
drug that a patient will receive if the patient has given consent. It is the disclosure of 
the decision to participate that is relevant in light of threats to voluntariness.

The use of counselors to support patients in decision-making and empower patients 
to choose their preferred option seems a useful way to improve voluntary consent,(55) 
since they should be able to ask relevant questions and provide support to patients.
(25) However, a challenge for this approach emerges when counselors suffer from 
a lack of medical expertise.(25) This will especially be the case if the counselor is a 
friend or relative.(23)

Another challenge for the involvement of counselors is mainly practical. It will 
be difficult for many hospitals or other health care facilities to train and appoint a 
sufficient number of counselors to provide support for the large amount of patients 
that is recruited within a dependent relationship. 

Support of counselors or of other kinds of representatives is not unique for the context 
of dependent relationships. Several ethical guidelines also propose advocates or 
counselors for patients with insufficient mental capacity to consent on their own.
(13;14;20;21) A factor that is often mentioned is that these advocates should consider 
the interests and preferences of the prospective participant in question.(14;20)

Interestingly, in describing the role of the counselor who supports patients in 
dependent relationships, ethical guidelines merely state that these counselors 
should provide study details, be available for questions during and after the informed 
consent procedure and assess the advisability of further participation. As such, the 
guidelines do not explicitly mention that counselors should take the interests and 
preferences of patients into account. 

Content approach
The rights to withdraw and refuse and the absence of negative consequences 
should always be communicated, also to patients recruited outside the context of a 
dependent relationship to emphasize the voluntary nature of research participation.
(21;35) Without this information, not all patients will be aware of their rights to refuse 
and withdraw without any retribution, which would be an ethically undesirable 
situation and would mean an infringement upon the validity of informed consent.(57) 

However, the positive effects of the content approach on patients in a dependent 
relationship have hardly been studied. We think that this results from the content 
approach not previously being identified as one of two approaches to protect 
voluntary informed consent in a dependent relationship: most scholars and studies 
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focus on introducing an independent individual in the informed consent procedure 
and more specifically on the role of the research nurse. 

Therefore, advantages of the content approach are not readily supported by the 
literature. Although one study shows that some data managers (e.g. research nurses, 
research assistants, study coordinators) feel that presenting information in a non-
coercive manner and making patients aware of their rights to refuse and withdraw 
could ensure voluntary participation,(25) it is unclear how patients perceive this. 
Arguably, conversations with a research nurse or some other member of the research 
team could provide patients with robust knowledge,(58) which could aid them with 
their decision making. Yet, at least two challenges remain for the content approach. 

First, statements on the right to withdraw and the absence of negative consequences 
can easily become void expressions rather than effective ways to protect the 
voluntary informed consent. The disclosure of information is not sufficient to meet 
the requirements for informed consent,(25) since patients should also understand 
the information they receive.(59) The manner in which the physician communicates 
the information is of great importance for patient comprehension,(59) something that 
ethical guidelines currently do not incorporate.  

Second, although a review by Mandava et al has shown that at least 75% of research 
participants are generally aware of their right to withdraw,(60) in certain contexts a 
gap exists between knowing something and acting upon it.(61) Understanding of 
information on voluntariness does not equal voluntary informed consent. A recent 
study by Horwitz et al tried to untangle comprehension and voluntariness in the 
informed consent process for a HIV trial in Haiti.(62) They found that even though 
the participants showed good understanding of the study details, including the 
voluntary nature of the study, 11% gave responses suggesting involuntary consent. 
One of these responses concerned the belief ‘that a “volunteer” is someone who 
makes an irreversible commitment to remain in the study’.(62)

This study shows that even patients who had understood the provided information 
did not realize that they were indeed free to withdraw at any moment. For patients 
within a dependent relationship the gap between knowing and acting upon may be 
even greater, since patients depend upon their physician for the provision of care 
and treatment. Thus, although patients know and understand their rights, they could 
be hesitant to withdraw from the study even though they know they have the right to, 
since they do not want to disappoint their treating physician.(22)
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Moving forward
The approaches as suggested by ethical guidelines seem suboptimal safeguards 
with respect to the voluntariness of informed consent in a dependent relationship. 
First, the influence of the physician is not necessarily sufficiently diminished when 
someone else obtains informed consent. Second, the right to withdraw cannot 
sufficiently be protected by simply pointing at this right and this right may be difficult 
to act upon in a dependent relationship. 

It is time that physicians, investigators and members of Research Ethics Committees 
acknowledge that current guideline approaches do not appropriately protect 
patients who are enrolled by their own physician. Moreover, we believe that quick 
and easy solutions to the problem of compromised voluntariness do not exist. At 
least, the two existing approaches should be combined. The content approach, 
although on its own not sufficient, is of pivotal importance. Patients should always 
be informed about the voluntary nature of research participation and about the 
absence of negative consequences when they refuse or withdraw. And as regards 
the process approach, it is not sufficient if obtaining informed consent is delegated 
to a presumed neutral third party, since these persons are often not independent, 
both of the treating relationship and of the study in question. At the same time, where 
feasible inclusion by the research nurse or an equally qualified person is preferred 
over inclusion by the treating physician, since this physician is the primary caregiver.

However, a dependent relationship does not always imply compromised 
voluntariness of informed consent of the patients who are recruited for research by 
their own physician. People are influenced by others all the time and not all influences 
necessarily pose a threat to voluntary informed consent.(24;45) Consequently, being 
in a dependent relationship does not imply that patients should make decisions 
about research participation completely independent from the physician. Moreover, 
in some dependent situations it can be preferable that the physician provided the 
patient with information instead of the research nurse, for instance if the research 
is the means through which treatment is delivered or if a study is too detailed and 
specialized for research nurses to explain. The informed consent can then be signed 
in the presence of a research nurse or an equally qualified colleague.

In the clinical context the relevance of social relationships for decision making has 
already been recognized, since ‘preferences developed independently are not 
necessarily better than treatment preferences developed in collaboration’.(63) One 
could argue that also in the context of medical research patients appreciate being 
informed by their own physician, if patients feel they know and trust this person and 
feel comfortable speaking to their physician. For instance, a review by McCann et 
al has shown that patients consider the interaction with their physician as key to 
their research involvement,(64) indicating that a supportive and active role of their 
physician is something that patients find valuable when deciding about research.
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Although caution in the case of a dependent relationship is still required, an 
existing dependent relationship should not by definition prevent a supportive and 
engaged role of physicians, as long as they are aware of their potential influence and 
‘recognize how their interactions and relationships with patients can either enable or 
impair patients’ autonomy’.(65) So, the challenge for physicians is to be engaged and 
supportive, without unduly influencing their patients. If physicians approach their 
own patients for research they should find a balance between undue influence at 
one end of a continuum and independent decision making on the other end. They 
should be honest and transparent about their research related interests and should 
give responsive support adapted to individual patients and their needs, preferences 
and abilities.(63) These requirements equally apply to research nurses who cannot 
be independent. 

Where feasible, patients should be able to ask for additional protection by involving 
a counselor, also in case the research nurse obtains informed consent. Although 
some guidelines suggest that patients should be in the position to discuss research 
participation and the study details with someone else,(14;15;17;18) they do not 
elaborate on what his or her role exactly is. We suggest that this counselor should 
be independent (e.g. a regular nurse who works at a different department and is 
not involved in the study), specifically educated and be able to support patients in 
their decision making. Therefore, on the patient’s request this counselor should be 
present during informed consent discussions. He or she should pay close attention 
to the preferences and views of patients, in order to enable them to make decisions 
that fit their goals and values. Also, the counselor should be available to answer any 
questions patients might have afterwards or during the proceedings of the trial. 

Further research
In order to effectively reflect on the interaction between patients and their physicians 
during the informed consent procedure and develop an approach that respects 
medical research practice, more research is needed. First, we need to know 
whether patients indeed feel pressure to accept an invitation for research from their 
physician due to the prior therapeutic relationship. Second, if voluntary informed 
consent is compromised when obtained within a dependent relationship, it should 
be investigated how extensive the problem is and which factors contribute to it. 
Factors that could be of importance are whether physicians recruit patients for their 
own research or for someone else’s.(15;17) Furthermore, the degree of dependency 
(20) can be of importance, which in turn can be influenced by the severity of the 
disease (40) and the length of the treating relationship.(17) Third, the merits of 
our new proposal, that is, a combination of the process and content approaches 
complemented by an upgraded version of the counselor, should be empirically 
studied taking the perspectives and experiences of patients and physicians into 
account. 
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Summary
Ethical guidelines try to manage the impact of a dependent relationship on voluntary 
informed consent in two ways. One approach focuses on the process of obtaining 
informed consent; the other on the content of the information that is communicated 
to the patient. Some guidelines include both approaches; other guidelines only 
articulate one of them. Our analysis shows that although both approaches could 
have some favorable impact on voluntary informed consent of patients, they also 
face challenges. Research nurses are not independent of the treating relationship 
patients have with their physician, since they frequently provide care to included 
patients. Also, they are not neutral with regard to the study they recruit patients for, 
as their job often depends on assuring high inclusion rates. Any other health care 
professional is likely to be regarded by patients as belonging to the team of the 
physician, which could also influence voluntary informed consent. 

Furthermore, even if patients express their refusal to an independent individual, in 
many instances their own physician will be informed of this decision, which means 
that the influence of the physician on voluntary informed consent is still present. 
Making patients aware of their rights to refuse and withdraw at any time is important, 
but might not be convincing for patients who are enrolled by their own physician, 
because they depend on the physician for care and treatment. 

At least the process and content approach should be combined. Patients in 
a dependent relationship should in all instances be informed of their rights to 
withdraw and refuse without any negative consequences with regard to their care 
or the relationship with their physician. Furthermore, inclusion by a research nurse 
is preferred over inclusion by the physician, since the physician is the primary 
caregiver of the patients. Deviations from this rule are conceivable in cases where 
research is part of the treatment or where a physician will be better able to explain 
the research protocol than the research nurse. After all, dependency as such 
does not imply undue influence. Patients need not make completely independent 
decisions in order for these decisions to be voluntary. In such cases, it is important 
that physicians are aware of their own influence and be transparent and honest 
about their existing research interests. This is also the case for research nurses who 
cannot be independent.

To further prevent undue influence patients should be able to ask for a specifically 
educated and independent counselor, who can attend the informed consent 
process. This should also be the case if the research nurse obtains informed 
consent. These counselors should be in the position to provide support to patients 
and optimally safeguard voluntary informed consent, if they actively take the values 
and preferences of patients into account. 
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Table 1: Guideline strategies to protect voluntary informed consent within a dependent 
relationship.

Declaration of 
Helsinki, 2013

World Medical Association §27: ‘When seeking informed consent 
for participation in a research study the 
physician must be particularly cautious 
if the potential subject is in a dependent 
relationship with the physician or may 
consent under duress. In such situations 
the informed consent must be sought 
by an appropriately qualified individual 
who is completely independent of this 
relationship.’

International Ethical 
Guidelines for 
Biomedical Research 
Involving Human 
Subjects, 2002

Council for International 
Organizations of Medical 
Sciences (CIOMS) in 
collaboration with the
World Health Organization 
(WHO)

Commentary on Guideline 6: ‘The 
physician/investigator must assure 
[patients] that their decision on whether to 
participate will not affect the therapeutic 
relationship or other benefits to which they 
are entitled. In this situation the ethical 
review committee should consider whether 
a neutral third party should seek informed 
consent.’

Tri-Council Policy 
Statement, Ethical 
Conduct for Research 
Involving Humans, 
2010

Canadian Institutes of Health 
Research, Natural Sciences 
and Engineering Research 
Council of Canada, and So-
cial Sciences and Humanities 
Research Council of Canada

Article 3.1 a (Application): ‘Pre-existing 
entitlements to care, education and other 
services should not be prejudiced by the 
decision of whether or not to participate 
in, or to withdraw from, a research project. 
Accordingly… a physician should ensure 
that continued clinical care is not linked to 
research participation.’

National Statement on 
Ethical Conduct in 
Human Research, 
2007

National Health and Medical 
Research Council, Australia

4.3.2 ‘In the consent process, researchers 
should wherever possible invite potential 
participants to discuss their participation 
with someone who is able to support them 
in making their decision.’ 
4.3.10 ‘Where the researcher has a 
pre-existing relationship with potential 
participants, it may be appropriate for their 
consent to be sought by an independent 
person.’
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Institutional Review 
Boards: Report and 
Recommendations, 
1978

The National Commission 
for the Protection of Human 
Subjects of Biomedical and 
Behavioral Research, United 
States

‘In cases in which the investigator is  
responsible for the care of the subjects, 
the IRB may require that a neutral person, 
not otherwise associated with research 
or the investigator, be present when 
consent is sought, to explain the research 
to prospective subjects, or to observe 
the conduct of the research … Such a 
person may be designated to play a role 
in informing subjects of their rights and 
the details of protocols, assuring that 
there is continuing assent to participation, 
determining the advisability of continued 
participation, receiving complaints from 
subjects, and bringing grievances to the 
attention of the IRB as part of its continuing 
review of research.’

Ethical issues in 
clinical research in 
neurology: 
advancing knowledge 
and protecting human 
research subjects, 
1998

The Ethics and Humanities 
Subcommittee of the 
American Academy of 
Neurology, United States

‘[R]esearchers and IRBs may want to 
consider additional safeguards. For 
example, the IRB may request that an 
“uninterested” individual … discuss with 
prospective subjects the research study 
and other clinical or research alternatives.’

Ethics Manual Sixth 
Edition, 2012

Ethics, Professionalism, and 
Human Rights Committee, 
American College of 
Physicians, United States

‘It should … be clear to patients that 
participation in research is voluntary and 
not a requirement for continued clinical 
care. The right to withdraw consent and 
discontinue participation at any time must 
be communicated.’

Managing Conflicts of 
Interest in the 
Conduct of Clinical 
Trials, 2002

The council on ethical and 
judicial affairs, American 
Medical Association, United 
States

‘[T]he physician who has treated a patient 
on an ongoing basis should not be 
responsible for obtaining that patient’s 
informed consent to participate in a trial 
that will be conducted by the physician. .. 
Instead ... someone other than the treating 
physician should obtain the participant’s 
consent. The non-treating health care 
professional also could remain available 
to answer additional questions during the 
trial.’
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Figure 1. Flow diagram of the selection and inclusion of ethical guidelines
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Abstract

Background
In pediatric oncology, many oncologists invite their own patients to participate in 
research. Inclusion within a dependent relationship is considered to potentially 
compromise voluntariness of consent. Currently, it is unknown to what extent those 
involved in pediatric oncology experience the dependent relationship as a threat to 
voluntary informed consent, and what they see as safeguards to protect voluntary 
informed consent within a dependent relationship. 

 
Aim
We performed a qualitative study among key actors in pediatric oncology to explore 
their experiences with the dependent relationship and voluntary informed consent. 

 
Methods
We conducted 3 focus groups and 25 semi-structured, in-depth interviews with 
pediatric oncologists, research coordinators, Research Ethics Committee members, 
parents of children with cancer, and adolescents with cancer. 

 
Results
Professionals regarded the dependent relationship both as a potential threat to and 
as a positive influence on voluntary decision-making. Parents and adolescents did 
not feel as though dependency upon the oncologist influenced their decisions. They 
valued the involvement of their own physician in the informed consent process. 
The professionals suggested three strategies to protect voluntariness: emphasizing 
voluntariness; empowering families; involvement of an independent person. 

 
Conclusions
Thus, although the dependent relationship between pediatric oncologists, patients 
and parents may be problematic for voluntary informed consent, this is not necessarily 
the case. Moreover, the involvement of treating physicians may even have a positive 
impact on the informed consent process. Although we studied pediatric oncology, our 
results may also apply to many other fields of pediatric medicine where research and 
care are combined, for example pediatric rheumatology, neurology and nephrology. 
Clinical trials in these fields are inevitably often designed, initiated and conducted by 
medical specialists closely involved in patient care.
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Introduction
Since in pediatric oncology the provision of treatment is closely combined with 
research, many oncologists are both clinicians and researchers and include their own 
patients in studies.(1) Guidelines for human subject research demand that physicians 
do not enroll their own patients in research.(2;3) The dependent relationship between 
them and their patients may compromise the voluntariness of the patient’s consent, 
since this relationship may constitute an undue influence.(2-4) In ethical guidelines 
and literature, the presence of undue influence on patient decision making is 
considered to compromise voluntary informed consent for research.(2;5)

Currently, it is unknown to what extent actors in pediatric oncology experience the 
dependent relationship as a threat to voluntary informed consent, and what they see 
as safeguards to protect voluntary informed consent within a dependent relationship. 
In order to explore these two questions we conducted a qualitative study into the 
experiences of pediatric oncology actors with voluntary informed consent when the 
treating oncologist is involved in the informed consent process. Insight into these 
experiences is an important factor for the ethical evaluation of voluntary informed 
consent in pediatric oncology.(6)

Previous qualitative studies have not specifically investigated the experiences 
of those involved in pediatric oncology with voluntary informed consent within a 
dependent relationship, but have mainly described experiences of parents and 
physicians with the informed consent process for pediatric oncology trials in general.
(7-17) Moreover, most studies focus on the disclosure and comprehension aspect of 
informed consent rather than on voluntariness, or they explore the satisfaction of 
families with the informed consent process and their suggestions for improvement.
(7-10;12-17) A study by Miller et al addressed voluntary parental decision making, but 
discussed demographic and contextual factors that could affect parental perceptions 
of voluntariness rather than the influence of inclusion within the patient-physician 
relationship.(11)

Therefore, in this chapter we studied the dependent relationship in pediatric 
oncology and its potential influence on voluntary informed consent for research. We 
performed a qualitative study among key actors in pediatric oncology in which we 
explored their experiences with this relationship.

Materials and methods
A qualitative study design allows for in-depth exploration of a topic and is therefore 
most suited to capture the experiences of those involved in pediatric oncology. 
As a first exploration of the topic, we conducted three homogenous focus groups; 
one with Dutch pediatric oncologists, one with Research Ethics Committee (REC) 
members, and one with parents of children with cancer. To validate and deepen our 
insights, a second stage of in-depth interviews was performed. 
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We conducted 25 individual interviews with pediatric oncologists, research 
coordinators, parents of children with cancer, and adolescents with cancer. 

Sample
The inclusion criterion for the pediatric oncologists, research coordinators, parents, 
and adolescents was to have been actively involved in inclusion for pediatric oncology 
trials. For the pediatric oncologists and research coordinators this means that they 
should regularly inform families about available studies and perform informed 
consent procedures. For parents and adolescents active involvement means to have 
been approached for a pediatric oncology study and to have had informed consent 
conversations, regardless of the final decision. That is, also parents and adolescents 
who refused one or more studies were eligible for the focus group or interviews. 
Also, for the parents and adolescents, the moment of being approached about 
participation in an oncology study, for their child or for themselves, should have 
been less than two years ago. The inclusion criterion for REC members was to be or 
have been member of an REC at a pediatric oncology center. All respondents had 
to be able to speak the Dutch language. In addition, for all respondents we aimed 
for a large variety in age, gender, types of cancer, and experience with research 
participation. See Table 1 for the characteristics of the professionals (pediatric 
oncologists, research coordinators and REC members), Table 2 for the parents and 
their children, and Table 3 for the adolescents. See Figure 1 for a flow chart of the 
different respondents.

Focus groups
Pediatric oncologists were recruited from the seven pediatric oncology centers in 
the Netherlands, one from each center. Our two pediatric oncology project advisors 
contacted the heads of the pediatric oncology centers, asking them to invite one of 
their physicians who were regularly involved in informed consent discussions to take 
part in our focus group. Six pediatric oncologists took part, one could not attend.

Also for the focus group with Research Ethics Committee members our goal was 
to include members from all seven Dutch pediatric oncology centers, but due to 
practical reasons five of them could not send a member to represent their center in 
the focus group. From one center one REC member attended, from another center 
two members were present. In order to increase the number of participants, we 
approached the central review committee of the Netherlands (CCMO), from which 
one person could participate. Thus, the focus group involved four participants from 
three different ethical committees.

Parents of children with cancer for the focus group were all recruited through one 
center for pragmatic reasons. We considered that organizing a meeting for parents 
situated at different centers would entail too much burden (in terms of travel time) 
and was therefore unfeasible. In principle, all parents were eligible whose child was 
participating in or had participated in a pediatric oncology study. 
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We aimed at maximal variation in the types of studies children (had) participated 
in for different kinds of malignancies. More specifically, we aimed for 2-3 patients 
taking part in a phase I-II study, 2-3 patients in a phase III study and 2-3 patients in a 
supportive care study, as the main study the child (had) participated in. In addition, 
children could have been invited for and involved in other studies. A research nurse 
contacted twelve parents of eight children by telephone, based on the child’s study 
participation. These parents all accepted the invitation to participate in the focus 
group. In total nine parents of six children attended; four mothers and five fathers. 
Three parents could not attend due to practical reasons.
 

Interviews
Pediatric oncologists from the seven Dutch pediatric oncology centers were 
contacted via the heads of these centers and via two of our project advisors, who 
contacted their colleagues and provided them with a description of our study and 
its aims. Also, they indicated that the pediatric oncologists should contact SD if they 
were interested in taking part in an interview. Inclusion in the study was continuous 
via convenience sampling, all interested pediatric oncologists were considered 
eligible to take part as long as they had experience with including their patients in 
oncology studies and performing informed consent conversations. In addition, we 
asked participating pediatric oncologists whether they knew colleagues whom we 
could approach to take part in an interview. Research coordinators were recruited 
from two centers, since not all Dutch pediatric oncology centers employ research 
coordinators.

Parents and adolescents were approached through a call on the website of the 
Dutch Association for Parents, Children and Cancer (VOKK) and via physicians and 
research nurses of three pediatric oncology centers. Here also, inclusion in the 
study was continuous via convenience sampling, as all parents and adolescents with 
cancer were eligible who had been invited for research, regardless of type of study. 
In some cases, physicians recruited their own patients and parents of these patients 
for our study. In one case, the recruiting physician was also the investigator of a 
study the child was participating in. The physician approached a family about our 
study, gave them the information form and asked whether they were interested in 
participating. If so, the parent could contact the investigator of this study (first author 
SD), to make an appointment for the interview(s). Before each interview, informed 
consent was obtained by SD.

We interviewed nine pediatric oncologists from five different centers (three 
interested pediatric oncologists, from two different centers, were not interviewed in 
the end, due to logistic reasons), three research coordinators, eight parents of eight 
different children, and five adolescents. Four of these adolescents were the children 
of parents we interviewed. Of one adolescent the parents were not interviewed.
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Data collection
Focus groups lasted two hours each. Topics were formulated after examination of 
the relevant literature and two one-week internships of SD at two Dutch pediatric 
oncology centers, where she attended consultations between physicians, parents 
and patients, and gathered expert knowledge from pediatric oncologists and 
research nurses.

Semi-structured, in depth interviews were conducted according to predefined topic 
lists (Table 4). All but one interview took place at a pediatric oncology center. One 
interview, with an adolescent boy, took place at home. Data collection took place 
from March 2013 to January 2015. 

The study was approved by the Research Ethics Committee of the University Medical 
Center Utrecht. Parents and adolescents provided written informed consent for their 
participation and, if applicable, parents also provided written consent for their child’s 
participation.

Data analysis
The analysis was carried out according to thematic analysis, a method for identifying, 
analyzing, and reporting themes within data.(18) Our themes were identified at the 
semantic level, meaning that we started with describing the experiences of the 
respondents followed by an interpretation in the light of the existing literature.(18) The 
focus groups and interviews were transcribed verbatim and the data were imported 
in the software program NVivo 10, in order to facilitate the process of analysis. 

SD was the main analyst. SD, MK and RG independently read two interviews, 
selected fragments of the data that were relevant in relation to the study purpose, 
and coded these fragments with appropriate labels. During a first meeting, all 
findings were compared and contrasted, which resulted in the initial code tree. 
During two more team meetings, we compared our interpretations of fragments of 
two new interviews and identified the appropriate labels for these fragments. We 
worked towards reaching consensus between the different team members, and 
aimed to align our interpretations of the data. During this phase, we developed the 
code tree into a more conceptual code structure. Then, SD coded the focus groups 
and interviews in line with this shared interpretation of the first four interviews (that 
is, based on the conceptual code structure). The appropriate codes were grouped 
into conceptual categories or themes on the basis of their content, meaning, and 
interrelationships. SD described these themes, their characteristics, and the 
associations between them. To ensure reliability, these themes and accompanying 
descriptions were continuously discussed during team meetings, providing SD with 
a shared conceptual basis for the remainder of the coding process. 

To enhance the validity of our findings, we held an expert meeting with pediatric 
oncologists in the last phase of data collection.
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We discussed our preliminary results to assess whether these were an accurate 
representation of pediatric oncology practice and to obtain additional data. In 
general, the oncologists recognized our presentation of the informed consent 
process and of their experiences with including their own patients.

Results

The role of the dependent relationship
We identified three ways in which our respondents experienced the influence of the 
dependent relationship on voluntary informed consent, i.e. potentially problematic 
influence; minimal or no influence; positive influence. Representative quotations 
were chosen to illustrate the themes identified (Table 5). 

Potentially problematic influence
The pediatric oncologists felt that patients and their parents are extremely dependent 
upon them for treatment and to safeguard the possibility of a cure. They thought that 
this dependency could compromise voluntary informed consent, because parents 
have an interest in maintaining a good relationship with their physician. (Quote 1 in 
Table 5)

Also research coordinators thought that sometimes parents were reluctant to say ‘no’ 
to one of the oncologists. In addition, a research coordinator who also had extensive 
caring tasks described situations in which she thought that parents felt guilty when 
their child decided not to participate. (Quote 2 in Table 5)

Only one father thought that the dependent relationship with the treating physician 
of his son may have been a factor in his deliberations about whether to consent to 
studies that were offered shortly after hearing their son’s cancer diagnosis. (Quote 
3 in Table 5)

One adolescent boy indicated that he had wondered what would happen if he 
refused to take part in the studies that were offered to him, and if it would affect his 
future care or the way his oncologist perceived him. When he asked the oncologists 
about this they told him that nothing would happen if he refused, and this sufficiently 
reassured him. 

Minimal or no influence
Oncologists believed that they generally have no influence on decisions of parents 
about research. They thought that the majority of parents make these decisions 
completely or mainly independent, as a family, without feeling pressure from the 
oncologists or others. 
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Although parents recognized being and feeling strongly dependent on their 
oncologist, they said that this had no influence on their decisions about their child’s 
research participation. They made their own decisions, based on criteria they 
considered important. They either hoped that a study could benefit their child or 
expected it would at least not have a negative influence on their child’s general 
treatment. In addition, they considered studies with very low risk and burden, such 
as having some extra blood taken at regular blood drawing moments, as a simple 
way to contribute to improvement of therapy for children with cancer. (Quote 4 in 
Table 5)

Also, because of their experiences with their sick child, parents were even more 
motivated to contribute to the improvement of therapy for other patients. A father 
explained why they and their son wanted to take part in research. (Quote 5 in Table 
5)

The adolescents reported to feel no pressure from their oncologist or others and felt 
free to refuse participation if they wanted to. They were motivated to participate in 
studies and contribute to improve treatment for future patients with their disease. If 
they had sensed that their oncologist would prefer for them to take part in a certain 
study, this generally had no influence on their decisions.

Positive influence
Pediatric oncologists explained that since they are the treating physician of the child, 
they are in the perfect position to guide families in their decision-making process. 
Because they know patients and their parents, they are able to provide information 
in an appropriate manner and to introduce the large number of studies in a way that 
it becomes feasible. They mentioned that protecting patients is necessary in order 
to maintain a positive treatment relationship. A person who is only a researcher does 
not have this interest in protecting the relationship. In addition, it was stated that if 
parents are clearly unable to make a decision about the research request, then the 
treating oncologist would decide not to enroll the child. 

Parents mentioned that they appreciated the way the treating oncologist explained 
the research, which enabled them to make their own decisions. One mother said that 
if an unknown researcher would invite them in their study, she might even ask her 
son’s treating oncologist for advice. For studies with a potential profound impact on 
their child’s wellbeing parents said to prefer having the study explained by their own 
physician. (Quote 6 in Table 5)

Strategies to protect voluntariness of informed consent 

Emphasizing the voluntary nature of participation
The health care professionals indicated trying to safeguard voluntary informed 
consent by stressing that research participation is a free choice, and that patients 
always have the right to withdraw. In addition, they emphasize that for them it does 
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not matter what parents decide and that refusal would not influence the treating 
relationship. 

Parents and adolescents recalled being told that research participation was 
voluntary. Therefore, they felt that it really was their decision to make and that they 
need not consent to all the offered studies. 

Empowering families
Both the pediatric oncologists and the REC members stressed the importance of 
ensuring that parents and older patients gain a sense of responsibility by making 
clear that they are the ones in charge. (Quote 7 in Table 5)

Diminishing the asymmetry in knowledge was also regarded as a way to empower 
families. Providing children with cancer and their parents with honest and objective 
information, both written and verbal, was often emphasized as a means to create 
optimal circumstances for making deliberate and well-balanced decisions. For the 
majority of parents it was very important to receive adequate information on a study, 
making clear what the impact on their child would be and in what way it could help 
to improve treatment.

An REC member suggested assigning a sort of ‘medical coach’ to families as a way 
to accomplish empowerment. This coach could advise them where to find certain 
information or who to approach for specific questions. The pediatric oncologists 
worried that letting a medical coach attend the informed consent conversations 
would disturb the dynamic between them and families. 

Involvement of an independent person
Several pediatric oncology centers employ a clinical research team, which is 
responsible for the research logistics. The treating oncologist usually introduces 
the research, followed by a research nurse who further explains study details. The 
pediatric oncologists and research coordinators said to appreciate the different roles 
being more clearly separated this way. One oncologist was cautious with regard to 
research nurses obtaining informed consent, since these can be as influential as 
physicians. 

The REC members recognized inclusion for pediatric oncology studies by the own 
treating oncologist as potentially problematic, but they were not convinced of the 
advantages of delegating this task to someone else. They regarded it as unnatural 
to try and separate the two roles in such a relatively small medical practice like 
pediatric oncology, where all health care professionals know all children and their 
families. (Quote 8 in Table 5)
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Parents indicated that usually it did not matter for them which ‘white coat’ would 
provide information and obtain informed consent. One mother expressed that she 
was approached by an independent researcher a couple of days in a row to take 
part in a study. This made her feel a bit pressured and the researcher came across 
as too pushy.

For the adolescents it would have made no difference if an independent person 
such as a research nurse had obtained the informed consent. Especially in the 
beginning everyone is new to them and could be one of the doctors. Later on, they 
felt confident that their treating oncologist would accept their decision to refuse. 
They realized they were free to make their own choices about research, regardless 
of the person who would ask them to participate.

Discussion
We explored the experiences of pediatric oncologists, research coordinators, 
Research Ethics Committee members, parents of a child with cancer, and adolescents 
with cancer with voluntary informed consent for medical research within a dependent 
relationship. Our main finding is that although dependency is experienced as an 
aspect of the treating relationship, its influence on voluntary informed consent 
for research in pediatric oncology is not necessarily negative. In general both the 
professionals and patients and parents themselves did not regard inclusion by the 
own treating physician as problematic for voluntary informed consent. Moreover, 
professionals, parents and adolescents considered involvement of the own 
physician in the informed consent process as valuable. This finding is in contrast 
with ethical guidelines for medical research and bioethical literature, which mainly 
focus on potentially adverse effects of the dependent relationship on voluntariness 
of consent for research.(2;3) 

An explanation for this difference between the experiences of our respondents and 
what is generally assumed in bioethical thinking may be as follows. Children with cancer 
who participate in research and their parents perhaps feel less “vulnerable” than 
is often thought with respect to decision-making on study participation,(10;12-14;19) 
even though their own physician is involved in the informed consent process. 
Patients are considered vulnerable when they are relatively or absolutely incapable 
of protecting their interests,(2) when there is an identifiably increased likelihood of 
incurring additional or greater wrong,(20) or when they are especially prone to harm 
or exploitation.(21) In research ethics guidelines, vulnerability is generally a label that 
is applied to groups of research participants, such as pregnant women or children.
(22) Recently, Luna has proposed to look more closely to the situational aspects of 
potential research participants to assess whether certain characteristics or “layers” 
render them vulnerable.(23) As Luna argues, layers can be multiple; some may be 
related to social circumstances, while other layers may be related to problems with 
voluntary informed consent.(22) 
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On the one hand, children with cancer and their parents are subject to several 
layers of vulnerability, most notably a severe, potentially fatal disease, and a strong 
dependence on their treating physician, who is often also involved in the informed 
consent process. Obviously, the layer of the disease cannot be removed. Previously, 
we have argued that also the layer of the dependent relationship is difficult to 
resolve.(4) In pediatric oncology this may even be more difficult, since most pediatric 
oncologists are both involved in the treatment of children with cancer and informed 
consent discussions.(1) As such, the layer of the dependent relationship may influence 
those patients or parents who are vulnerable to the influence of authoritative figures 
such as physicians.

However, other aspects of the situation of children with cancer and their parents might 
render families less vulnerable when providing informed consent for research, which 
could reduce the influence of the two layers of a severe disease and inclusion for 
research by the treating physician. In general, despite being faced with the potentially 
fatal disease of their child, parents felt that they were able to manage requests for 
study participation, protect their own and their child’s interests and make decisions 
based on their own preferences. Furthermore, we noticed that the experiences of 
parents and adolescents with their disease and that of others strongly shaped the 
way they perceived research, which increased their willingness to participate in 
research. Having the ability to help other children through research participation 
helped them to give meaning to their own illness or that of their child, since it enabled 
them to create something positive out of a primarily negative situation. Hence, our 
respondents’ decisions regarding research participation appeared deliberate and 
voluntary, and not overly and directly influenced by the ideas and opinions of the 
pediatric oncology professionals. 

Even though children with cancer who participate in research and their parents may 
be less vulnerable than expected, it remains necessary to critically reflect on ways to 
safeguard voluntary consent within a dependent relationship, since this relationship 
may still constitute an undue influence to some families.(24) Emphasizing the 
voluntary nature of participating appeared a good strategy to make children with 
cancer and their parents aware that they need not consent and can always withdraw 
their permission once enrolled in a study. However, on its own it may be insufficient 
to ensure voluntary participation. The availability of an independent medical 
counselor could be valuable for patients and their parents, as long as this person is 
specifically concerned with protecting their interests and available to provide advice 
and guidance.(4;24) The regular Dutch research practice offers patients and parents 
the option to deliberate with an independent doctor, of whom name and telephone 
number are regularly provided in the patient information form.(25) This procedure 
could be improved by actively approaching parents to offer them a consultation. As 
such, this is a way of empowering families. 

A strong feature of our study is that we invited different groups of respondents, to 
assemble a variety of perspectives. A second strength is the combination of two 
different qualitative methods: focus groups and individual interviews. 
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This enabled us to receive answers to our questions both in a setting in which 
respondents could discuss different topics and in a more personal setting, allowing 
each respondent to elaborate on their experiences. 

However, some limitations to our study also apply. First, although the total number of 
respondents is not particularly low for a qualitative study, the sample size does not 
permit drawing definite conclusions. 

Second, since we could only study situations as experienced by the different 
respondents, we cannot rule out that despite the absence of direct, experienced 
influence or pressure, more implicit influences (such as trust and confidence in 
the treating physician) may have played a role in the research related decisions of 
parents and adolescents without them being aware of this. 

Third, there may be a risk of bias in the interviewed parents and adolescent patients, 
due to five aspects of our study and its design. 1. Only those patients and parents 
could be approached who were well enough to participate rather than those who 
had difficulty with coping with the disease. 2. Two of the parents were recruited 
through the Dutch Association for Parents, Children and Cancer. This may have 
affected their views on pediatric oncology studies, since parents of this association 
are usually more actively engaged with research. However, one of these two 
parents had the most reservations with respect to the conduct of research. 3. The 
parents’ educational level was above average, and therefore they may have been 
relatively well articulate and informed. These three aspects together may have 
increased the ability of our interviewed parents and adolescents to make decisions 
without feeling pressure from health care professionals. 4. Leukemia was the most 
common diagnosis in children in our study. In general, cure rates for leukemia are 
higher than for other types of cancer.(26) This relatively optimistic prognosis may 
have decreased feelings of dependence. Subsequently, this could have positively 
influenced the way the interviewed parents and adolescents regarded the informed 
consent procedure and their decision-making process. However, leukemia is also 
the most common form of cancer in children younger than 15 years old,(26) so in 
that respect our study provides an accurate reflection of the practice of pediatric 
oncology. 5. Some children were still under treatment, whereas others had already 
finished their treatment. The former group of children and their parents may not have 
a complete perspective on their experiences with the informed consent process 
and voluntariness. Consequently, their perspectives could have been different from 
those who have finished their treatment. 

A fourth and final limitation is that we only reflect from within the Dutch pediatric 
oncology context. Therefore, ethical issues and their implications could vary, due to 
differences between the pediatric oncology contexts in different countries. Still, we 
believe that our study findings provide a valuable direction for future research on 
dependent relationships and voluntary informed consent.
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Conclusion
The dependent relationship between pediatric oncologists, patients and parents 
need not be problematic for voluntary informed consent, since parents and 
adolescents did not experience pressure to participate and felt able to make well-
considered decisions. Furthermore, involvement of the physician may even have 
a positive impact on voluntary informed consent. Yet, we should remain cautious, 
since in some cases dependency on the pediatric oncologists may influence more 
vulnerable patients and parents. To prevent compromises to voluntariness, the 
strategy to increase availability of an independent counselor could be a valuable 
option. 
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Table 1. Characteristics of professionals

Pediatric oncologists Focus group and 
expert meeting 
(N=7)

Interviews (N=9) Total (N=16)

Gender
Male
Female

5
2

3
6

8
8

Experience (years)
5-10
11-15
16-20
>20

2
1
1
3

3
4
1
1

5
5
2
4

Areas of interest: clinical oncology a

No specific
Solid tumors 
Lymphomas
Leukemia
Stem cell transplantation 
Histiocytosis
Myelodysplastic syndrome

0
5
2
3
3
0
1

2
4
2
5
1
2
0

2
9
4
8
4
2
1

Areas of interest: research b

Clinical drug trials
Laboratory research
Supportive care
Palliative care
Stem cell transplantation

6
1
2
2
2

6
5
4
1
2

12
6
6
3
4

Research coordinators Interviews (N=3) Total (N=3)

Gender
Male
Female

1
2

1
2

Experience (years)
0-5
5-10

2
1

2
1

Research Ethics Committee Members Focus group 
(N=4)

Total
(N=4)

Gender
Male
Female

1
3

1
3

Experience in REC (years)
5-10
10-15

1
3

1
3

Background
Medical ethics
Oncology
Pediatric rheumatology
Clinical pharmacology

1
1
1
1

1
1
1
1

a  Pediatric oncologists could have various areas of interest in clinical oncology. Therefore, these 
numbers do not add up to 16.  
b  Pediatric oncologists could have various areas of interest in research. Therefore, these numbers do 
not add up to 16.
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Table 2. Characteristics of parents and their children

Parents Focus group 
(N=9)

Interviews 
(N=8)

Total (N=17)

Gender
Male
Female

5
4

2
6

7
10

Age (years)
34-39
40-44
45-50

2
1
5

3
3
3

5
4
8

Education
Primary, lower secondary general, or lower 
vocational
Higher secondary general or intermediate 
vocational
Higher vocational or university

2

3

4

0

4

4

2

7

8

Children of these parents Focus group
(N=6) a

Interviews
(N=8) b

Total 
(N=14)

Gender
Male
Female

6
0

4
4

10
4

Age (years)
0-4
5-9
10-14
15-19

0
2
2
2

2
0
4
2

2
2
6
4

Diagnosis
Acute lymphoblastic leukemia
Acute myeloid leukemia
Leukemia (undefined)
Chronic myeloid leukemia
Rhabdomyosarcoma
Burkitt lymphoma
Hepatoblastoma
Osteosarcoma
Ewing sarcoma
Brain tumor (high grade glioma)

2
0
0
2
1
1
0
0
0
0

2
1
1
0
0
0
1
1
1
1

4
1
1
2
1
1
1
1
1
1

Medical situation
Finished standard treatment, under control of the 
hospital
Under treatment within study protocol
Palliative care; only pain medication

3

3
0

4

3
1

7

6
1

a  The nine parents of the focus group together had six children, since there were three parent couples.
b The interviewed parents were different parents than those from the focus group. There were no 
couples among the eight parents we interviewed, so these parents represent eight children. Four of 
these children were not interviewed themselves, and four of them (adolescents) were. The characteristics 
of these eight children are presented here. The characteristics of the four adolescents who were  
interviewed themselves are also separately presented in Table 3.
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Table 3. Characteristics of adolescents

Adolescents Interviews (N=5)

Gender
Male
Female

3
2

Age (years)
13
14
15

2
1
2

Diagnosis
Acute lymphoblastic leukemia
Acute myeloid leukemia
Undefined leukemia
Brain tumor (high grade glioma)
Hodgkin lymphoma

1
1
1
1
1

Medical situation
Finished treatment, under control of the hospital
Under treatment within study protocol

3
2
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Figure 1. Flow chart of respondents

Numbers in bold added up = the total number of respondents = 45
 

Focus group I
6 pediatric oncologists

Focus group II
9 parents

(of 6 children, who were not interviewed themselves)

Focus group III
4 REC members

Interviews
9 pediatric oncologists

Interviews
3 research coordinators

Interviews
8 parents

(of 8 children, 4 were not interviewed themselves and 4 were)

Interviews
5 adolescents

Expert meeting
3 pediatric oncologists: 2 from focus group/interviews, 

and 1 additional

+

+

+

+

+

+

+
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Table 4. Topic lists for the interviews and focus groups

Pediatric 
oncologists 
and research 
coordinators

Could you please introduce yourself and tell me something about your work as 
a pediatric oncologist/research coordinator?

In what way are you involved with pediatric oncology research?

Can you describe the informed consent process in your center?

 ♦ Who are involved?

 ♦ What is your own role?

Which considerations do you think play a role for parents and children when 
deciding about research participation?

 ♦ Which influence do you think you have on decisions of parents and 
children to taken part in a study?

 ♦ To what extent do you consider your relationship with parents and 
children to be an influence on informed consent?

 ♦ In what way could voluntary informed consent be compromised?

 ♦ How do you react when parents refuse research participation for their 
child?

 ♦ Do parents ‘buy’ something when they consent to their child’s research 
participation? And if yes, what do they ‘buy’?

Which differences do you see between safeguarding voluntary informed 
consent at the moment of inclusion and during the study?

 ♦ If parents decide to withdraw their child from a study, is there any 
ambition to persuade them not to?

In what ways do you and your colleagues try to protect voluntary informed 
consent in your center?

 ♦ What do you think of having someone else, such as a research nurse, 
obtain informed consent?

 ♦ Which ways to protect voluntary informed consent in a dependent 
relationship have you encountered?

 ♦ Which other suggestions do you have for the protection of voluntary 
informed consent in a dependent relationship?

Research Ethics 
Committee 
members

Could you please introduce yourself and explain how you are or have been 
involved in reviewing pediatric oncology research protocols?

Many children with cancer take part in pediatric oncology studies, either as part 
of or in addition to their treatment.

 ♦ Which considerations do you think are important for parents and patients 
to consent to research participation?

 ♦ Which considerations play a role for refusing research participation?

Frequently, pediatric oncologists include their own patients in research 

 ♦ What influence do you think pediatric oncologists have on decisions of 
parents or children?

 ♦ To what extent do you think that the dependent relationship between 
oncologists and families influences voluntary informed consent?

What is the general policy of your REC when in a research protocol the treating 
oncologist is the same person as the investigator?
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What do you think of the solution to have someone else, such as a research 
nurse, obtain informed consent instead?
Which ways to protect voluntary informed consent in a dependent relationship 
have you encountered?
Which other suggestions do you have for the protection of voluntary informed 
consent in a dependent relationship?

Parents Could you please introduce yourself and explain your child’s diagnosis and 
treatment?

Did your child take part in a pediatric oncology study that was part of his/her 
treatment?
If so, how did you know about this?
Did your child take part in any other a pediatric oncology studies?

Can you describe the informed consent process for these studies?

 ♦ At which moment did you provide informed consent?

 ♦ What exactly did you provide consent for and to whom?

 ♦ Did you feel you have sufficient information at that moment? Why or why 
not?

Which considerations were important for you to make the decision about your 
child’s research participation?

 ♦ Which considerations did you have to consent? And which to refuse?

 ♦ Did you feel free to make your own decision? Did you feel any pressure to 
take part due to the dependence on the pediatric oncologist? Why (not)?

 ♦ Which reason was decisive for you?

Which role did the treating oncologist play in your decision making process?

 ♦ To what extent was he or she involved with the decision?

 ♦ What was the attitude of the treating oncologists, did he/she express 
preference for a certain choice?

 ♦ What was the influence of the treating oncologist on your decision?

 ♦ To what extent did the dependent relationship between you, your child 
and the treating oncologist play a role in your decision making process?

 ♦ Did you have a discussion with the oncologist regarding the decision 
made?

Were you asked during the study whether you still wanted to continue with your 
child’s participation?
If yes, who did this and how?

Would it have made a difference for you if not the treating oncologist but 
someone else had performed the informed consent procedure? OR:
Would it have made a difference for you if instead of the research nurse the 
treating oncologist had performed the informed consent procedure?
What are your suggestions for safeguarding voluntary informed consent of 
parents and older patients in pediatric oncology? 
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Adolescents When did you hear that you were ill and what happened next? What kind of 
treatment did you receive?

Did you take part in research that was connected to your treatment?
Did you take part in other types of research?
What did this research involve for you?

Can you describe the informed consent process?

 ♦ Who gave you the information about the research?

 ♦ At what moment did someone ask you whether you wanted to take part in 
research?

 ♦ Who asked you about this?

 ♦ At what moment?

 ♦ Did you feel you had enough information to make that decision?

 ♦ To what extent were you involved, by your parents and by the physicians?
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Table 5 . Quotes from focus groups and interviews

Theme Quote Respondent

Potentially 
problematic 
influence

1 Pediatric oncologist: ‘These people have a general interest in you 
as their physician; you have to make sure that their child survives. 
In oncology this is of course even stronger, since it is about life and 
death. So they have a certain interest in staying friends with the 
physician. Not everyone understands that, but most do. So there 
arises some sort of problem that people might think they have to say 
yes.’

2 Research coordinator: ‘One girl said that she did not want to take 
part because she did not want to come [to the hospital] an extra time. 
And then the mother said: “Sorry Jane, we really tried to talk her into 
it, but it didn’t work out”. And then I noticed that something went 
wrong, because they apologized to me, while I am supposed to be 
independent.’

3 Parent: ‘When you get a request in the first six weeks after diagnosis, 
you think like: “what if I say no now, will that have an influence on 
the chance that my child will get better?” In whatever way possible. 
Because then I would oppose the oncologist, while he wants to do a 
certain study and then he will regard you differently and will have less 
attention for you, because you do not take part in the study.’

Minimal or no 
influence

4 Parent: ‘Your question seems to imply that as a parent you have more 
confidence in your treating oncologist than in another doctor or a 
research nurse. And that you feel some sort of social pressure to take 
part in the research. No … you just consider what kind of research it 
is. What will it do to my child? Does the moment suit me etc.? You act 
very rationally, at least I do. Just considering whether the study is in 
line with what your child can handle. And not really with the person 
who introduces it.’

5 Parent: ‘For Jesse it had a large impact that a boy he became friends 
with passed away, which really depressed him and us of course. And 
then we thought, there is nothing we can do for this boy, he’s not here 
anymore. So we said we will participate in all studies they ask us for, 
and he also wanted to take part in everything, just to be able to do 
something back.’

Positive influence 6 Parent: ‘If it becomes life threatening, you just completely rely on your 
treating physician, your treating oncologist, because he shares your 
experiences from the beginning. And if some external person comes 
in who is also wearing a white coat, who might know even more, 
but I do not know this person, then I check the eyes of my treating 
oncologist, what they look like.’

Empowering 
families

7 REC member: ‘It is also about the terminology you use. If you just say 
to parents that they are the ones who decide what happens to their 
child, not me. If you start with giving them the responsibility. They have 
to make the decisions.’

Involvement of 
an independent 
person

8 REC member: ‘One of the really difficult aspects is that it is such a 
severe disease and that people are already extremely dependent 
upon the treating physician. And if you say: well then just say no 
to someone else, because that is what it comes down to, since the 
physician himself is often still the one to ask … That you do not have 
the feeling that their situation is improved or that the child or the 
parents are better protected if you try to resolve it like that.’
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Abstract
In pediatric oncology, research and treatments are often closely combined, which may 
compromise voluntary informed consent of parents. We identified two key scenarios 
in which voluntary informed consent for pediatric oncology studies is potentially 
compromised due to the intertwinement of research and care. The first scenario 
is inclusion by the treating pediatric oncologist, the second scenario concerns 
treatments confined to the research context. In this chapter we examine whether 
voluntary informed consent of parents for research is compromised in these two 
scenarios, and if so whether this is also morally problematic. For this, we employ the 
account of voluntary consent from Nelson and colleagues, who assert that voluntary 
consent requires substantial freedom from controlling influences. We argue that, in 
the absence of persuasion or manipulation, inclusion by the treating physician does 
not compromise voluntariness. However, it may function as a risk factor for controlling 
influence as it narrows the scope within which parents make decisions. Furthermore, 
physician appeal to reciprocity is not controlling as it constitutes persuasion. In 
addition, framing information is a form of informational manipulation and constitutes 
a controlling influence. In the second scenario, treatments confined to the research 
context qualify as controlling if the available options are restricted through 
manipulation of options. Although none of the influences is morally problematic 
in itself, a combination of influences may create morally problematic instances of 
involuntary informed consent. Therefore, safeguards should be implemented to 
establish an optimal environment for parents to provide voluntary informed consent 
in an integrated research-care context.
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Introduction
Whereas in ethical guidelines and in research ethics literature, care and research are 
separated based on their different objectives, pediatric oncology is a classic example 
of a field in which research and care are closely intertwined.(1;2) As has frequently 
been emphasized, the high participation of children with cancer in pediatric oncology 
studies has been a significant factor in the improvement of survival rates for children 
with cancer.(3-5) However, the intertwinement of research and care also raises 
normative issues, such as the moral obligations of pediatric oncologists as physician-
investigators, appropriate ethical oversight of pediatric oncology treatment protocols, 
and protection of the interests of patients and their parents.(1;2;6) In addition, it 
creates challenges specifically related to the voluntariness condition of informed 
consent of parents for their child’s research participation. Due to both contextual 
influences and influences during the informed consent process, their freedom to 
choose may be restricted.(2;7) Insight into these potential compromises is essential 
in order for various stakeholders, such as pediatric oncologists and Research Ethics 
Committees, to be able to assess whether voluntariness is compromised, which 
safeguards are warranted and how to implement these. 

In this chapter we aim to answer the following research questions: does the 
intertwinement of research and care in pediatric oncology, where physicians include 
their own patients and where treatments are sometimes exclusively provided 
through research, compromise voluntary informed consent for research? And if 
so, are these compromises to voluntary informed consent morally problematic? 
Although general barriers to valid informed consent in pediatric oncology have been 
extensively documented,(8-15) currently no systematic conceptual evaluation of 
voluntary informed consent for pediatric oncology studies has been provided in the 
context of the intertwinement of research and treatment. 

We focus on consent of parents for their child’s research participation, rather than 
the consent or assent of children and adolescents themselves. This is because in 
general parents are the main decision makers concerning their child’s participation 
in cancer research, both legally, and in practice. Indeed, most children diagnosed 
with cancer are relatively young, with a median age below 6 years, and their 
capacity for decision-making has thus not yet sufficiently developed to make fully 
voluntary, competent and autonomous choices.(2;16) This is reflected in the law: 
minors, including adolescents, are generally not allowed to consent to research for 
themselves.(17)

We will first define voluntary informed consent in order to critically analyze potential 
threats to voluntariness of consent in pediatric oncology. Next, we will provide a 
description of two key scenarios in which voluntary informed consent of parents 
for pediatric oncology trials is potentially compromised, due to the intertwinement 
of research and care. These two scenarios are, to our knowledge, characteristic 
for pediatric oncology. Last, we will evaluate to what extent these two scenarios 
of potential threats compromise voluntary informed consent of parents, by both a 
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conceptual analysis and incorporation of empirical studies that address the informed 
consent process as experienced by a variety of pediatric oncology stakeholders. 

Defining voluntary informed consent
Several disciplines such as theology, philosophy and most recently, neurology, have 
questioned the existence of a free will and subsequently the possibility for voluntary 
decision-making.(18) Neurologic experiments seem to suggest that our actions are 
not really under our control and that we do not consciously make decisions.(19) In 
addition, all kinds of situational clues can influence our choices, such as previous 
experiences, smells, words, and a variety of associations that are unconsciously 
constructed.(20) More overt influences, such as beliefs or pressures from loved 
ones, may also heavily affect our choices and decisions. Yet, in this chapter, we shall 
assume that our decisions are voluntary, since we are able to control our behavior 
and make choices within existing circumstances.(21) Beginning with this assumption, 
we now need a way to decide which influences compromise voluntariness and which 
ones do not. More specifically, we need a way to determine to what extent consent 
of parents for their child’s enrolment in medical research should be considered 
voluntary, when it is obtained in an integrated care-research environment. 

Different accounts of voluntariness from the bioethical literature and guidelines 
provide different suggestions, but they all conclude that a certain type or level of 
influence renders consent involuntary.(22-24) For the purpose of this chapter we 
will employ the interpretation of the concept of voluntary consent of Nelson and 
colleagues, because they clearly separate questions about voluntariness from 
questions about moral acceptability. Although their account is primarily meant to 
study voluntariness in general, they also present it as useful for the conceptual 
analysis of voluntary informed consent in biomedical research.(24) Importantly, they 
make a distinction between objective voluntariness (‘that which is voluntary in fact’) 
and subjective voluntariness (‘that which is perceived as voluntary by the person who 
decides or acts’) (italics in original).(24) Objective voluntariness focuses on actual 
influences and how these affect voluntary informed consent. In contrast, subjective 
voluntariness measures the way patients or other participants perceive the consent 
process and whether they experience controlling influences. The difference is made 
because sometimes actual influences are not experienced by the patient as such (for 
example in the case of deception), while in other instances influences are perceived 
as controlling whereas no actual influence was exerted.(24) Arguably, for a complete 
assessment of voluntary informed consent for research the subjective component of 
voluntariness is also of relevance. Consequently, we need empirical data reflecting 
experiences of participants to evaluate potential threats to voluntariness, besides a 
conceptual analysis.(25-27)

According to Nelson et al., voluntariness requires the two necessary and jointly 
sufficient conditions of intentionality and substantial freedom from controlling 
influences (‘non-control’).(24) The first condition, that of intentionality, means that 
the person consciously willed the action, as opposed to accidentally performing it, 
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such as dropping a pen.(24) Conceptually, ‘intentional action’ is closely associated 
with ‘intentions’ and ‘intending to do something’, which both raise questions around 
desires, passions, and motivations.(28;29) However, in its most basic form, which we 
will employ here, doing something intentionally requires that an agent has chosen 
to do it.(24) Thus, a decision need not be deliberate, considered, thoughtful or well-
balanced to be intentional. In the case of informed consent for research, the condition 
of intentionality can be interpreted to minimally require that participants are aware 
that they make a decision regarding research participation.(27)

In pediatric oncology, informed consent for research is often required shortly after 
families have received the child’s cancer diagnosis, while they are still in shock 
and disbelief and time to make a decision is limited.(2;10;14;15;30) Consequently, in 
these situations, parent’s decisions to enroll their child in research may not always 
be intentional, if they are not aware that they consent to research but believe 
their decision applies to care as usual. In that case, their consent is automatically 
non-voluntary, because one of the necessary conditions of voluntariness, that 
of intentionality, is not fulfilled. At the same time, solutions have been offered to 
increase parental understanding of the distinction between participation in an RCT 
and off-study treatment, such as a staged informed consent process.(31) These 
solutions potentially increase intentionality of parents’ decisions for research and 
thereby promote voluntary informed consent.

Moreover, the difficult choice environment of pediatric oncology will not inevitably 
have an impact on parental capacity to make intentional decisions. Although 
parents may not always be able to make deliberate decisions based on a careful 
weighing of all the risks and benefits, they will in general be aware that they make 
a decision for their child and that this decision concerns research. Several studies 
into parental comprehension of pediatric oncology research and informed consent 
show that 80-85% of parents realized they had consented to research and not to 
care as usual,(32-34) which seems to suggest that their consent for research was 
intentionally provided. More data regarding the intentionality condition in pediatric 
oncology would be valuable. For now, in what follows, we will assume that the 
majority of parents of a child with cancer are able to provide their consent to research 
intentionally.

The second condition of voluntariness, that of non-control, requires that a person’s 
decisions or actions should be substantially free from controlling influences.(24) 
As such, there exists a continuum of influences, ranging from influences that are 
completely in line with voluntariness from those that completely negate voluntariness. 
Nelson and colleagues describe three categories of influences on this continuum and 
the extent to which these influences exert control over the autonomous person. These 
three categories are persuasion, manipulation, and coercion, with persuasion being 
a completely non-controlling influence and coercion being completely controlling 
(and therefore not compatible with voluntariness). Persuasion involves a rational way 
of exerting influence over an agent’s decisions, by reason and arguments. Coercion 
occurs when a person’s choices are unfavorably narrowed through a credible threat 
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of harm expressed by another person. Manipulation occupies the middle position 
on the continuum. It involves an agent who aims to change the way another person 
perceives a situation to motivate him or her to follow a certain course of action. 
Two broad categories of manipulation can be identified: manipulation of information 
and manipulation of options. Manipulation of information involves a large variety of 
communicational actions, such as withholding critical information, lying, deceiving, 
and the way risks and benefits are disclosed. Manipulation of options includes 
financial incentives or controlling access to treatments.(24;35-38) Although Nelson 
et al. acknowledge that it is ‘notoriously difficult’ to determine and evaluate the level 
of influence that is exerted in specific circumstances, they suggest that the majority 
of forms of manipulation are controlling and therefore incompatible with voluntary 
decision-making.(24) 

Since most influences on our decisions will be somewhere in the middle of the 
continuum, a large grey area of influences exists for which it is not immediately clear 
whether they constitute a substantially controlling influence on voluntary decision-
making. In the next section, we describe two scenarios from pediatric oncology 
practice, and we will determine where the influences in these scenarios should 
best be placed on the continuum of voluntariness. Assuming that the occurrence of 
coercion will be very exceptional in pediatric oncology, we examine whether any of 
the two scenarios should be categorized as a form of persuasion or manipulation. 
If a scenario qualifies as a form of manipulation, we will evaluate whether it also 
constitutes a substantially controlling influence. 

Scenario 1. Inclusion by the treating pediatric oncologist

Description of scenario 1
Inclusion for research by the treating physician may pose a threat to voluntary 
informed consent of parents in three different ways, which we describe, and analyze 
subsequently.

1a. The dependent relationship
First, since the majority of pediatric oncologists have a dual role, as a clinician and as a 
researcher, they frequently invite their own patients in research.(2) Ethical guidelines 
for medical research with human beings suggest that physicians should not enroll 
their patients in research, because of the dependent relationship between them.
(39;40) Inclusion for research within the dependent relationship between patients 
and physicians is considered as a potential undue influence or undue pressure 
on voluntary informed consent.(41) Due to their dependence on the pediatric 
oncologist, parents may be reluctant to decline an invitation to enroll their child in 
clinical research, since they may be concerned whether this will negatively affect 
their child’s treatment or the relationship with the physician.(2;42)
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1b. Physician appeal to reciprocity
Second, pediatric oncologists may sometimes encourage patients and their parents 
to enroll in medical research, by emphasizing to parents that their child reaps the 
benefits from previous research and the children who took part in this research.
(6;43;44) For example, in a study into parental experiences in decision-making for 
childhood cancer clinical trials, parents noted that they ‘were made well aware that 
the success of the treatment of childhood cancer to date was the direct result of past 
clinical trials’.(44) As such, pediatric oncologists refer to ‘an ethic of reciprocity’,(43) 
implying that parents should consider to do something back for what families before 
them have contributed to the success of current treatments. 

1c. Framing of information
Third, the behavior and attitudes of pediatric oncologists could play a large role in 
the way parents perceive their decisions and freedom of choice.(45;46) Specifically, 
the way pediatric oncologists present, or frame, study-related information can have 
considerable impact on the choices parents make.(34;47;48) Framing of information 
can be defined as ‘the key considerations [that are] emphasized in a speech act’.
(49) On the one hand, framing is ultimately unavoidable and an inherent part of 
human communication.(50;51) On the other hand, framing has been depicted as 
a distinct form of conveying information, in which the speaker puts emphasis on 
specific aspects of the content, usually in order to influence the listener to do or 
believe something.(52) This normative interpretation incorporates the idea that even 
if framing is unavoidable, we can still choose which frame to use. 

Moreover, the frame we choose depends on our background situation and 
education. For physicians, the ‘prevailing medical culture’ in which they are trained 
has an impact on their ideas and opinions.(50) Notably, from its outset, pediatric 
oncology has had an environment favoring research.(53) Consequently, the majority 
of pediatric oncologists has a positive outlook on research, something they convey 
during informed consent sessions.(6;54) Thus, due to their background and training, 
pediatric oncologists may tend to provide an overly optimistic presentation of the 
risks and benefits of research participation for the individual child.(46)

Analysis of scenario 1

1a. The dependent relationship
If treating physicians would put pressure on the decision making process this may 
aggravate feelings of dependence. There is no evidence that pediatric oncologists 
pressure parents to consent to research participation and therefore the dependent 
relationship does not qualify as either persuasion or manipulation. However, 
interestingly, parents may experience a compromise to voluntary informed consent 
even without actual influence of the physician. Some studies from pediatric oncology 
show that consent sometimes is provided in order to maintain a positive relationship 
with the physician or to secure optimal treatment for the child.(2;14;27) In addition, in 
one study a substantial part of parents felt pressure from the physician to enter their 
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child in medical research.(55) In contrast, other parents do not experience pressure 
when the treating oncologist of their child obtains their consent for research and 
they even regard the involvement of their own physician as valuable.(56) Most likely, 
it will vary considerably between families to what extent they feel free to refuse or 
consent to medical research to their child’s pediatric treating oncologist. 

In short, although the dependent relationship does not constitute a controlling 
influence on voluntary informed consent of parents, it narrows the scope within 
which parents can make their decisions. As such, it may function as a risk factor for 
controlling influence. 

1b. Physician appeal to reciprocity 
Referring to prior research contributions of other families may make it harder for 
parents to refuse enrolling their child; it may make them feel as though they too need 
to fulfil their duty. It has even been argued that appealing to reciprocity in pediatric 
oncology constitutes a form of ‘moral coercion’, since ‘participation is presented 
as in some sense owed or obligatory’.(57) Pediatric oncologists are aware that an 
emphasis on ways in which research has improved treatments might make parents 
feel obliged to consent to research participation for their child.(6) As explained 
before, and following from the definition of coercion, using the notion of coercion 
here is not appropriate, as no threat of harm is involved and parents’ choices are 
not narrowed by the pediatric oncologists. Instead, since they offer parents rational 
motivations to enroll their child, appealing to reciprocity should be considered a form 
of persuasion.(58) Persuasion is an influence that is in line with voluntary decision-
making, since no form of pressure is involved. Instead, influence is exerted through 
reason and argument. 

However, even though objective voluntariness is not compromised as a result of 
persuasion, subjective voluntariness may be compromised for those parents who 
experience the emphasis on reciprocity and mutual benefit as a controlling influence. 
Parents have reported to feel an obligation to consent, or even guilt when declining 
to enroll their child in a clinical study, while they realized their child benefited from 
previous research.(14;44) Yet, other parents present the desire to reciprocate as 
something positive.(6;59) 

1c. Framing of information 
The influence of framing information on decision-making is seen as a form of 
persuasion, since it may be employed to encourage parents to enroll their child.
(46) However, persuasion demands influencing by rational arguments. Since framing 
involves the presentation of information, for example the way the aims, risks and 
benefits of clinical trials are presented, we do not consider framing a form of 
persuasion.(35) 

We believe that framing of information more closely resembles manipulation.
(60;61) More specifically, although the framing of information in pediatric oncology 
is considerably subtler than provision of lies or withholding information, it can still 
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qualify as informational manipulation, since it ‘involves the use of non-persuasive 
means to alter a person’s understanding of a situation’;(24) indeed, pediatric 
oncologists influence parents’ perception of the content and importance of a study. 
As mentioned before, manipulation is a broad category that occupies a middle 
position on the continuum of controlling influences. Furthermore, although most 
instances of manipulation are controlling, this is not necessarily the case. Since 
the account of Nelson and colleagues does not provide further conceptual tools to 
assess when manipulation is controlling, we need a subtler taxonomy to distinguish, 
and analyze different forms of manipulation. 

One such taxonomy is provided by Blumenthal-Barby who suggests two adaptations 
to the general category of manipulation. First, the notion of manipulation is replaced 
by the more neutral term Non-argumentative Influence. Second, to provide more 
refinement in the analysis of the middle part of the voluntariness continuum, Non-
argumentative Influence can be divided in the Reason-Bypassing Type and the 
Reason-Countering Type.(35) According to Blumenthal-Barby, framing falls in the 
category of Reason-Bypassing influences, since it circumvents a person’s reasoning 
capacities, often without that person’s awareness. As such, exactly because framing 
happens without their awareness, it diminishes the extent to which parents have 
control over their decisions.(62) Therefore, it seems to qualify as a controlling 
influence on voluntary informed consent,(35;63) especially for those parents who 
have little knowledge on cancer or medical research, as they have not yet developed 
a robust frame of their own.(64) 

However, physician influence on the decision-making process of parents is difficult 
to avoid, since whatever ‘frame’ they use, this will always affect parents’ choices 
to some extent.(51) Therefore, a distinction should be made between choices that 
are intentionally shaped and those that are not. For example, research examining 
pediatric oncologists’ perspectives on consent for phase I trials, demonstrate that 
they are reluctant to influence patients’ and parents’ decisions.(65) Consequently, 
only if pediatric oncologists deliberately frame information in an effort to have parents 
enroll their child, this constitutes a controlling influence.(63;66) However, even 
if the physician has not deliberately chosen a frame, parents may still experience 
certain ways of explaining and informing as controlling. In that case, their subjective 
voluntariness is compromised, even though their objective voluntariness is not. 
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Scenario 2. Treatment contingent on research  
participation

Description of scenario 2
In pediatric oncology, cancer treatment is sometimes made contingent on research 
participation. We describe two different examples of this scenario. 

2a. New treatments as part of an RCT
Menikoff reports that the pediatric oncology community has collectively decided 
that sometimes new treatments are not made available outside the research context.
(7) These new treatments frequently involve modifications of treatment regimens 
already used to treat children or adults with cancer rather than a completely new 
drug that has not yet received market authorization. Thus, the pediatric oncologists 
would be legally allowed to prescribe the modified treatment regimen to children 
outside the research context, for example based on an individual assessment of what 
is in the child’s medical interest or on request of the parents. Since it is likely that 
a substantial part of the parents would prefer the new treatment over the standard 
one,(7) this may be the reason for parents to enroll their child in the randomized 
controlled trial, whereas they would prefer to receive the new intervention outside 
the research context. 

2b. Treatment protocols with an inherent research component 
A second example concerns treatment protocols with an inherent research 
component, following from modifications compared to the previous protocol. These 
modifications result in a considerable level of uncertainty regarding the risks and 
benefits of a new protocol. However, based on a variety of scientific evidence and 
expert opinion, a new protocol is considered as the best available treatment for children 
with cancer.(6) As such, these “treatment optimisation studies”(67) are thought to 
provide current best treatment to individual patients, while they are simultaneously 
designed to answer study questions by collecting and evaluating treatment results.
(68) Examples are protocols for the treatment of Acute Lymphoblastic Leukemia in 
the Netherlands, such as the DCOG ALL-10 protocol.(68)

Importantly, the previously used treatment protocol is considered outdated and no 
longer offered as a treatment option. For parents, it is not possible to consent to the 
treatment without also consenting to the research component of the protocol, as these 
two are completely interwoven. Even though any additional research procedures 
(such as data collection, blood draws or keeping a diary) will only be performed 
if parents explicitly provide their consent, the inherent research component of the 
protocol cannot be refused.
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Analysis of scenario 2
In order to determine whether treatment confined to the research context poses an 
actual threat to voluntary informed consent, we have to consider the type of influence. 
First, it is an external influence rather than an internal one, since it originates from 
outside the person and not from internal processes, such as addiction or mental 
illness. Second, external influences can be divided in those resulting from the 
influence of other persons and influences due to the situation or circumstances (such 
as poverty or limited access to health care).(23;24) The potential threat of treatment 
that is only available in the research context should be considered a situational 
influence. 

Debate exists whether situational influences compromise voluntariness, or that 
they are morally problematic in other ways.(23;24;69) Nelson and colleagues 
distinguish situations that have come about unintentionally, from those that have 
been deliberately created by other persons. Only situations that are the result of 
the intentional actions of other persons potentially constitute a controlling influence 
on voluntariness of informed consent. In our case, in both examples, pediatric 
oncologists have created the choice situation. As such, treatment that is made 
dependent on research participation can be considered a form of manipulation of 
options, because the pediatric oncologists have deliberately altered the choices 
available to parents.(24;35) 

Classifying treatment that is only available in the research context as manipulation 
of options does not in itself determine whether it is controlling, since manipulation 
does not necessarily compromise voluntariness. A further issue to explore is that for 
consent to be voluntary ‘the refusal to participate will involve no … loss of benefits 
to which the subject is otherwise entitled’.(70) The benefits that patients are entitled 
to constitute that what we believe they should receive no matter what.(71) If we 
consider these benefits as the normative baseline situation of patients, then we can 
determine whether actions of others make patients better or worse off compared to 
this baseline. If the choice options of parents and children have been broadened due 
to the decisions of the pediatric oncology community they can be said to be made 
better off, whereas a restriction of options makes them worse off.(38;62) As such, a 
situation in which patients are made worse off compared to their normative baseline 
concerns a controlling influence on their decisions. In contrast, making patients 
better off by broadening their options is not substantially controlling. 

To determine whether children are entitled to the research-dependent treatment, 
we need to question what the normative baseline for these children with cancer 
is. We may assume that they are entitled to receive approved treatments for their 
condition, even though patients do not have a legally enforceable right to demand 
any treatment. Thus, their normative baseline situation should be one in which they 
receive treatment for their disease that is primarily aimed at promoting their welfare 
and interests.
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2a. New treatments as part of an RCT
With that baseline, the first example -when a new and promising intervention is 
only available within a randomized study- does not make children with cancer, or 
their parents, worse off. Indeed, they are not limited by the number of options to 
choose from, as they were never ‘entitled’ to the new intervention in the first place; 
moreover, the new intervention broadens the options available to them, compared 
to the baseline of only the standard treatment. Although parents may prefer their 
children to receive the intervention outside the research context, the absence of this 
possibility does not make them, or their children, worse off. Thus, this first example of 
making treatment contingent on research participation is not a controlling influence, 
as long as a treatment is made available which is ‘compatible with optimal medical 
care’.(72)

2b. Treatment protocols with an inherent research component
When a treatment is only available in the research context, because the merits of 
new elements of a treatment protocol are uncertain, parents and their children are 
undeniably made worse off compared to the baseline situation; for the baseline 
situation is having a treatment for the child’s disease without necessarily also having 
to participate in research. The decision to no longer offer the previous treatment 
protocol is understandable, as the pediatric oncologists regard this old protocol as 
inferior to the new one,(68) which is generally based on a robust evidence base. 
However, as long as the new treatment regimen has not proven to be superior, it 
appears too early to consider it ‘the standard of care’. Therefore, in theory it would 
be sensible to provide parents with the opportunity to choose the older, more 
established protocol, with which the pediatric oncologists have more experience. 
Yet, since the previous treatment protocol is no longer offered to children and their 
parents, only the treatment protocol with a research component remains as an 
option. Thus, in this case, manipulating the options decreases the available options 
and therefore qualifies as a substantially controlling influence on voluntary consent 
of parents. 

Summarizing, if new treatments are only made available in randomized studies, this 
does not qualify as a controlling influence because it does not restrict, but rather 
broadens the options available to patients and their parents. Therefore, patients are 
not made worse off. Treatment protocols with an inherent research component can 
be considered as a controlling influence, since they limit the options available to 
patients and their parents, and make them worse off compared to the normative 
baseline situation.

Discussion
We examined whether two scenarios that pose a potential threat to voluntariness of 
parental consent for pediatric oncology studies constitute a controlling influence on 
their decisions. The first scenario, inclusion within the treating relationship, consists 
of three different ways in which voluntariness may be compromised. 
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First, although the dependent relationship in itself does not constitute a controlling 
influence on voluntary informed consent, it does qualify as a risk factor for controlling 
influence as it defines the conditions within which decisions have to be made. 
Second, appeal to reciprocity is a form of persuasion and hence not controlling. 
Third, intentional framing of information is a form of informational manipulation, 
and therefore constitutes a controlling influence. Of the second scenario, only the 
example of treatment protocols with an inherent research component qualifies as 
controlling, since the options available to patients and their parents are restricted 
through manipulation of options.

Here it is important to also address the distinction between subjective and objective 
voluntariness. On the one hand, even though some scenarios do not constitute 
objective controlling influences on voluntary consent of parents, these may qualify 
as subjective controlling influences, based on parents’ experiences. That is, if some 
parents experience an influence as controlling, their subjective voluntariness is 
undermined. We have suggested that this may be the case with the dependent 
relationship, appeal to reciprocity, and unintentional framing of information. On the 
other hand, if an influence is objectively controlling, but not experienced as such by 
parents, voluntariness of their consent it still compromised. This happens for example 
when pediatric oncologists deliberately frame information in an overly optimistic 
way, while parents do not realize the information is framed. Empirical studies into 
parental experiences with voluntary informed consent are essential to shed further 
light on subjective voluntariness with these and other influences. 

So far, we have separated the assessment of voluntariness from the assessment of 
the moral acceptability of the different scenarios. That is, although our conceptual 
analysis in the previous section provides some hints about moral permissibility of 
the different potential threats to voluntary informed consent, it does not in itself 
determine the acceptability of consent.(24;35) Only two situations were analyzed as 
objective controlling forms of manipulation. To assess their moral acceptability we 
will weigh the infringement upon parental voluntariness of informed consent with 
the child’s interests (risk versus benefit) and scientific progress (see Table 1 for the 
outcome of this evaluation).(66) 

The first situation with a controlling influence, that is framing of study-related 
information by pediatric oncologists during informed consent meetings, should not 
be considered morally problematic. The language that is used reflects the norms and 
values of a practice, and research has a prominent place in pediatric oncology. As 
has been described in a variety of studies, off-label use is common both in pediatrics 
in general(73;74) and in pediatric oncology in particular,(75;76) and evidence for 
use of treatments in children is badly needed. Accordingly, the important goal of 
developing new safe and effective treatments for children with cancer seems to 
override the compromise to parental voluntariness.(77) 

The second controlling situation involves treatment protocols with an inherent 
research component. For its moral evaluation, we should critically scrutinize the 
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conditions under which it is permissible for physicians to make treatment conditional 
upon participation in research.(69) This is a substantially complex issue, but several 
conditions have been identified, such as whether the research concerns a fair 
transaction, the risks to the welfare of patients, and the importance of the research 
to advance medicine.(69;78) It can be argued that whether treatment protocols with 
an inherent research component involve a fair transaction depends on whether the 
available option (that is, the treatment as laid down in the protocol), has a favorable 
risk-benefit ratio for the children involved.(66) Therefore, the risks and burdens 
should be scrutinized, and weighed against the benefits, to establish whether making 
treatment depend upon the child’s research participation is morally problematic. 

Importantly, any extra research procedures such as blood draws are optional. 
Therefore, the risks and burdens of these procedures do not have to be taken into 
account to assess the moral acceptability of the controlling influence of these kinds 
of protocols. The additional research-related risks and burdens associated with the 
introduction of new elements of a treatment protocol are difficult to establish, as the 
risks and burdens of childhood cancer treatments are considerably high in itself. In 
general, as robust data are used to establish the new treatment regimen, and pediatric 
oncologists have strong confidence in its value for the treatment of patients, risks 
due to the modified treatment regimen may be justified by the prospect of direct 
benefit to the child. Another important consideration concerns that fact that best 
available treatment protocols not only aim to provide benefit to the children involved, 
but also for the group of children. That is, pediatric oncologists have additional 
reasons to pursue these studies, such as increasing knowledge on childhood cancer 
and improving treatments for future children with cancer. Therefore, it seems that, 
all things considered, for these types of protocols making treatment dependent on 
research participation is morally acceptable. 

However, this does not mean that morally problematic situations are foreign to 
pediatric oncology informed consent discussions. Rather, we suggest that the 
combination of different factors could create morally problematic situations in which 
parental informed consent is no longer sufficiently voluntary. That is, if the child’s 
treating physician performs the informed consent procedure for research that is 
connected to treatment, emphasizes the reciprocal nature of research, and frames 
study-related information in an overly positive manner, the cumulative influence on 
parents may become fully controlling and tip the scale towards morally impermissible 
consent. Here again, the experiences of parents can be of additional value. That 
is, if some influences or combination of influences are experienced as controlling 
by a significant number of parents, this provides further reason to consider these 
influences as morally problematic.

This combination of factors equal the layers of vulnerability as described by Luna.
(79;80) She proposes that instead of labeling whole groups, such as children or 
patients with severe illness, as vulnerable, we should look closely to the situational 
aspects of the context in which a study is conducted. ‘If vulnerability is viewed as 
layered and dynamic then there is no single feature that in and of itself defines 
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vulnerability; … Instead, there is a set of layers that render a person vulnerable’.(80) 
Layers can be related to several characteristics, both of persons themselves and 
of the circumstances.(81) Since vulnerability is not a ‘stand-alone concept’, persons 
must always be vulnerable to something.(82) In the case of parents of a child with 
cancer, there is a set of layers that makes them vulnerable to compromises to their 
voluntary informed consent, ‘consent-based vulnerabilities’ so to say.(82) Although 
none of the scenarios we analyzed leads to morally problematic informed consent 
in itself, each factor may add a layer of vulnerability to participating children and 
their parents, increasing the risk that voluntariness of informed consent is no longer 
morally acceptable. 

Although the exact tipping point of the scale is difficult to determine, it is possible to 
remove or diminish the impact of existing layers.(80;82) Awareness among pediatric 
oncologists and other health care professionals of these different influences could 
enhance voluntary decision-making if it is used as a basis to implement specific 
safeguards that aim to minimize the influence of each of the layers. Based on 
the literature, several suggestions can be provided as to the type of systematic 
safeguards that may be implemented. The voluntary nature of participation and 
the right to withdraw at any time should be clearly and repeatedly communicated 
to parents.(83) Introduction of reconsideration or time-out as part of the informed 
consent process may also be helpful. This means that patients and their parents 
should be asked whether they wish to continue with a study, to increase voluntary 
participation in medical research.(56;84) Although such an approach is not necessary 
for all study types that are conducted within pediatric oncology, there is a variety of 
studies, such as randomized controlled trials, for which reconsideration could mean 
an improvement of the informed consent process. Finally, an independent counselor 
for parents who wish to discuss a study with someone who is not involved with their 
child’s care may help them making a balanced decision whether enrolment is an 
appropriate decision for them as a family.(42) This independent counselor does not 
need to have full knowledge of pediatric oncology research, but should function as 
a guide, who discusses parents’ values and considerations, without any conflicting 
interests related to research. Implementation of these different safeguards will 
contribute to the creation of an optimal environment for parents to provide voluntary 
informed consent in an integrated research-care context.

Table 1. Outcome of analysis and moral evaluation of pediatric oncology scenarios 

Scenarios Controlling         Morally problematic

1a. Dependent relationship NO NO

1b. Physician appeal to reciprocity NO NO

1c. Intentional framing of information YES                                               NO

2a. New treatments as part of an RCT NO NO

2b. Treatment protocols with an inherent 
research component

YES NO
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Conclusion
We conclude that influences due to the intertwinement of research and care in 
pediatric oncology do not necessarily compromise voluntary informed consent 
of parents. However, a combination of influences may create morally problematic 
instances of involuntary informed consent. Implementation of systematic safeguards 
will contribute to the creation of an optimal environment for parents to provide 
voluntary informed consent in an integrated research-care context.
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Abstract

Background
Traditionally, in ethical guidelines and in research ethics literature, care and research 
are clearly separated based on their different objectives. In contrast, in pediatric 
oncology, research and care are closely combined. Currently, it is unknown how 
relevant actors in pediatric oncology perceive this combination of research and care. 
We conducted a qualitative study into the experiences of those involved in Dutch 
pediatric oncology with the intertwinement of research and care and the dual role of 
pediatric oncologists as researchers and treating physicians.

 
Procedure
A qualitative study approach, using 2 focus groups and 19 semi-structured, in-depth 
interviews with pediatric oncologists, research coordinators, parents of children with 
cancer, and adolescents with cancer.

 
Results
Four themes characterize how actors experience the intertwinement of research 
and care in pediatric oncology. First, research is considered of major importance, 
and pediatric oncology professionals convey this message to patients and their 
parents. Second, there is ambiguity about categorization of studies into cancer 
therapy as either research or treatment. Third, role conflicts appear within the work 
of the pediatric oncologists. Finally, the various benefits of combining treatment with 
research are emphasized.

 
Conclusions
Research is regarded as a fundamental and indispensable characteristic of pediatric 
oncology practice. Pediatric oncology professionals, parents, and patients have a 
very positive outlook on combining research and care, but may not reflect sufficiently 
critical on its potential conflicts. Increased reflection on how to optimally combine 
research and care could serve as an important protection of the interests of children 
with cancer and their parents.
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Introduction
From the outset pediatric oncology has been constructed as a practice that strongly 
combines research and care,(1) which has helped to improve survival rates for 
children with cancer in the past few decades.(2;3) However, combining research 
and care also leads to normative issues such as the moral obligations of pediatric 
oncologists as physicians and researchers, and the question of whether pediatric 
oncologists should serve the interest of individuals or groups of patients.(4)

De Vries and colleagues assert that pediatric oncologists ‘continuously need to be 
aware of the potential conflict between research and treatment goals’ (4) in order 
to be able to serve interests of current patients as well as those of future patients 
through research. It is currently unknown how relevant actors experience pediatric 
oncology practice, the intertwinement of research and care, and the double role 
of pediatric oncologists as researchers and treating physicians. Insight into these 
experiences is valuable for the evaluation of the close relationship between research 
and care in pediatric oncology.(5)

Qualitative research on the ways in which actors in pediatric oncology experience 
the intertwinement of research and care is limited. Most previous qualitative studies 
focus on the ethical issues of pediatric oncology trials as such,(6-16) rather than 
on issues related to the combination of research and care and the dual role of 
pediatric oncology physician-investigators. A study by Byrne-Davis and colleagues 
observed informed consent discussions between pediatric oncologists and families 
specifically for trials ‘that are closely embedded into practice’.(17) They noticed 
that during these conversations the physicians switched between their clinical role 
and their investigator role, mainly by the language they used.(17) However, Byrne-
Davis and colleagues did not investigate how the pediatric oncologists themselves 
perceived their double role. Furthermore, although they interviewed parents on 
their experiences with the informed consent process, they did not address how the 
parents experienced that their child’s treatment was part of a clinical trial.(17)

In this chapter we present our qualitative study into the experiences of those involved 
in pediatric oncology with the intertwinement of research and care and the dual role 
of pediatric oncologists as researchers and treating physicians.

Methods
A qualitative study design allows for in-depth exploration of a topic and is therefore 
most suited to capture the experiences of pediatric oncology actors. As a first 
exploration of the topic, we conducted two focus groups; one with Dutch pediatric 
oncologists and one with parents of children with cancer. To validate and deepen 
our insights, a second stage of in-depth interviews was performed. We conducted 
19 individual interviews with pediatric oncologists, research coordinators, parents of 
children with cancer, and adolescents with cancer (13-18 years old).
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Parents and adolescents provided written informed consent for their participation 
and, if applicable, parents provided written informed consent for the participation 
of their child. The study was approved by the Research Ethics Committee of the 
University Medical Center Utrecht.

Sample
The inclusion criterion for all groups of respondents was to have experience with 
the combination of research and care. Parents and adolescents had to be able to 
speak the Dutch language. Also, the moment of inclusion in research should have 
been at most two years ago. In addition, we aimed for a large variety in types of 
cancer, age, gender, and experience with research participation. See table 1 for the 
characteristics of the professionals (pediatric oncologists and research coordinators) 
and table 2 for the parents and children. See figure 1 for a flow chart of the different 
respondents.

Focus groups
Pediatric oncologists were recruited from the seven university pediatric oncology 
centers in the Netherlands, one from each center. Six pediatric oncologists took part, 
one oncologist could not attend.

Parents of children with cancer for the focus group were recruited through one center 
for pragmatic reasons. We considered that organizing a meeting for parents situated 
at different centers would entail too much burden (in terms of travel time) and was 
therefore unfeasible. A research nurse contacted twelve parents of eight children by 
telephone, who all accepted the invitation to participate in the focus group. In total 
nine parents of six children attended; four mothers and five fathers. Three parents 
could not attend due to practical reasons. 

Interviews
Pediatric oncologists from the seven Dutch pediatric oncology centers were 
contacted via two of our project advisors and the heads of the university pediatric 
oncology centers. Inclusion in the study was continuous via convenience sampling. 
Research coordinators were recruited from two different centers, since not all Dutch 
pediatric oncology centers employ research coordinators.

Parents and adolescents were approached via physicians and research nurses of 
three pediatric oncology centers and through a call on the website of the Dutch 
Association for Parents, Children and Cancer (VOKK).

We interviewed nine pediatric oncologists, three research coordinators, five parents 
of five different children and two adolescents. One adolescent was the daughter of 
a mother we interviewed.
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Data collection
Focus groups lasted two hours each. Topics were formulated after examination of 
the relevant literature.

We conducted semi-structured, in depth interviews according to a predefined topic 
list (table 3). All but one interview took place at a pediatric oncology center. One 
interview took place at home. Data collection took place from March 2013 to March 
2014. 

Analysis
The analysis was carried out according to thematic analysis, a method for identifying, 
analyzing, and reporting themes within data.(18) The focus groups and interviews 
were transcribed verbatim and the data were imported in the software program 
NVivo 10, in order to facilitate the process of analysis. SD was the main analyst. She 
selected fragments of the data that were relevant in relation to the study purpose 
and coded these fragments with appropriate labels. MK and RG independently 
coded four interviews and all findings were compared and contrasted. The codes 
were grouped into conceptual categories or themes on the basis of their content, 
meaning, and interrelationships. These themes were regularly discussed during team 
meetings. Our themes were identified at the semantic level, meaning that we started 
with describing the experiences of the respondents followed by an interpretation in 
the light of the existing literature.(18) To enhance the validity of our findings, we held 
an expert meeting with pediatric oncologists in the last phase of data collection. 
We discussed our preliminary results with them, to assess whether these were an 
accurate representation of pediatric oncology practice and to obtain additional data.

Results
All respondents reflected on their respective experiences with the situation in which 
research and care are intertwined and with the dual role of pediatric oncologists as 
researchers and treating physicians. Four themes characterize how actors experience 
the intertwinement of research and care in pediatric oncology. Representative 
quotations were chosen to illustrate the themes identified (see Table 4).

Importance of research
The pediatric oncologists emphasized the large role of research in their daily work 
and that every treatment includes a research component. (Quote 1 in Table 4)

All pediatric oncologists and research coordinators expressed a strong desire 
to improve their field. To achieve this improvement, it was regarded as natural to 
try to include all eligible patients in research. One oncologist said that she felt 
uncomfortable about approaching families about research in the beginning of her 
career. 
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After a while, when she had realized what research is able to bring, she had lost this 
insecurity.

Pediatric oncologists and research coordinators stated they emphasize to families 
the importance of research and that research has helped to improve treatments and 
increase survival rates. They acknowledged that these statements could influence 
parents and older patients, who are generally not aware of medical research before 
their cancer diagnosis. According to both the health care professionals and parents 
themselves, parents are in a state of shock and disbelief and their only objective is 
to cure their child. Some pediatric oncologists thought that the existent emphasis 
on research might make parents feel obliged to consent to research participation of 
their child. (Quote 2 in Table 4)

Parents themselves were motivated to contribute to the improvement of therapy 
for other patients, as long as a study would not require too much of their child or 
themselves in terms of time or physical burden or if the research could also benefit 
their child. (Quote 3 in Table 4)

Parents were told by the hospital staff that their child is treated in a university 
hospital, where research is an important part of daily practice. Therefore, parents 
realized that they can be invited to enroll their child, which they considered as no 
more than reasonable. Several parents pointed at feelings of reciprocity: they should 
contribute what they can, since their child benefits from research in the past and from 
the participation of other children. Also adolescents were aware of the large role of 
research in pediatric oncology and were willing to contribute. (Quote 4 in Table 4)

Ambiguity about categorization of studies
The pediatric oncologists distinguished different types of studies, based on whether 
a study investigated the effects of cancer therapy itself or something else (Table 
5). If studies did investigate cancer therapy, these were regarded as integral to 
the treatment options of patients, which in turn rendered it difficult to separate the 
roles of physician and researcher. For all other types of studies, such as laboratory 
research or supportive care studies, the oncologists considered it easier to separate 
conversation about these studies from conversation about treatment. 

Furthermore, the pediatric oncologists considered it difficult to categorize the 
studies into cancer therapy as either research or treatment. This difficulty in 
particular concerned best available treatment protocols. According to the pediatric 
oncologists, these protocols form a grey area between research and treatment, since 
they call these protocols state-of-the-art treatment, while these are simultaneously 
designed to evaluate whether the protocol’s modifications of previously used 
treatment regimens have improved survival rates. It was mentioned that with this 
type of treatment the pediatric oncology community primarily aims to prove that 
they were right to consider such a modified treatment protocol as best available 
treatment. (Quote 5 in Table 4)
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Parents also made a distinction between different types of studies based on the 
extent to which a study could benefit their own child. As such, studies into cancer 
therapy were perceived as providing treatment rather than research. (Quote 6 in 
Table 4)

Role conflicts
In general, pediatric oncologists stated that they functioned both as a clinician and 
as a researcher. Some had this dual role because they obtained informed consent, 
others because they also designed and conducted their own studies. With regard 
to which role had priority, they gave different answers. On the one hand, they 
indicated that being the treating doctor of their patients would always prevail over 
their researcher role. On the other hand, pediatric oncologists described situations 
in which research interests had played a large role. An example of such a situation 
concerned a patient with refractory disease, who did not fulfil the eligibility criteria for 
a certain phase I/II trial. Instead of giving him some other treatment, the oncologists 
decided to wait until the patient would become eligible and could be treated within 
the trial, while taking into account whether it was safe for the patient to have his 
treatment postponed. (Quote 7 in Table 4)

Furthermore, pediatric oncologists reported the wish to include all patients in a study, 
leading to a conflict between their two roles in the context of informed consent. 
First, when informing families about research they sometimes felt a tension between 
motivating and being too persuasive. (Quote 8 in Table 4)

Second, both pediatric oncologists and research coordinators mentioned that 
they had included patients in a trial while they thought that parents had not really 
understood the study details, mainly right after hearing their child’s cancer diagnosis. 
(Quote 9 in Table 4)

Parents and adolescents felt that the treating oncologist of their child acted as a 
physician and not as a researcher. In their experiences, their child’s wellbeing and 
interests prevailed over other interests of the pediatric oncologists. One father 
reported a moment where the researcher role of their pediatric oncologist took 
precedence over his care giving role: as a family they had decided to stop the 
experimental medication for their son, because no sign of the disease could be 
detected in his blood. Since he was doing so well, they wanted to see if he could 
manage without medication. When they told their oncologist about this decision, he 
pointed at consequences for the study, making his researcher role very apparent to 
them.
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Emphasis on benefits
Both the pediatric oncologists and research coordinators expressed a strong belief 
in the benefits of combining treatment with research. These benefits included 
therapeutic benefits for participating patients, due to close monitoring, following 
strict protocol guidelines, and the use of innovative interventions. In addition, the 
health care professionals had high expectations from research to improve the field of 
pediatric oncology, increase survival chances and create benefits for future patients. 
(Quote 10 in Table 4)

Simultaneously, pediatric oncologists were convinced that patients are not harmed 
by research. Also, they thought that risks and burdens of additional studies are 
low, while for studies into cancer therapy these would generally be outweighed by 
the benefits. Approval of the study protocol by a Research Ethics Committee was 
considered a further safeguard. 

Parents and adolescents said that participating in research increased their feeling 
of safety, due to the extra tests and check-ups. Also, they expressed a belief in the 
potential benefit of the intervention arm of an Randomised Controlled Trial (RCT). A 
father did not think research would be conducted if it was risky. For a mother it was 
unclear whether the procedures her daughter underwent were part of the standard 
treatment or were extra because she participated in an RCT. (Quote 11 in Table 4)

Discussion
Our study shows that in the Netherlands research is considered as a fundamental 
and indispensable characteristic of pediatric oncology practice. First, pediatric 
oncology professionals display a strong motivation to perform research and are 
generally involved in the conduct of studies in a variety of ways, such as obtaining 
informed consent or designing studies themselves. Since pediatric oncologists 
deem conducting research of pivotal importance, they convey this message to 
patients and their families. Moreover, pediatric oncology professionals emphasize 
the research contributions of past families affected by cancer and how these have 
shaped the current cancer treatment, thereby referring to an ‘ethic of reciprocity’.
(19) In line with previous empirical studies,(20;21) our study shows that children with 
cancer and their parents realize that the current quality of treatments is contingent 
upon past research. Also, they recognize that their child receives benefits due to 
the families who have been willing to participate in pediatric oncology studies in the 
past. As a result, they are highly motivated to participate in research themselves, to 
contribute to further improvement of cancer therapy to the benefit of future children 
with cancer. As such, reciprocity leads to a continuous process in which families 
affected by cancer are ‘part of the chain of people’,(21) from past to present to future.

Second, according to our respondents, research is often combined with the 
provision of treatment. On the one hand, this finding confirms the standard view 
of pediatric oncology. On the other hand, our study adds a specification to the 
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general statement that in pediatric oncology research and care are intertwined. 
Commonly, it is meant to indicate that the majority of children with cancer participate 
in clinical trials (i.e. phase III RCTs) and sometimes can only receive treatment 
through research participation (phase I/II studies).(3) Our study adds that research 
and care are also intertwined in pediatric oncology because standard treatments 
have research elements. Examples are best available treatment protocols, which 
provide best current treatment, but also contain modifications to existing treatment 
regimens, of which the merits are systematically investigated. Although the study 
protocols used in clinical trials clearly qualify as research, best available treatment 
protocols can best be categorized as ‘hybrid’ protocols. So, all studies into cancer 
therapy combine research and treatment, but this is most apparent in best available 
treatment protocols, since the standard treatment is also research. As such, best 
available treatment protocols invoke the question of what type of ethical oversight 
is appropriate. This has implications for the protection of children with cancer who 
participate in pediatric oncology studies, since it should be prevented that protocols 
with relatively high risks are introduced as standard treatment without ethics review.

Third, whereas pediatric oncologists considered their care-giving role as primary, 
research considerations sometimes appeared overriding. This happened both in the 
informed consent context and in decisions about whether to treat a patient within 
a clinical study. So, although the pediatric oncologists indicated that their role as 
physician would always have priority over their researcher role, this was not fully 
reflected in the choices they made. 

Finally, our respondents displayed a strong belief in the beneficial potential of 
research, both for individual children and for other children and the field of pediatric 
oncology in general. In contrast, risks and burdens of research were referred to as low 
or were considered being outweighed by the importance of the research question. 
Arguably, because both pediatric oncologists and parents and patients hope that 
participation in a trial will provide therapeutic benefit,(4;9) the various benefits of 
research receive relatively more attention than its risks and burdens for individual 
patients. As in research with adults, in pediatric research both the potential benefits to 
individual patients and the societal benefits are important to assess the acceptability 
of research with children, in addition to the risks and burdens.(22) However, due to 
the intertwinement of research and care and its accompanying emphasis on the 
various benefits of research, it could become unclear for parents which additional 
risks and burdens children are exposed to in comparison with care as usual.(4)

We see the advantages of combining the provision of treatment with research. 
Survival rates for most childhood cancers have rapidly improved in the past 
decades,(2;3;23;24) which has frequently been linked to the high rates of 
participation in medical research.(4;13;15;17;25-27) Especially in the field of pediatric 
medicine, where much is unknown or uncertain about which drugs are effective and 
how they work (28-33) this certainly is desirable. However, it seems that due to the 
self-evidence of combining treatments with research, the pediatric oncologists and 
research coordinators but also parents and adolescents may not reflect critically 
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enough on the possible conflicts that arise when research and care are intertwined. 
Since managing the conflicts between treatment and research is only possible if 
they are recognized by relevant actors,(4;34) it is essential that pediatric oncology 
stakeholders recognize potential tensions and discuss how to properly manage these 
in order to optimally combine research and care. This discussion could function as an 
important protection of the interests of children with cancer and their parents,(34) if 
within the inherent tensions that exist, explicit choices are made on how to safeguard 
patient and parent interests.

A strong feature of our study is that we invited different groups of respondents, 
to obtain an overall picture of the field from a variety of perspectives. A second 
strength is the combination of two different qualitative methods: focus groups and 
individual interviews. This enabled us to receive answers to our questions both in a 
setting in which respondents could discuss different topics and in a more personal 
setting, allowing each respondent to elaborate on their experiences. 

A first limitation is the small number of interviewed adolescents. This is due to the 
complexity of approaching adolescents with cancer, who are already burdened by a 
severe disease and everything it entails. Yet, we do not consider this small number 
problematic, since qualitative research does not aim to provide generalizable 
results, but seeks to present relevant experiences of those involved in a certain 
practice. A second limitation is that we only discuss the Dutch pediatric oncology 
context. Ethical issues and their implications could vary, due to differences between 
the pediatric oncology contexts in different countries. Finally, there may be a bias in 
included patients and parents, since only those parents and adolescents could be 
contacted that were well enough to participate rather than those who had difficulty 
with coping with the disease. 

Conclusions
Our study shows that in pediatric oncology, the conduct of research is considered 
a fundamental and indispensable characteristic of practice. This follows from the 
strong motivation of respondents to contribute to research, the research elements of 
standard treatments, choices made in favor of research interests and the emphasis 
on benefits of research. Pediatric oncology professionals, parents and patients have 
a very positive outlook on combining research and care, but may not reflect critically 
enough on potential conflicts that arise when research and care are intertwined. Yet, 
potential conflicts of combining research and care should also receive appropriate 
attention, since managing the conflicts between treatment and research is only 
possible if they are recognized as such by relevant actors. Increased discussion 
could function as an important protection of the interests of children with cancer and 
their parents if within the inherent tensions that exist, explicit choices are made on 
how to safeguard patient and parent interests. 
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Table 1. Characteristics of professionals (focus group and interviews)

Pediatric oncologists (N= 16)1

Gender
Male
Female

8
8

Experience (years)
5-10
11-15
16-20
>20 

5
5
2
4

Areas of interest: clinical oncology2

No specific
Solid tumors 
Lymphomas
Leukemia
Stem cell transplantation 
Histiocytosis
Myelodysplastic syndrome

2
9
4
8
4
2
1

Areas of interest: research2

Clinical drug trials
Laboratory research
Supportive care
Palliative care
Stem cell transplantation

12
6
6
3
4

Research coordinators (N=3)

Gender
Male
Female

1
2

Experience (years)
0-5
5-10

2
1

1 Six from the focus group, nine from the interviews and one additional from the expert meeting
2 Pediatric oncologists could have various areas of interest
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Table 2. Characteristics of parents and children (focus group and interviews)

 
Table 3. General topic list

 

Parents Parents (N=14)1

Gender
Male
Female

8
8

Age (years)
34-39
40-44
45-50

4
3
7

Education
Primary, lower secondary general, or lower vocational
Higher secondary general or intermediate vocational
Higher vocational or university

2
5
7

Children (N=12)2

Gender
Male
Female

9
3

Age (years)
0-4
5-9
10-14
15-19

2
2
3
5

Diagnosis
Acute lymphoblastic leukemia
Chronic myeloid leukemia
Rhabdomyosarcoma
Burkitt lymphoma
Hepatoblastoma
Osteosarcoma
Ewing sarcoma
Brain tumor (high grade glioma)
Hodgkin lymphoma

3
2
1
1
1
1
1
1
1

1 Nine parents from the focus group and five from the interviews
2 Six children from parents from the focus group and five children from the interviewed parents. 
One of these children, an adolescent female with a brain tumor, was also interviewed herself. 
The twelfth child was an adolescent male with Hodgkin Lymphoma who we interviewed. 
His parents were not interviewed.

 ♦ Advantages of the dual role of physician and investigator

 ♦ Disadvantages of the dual role of physician and investigator

 ♦ Role conflicts due to the combination of research and care

 ♦ Conflicts between conduct of research and provision of care

 ♦ Suggestions to resolve these conflicts

 ♦ Influence of the dual role on the child

 ♦ Implications of taking part in a study

 ♦ Categorization of pediatric oncology studies
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Table 4. Quotes from focus groups and interviews

Number Quotes

1 Pediactric oncologist: ‘Almost all treatments that we give have a research component. 
You always have to obtain informed consent, so you are always engaged with research in 
some way. That is part of your job. Almost every time you discuss treatment with people, 
a study is part of that discussion.’

2 Pediactric oncologist: ‘Sometimes I sense that parents do not want to say yes, but that 
they feel obliged in some way. To me as their doctor, to the hospital that is taking care of 
their child, to future patients. And also because they know that earlier research has made 
improvements in treatment from which their child benefits.’

3 Parent: ‘Every child that gets cancer is unique and is one too many. So you want to do 
everything you can to help with research that can accomplish that.’

4 Adolescent: ‘It is not a big effort to have some extra blood drawn and it was not a problem 
for me since they can help people with that.’

5 Pediactric oncologist: ‘We know that children with a certain deletion of genetic material 
in the leukemia cells have a poorer prognosis. So a year of extra treatment has been 
added to the protocol, while we do not have evidence that that extra year will improve the 
prognosis. So we are testing a hypothesis, but it is presented as standard treatment.’

6 Parent: ‘I think that it also depends on the type of research, because if it can help others 
and does not have that much impact, I think that every parent will say they participate. But 
if the research is more invasive so to say, then you listen more to your oncologist. Who is 
also the one to introduce such a study so… there is some difference in types of research.’

7 Pediactric oncologist: ‘I think that we have not acted correctly with regard to this patient 
we had at our department, since I feel as though the study guided our decision rather 
than the patient himself.’

8 Pediactric oncologist: ‘You want patients to enroll in a study, because you want to learn 
from what you do. Therefore, you should make a real effort to include your patients, but 
you should not push people over the edge. You could push them towards the edge to 
take a look, but the final push…’

9 Pediactric oncologist: ‘I think people are overwhelmed by the diagnosis and do not have 
room for anything else. But that would mean that we could never do scientific research 
with this population, while research has brought us so much further. So, I definitely have 
the feeling that sometimes I ask too much, but I am convinced that this is the way to go to 
some extent, because it is the only way to learn from what we do.’

10 Pediactric oncologist: ‘And I cooperate with a lot of studies and I think… conducting 
research is fun. I mean, because you learn from it and it helps you to make progress and 
otherwise you will not be able to change the field. And you want to change the field, 
because you want to be able to cure more children. So I think that it is really important, for 
everybody. If someone did not think [research] important I doubt whether one could work 
here.’

11 Parent: ‘Those MRIs were a standard part of the study; these belonged to the study so 
to say. But I think that they would also have done these, if you just had the normal ... if 
you remove the word study, because that is the normal process for a patient with a brain 
tumor who needs a cure.’
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Table 5. Different types of studies in pediatric oncology and their relation to cancer therapy 

Cancer therapy studies Description

TR
EA

TM
EN

T

1. Best available treatment 
protocols

Single arm protocols that provide standard treatment, but 
also contain modifications to existing therapies that have 
not yet been fully studied. Therefore, these protocols are 
evaluated by clinical and epidemiological data collection 
and systematic analysis of disease characteristics, 
treatment results, side-effects, and serious adverse 
events. Furthermore, treatment results are compared to 
historical results and to results obtained by international 
research groups. As such, these treatment protocols 
simultaneously serve treatment and research goals. 
Additional studies can be added to this protocol.

                             

2. Phase III randomized 
controlled drug trials

Protocols that provide standard treatment, but also 
involve one or more research questions for which 
randomizations are designed and added to the protocol. 
These trials are called phase III trials because in the 
intervention arm a drug that was previously tested in 
phase I/II trials is now tested in phase III for effectiveness. 
Phase III trials also test combinations of two or more 
familiar drugs, or a different dosage of a standard drug. 
Despite the research goal, these studies are seen as part 
of the (frontline) treatment options that patients have.

R
ES

EA
R

C
H

3. Phase I/II studies* These are studies into experimental cancer therapy that 
have a prominent scientific objective, but also serve a 
therapeutic function for children with refractory disease.

Non-cancer therapy studies Description

4. Additional studies All studies that do not investigate cancer therapy itself: 
Laboratory research on blood, bone marrow and other 
tissue; or supportive care studies, which can take the 
form of a phase III study involving a randomization. 
These studies are considered as clearly separated from 
the cancer therapy patients receive. These studies are 
usually added to best available treatment protocols or 
phase III randomized controlled drug trials.

* In the Netherlands the risks and burdens of pediatric research without a prospect of direct benefit 
for the child should be minimal. Phase I oncology trials are not considered as potentially beneficial 
and generally involve more than minimal risk and/or burden. Therefore, it is only possible to conduct 
combined phase I/II studies, for which it is more likely that the individual patient may benefit or a 
clinical effect is to be expected based on adult studies with comparable tumors or in preclinical studies 
with pediatric tumor models. 
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Figure 1. Flow chart of respondents

Numbers in bold added up = the total number of respondents = 35
 

 

Focus group I
6 pediatric oncologists

Focus group II
9 parents

(of 6 children, who were not interviewed themselves)

Interviews
9 pediatric oncologists

Interviews
3 research coordinators

Interviews
5 parents

(of 5 children, 1 adolescent was also interviewed herself, see box below)

Interviews
2 adolescents

Expert meeting
3 pediatric oncologists: 2 from focus group/interviews, 

and 1 additional

+

+

+

+

+

+
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Abstract
Pediatric oncology is a classic example of a field in which research and care are 
closely intertwined. Moreover, bioethicists have argued that in environments such as 
pediatric oncology we should no longer draw sharp distinctions between research 
and care. Recently, two Dutch protocols for the treatment of children with Acute 
Lymphoblastic Leukemia (ALL) have been categorized in two different ways, one as 
research (ALL-11) and the other as treatment (ALL-10). We analyzed these protocols 
in order to explore whether the distinction between research and care in pediatric 
oncology is morally relevant. We applied several characteristics of research to the 
ALL-10 and 11 protocols: the goal of producing generalizable knowledge; systematic 
collection of data; potentially high and uncertain risks; burdens and risks unrelated 
to treatment; and provision of treatment according to detailed protocols. Both 
ALL-protocols exhibit general characteristics of research. At the same time, both 
protocols also clearly satisfy the objective of delivering the best available treatment. 
Therefore, it remains to be discussed how to review these kinds of protocols that 
integrate a research goal with the objective of providing individual patients with 
best current treatment. A change in both research ethics regulation and oversight of 
conventional care is needed. More case studies are essential to expand the moral 
evaluation of the intertwinement between research and care in pediatric oncology.
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Introduction
Currently, there is an intensive debate in bioethics about whether the practice of 
medical research should or should not be strictly distinguished from clinical care.
(1-4) A classic example of a field in which research and care are highly integrated is 
pediatric oncology.(4;5) From the outset pediatric oncology has been constructed 
as a practice that closely combines research and care,(6) in order to overcome the 
lack of decisive knowledge currently present in pediatric medicine in general (7-10) 
and in pediatric oncology in particular.(11;12) The lack of evidence is due to the fact 
that research data from adult oncology are not generalizable to children for the most 
part, and that most childhood cancers are rare.(5) It is estimated that over 70% of 
patients take part in clinical trials.(13) Moreover, pediatric oncologists often regard 
clinical trials as providing state-of-the-art treatment.(14) 

Not just oncologists, but bioethicists have also highlighted the integration of research 
and care in pediatric oncology. Recently, Kass and colleagues have presented 
pediatric oncology as an illustration of a practice where research and care are 
optimally combined for the benefit of both individual patients and groups of patients.
(15) According to Kass et al., the context of pediatric oncology ‘is constructed to bring 
the most pertinent forms of scientific understanding to bear on clinical care, and 
clinical care generates new scientific learning’.(15) They claim that in environments 
such as pediatric oncology the distinction between research and care is becoming 
increasingly blurred and ceases to be of moral importance for determining which 
activities need ethical oversight. This claim is in sharp contrast to the traditional 
bioethical paradigm that clearly distinguishes medical research from medical care.
(16;17) The distinction is usually based on the premise that research is designed to 
develop generalizable knowledge for groups of patients, whereas the benefits of 
this knowledge for individual patients participating in the research are uncertain, 
and care is directly aimed at the promotion of health and wellbeing in individual 
patients.(16;18)

Unfortunately, Kass et al. do not provide concrete examples to substantiate their 
claim about pediatric oncology practice, nor do they pursue its moral implications. 
We believe that examples from practice can help in gaining insight into the validity 
and implications of their claims, because such examples provide an empirical 
assessment that could potentially result in a modification and reformulation of the 
normative outcome. As such, ‘theory and practice … mutually influence each other in 
the process of searching for reliable moral judgments and theories’.(19)

In this chapter we will explore pediatric oncology treatment protocols that are 
considered current best treatment, while they are simultaneously designed to 
answer study questions by collecting and evaluating treatment results. Examples of 
such studies are treatment protocols for children with Acute Lymphoblastic Leukemia 
(ALL). Evaluating best available treatments has greatly improved survival rates for 
children with ALL,(20) but simultaneously raises uncertainties as to how these kinds 
of protocols should be categorized. 



Chapter 6

110

This ambiguity is illustrated by the ALL-10 and ALL-11 protocols of the Dutch Childhood 
Oncology Group (DCOG). These two ALL-protocols are largely similar, but have been 
categorized differently. DCOG ALL-10 has been considered by a Research Ethics 
Committee (REC), which decided that it was exempt from ethical review. The DCOG 
ALL-11 protocol has been deemed a research protocol and was reviewed accordingly. 
We will compare both protocols in order to discover whether the distinction between 
research and treatment is morally relevant in pediatric oncology.

For our comparison, we will use the five “characteristics” of research that Kass et al. 
have recently listed as being generally used to distinguish research from care.(15) We 
apply these characteristics to the DCOG ALL-10 and ALL-11 protocols and consider 
the implications of our analysis for the moral obligations of physician-investigators in 
pediatric oncology, with regard to ethical review and informed consent in particular. 

Comparison of DCOG ALL-10 and ALL-11
Based on ethical guidelines for medical research with human beings and scholarly 
literature, Kass and colleagues have assembled five characteristics of research. 
These are that research (1) is designed to develop generalizable knowledge and 
(2) requires systematic investigation. Furthermore, clinical research (3) potentially 
presents less net clinical benefit and greater overall risk than clinical practice, (4) 
introduces burdens or risks from activities that are not otherwise part of patients’ 
clinical management, and (5) uses protocols to dictate which therapeutic or diagnostic 
interventions a patient receives.(15) We will apply these general research criteria 
to the two DCOG ALL-protocols in order to explore whether these protocols have 
research elements. See Figure 1 for an overview of the differences and similarities 
between the two protocols.

1. Research is designed to develop generalizable knowledge 
The first characteristic of research is that research is designed to develop generalizable 
health knowledge. This characteristic is mainly based on research ethics guidelines 
such as the Belmont Report and the International Ethical Guidelines for Biomedical 
Research involving Human Subjects of the Council for International Organizations of 
Medical Sciences (CIOMS).(16;17)

At present, the primary aim of both ALL-10 and ALL-11 is to improve the overall treatment 
results for children with ALL in terms of Event Free Survival (EFS) compared to the 
previous DCOG ALL-protocols. The ALL-10 protocol contains several hypotheses 
about the treatment that is provided to different groups of patients. The protocol 
states that its aim is to investigate whether these hypotheses will be confirmed. 
For example, in patients with good prognoses the aim of the study is to investigate 
whether therapy reduction is feasible without increasing the risk of relapse. To 
assess whether these improvements have occurred, the outcome of the different 
patient groups is compared to the historical control groups and international groups 
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of patients from the German Berlin-Frankfurt-Munster (BFM) Study Group. Another 
part of the protocol is being performed in collaboration with the Australian and New 
Zealand Children’s Cancer Study Group (ANZCCSG), which is said to be necessary 
in order to obtain sufficient patient numbers to produce statistically significant 
results. This international collaboration indicates the scientific objective of the ALL-
10 protocol. 

In addition to the treatment part of the protocols, ALL-10 and ALL-11 encompass 
several non-therapeutic research studies, to gather data on pharmacokinetics, 
pharmacodynamics, side effects, etc. As such, these research projects contribute 
to generalizable knowledge on ALL, drug characteristics and treatment effects. 
Furthermore, in the ALL-11-protocol a scientific goal is clearly present in the two 
randomizations, which are aimed at gaining knowledge on dosage of cancer drugs 
(Asparaginase) and the effects of prophylactic administration of immunoglobulins. 

Nonetheless, Dutch pediatric oncologists consider the ALL-10 and ALL-11 protocols 
as best available treatment, because their treatment regimens are based on the 
knowledge and experience of the Dutch and international pediatric oncology 
community at that time. The protocols have implemented the latest insights of 
the field. Consequently, the objective of producing generalizable knowledge is 
integrated with the objective of delivering best available treatment for patients.

In sum, although ALL-10 and ALL-11 have been developed to provide state-of-the-art 
treatment for patients with ALL, they are also designed to produce generalizable 
knowledge on ALL treatment and the advancement of therapy for children with 
ALL as a group. Thus, the first defining feature of research applies to both leukemia 
protocols. 

2. Research requires systematic investigation 
The second characteristic of research involves ‘the systematic collection of data 
according to a predefined method … important [for] the production of generalizable 
knowledge’.(15) The ALL-10 and ALL-11 protocols are evaluated on a number of 
measures, such as Event Free Survival (EFS), Disease Free Survival (DFS), Overall 
Survival (OS), Cumulative Incidence of Relapse (CIR), side effects, and serious 
adverse events. To facilitate studying these factors, systematic collection of clinical 
and epidemiological data and storage of collected tissue is necessary. All data from 
patients are collected in a database, which contains data from all pediatric oncology 
centers in the Netherlands that treat patients with ALL. These data are systematically 
evaluated at the end of the running time of the protocols. For this registration and 
storage, informed consent is obtained from parents and adolescent patients.

In addition, for the ALL-11 protocol a drug monitoring program was developed. Serum 
levels of a regularly used cancer drug (Asparaginase) are measured in all patients 
at pre-established times, in order to determine whether the Asparaginase dosage is 
appropriate. Low levels decrease the chance of survival, while high levels increase 
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the risk of toxicity. These serum level data are used to effectively manage the care of 
individual patients while they are simultaneously employed to assess whether such 
a drug monitoring program improves outcomes for ALL patients as a group.

Thus, both protocols satisfy the second characteristic of research, since they 
involve systematic collection and investigation of treatment results, side effects, 
adverse events, serum levels and other patient data, which are used to contribute 
to knowledge about leukemia treatment. However, these data are also used for 
adapting and improving therapy for individual patients treated according to these 
protocols.

3. Research potentially presents less net clinical benefit and greater 
overall risk than clinical practice
In this section we analyze two aspects of ALL-10 and ALL-11 treatment that are of 
importance when considering the risks and expected benefits. First, therapy in both 
ALL-10 and ALL-11 is tailored to the risk of relapse. This means that patients who are 
at high risk of relapse and with a poor prognosis receive more intensive therapy 
than the ones with better prognoses. Second, irradiation of High Risk patients who 
receive a stem cell transplant is omitted from the ALL-11 protocol.

Tailoring of therapy
In ALL-10, patients are stratified into three risk groups: Standard Risk (SR), Medium 
Risk (MR) and High Risk (HR). This classification is primarily based on response to 
chemotherapy, most importantly the amount of residual leukemia cells that can be 
detected with molecular techniques at different times during treatment, the so-called 
Minimal Residual Disease (MRD). ALL-10 is the first Dutch ALL-protocol to make use 
of these new molecular techniques and MRD levels to stratify patients. Several 
studies have shown the clinical relevance of the detection of very low numbers of 
residual leukemic cells.(21) A landmark study by Van Dongen et al. has demonstrated 
that MRD levels can distinguish ‘patients with good prognoses from those with poor 
prognoses, and this helps in decisions whether and how to modify treatment’.(22) 
Thus, risk group stratification is used to determine intensity of treatment.

For children in the Standard Risk group the treatment had been reduced compared 
to previous protocols in order to decrease the burden of the treatment while 
maintaining survival rates of more than 90%. Lowering the intensity of treatment 
could have enormous benefits for the patients, in terms of fewer or less severe side 
effects and a decrease in late effects of treatment when children mature. Improving 
quality of life for cancer survivors is an important aspect of current anti-cancer 
therapy.(23) The ALL-10 treatment strategy for Standard Risk patients turned out to 
be quite successful: survival rates for this group of patients were very high (>95%) 
without additional risk of relapse.
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Patients in the Medium Risk group and the High Risk group received a much more 
intensive chemotherapy regimen than Standard Risk group patients and patients 
from previous ALL-protocols. This intensification of treatment could mean great 
advantages in survival.(24) However, since cancer drugs are toxic medications, more 
severe side effects were likely to occur in patients in the MR and HR groups, while it 
was uncertain whether the goal of increased survival rates would be achieved. 

During the course of the ALL-10 protocol it was noticed that toxicity was severe, 
especially for patients with Down syndrome, leading to a relatively high number of 
deaths due to side effects. Therefore, a part of the treatment regimen was made 
less intensive to decrease treatment-related adverse events. These changes are 
maintained in ALL-11. Although the exact magnitude of the toxicity for patients 
was unexpected, severe toxicity in patients with Down syndrome had been 
previously reported. Increased sensitivity of patients with Down syndrome to some 
chemotherapeutic agents (especially methotrexate) had already been shown in 1987 
(25) and is currently a well confirmed attribute of this group of patients.(26) 

Summarizing, risk group stratification by Minimal Residual Disease levels and the 
subsequent intensification of treatment, although based on a variety of international 
studies, was a novel approach in the Netherlands when implemented at the start of 
ALL-10. Therefore, the level of the risks of this new approach was mostly unknown and 
could be expected to be considerable. Hence, the ALL-10 protocol satisfies the third 
characteristic of research. The treatment regimen of ALL-11 is closely based on ALL-
10, which means that during the development of the ALL-11 protocol, interim results 
on the effectiveness of increasing therapy and appropriate dosage of medications 
were available. However, data from one study are not sufficient to provide conclusive 
evidence. Consequently, the risks and uncertainties of benefits of the treatment 
intensification seem to indicate that the third characteristic of research also applies 
to ALL-11. To further assess the validity of this conclusion, we describe another aspect 
of the ALL-11 protocol that involves uncertainty about risks and benefits.

Total Body Irradiation
In ALL-10, Total Body Irradiation (TBI) is used to prepare High Risk patients for Stem 
Cell Transplantation (the conditioning regimen). Due to the risks of several severe 
side effects, TBI is omitted from ALL-11 and a conditioning regimen of three different 
chemotherapeutic agents is introduced instead. In order to assess whether omission 
of TBI is a safe option, the non-inferiority of this conditioning regimen is monitored 
during the progress of ALL-11.

The ALL-11 protocol reviews several studies investigating the risks and benefits of 
different drugs compared to TBI. The protocol concludes that a regimen using a 
busulfan, fludarabin and clofarabin regimen can safely replace the TBI regimen, 
but data on its efficacy and the long-term side effects are lacking. Moreover, recent 
data suggest that regimens including TBI might even be preferred over regimens 
with chemotherapeutic drugs alone. A 2011 review comparing a regimen with TBI 
and one chemotherapeutic agent to a regimen with two chemotherapeutic agents 
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states that ‘there is conflicting data on the superiority of one regimen over the other’.
(27) The review shows that the regimen that includes TBI is favored over the other 
regimen. Also, another study of TBI concludes that ‘conditioning for bone marrow 
transplantation without radiation is an attractive option, but is not sufficiently 
effective to completely replace TBI for the most common pediatric indications’.(28) 

Thus, the studies discussed in the ALL-11 protocol give conflicting answers on 
the optimal conditioning regimen of HR patients prior to receiving Stem Cell 
Transplantation. At the moment of implementation of the ALL-11 protocol it was not 
clear whether TBI could be safely replaced by a chemotherapy conditioning regimen. 
Omission of TBI in ALL-11 is associated with several uncertainties regarding the risks 
and benefits, which satisfies the third characteristic of research. 

4. Research introduces burdens or risks from activities that are not 
otherwise part of patient care
The ALL-10 and ALL-11 protocols include several research studies that are not part 
of the treatment of patients, which are reviewed by a Research Ethics Committee, 
and for which written informed consent is required from parents and, if applicable, 
patients themselves. 

For the additional studies of the ALL-10 protocol, extra blood needs to be drawn, which 
is generally done during regular blood draws needed for diagnosis and treatment 
decisions. In addition, patients are requested to collect some buccal tissue using a 
cotton swab (five times). Furthermore, parents and adolescents are asked to keep 
a diary during the course of the treatment, to note fever and infection occurrences. 

Also, for the ALL-11 research studies, extra blood needs to be drawn, generally during 
regular blood draw times. In addition, it may be necessary for patients to remain in 
the hospital 2-4 hours longer in order to administer blood compounds. Buccal tissue 
needs to be collected for one research question.

As we have already explained, the ALL-11 protocol includes two randomizations. 
The PEG-Asparaginase randomization does not involve any additional burdens 
or risks, since no extra interventions have to be performed. The immunoglobulin 
randomization involves the collection of extra blood during regular blood draws 
every six weeks. In addition, parents are asked to register on a website to record 
whether their child had a fever and whether the child had to be admitted to the 
hospital due to fever.

To summarize, both protocols involve extra research questions, which pose some 
additional risks and burdens upon patients and parents. The extra time investment 
or collection of tissue related to answering research questions would otherwise not 
have been necessary for the treatment of patients. Hence, both ALL-10 and ALL-11 
exhibit this fourth characteristic of research. 
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5. Research uses protocols to dictate which therapeutic or  
diagnostic interventions a patient receives
The majority of pediatric oncology treatments are given according to detailed 
protocols regardless of their categorization as research or treatment.(29) The same 
holds for the ALL-protocols. Both ALL-10 and ALL-11 are protocols that describe in 
detail which medications should be given to patients at which phase of treatment. 
The treatment laid down in these protocols is based on up-to-date evidence provided 
by medical scientific research and clinical trials, both on adults and children. This 
evidence is collectively assessed and discussed extensively within the pediatric 
oncology community. Therefore, even when no decisive evidence is available at the 
moment of implementation of new protocols, a variety of sources are employed to 
determine next steps in treatment in order to provide optimal therapy to current 
patients and to further increase survival percentages. 

Studies have shown that the use of strict and extensive treatment protocols improves 
the end result of that treatment. In the 1990’s Bleyer already recognized the benefits 
of treatment according to protocols.(30) De Vries and colleagues note that this 
benefit ‘would be due to the explicit description of treatment phases and follow-up 
and to strict guidelines indicating how to deal with side effects and relapses’.(5)

Providing treatment according to such detailed protocols does not mean that 
these protocols are followed blindly. Since all patients are closely monitored, the 
treating pediatric oncologist can, usually after consulting colleagues, decide to make 
individual adaptations on the basis of treatment results or side effects. So, although 
these pre-established protocols in principle determine treatment, patient care can 
be individualized. 

In short, ALL-10 and ALL-11 provide treatment to patients according to well-defined 
and extensive protocols and thereby satisfy the fifth characteristic of research. 
However, protocol-controlled treatment is very common in pediatric oncology and 
has been shown to be beneficial to individual patients. Also, if medically indicated, 
patients can receive individualized care adapted to their needs. Hence, following 
strict protocol guidelines simultaneously serves a scientific purpose and the 
individual treatment needs of patients.

Summary
The two ALL-protocols meet all five characteristics that are generally used to 
distinguish research from care. Both protocols are designed to develop and to 
contribute to generalizable knowledge; employ systematic investigation of collected 
data; have uncertainties with regard to the level of risks and benefits; introduce 
burdens or risks from activities that are not otherwise part of patient care; and make 
use of strictly defined protocols to determine treatment. However, three of these 
characteristics seem compatible with a characteristic of standard treatment as well. 
First, in addition to the scientific objective, both protocols also involve the goal of 
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providing state-of-the-art treatment for current patients. The treatment regimens 
of the ALL-protocols are based on national and international scientific studies and 
consensus within the Dutch pediatric oncology community. Second, patients who 
receive treatment according to ALL-11 stand to benefit from the systematic data 
collection, most notably from the Asparaginase drug monitoring program. Third, 
treatment according to strict protocols has been shown to improve their results 
compared to treatment determined by individual physicians and is therefore also 
beneficial to patients. Thus, the two ALL-protocols do not seem to fall neatly into one 
of the two categories of research and treatment. Yet, from a traditional bioethical 
perspective, we have to conclude that both protocols deserved to be categorized as 
research, mainly due to the relative uncertainty with regard to the level of risks and 
benefits. 

Discussion
Within the current ethical framework we can only conclude that the correct course 
of action should have been to regard the ALL-10 protocol as a research protocol with 
appropriate research ethics review. The reasons are the relatively uncertain level 
of risks associated with the innovative elements of the treatment regimen and the 
explicit scientific goal of evaluating this new treatment regimen. 

However, if we regard ALL-10 as research, then the question arises, in what respect 
would research ethics review have improved the protection of patients being treated 
according to the ALL-10 regimen? Although more stringent regulatory requirements 
would have been applicable, such as national legislation (31) and European 
regulations,(18;32-34) these would not have added measures that had not already 
been taken. Monitoring of patients was quite extensive, a Data Safety Monitoring 
Board was installed, and a protocol for reporting serious adverse events (SAEs) and 
adverse events (AEs) was in place. Determining that the ALL-protocol was a research 
protocol would not have improved the monitoring. Also, because of the strict 
monitoring, the treatment regimen of the protocol could be adapted for subgroups of 
patients in case of multiple SAEs. Hence, even if the protocol had been considered 
research and had been submitted to the REC concerned as a research protocol, this 
would most likely not have improved the protection of patients from harm. 

Another way in which categorization as a research protocol could provide an extra 
safeguard for patients, is the requirement of an elaborate informed consent process, 
finalized by signing the informed consent document. Generally, written informed 
consent is required only for medical research, while presumed or oral consent is 
acceptable for treatment.(35) In the case of ALL-10, parents and older patients had 
already been asked to provide written informed consent for receiving treatment 
according to the protocol. However, one could argue that the categorization of a 
certain activity, that is, as research or standard treatment, could alter the informed 
consent process, because it has an impact on the mind set of pediatric oncologists: 
categorizing a certain activity as research implies uncertainties, while a standard 
treatment label implies that the risks and benefits are relatively well known and 
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proportionate. Since a label is never neutral, this might influence the way physicians 
present the information with respect to a certain protocol. As such, the ‘standard 
treatment’ label of the ALL-10 protocol from our case could have influenced the 
way pediatric oncologists presented this protocol to parents and patients, possibly 
making pediatric oncologists less sensitive to conveying uncertainties. Parents and 
patients should have been informed of all the relevant aspects of the ALL-10 protocol, 
including the experimental nature of elements of the treatment regimen, to enable 
them to provide valid informed consent.(36) Consequently, if the ALL-10 protocol had 
been considered a research protocol this might have improved the informed consent 
process.

Furthermore, if the protocol had been regarded as research, patients and their parents 
should have been given the choice whether or not to participate. In theory, patients 
or their parents might have asked for the treatment regimen of a previous protocol. 
Some parents and adolescents might have favored more established therapy for 
which survival rates and side effects had already been evaluated. However, for 
pediatric oncologists it would be unthinkable to offer an older protocol as well, since 
they commonly believe it is unethical to withhold a certain treatment from patients 
if the entire pediatric oncology community regards it as best available treatment. 
As soon as a new protocol is implemented, the previous protocol is considered 
outdated. They will always prefer offering the treatment regimen of the new protocol 
to offering the treatment of a previous protocol. For pediatric oncologists offering 
something other than the ALL-10 protocol does not amount to a meaningful choice. 
Rather, it would mean delivering suboptimal care in order to give patients and 
parents freedom of choice.

With regard to the ALL-11 protocol, we believe that it was not solely its two 
randomizations that should have led to its categorization as research. There was also 
considerable uncertainty about the merits of omission of Total Body Irradiation as a 
conditioning regimen for patients who have to undergo Stem Cell Transplantation. 
Although good reasons support the omission of TBI, especially the severity of its 
side effects, data on the comparative risks and benefits of Total Body Irradiation 
and a chemotherapy regimen are uncertain. Normally, a reasonable option would 
have been to design a randomization to compare the different kinds of conditioning 
regimens. However, due to the relatively low number of HR patients who receive a 
Stem Cell Transplantation, conducting a randomization was impossible. Hence, the 
decision of Dutch pediatric oncologists to leave TBI out of the conditioning regimen 
is understandable. Still, we argue that decisions to alter a part of a treatment regimen 
for which the evidence is non-conclusive calls for categorization as research, since 
it will demonstrate the relative uncertainty accompanying the decision to leave out 
TBI. 

In the current research ethics paradigm, with its strict distinction between research 
and care, both ALL-protocols should be regarded as research. However, in the future 
it remains to be discussed how to review hybrid protocols that integrate a research 
goal with the objective of simultaneously providing patients with best current 
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treatment. In line with Kass and colleagues we think that a change in both research 
ethics regulation and oversight of conventional care is needed. We should strive 
for a research oversight system that is able to do at least two things. First, it should 
accommodate hybrid protocols and other practices that integrate research with care. 
This system may call for a different manner of review and may have implications for 
the informed consent process when research and care turn out to be inseparable. 
Second, ethically, interventions that are considered standard of care should also be 
reviewed, due to the absence of available data on safety and effectiveness. 

The initial scope of our findings is modest, since we have only discussed two protocols 
for the treatment of ALL in the Netherlands. However, ALL is the most common form 
of cancer in children.(20;37) Also, combining research and care is standard practice 
in international pediatric oncology,(5) which means that protocols such as those for 
the treatment of ALL are not unique and our findings are potentially generalizable. 
Additional case studies could help to determine whether the distinction between 
research and care in pediatric oncology should be upheld.

Conclusion
Even though research and treatment are being combined for the benefit of the 
individual and groups of patients, both ALL-protocols should now be regarded as 
research protocols since they satisfy five characteristics of research. Yet, in the 
future it remains to be discussed how to review hybrid protocols that integrate a 
research goal with the objective of providing individual patients with best current 
treatment. A change in both research ethics regulation and oversight of conventional 
care is needed. Further case studies are essential to deepen the moral evaluation of 
the intertwinement of research and care in pediatric oncology.
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Figure 1: Comparison of the DCOG ALL-10 and ALL-11 protocols

Similarities between DOCG ALL-10 and ALL-11

 ♦ Protocols for the treatment of Acute Lymphoblastic Leukemia (ALL) 

 ♦ Both conducted by the Dutch Childhood Oncology Group (DCOG)

 ♦ Children aged 1-19 years old

 ♦ With newly diagnosed ALL

 ♦ Treatment determined by detailed protocols

 ♦ Three risk groups based on initial response to therapy (Minimal Residual Disease (MRD) levels)

 ♦ Standard Risk (SR)

 ♦ Medium Risk (MR) 

 ♦ High Risk (HR)

 ♦ Intensity of treatment based on risk group (i.e., prognosis)

 ♦ Decrease in therapy for SR patients

 ♦ Increase in therapy for MR and HR patients

 ♦ Three phases of treatment

 ♦ Induction (Protocols IA, IB and M)

 ♦ Intensification (SR → protocol IV, MR → intensification 1 and 2, HR → 6 HR blocks or 3 HR 
blocks and Stem Cell Transplantation)

 ♦ Maintenance

 ♦ Use of the same variety of chemotherapeutic agents

Differences between ALL-10 and ALL-11

ALL-10 ALL-11

 ♦ Single-arm treatment protocol  ♦ National multicenter open-label 
randomized clinical trial (Phase III)

 ♦ No randomizations  ♦ Two randomizations:

 ♦ Continuous vs. non-continuous 
dosage of PEG-Asparaginase

 ♦ Prophylactic administration of im-
munoglobulins

 ♦ Inclusion from 2004 to 2012, 780 patients 
included

 ♦ Inclusion from 2012 to 2018, 630 patients 
expected

 ♦ E. coli Asparaginase in induction  ♦ PEG-Asparaginase in induction

 ♦ Same treatment for patients with Down 
syndrome

 ♦ Different treatment for patients with Down 
syndrome

 ♦ Standard dose of PEG-Asparaginase  ♦ Lowered starting dose and individualized 
dosage of PEG-Asparaginase based on 
drug monitoring program

 ♦ Total Body Irradiation for HR patients who 
receive Stem Cell Transplantation

 ♦ No Total Body Irradiation for HR patients 
who receive Stem Cell Transplantation 
(chemotherapy instead)
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Abstract 
Pediatric oncology is often considered as a textbook example of a so-called 
Learning Health care System (LHS), a system in which research is considered an 
important means to continuously improve the practice of care. Thus far, it has not 
been studied in what respect pediatric oncology can be seen as an LHS and if so, 
what the implications of this characterization are, in particular for review and consent 
procedures in this system.
We found that pediatric oncology can indeed be characterized as an LHS. In 
particular so-called ‘best available treatment protocols’ neatly integrate research 
and care activities. These hybrid protocols always contain research elements, even 
if the main goal of these protocols is to treat children diagnosed with cancer. 
As long as oversight systems do not sufficiently embed hybrid protocols, it seems 
best to qualify these studies as research. This classification will prevent that research 
elements in treatment protocols will be overlooked and will ensure that patients 
understand the research components. In theory, however, risk-adapted approaches 
may be adopted in order to determine the level of review needed. And scientific 
citizenship may be stimulated in order to engage patients in a process in which 
research and care are inextricably intertwined. 
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Introduction
Pediatric oncology is often considered as a textbook example of a so-called Learning 
Health care System (LHS),(1;2) a system in which research is embedded in the practice 
of care to ensure ‘the best evidence for the collaborative health care choices of each 
patient and provider’ and ‘innovation, quality, safety, and value in health care’.(3) 
The LHS starts from the presumption that the practices of research and care are 
no longer sharply distinct.(1;3;4) In an LHS, both research and care activities aim 
to yield generalizable knowledge, are systematically performed, subject patients to 
procedures and interventions that are not (only) in their own interests which also 
may entail high risks, and assign treatments according to protocols.(4) Giving up the 
distinction has implications for review and for informed consent procedures, since 
traditionally research practices have been subject to more stringent (inter)national 
laws and regulations than other medical learning activities involving human beings, 
such as quality improvement studies.(1;4;5) Although the implications of the LHS have 
been widely discussed in the field of pragmatic trials, it has received little attention 
what actually constitutes the integration of care and research in other learning 
activities, like in pediatric oncology.(6) In this chapter, we argue that in particular so-
called best available treatment protocols seem to contribute to the idea of pediatric 
oncology as an LHS,(7) and we consider the implications for review and consent of 
these protocols.

Pediatric oncology as an LHS
There are at least two reasons why pediatric oncology can be characterized as an 
LHS. First, research is considered as a fundamental aspect of pediatric oncology. 
Pediatric oncologists have a strong drive to advance their field and improve the 
survival chances of children with cancer, leading to a mindset of continuous learning 
from current practice.(8;9) In addition, parents and (older) children are highly 
motivated to help to improve the diagnosis and treatment of childhood cancer in 
general.(6)

A second reason is that research and care in pediatric oncology appear to be 
closely intertwined. First, in many countries children with cancer are registered in 
cooperative group databases and/or in national cancer registries. These databases 
may be used for epidemiological studies and for selecting disease groups where 
improvements are needed, followed by guideline development and evaluation.(10) 
Second, for many cancers children will be treated according to a so-called best 
available treatment protocol.(6) Best available treatment protocols provide children 
with the best currently available treatment, which is usually an optimized version 
of the previous treatment regimen.(11) The protocols are developed based on data 
collection, experience and (inter)national consensus among pediatric oncologists.
(11) Apart from best available treatment protocols for many diseases there are 
collaborative group or international (e.g. European or even TransAtlantic) phase III 
studies, and sometimes also open phase I/II studies. Children with cancer often 
participate in more than one of these studies, for instance because they experience 
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a relapse or because they also participate in intervention studies in supportive care, 
on psycho-social interventions and the like. Finally, children often participate in 
studies that are “added” to best available treatment protocols or phase I-III studies. 
These “add-on” studies run from laboratory studies with left over tumor material to 
biomarker development or implementation of new radiological techniques.(6;8)

Thus, the enormous drive to improve the field and the high rate of research participation 
may turn pediatric oncology into an LHS. Yet, despite their close intertwinement, in 
many of these cases research and care practices can be distinguished. For instance, 
data-collection and supportive care studies are usually experienced as research.
(6) But the lines between research and care are blurred in best available treatment 
protocols.(7) We think that in particular the integration of care and research in best 
available treatment protocols turns pediatric oncology into an LHS.

Best available treatment protocols and the LHS
In general, best available treatment protocols not only prescribe how childhood 
cancers ought to be treated, but also include data-collection regarding diagnosis, 
risk-group stratification, treatment and outcome in order to improve the survival of 
present and future children with cancer.(7) The protocol may also involve centralized 
pathology or radiology review. Since the new treatment protocol is established 
on the basis of prior experience and (inter)national consensus, but not (always) 
on conclusive evidence (for example from randomized controlled trials), pediatric 
oncologists typically use data-collection methods and for instance early stopping 
rules to secure the safety and efficacy of the patients enrolled in the new treatment 
protocol. Data-collection in subsequent single-arm studies rather than conclusive 
evidence in the form of randomized trials is also inevitable in some childhood cancers 
given their rarity. But it is not merely the data collection related to these treatment 
protocols that makes them subject to research. It is also, or perhaps in particular, 
the uncertainty over the relative merits of the current intervention that is considered 
the standard of care. To a certain extent, this uncertainty is underemphasized since 
pediatric oncologists consider the previous protocol as outdated and no longer as 
the best current treatment once a new protocol has been developed.(7) There is 
often a strong belief that the treatment recommended in the latest version of the 
‘best available treatment’ protocol should not be withheld from children, since it 
is considered the best available medical alternative. There are however examples 
where this in hindsight did not appear to be the case. For instance the Dutch 
Childhood Oncology Group (DCOG) Acute Lymphoblastic Leukemia (ALL)- 7 protocol 
resulted in worse outcome compared to the BFM-study it was based upon and was 
stopped prematurely.(12) 
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Review
Ethical review of best available treatment protocols currently depends on its 
categorization. If the protocol is labeled as care the protocol is exempted from review, 
if it is labeled as research it is subjected to review. Some protocols will clearly be 
classified as research, when considerable uncertainty about the relative merits of a 
new intervention exists.(13) However, in other situations a protocol may be classified 
as care, while certain elements of the protocol would arguably demand ethical 
review. An example is the DCOG ALL-10 protocol. This protocol for the treatment of 
children with acute lymphoblastic leukemia was discussed in the previous chapter.
(7)
 
The ALL-10 protocol contained a significant modification compared with previous ALL 
protocols. The therapy for patients in ALL-10 was tailored to a risk stratification that 
had not been part of previous protocols. This tailored therapy meant that Standard 
Risk patients received less intensive therapy than in the previous protocol, whereas 
for Medium and High Risk patients the intensity of chemotherapy was significantly 
increased. Although it was expected, based on a variety of smaller studies, that 
these changes would improve outcomes for patients, there was still a considerable 
level of uncertainty.(7) The researchers submitted their protocol to a Research Ethics 
Committee which decided that the protocol was not research since children were 
not subjected to experimental procedures. We argued that the introduction of risk 
stratification and accordingly tailored treatment regimen might have been a reason 
to consider the protocol as subjected to ethical review that is common for research.
(7)

Classification of best available treatment protocols thus apparently varies. But 
even if we were able to label these protocols in a more uniform way, applying one 
label is a sheer impossibility, since protocols are not merely research or care. We 
argue that to determine the level of review needed, an analysis of the protocol 
in research and care elements is important. Then, the risks associated with the 
research elements could be identified in order to be able to determine whether and 
which level of review is essential.(14) Although this risk-adaptive review approach 
also requires that research elements - meaning those elements that are designed 
to develop generalizable health knowledge by means of a systematic investigation 
- are more carefully scrutinized it is no longer a single label (for the whole protocol) 
that determines whether review is needed. This approach to hybrid protocols may 
prevent both that research elements with more than minimal risks are overlooked 
and that the interests of patients are overprotected when the risks are minimal and 
the protocol is predominantly care orientated. 

But since current ethical guidelines and oversight systems for human subjects 
research do not accommodate for hybrid protocols, it may be best to classify them 
as research protocols and to submit them to RECs, provided that RECs are in the 
position to evaluate the status of these protocols. RECs could then still decide to 
adopt a risk-adapted approach, for example by applying less stringent rules for 
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ethical review of these protocols if risks are minimal. For example, we may think 
of some best available treatment protocols as so-called low-intervention trials as 
defined in the new EU regulation.(15) Low-intervention trials may be subjected to 
‘less stringent rules, as regards monitoring, requirements for the contents of the 
master file and traceability of investigational medicinal products’.(15)  In order to 
assist RECs, a revised version of the EU regulation may introduce the label ‘best 
available treatment protocols’ and compare it to the exceptions in this regulation for 
low-intervention trials, which would be a first step in the recognition of these hybrid 
protocols.

Informed consent
Another ethical challenge is the informed consent process for hybrid protocols. First, 
children and their parents cannot meaningfully opt out of best available treatment 
protocols. Physicians are usually reluctant to provide patients with the treatment of 
the previous protocol as it is considered outdated.(7) Although many jurisdictions 
in general will allow children and their parents to refuse treatment, patients cannot 
refuse the research component since this is an inherent aspect of the protocol. In 
other words, voluntary informed consent for these protocols is compromised.(16)

Second, when a best available treatment protocol is classified as care, it may not be 
immediately clear to parents and their children that the protocol contains research 
elements. If it is classified as research, it is problematic that consent for the standard 
treatment is formulated through the lens of a research perspective. Then elements 
of care may be underemphasized. Thus, the hybrid status of these protocols may 
influence the way in which these protocols are understood.  

Compromises to voluntary informed consent cannot be easily mitigated. But they may 
be considered as acceptable, when the social value of the research is compelling, 
and the study is the best available medical alternative for the child.

But the level of understanding of best available treatment protocols can be improved.  
If there were regulatory oversight for hybrid protocols, physicians might use an 
integrated form of consent.(17) They might explain that on the one hand the treatment 
is considered the best available alternative according to the medical professional 
standard, but on the other hand may be relatively uncertain. In the same vein, a form 
of “scientific citizenship”(18) might be warranted: in order to foster the autonomy 
of parents and their children they should be informed about the pervasiveness 
of research and its sometimes inextricable link with care. It has been argued that 
patients in an LHS should sometimes accept that they participate in widely accepted 
research activities without their explicit informed consent.(4) Instead, we think that 
scientific citizenship would require that patients are meaningfully engaged, so that 
researchers and patients recognize that they collectively generate knowledge to 
improve the field.  
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However, since in the current oversight paradigm the safest option is to regard 
these protocols as research, and hence to ask individual informed consent from a 
research perspective. Not an ideal solution, since it denies the hybrid nature of these 
protocols.

Conclusion 
Best available treatment protocols are at the core of pediatric oncology as a Learning 
Health care System. We will have to find new ways to accommodate for the oversight 
of best available treatment protocols that neatly integrate research and care. As 
long as existing ethical and legal oversight systems do not sufficiently embed hybrid 
protocols, it seems best to qualify these studies as research in order to prevent that 
research elements in treatment protocols will be overlooked. In theory, however, 
whether these protocols need ethical review will depend on the risks associated 
with their research elements. When the risks of best available treatment protocols 
are low and the protocols predominantly focus on the treatment of patients, one may 
argue that these protocols can be exempted from review or at least be subject to 
less stringent regulation as is the case for low-intervention trials.  

In most jurisdictions informed consent for hybrid protocols will also hinge on the 
classification of research and care. If protocols are seen as care protocols, parents 
and children may give informed consent for treatment rather than for a study. But since 
research elements are embedded in the treatment of patients, even in protocols that 
are predominantly care-orientated, oversight systems may want to accommodate for 
protocols that meaningfully engage patients and to require transparency about the 
sometimes inextricable intertwinement of research and care in pediatric oncology. 
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Abstract
Pediatric oncology is regarded as a practice where research and treatment are 
strongly intertwined. This integration of research and care holds in particular for 
treatments that are combined with research in best available treatment protocols. 
These ‘hybrid’ protocols provide the best currently available treatment, but also 
contain modifications to existing treatment regimens, of which the merits are 
systematically investigated. Since best available treatment protocols operate on the 
border between research and standard treatments, their moral status is complex. 
Their hybrid nature calls for ethical guidance based on the available literature, to be 
used by pediatric oncology physicians, investigators en Research Ethics Committees. 
We suggest three recommendations. First, pediatric oncologists should clarify that 
the research component of the protocol is an inherent part of receiving treatment. 
They should explain that best available treatment protocols combine treatment and 
scientific goals, and clarify what is novel or changed compared to the prior best 
available treatment. Second, despite the research component, it may be acceptable 
for the child’s treating pediatric oncologist to obtain informed consent instead of an 
independent physician, because of the treatment context in which the protocols are 
offered. Third, pediatric oncology professionals should recognize that best available 
treatment protocols with research elements need ethical review. Research Ethics 
Committees should learn to discern this type of protocols as special cases, should 
be aware that treatment protocols may contain research elements, and should be 
prepared to review these protocols.
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Research culture of pediatric oncology
From the beginning pediatric oncology has been characterized by a strong 
research culture.(1;2) The majority of children with cancer participate in clinical trials 
(estimations vary between 50% and 70%).(3;4) This systematic research culture has 
greatly improved the treatment for and survival chances of children with cancer.(5;6) 
A general sentiment exists that research is a joined enterprise and that all who are 
involved in pediatric oncology should strive to increase survival of children affected 
by cancer.(7) Most noticeable is that not only the pediatric oncology professionals, 
but also children with cancer themselves and their parents have an optimistic outlook 
on combining research with care. Although there exists some variability on families’ 
attitudes towards research, both parents and patients are committed to the overall 
goal of improvements in the diagnosis and treatment of childhood cancer.(7-16) 

Best available treatment protocols
Based on high inclusion rates of children with cancer in clinical trials, and the 
number of other types of (preclinical) studies that are conducted, pediatric oncology 
is considered as an example of a medical field where research and treatment are 
integrated.(17;18) In addition, research and care are also integrated in so-called best 
available treatment protocols. Although based on (inter)national expert opinion and 
on results from (pre)clinical studies, genuine uncertainty usually exists with respect to 
the specific merits due to changes that are made compared to the previous protocol. 
As such, these protocols are designed to simultaneously develop generalizable 
health knowledge for a group of pediatric cancer patients and to optimally treat 
individual patients.(8;19;20) These protocols can be regarded as ‘hybrid protocols’.
(20) They are often used in situations where numbers prohibit a more rigorous 
scientific approach such as a randomized controlled trial (RCT). 

After the implementation of a new best available treatment protocol, the previous 
one is considered outdated and no longer offered to patients and their parents.(20) 
This situation implies that they do not have alternative treatment options to choose 
from besides the currently endorsed best available treatment protocol, which is 
inextricably linked to the conduct of research. 

Since best available treatment protocols operate on the border between research 
and standard of care treatment, their moral status is complex due to the different 
objectives of research and care. Traditionally, care has been defined in light of 
its aim to benefit the individual patient, whereas research is designed to develop 
generalizable knowledge to benefit future groups of patients.(18;21) In order to 
provide ethical guidance for pediatric oncology professionals and Research Ethics 
Committees with respect to best available treatment protocols, we provide three 
recommendations. 



Chapter 8

136

1. Informed consent for best available treatment protocols
Recommendation 1: Pediatric oncologists should clarify to patients and their 
parents that in a best available treatment protocol the research component is 
an inherent part of receiving treatment. They should explain that although best 
available treatment protocols aim to provide the child with the best current 
treatment, they also aim to investigate whether modifications to previous 
treatment regimens improve survival of future patients.

Leading ethical guidelines and regulations for human subjects research demand 
that researchers explain to potential participants that participation in research 
is voluntary and that they always have the right to withdraw.(21-24) However, this 
requirement cannot pertain to best available treatment protocols to the same extent, 
as the research component and the treatment are inextricably linked. As we argued 
earlier, it is not possible to receive the treatment and decline the research component, 
which implies a compromise to the voluntariness of parental consent.(25) 

Voluntariness of consent is compromised or undermined if there are controlling 
influences on a person’s decision.(26) One type of potentially controlling influence 
is manipulation of available options, for example through controlling access to 
treatments.(26) In the case of best available treatment protocols, the pediatric 
oncology community alters the choice situation, as they develop a new protocol with 
an inherent research component which cannot be refused. In addition, it is decided 
that the previous treatment protocol is outdated and no longer offered as a treatment 
option. Therefore, best available treatment protocols constitute manipulation of 
options, and therefore qualify as a controlling influence on parental decision making. 
Consequently, voluntariness of consent for the research component is compromised.
(25)

Although it does not seem possible to overcome this compromise to voluntariness of 
informed consent, there may be instances where it could be considered acceptable. 
That is, when the social value of the best available treatment protocol is compelling, 
and research is the best available medical alternative.(25;27) In this context, it is 
essential that parents understand the nature of a best available treatment protocol 
and the reason why the treatment their child will receive is connected with research. 
They should also understand that it is not possible for the child to receive treatment 
according to the previous best available treatment protocol, but that this is considered 
acceptable because the old protocol is regarded as outdated. To that end, pediatric 
oncologists should explain that patients will receive a treatment that on the one hand 
is considered the best available alternative according to the medical professional 
standard, but on the other hand may be relatively uncertain, because new elements 
are added that are thought to improve patient survival chances but haven’t yet been 
proven to do so.(20;27) 
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2. Dependent relationships and best available treatment protocols 
Recommendation 2: As a general rule, treating physicians should not obtain 
informed consent for research from their own patients, due to the potential 
influence of the dependent relationship on voluntariness. Since best available 
treatment protocols aim to provide patients with best current treatment, it may 
be acceptable that the child’s treating physician obtains informed consent for the 
child’s participation in these protocols.

In the treating relationship between patients and physicians there often exists a 
certain level of dependence on the side of the patient.(28) Therefore, both research 
ethics literature and ethical guidelines for research with human subjects demand that 
treating physicians should not obtain informed consent for research from their own 
patients, because this may negatively influence the voluntary nature of the patients’ 
consent.(29-32) Instead, it is recommended that the informed consent procedure 
should be performed by someone who is independent of the treating relationship.
(17) Most common is to have research nurses perform informed consent procedures. 

In the case of best available treatment protocols the context is different than for 
more ‘traditional’ types of research, because despite the research component, 
this type of protocols aims to provide patients with a treatment that is considered 
the best available medical alternative.(27) In that respect, best available treatment 
protocols resemble the context of informed consent for care. Consequently, because 
the treating pediatric oncologist has optimal knowledge of the necessary cancer 
treatments, and will be the one to provide guidance and assistance throughout 
the treatment trajectory, it may acceptable that he or she provides information and 
includes own patients in the protocol. However, as a safeguard, it may be advisable 
that a research nurse, or equally qualified colleague, is present during the official 
moment of signing the informed consent form.(24)
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3. Review of best available treatment protocols
Recommendation 3: Pediatric oncology professionals should recognize that 
best available treatment protocols with research elements need ethical review. 
Research Ethics Committee (REC) members should learn to discern this type of 
protocols as special cases, should be aware that treatment protocols may contain 
research elements, and should be prepared to review these protocols.

Since best available treatment protocols integrate research and treatment goals, it is 
difficult to categorize these protocols as either treatment or research.(20) Currently, 
most ethical oversight systems do not accommodate for best available treatment 
protocols, as these systems uphold a strict distinction between research and care. 
If the research elements of hybrid protocols, such as best available treatment 
protocols, are not recognized (either by the investigators themselves or by RECs), 
these protocols are easily classified as standard treatment.(20) In that case, best 
available treatment protocols do not receive (sufficient) ethical review, as different 
standards of review apply to treatment than to research protocols.(20) Usually, 
standard care does not receive any form of review at all.(18) 

Since best available treatment protocols may involve elements that warrant ethical 
review, in the current oversight system it seems best to submit these protocols to 
RECs, due to the uncertainty about the merits of modifications made to previous 
protocols.(27) When current guidelines for human subjects research do not 
accommodate for these protocols, it is important that RECs recognize hybrid protocols 
as special cases and become aware that what they have traditionally considered 
as treatment protocols may contain research elements that demand ethical review. 
At the same time, best available treatment protocols that are predominantly care 
oriented and face minimal risks may resemble “low intervention trials” as defined by 
the new EU regulation on clinical trials on medicinal products for human use.(33) In a 
low intervention trial, two or more evidence-based drugs are being compared, with 
minimal risks and burdens for patients. Low-intervention trials may be subjected to 
less stringent rules, such as those on monitoring.

It should be noted that it will vary between countries what kind of authorizations 
and qualifications ethical committees have, and whether they are in the position to 
evaluate protocols that appear to mainly provide care.(27)
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Discussion
We provided three recommendations that offer moral guidance concerning best 
available treatment protocols, both to pediatric oncology professionals and Research 
Ethics Committee members. 

The first recommendation differs from common ideas on informed consent and the 
right to withdraw, as in our view the research component is not an optional part of 
the best available treatment protocol. Therefore, this type of protocols seems to 
compromise the voluntariness of parents’ consent to the research component from 
the start. As we argued earlier,(25) the choice environment in which research is an 
inherent part of receiving treatment is created by the pediatric oncology community. 
Therefore, it constitutes a controlling influence on parental decision-making, 
undermining voluntary informed consent for research. 

We argued however, that the compromise to voluntariness may be considered as 
acceptable if the social value of the research is compelling, and pediatric oncologists 
can justify that the treatment regimen of a protocol is the best available medical 
alternative. In addition, it is important to bear in mind that, although of considerable 
importance, voluntariness is not an absolute requirement for participation in research, 
for example for cluster randomized trials in which individuals within a cluster cannot 
meaningfully escape the intervention, such as fluoridation of drinking-water.(27;34)

At the same time, transparency about the nature of a best available treatment 
protocol provides clarity about goals and interests and may thereby enhance the 
‘understanding component of informed consent. With regard to pediatric oncologists, 
openly recognizing the dual objective of best available treatment protocols may 
positively affect their ability to explain and describe the treatment to patients and 
their parents.(35) Consequently, this enhanced explanation could support families in 
weighing and appreciating the risks and benefits of the protocol, and understand the 
background of the research component and why it is an inherent part of the child’s 
treatment. 

Our second recommendation is in contrast with existing ethical guidelines for 
research with human beings, as these generally demand that treating physicians 
do not obtain informed consent from their own patients to participate in medical 
research. As was mentioned before, it is assumed that if informed consent is 
obtained by the own physician, this could put undue pressure on patients to consent 
to research participation.(21-23) Contrary to these requirements, we suggest that 
it can be accepted that the treating pediatric oncologist explains a best available 
treatment protocol and obtains informed consent from parents. Since best available 
treatment protocols involve the main treatment for the child, the treating physician 
may be an appropriate partner for children and parents in the process of enrolment 
in a best available treatment protocol,(24) equal to other situations that involve 
treatment decisions. 
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The third and final recommendation is new, since current guidelines do not provide 
guidance for activities with a hybrid nature. As argued by Kass and colleagues,(18) 
the current research oversight system results both in overprotection and in under 
protection of patients. On the one hand, quality improvement initiatives with no 
additional risk are subjected to an elaborated review process because they are 
generally classified as research. On the other hand, risky procedures in the context 
of care are not subjected to ethical review, because they are considered standard 
treatments. In our (currently still theoretical) proposal, we tried to find a balance 
between these two undesirable side effects of the current processes of regulation. In 
a system that differentiates between different risk levels of best available treatment 
protocols, it is prevented that high risks of protocols are overlooked. Simultaneously, 
for low risk protocols that are predominantly care orientated, less stringent rules 
for ethical review can be applied. In such a system, pediatric oncology, and best 
available treatment protocols in particular, can be considered as a clear example of 
a Learning Health care System, in which research and care are integrated in order to 
optimally serve the interests of both current and future patients.(27;36) 

Conclusion
Best available treatment protocols pose ethical challenges, as they comprise an 
integration of treatment and research goals. The three recommendations of our 
moral framework provide ethical guidance to pediatric oncology professionals and 
Research Ethics Committee members, concerning review and informed consent. 
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This thesis evaluated the challenges and advantages that come with the integration 
of research and care in pediatric oncology. We focused on two main themes, 
‘Dependent relationships and voluntary informed consent’ and ‘The distinction 
between research and care’. In this final chapter, I will reflect on the main findings 
from this thesis, and argue under which conditions the integration of research and 
care is morally acceptable. 

I will first summarize and reflect on both main themes and their main findings 
subsequently. Then, based on the four paradigms of clinical research and oversight 
as described by Emanuel and Grady,(1) I will discuss which perspectives on the 
integration of research and care present themselves in this thesis. 

Part I: Dependent relationships and voluntary informed  
consent
Chapters 2 and 3 analyze two strategies or approaches to protect voluntary informed 
consent in a dependent relationship, based on a review of ethical guidelines and on 
our qualitative study. A first approach focuses on the process of obtaining informed 
consent (which we have called ‘the process approach’). This approach recommends 
that an independent individual, such as a research nurse, obtains informed consent. 
An advantage of this approach is that the direct influence of the physician on the 
patient and on the decision-making process is diminished, or even removed, thereby 
increasing the room for voluntary informed consent from the research participant. 
However, indirect influence by the treating physician is difficult to remove or prevent. 
As we argue in Chapter 2, in many cases the treating physician will ultimately be 
informed of a patient’s decision, either because the physician is also the investigator or 
because the research participation will have an influence on the clinical management 
of the patient. Especially in pediatric oncology, where virtually all physicians are also 
researchers, and research is connected with treatments, influence of the physician 
is difficult to diminish. Moreover, designating an independent individual to obtain the 
patient’s consent does not prevent that prior to the actual, official informed consent 
conversation (where the final decision is made and registered) influence or even 
pressure is exerted on patients.(2)

The second approach focuses on information that patients should receive (‘the 
content approach’). It requires that the voluntary nature of research participation 
and the right to withdraw should be clearly communicated to patients. This 
requirement is not unique for situations of dependency, as it is a general 
requirement of ethical guidelines for research with human beings. However, 
it makes sense to emphasize the voluntary nature of participation in the context 
of dependent relationships. When research and care are combined it may be 
less clear to patients that an invitation to a clinical study is to be understood as 
an invitation as opposed to a recommendation or even an inherent part of 
treatment. Accordingly, as was argued in Chapter 2, in the context of a dependent 
relationship a gap may exist between knowing something and acting upon it.  
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This gap implies that even if patients know and understand their rights, they could 
be hesitant to withdraw from the study, since they do not want to disappoint their 
treating physician.(3) 

Thus, as we concluded in Chapter 2, both approaches do not appropriately safeguard 
voluntary informed consent of patients when their treating physician obtains 
informed consent. Appointing independent counselors is suggested as an additional 
safeguard in Chapters 2 and 3, to create a possibility for families to discuss the 
offered best available treatment protocol outside the relationship with the treating 
oncologist or a research nurse. Here, we advise that these counselors should receive 
specific training to be able to appropriately guide children with cancer and their 
families in the research decision-making process, in order to promote voluntariness. 
However, we realize that this is not an ideal solution and that there exist several 
challenges for these counselors. First, it may turn out unfeasible for many pediatric 
oncology centers to appoint such independent counselors, both from a practical 
and a financial perspective. Second, as is the case with research nurses, it may be 
difficult for counselors to remain their independent status, especially when they 
are appointed at the pediatric oncology department itself. Third, counselors may 
interfere with the social dynamics between physicians and families and add up to 
the already large number of professionals that children with cancer and their parents 
encounter. Consequently, it is not self-evident that they are in a better position to 
provide guidance to parents than are the pediatric oncologists themselves, which 
may also be something pediatric oncologists themselves feel.

Simultaneously, it was suggested that inclusion within a dependent relationship 
does not necessarily negatively influence voluntary informed consent for research. 
In Chapter 3, we explored the experiences of those involved in pediatric oncology 
with voluntary informed consent within a dependent relationship. Although some 
respondents (mainly pediatric oncology professionals) indicated that inclusion for 
research within the dependent relationship might pose a threat to voluntariness, 
this was not experienced as such by adolescents with cancer or their parents. They 
generally do not feel pressure to consent to research if the child’s treating oncologist 
obtains consent. However, in Chapters 3 and 5, pediatric oncologists indicated that 
they can have considerable influence on the research decision-making process. 
For example, in Chapter 3, pediatric oncologists said that if they emphasize the 
importance of a certain study, most parents are inclined to consent to participation 
of their child. 

By way of theoretical analysis, Chapter 4 demonstrates that the integration of 
research and care in pediatric oncology may have impact on voluntary informed 
consent, but that this does not necessarily compromise voluntariness. We performed 
a conceptual analysis of voluntariness of consent in order to evaluate two scenarios 
that potentially threaten voluntary informed consent of parents of children with cancer, 
due to the intertwinement of research and care. We focused on parental consent, 
because parents are the main decision makers concerning research participation 
for their children, both practically and legally.(4;5) The first scenario concerns three 
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ways in which the treating physician may influence decision making of parents and 
the voluntariness of their consent to research. That is, the dependent relationship, 
physician appeal to reciprocity, and framing of information. The second scenario 
discusses cancer treatments that are made contingent on research participation, 
either new treatments that are part of an RCT or treatment protocols with an inherent 
research component. In this Chapter 4, we conclude that none of the influences is 
morally problematic, but argue that the combination of different factors could create 
situations in which parental informed consent is no longer sufficiently voluntary. 
A suggestion we provide in this chapter to mitigate any initial compromises to 
voluntariness is that pediatric oncology researchers could introduce ‘a moment of 
reconsideration’. This moment of reconsideration entails that during a study, patients 
and their parents should be asked whether they wish to continue in the study, to 
ensure that continued participation is voluntary.  

Furthermore, Chapter 4 shows that it is important to distinguish between objective 
and subjective voluntariness. Objective voluntariness refers to decisions that are 
made free from actual influences, whereas subjective voluntariness refers to the 
way people perceive influences, regardless of whether these are actually exerted.
(6) Consequently, informed consent could be objectively voluntary, but subjectively 
involuntary and vice versa. Ideally, both types of voluntariness are satisfied when 
parents provide informed consent for pediatric oncology studies. As discussed in 
Chapter 4, to assess whether voluntariness of informed consent is impaired from 
an objective perspective, it is possible to determine which influences there are on 
parents’ decision-making process, and whether these influences are substantially 
controlling. That is, all influences can be positioned on a continuum, from completely 
controlling to completely non-controlling. On this continuum, only influences that are 
substantially controlling deprive persons of their voluntariness. As regards subjective 
voluntariness, empirical studies should be conducted to ask parents about their 
experiences with informed consent in specific circumstances. It should be studied 
whether parents felt that their consent was voluntary or whether they experienced 
certain influences as controlling. A difficult aspect of subjective voluntariness is that 
this may differ considerably between families, rendering it impossible to provide 
definite answers on subjective voluntary informed consent. 

Interestingly, our qualitative study (Chapters 3 and 5) suggests that one route to 
promote (subjective) voluntary informed consent would be through support of the 
pediatric oncologists. For some types of research (those closely linked to treatment 
such as phase III randomized controlled trials), pediatric oncologists see themselves 
as the optimal person to perform the informed consent procedure. They indicate that 
they are in the position to ensure that parents feel free to make their own decisions 
and also to refuse if they do not feel comfortable with their child’s enrolment. Similarly, 
in Chapter 3 parents expressed that they valued involvement of their child’s treating 
physician, for example if a study was expected to have severe side effects. In a 
similar vein, a qualitative study shows that although patients and parents of an ill 
child regard research on accepted medical practices as distinct from usual care, they 
frame the research in the patient-physician relationship. They strongly rely on their 
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physician to make decisions and prefer to receive information about the study from 
this physician.(7) However, others maintain that even in an integrated research-care 
environment, in general, research can and should be distinguished from standard 
care, and that involvement of physicians in the informed consent process is not self-
evident due to conflicting obligations.(8-11) 

Thus, tension exists between different evaluations of the influence of the dependent 
relationship on voluntary informed consent, and accordingly on the appropriate role 
of the treating pediatric oncologist. On the one hand, dependent relationships, and 
physicians that are part of them, are considered as a potential undue influence on 
voluntary informed consent of research. On the other hand, there is no clear evidence 
that patients and parents indeed experience pressure due to their dependent 
status when the treating pediatric oncologist obtains informed consent. However, 
an absence of evidence does not prove that dependent relationships should be 
generally permitted, since more subtle or indirect influence of the physician on 
families may still undermine their voluntariness, as we suggest in Chapter 3. Also, 
there will exist differences between families and their experiences, rendering it 
plausible that some families may experiences the dependent relationship as a threat 
to their voluntariness. Hence, despite some situations in which it may be acceptable 
that the treating physician obtains informed consent, it is advisable to also appoint 
independent persons, to reduce the risk of compromised voluntariness.

Part II: The distinction between research and care
The second part of this thesis explores the distinction between research and care 
in pediatric oncology, and implications for the categorization of pediatric oncology 
studies, ethical review and informed consent. Chapter 5 demonstrates that pediatric 
oncologists categorize pediatric oncology protocols based on the relation a protocol 
has with cancer therapy. Studies into cancer therapy (mainly chemotherapeutics) 
are considered as studies that are part of the treatment options that patients have. 
Accordingly, pediatric oncologists feel that they themselves should be involved in 
discussions about enrolment in these studies, as they are in the best position to 
explain its (medical) details and guide parents in the decision making process. In 
contrast, they suggest that studies that are not connected to cancer treatment (such 
as lab research or supportive care studies) could more easily be discussed outside 
the physician-patient relationship. 

In addition, in Chapter 5, the pediatric oncologists describe pediatric oncology 
protocols where research and care are indistinguishable. These protocols provide 
best current treatment to individual patients and simultaneously investigate whether 
modifications compared to the previous protocol improve survival rates. In the 
following three chapters, we focused on these ‘best available treatment protocols’. 
Since physicians call these protocols ‘best available treatment protocols’, we have 
adopted their terminology. But it is important to realize that these protocols are 
not restricted to the realm of patient care, but also involve research elements. In 
Chapter 6, it is determined that these protocols have a hybrid nature and cannot be 
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categorized as either research or care. However, we also argue that hybrid protocols 
should receive ethical review, due to the significant uncertainties that are associated 
with the introduction of new or different treatment elements. 

At the same time, the current system of ethical oversight starts from the distinction 
between research and care and does not accommodate for hybrid protocols. 
Therefore, we considered how, taking into account the existing systems of ethical 
oversight, hybrid protocols should be reviewed and what form of informed consent 
is appropriate. Chapter 7 describes a suggestion to provide the appropriate level 
of review for different best available treatment protocols in pediatric oncology. The 
main research element of these type of protocols concerns changes that are made 
of which it is uncertain whether these improve survival of children with cancer when 
compared to previous protocols. We suggest that in the current oversight system 
all best available treatment protocols should be ethically reviewed, to ensure that 
research elements of these protocols are not overlooked. An option in the current 
system would be to apply less stringent rules to minimal risk protocols that resemble 
“low intervention trials” as defined by the EU regulation on clinical trials on medicinal 
products for human use,(12) for example with respect to monitoring, in particular 
if these protocols predominantly focus on the treatment of patients. However, as 
we wrote in Chapters 7 and 8, the jurisdiction of different countries will determine 
whether our proposal is feasible there.  

In Chapter 7, we explain that when parents provide informed consent for their child’s 
treatment according to a best available treatment protocol, they also consent to its 
research component. Although this seems to compromise voluntariness from the 
start, we suggest that this compromise may be considered acceptable if certain 
conditions are fulfilled. In Chapter 8, it is suggested that the treating pediatric 
oncologist may be the one to obtain informed consent for participation of the child 
in the protocol, despite its inherent research component, since a protocol also 
concerns the main treatment of the child. In that case, the roles of researcher and 
physician collide, and physicians should be cautious not to let research interests 
override their patient’s interests, and be open about the research component of 
best available treatment protocols. In other situations, the two roles of physician 
and researcher may come into conflict, due to the inherently diverging goals 
of research and treatment. For example, if a pediatric oncologist is involved in a  
phase III randomized controlled trial, and includes his or her own patients in this 
trial, then the oncologist’s obligations towards patients may come into conflict with 
scientific obligations and goals.

Interestingly, Chapter 5 shows that pediatric oncologists do not experience many 
conflicts between their roles as physician and as researcher, mainly because they 
regarded themselves foremost as physicians. On the one hand, the conviction 
that research and care obligations cannot come into conflict clearly demonstrates 
the general idea of pediatric oncology. The starting point in pediatric oncology 
is that every activity performed is both an investigation and a valuable treatment 
option. On the other hand, this conviction is counterintuitive, since in a context 



General discussion

151

  9

where many physicians have a dual role, like in pediatric oncology, conflicts 
between research and care will always be present.(3) Therefore, as we suggest in  
Chapter 5, pediatric oncologists should be attentive to possible role conflicts in 
order to be able to recognize these conflicts and find a suitable solution. Pediatric 
oncologists should stay committed to the individual child’s wellbeing, and ensure 
that the child’s interests are not overridden by research interests.(11) 

Interestingly, Chapter 5 illustrates that the notion of diverging interests is not 
necessarily applicable to pediatric oncology. Although parents do differentiate 
between their child’s interests and that of the larger group of children, they 
regard the improvement of therapy through the conduct of research as a mutual 
interest. Parents and older patients seem to recognize ‘that “the program” or 
social organization of the medical care of cancer is organized to include research’.
(13) Furthermore, as discussed in Chapter 5, reciprocity is an important notion in 
the interactions between families and the pediatric oncology professionals. Both 
children with cancer and their parents display the desire to do something back to 
families who have participated in pediatric oncology studies in the past. The value 
of reciprocity results in a shared view of research as a joined interest, to which all 
contribute and from which all can benefit. Accordingly, families affected by cancer 
feel part of the ‘childhood cancer community’.(14) This strong sense of belonging to 
the paediatric oncology community maintains the prevailing research minded norms 
in this practice, thereby strengthening the desire to reciprocate.(15) 

The view of paediatric oncology as a research community is in line with the changing 
research ethics paradigm we discussed in Chapters 6 and 7 and its emphasis on 
the active involvement of all stakeholders in medical research.(16) Recently, a group 
of influential American bioethicists developed a moral framework for Learning 
Health care Systems (LHS), in which ‘practice is a continuous source of data for the 
production of generalizable knowledge, and the knowledge that is produced is used 
to continuously change and improve practice’.(17) One of the foundations of their 
framework is the moral priority on learning, which implies that not only health care 
professionals but also patients ‘have an obligation to contribute to, participate in, 
and otherwise facilitate learning’.(16) 

They derive this obligation from the principle of the common good, as it was defined 
by the political philosopher John Rawls.(18) The common good can be defined as a 
shared good that is beneficial for all or the majority of members from a society. In the 
context of the LHS, this common good is high-quality and accessible health- care. 
Faden and colleagues suggest that as we all have an interest in an adequate health care 
system, we should all be committed to the goal, or common purpose, of maintaining 
and even improving this system.(16) In short, since we all reap the benefits of the 
common good of health care, we should all be committed to the common purpose 
of maintaining or even improving this common good through medical research. 
Notably, the way Faden and colleagues give further content to the norm of common 
purpose echoes our earlier description of pediatric oncology and its emphasis on 
the value of reciprocity in Chapter 5. They assert that the goals of the LHS ‘cannot 
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be reached efficiently without near-universal participation in learning activities, 
through which patients benefit from the past contributions of other patients whose 
information has helped advance knowledge and improve care’ (emphasis added). 
The justification for this norm of common purpose is the ‘reciprocal obligation that 
arises among strangers who occupy the role of patient over time’.(16) That is, patients 
have an obligation to take part in research, in order to reciprocate the benefits that 
they receive through research participation of past patients (as also John Harris has 
argued (19)). This obligation does not have to be directed towards specific others, 
but could be towards a group of others, for example the community of patients, 
based on a general sentiment to help others if you have been helped yourself.(15) 

As both our qualitative study (Chapter 5), and other empirical research has shown,(14) 
parents and older patients realize that they are part of a chain of patients whose 
research participation has increased knowledge and has improved treatments to 
their benefit. Accordingly, pediatric oncology has successfully established a (moral) 
norm of common purpose, which arguably may be one of the contributing factors to 
the high participation rates this field. 

Perspectives on the integration of research and care
In the previous sections, three perspectives on the integration of research and care 
in pediatric oncology can be identified. These three perspectives resemble three 
of the four paradigms of clinical research and research oversight as described by 
Emanuel and Grady,(1) that is ‘Researcher Paternalism’, ‘Regulatory Protectionism’, 
and ‘Participant Access’. As the way research (and care) are conceptualized 
influences what we regard as proper conduct in the research context, insights 
from these paradigms could enhance the current evaluation of the integration 
of research and care in pediatric oncology, and the accompanying themes of 
dependent relationships, voluntary informed consent and ethical oversight. In the 
same paper, Emanuel and Grady define a fourth paradigm or perspective, that of 
collaborative partnership. Although this perspective is only slightly touched upon in  
Chapter 7, I will also discuss this perspective as it can provide additional insights into 
the integration of research and care in pediatric oncology.

In what follows, I will describe each perspective as it is reflected in this thesis, and 
discuss its implications for the moral elevation of the integration of research and care 
in pediatric oncology.

1. Researcher Paternalism
The first perspective on clinical research and research oversight focuses on the 
profession itself and the ability of researchers to decide what is acceptable. It rests 
on the assumption that health care professionals uphold standards of integrity, and 
possess character qualities that make them trustworthy.(1) In pediatric oncology, this 
perspective is exemplified by best available treatment protocols (such as the ALL-10 
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protocol of the Dutch Childhood Oncology Group), which are not always regarded 
as research, and are therefore not always fully reviewed. Also, considering the 
involvement of the treating oncologist in informed consent discussions as acceptable 
under conditions, illustrates this perspective in which the profession is deemed 
able to provide appropriate protection of patients. From this first perspective, the 
integration of research and care and inclusion for research by the treating pediatric 
oncologists do not appear morally problematic, as it is deemed appropriate for 
physicians themselves to be the ones who guide patients and parents in the research 
decision-making process. 

2. Regulatory protectionism
The second perspective on clinical research and research oversight regards research 
as a potentially dangerous activity, which implies that participants are in need of 
protection. Moreover, since researchers generally have conflicting obligations, they 
are not regarded as the appropriate individuals to oversee the interests of patients 
in the context of research.(1) Therefore, external regulation and oversight, with a 
focus on informed consent and independent review, are deemed necessary. As 
regards pediatric oncology, our suggestion that in the current system of ethical 
oversight all best available treatment protocols should be reviewed is part of this 
second perspective. In addition, the recommendation that in general a research 
nurse or independent person should obtain informed consent for pediatric oncology 
protocols, as well as availability of an independent counselor, fits well within the 
idea that external control is important. Seen from this second perspective, research 
and care are and should remain distinct practices. Furthermore, the integration of 
research and care is seen as inherently problematic, due to the different objectives 
of these two activities and the inherent tension between the roles of physician and 
researcher. Moreover, the perspective of regulatory protectionism assumes that 
due to this tension, there will always be a risk of making choices in which children’s 
interests are not prioritized. This entails that, if possible, inclusion within a dependent 
relationship should be prevented. And, if this turns out unworkable, that appropriate 
safeguards should be implemented.

3. Participant Access
The third perspective on clinical research and research oversight takes the starting 
point that research is a potentially beneficial activity rather than a dangerous one. 
Patients themselves are able to determine which risks they consider acceptable to 
obtain a certain chance of benefit as opposed to regulations deciding what is in 
patients’ best interests. As such, this perspective is mostly applicable to therapeutic 
intervention studies.(1) The third perspective is a reaction to the paucity of available 
evidence for many diseases, concurrent high use of off label drugs and limited access 
to safe and effective medication due to regulatory hurdles. In pediatric oncology, this 
perspective is illustrated by the emphasis that is placed on the benefits that research 
can bring, both for current individual patients and for children with cancer in the 
future. Research is regarded as a proper opportunity for treatment, and combining 
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the provision of treatments with research is not only considered acceptable, but 
even preferable as a means to simultaneously provide patients with state-of-the art 
treatment and continuously improve treatments for patients in the future. In addition, 
since the third perspective focuses on what patients, and in our case, also their 
parents, consider important for their health and treatment, the potential influence 
of the treating pediatric oncologist on the decision-making process is not on the 
forefront. If patients or their parents regard a certain study as a potentially valuable 
treatment option, it is less likely that consent was provided due to pressure of the 
dependent relationship. As such, the dependent relationship appears less ethically 
problematic in the context of patient decision-making and voluntary informed 
consent. 

4. Collaborative partnership
In the fourth perspective on clinical research and research oversight, it is 
increasingly recognized that medical research does not occur in isolation, but that 
it is a collaborative, social enterprise that requires the involvement of communities 
in the research process. Also, involvement or active participation of patients is 
put forward as the best means of protection.(1) In patient engagement initiatives 
patients are considered as active partners in the research process.(20) As patient 
involvement in research ’aims to enhance the quality, appropriateness, acceptability 
and relevance of research’,(21) it can be considered as a way to promote and protect 
patients’ interests. Patient engagement (which has been given a variety of different 
names, such as participatory research, PPI, partnership, collaboration) requires that 
patients closely collaborate with researchers, ideally throughout the full cycle of 
research. This means that patients may be involved with agenda setting, formulating 
research questions, developing study designs, participant recruitment, data analysis, 
and publication, dissemination and implementation of study results.(22) I will first 
elaborate on this perspective, both for children in general and for children with 
cancer. Then, I will discuss what this perspective means for the evaluation of the 
integration of research and care in pediatric oncology. 

Engagement of children in research
The call for active involvement of patients has not just focused on adults, but also 
increasingly on children. It is argued that children’s own accounts of and experiences 
with pediatric health care should be included in research, based on the right of the 
child to be listened to. (23) The starting point is that children have unique knowledge 
about themselves and the way they perceive the world, which can provide valuable 
insights for researchers.(24) Key notions are those of partnership and shared decision-
making, to ensure that children are actually listened to rather than merely participating 
in research.(25) Good examples are the Young Person’s Advisory Board from the 
UK Medicines for Children Research Network and the Nuffield Council, which has 
published a report on children and clinical research based on frequent consultations 
with children themselves.(26;27) Several benefits of children’s engagement in 
health research have been proposed, such as improving the relevance of research, 
strengthening its claims to reliability and validity, increasing children’s confidence, 
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and revealing unexpected views and ideas.(24;25) However, the evidence base for 
the actual occurrence of these benefits is poor, in particular for medical research.(25) 
Moreover, engaging children in research may also be accompanied with a variety 
of risks and challenges. A research project may raise unrealistic expectations of 
children, and place unreasonable burdens on them.(28) In addition, it takes a lot 
of time to properly conduct a research project that engages with children, and it is 
difficult to make sure everyone involved is heard.(25) Also, participatory research 
with children runs the risk of pushing adult rules on children, by imposing on them 
pre-defined techniques. Moreover, knowledge gained from children may be used to 
regulate them.(29)

Engagement of children in pediatric oncology research
Especially in a field like pediatric oncology, with children who have a life-threatening 
disease, the way in which patient engagement in research could be materialized is 
not self-evident. The risk of placing unreasonable burdens on children with cancer is 
imminent, as they have they undergo many burdensome treatments, with often severe 
side effects. To protect children with cancer, a valuable option would be to actively 
engage their parents in the research process, and infer from them what their children 
dislike or prefer. However, if children are exclusively considered as vulnerable and in 
need of protection, this may reduce opportunities for active involvement, and even 
reinforce their vulnerable position.(24;30) A suitable approach would be to ‘ask what 
children can bring to the research process’.(24)

Despite existing challenges, incorporating the views of children with cancer in 
research seems a promising way to contribute to the protection of their rights and 
interests.(28) More specifically, based on the fact that children with cancer have 
to undergo intensive and burdensome treatments, often combined with research, 
the question to ask is what children experience as major discomforts and how 
these could be minimized. As adult views and ideas frequently differ from those 
of children,(24) it is important to inquire what children themselves experience as 
burdensome or uncomfortable. Moreover, healthy children have different preferences 
and experiences than severely or chronically ill children. This has been illustrated in 
an interview study with a variety of children, in which only the ill children worried 
about missing out on school, as they already have to miss school on many occasions.
(31) Therefore, generalizations from studies with other groups of children are difficult 
to make,(32) rendering it essential that children with cancer themselves are involved 
in study design, development of information letters, and possibly also dissemination 
of results. Although from the perspective of vulnerability it appears plausible to 
involve children who have finished their treatment (so-called survivors), those still 
undergoing treatments should not be automatically excluded. Their experiences 
and ideas can be valuable as well, and will differ from children who are further in 
the treatment process. Undertaking participatory research with children with cancer 
demands pediatric oncology researchers to employ and develop skills in order to 
(learn to) properly engage with children.(32)
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Implications for the moral evaluation of the integration of research 
and care
The fourth perspective on clinical research provides an interesting approach for 
our main topic of the integration of research and care in pediatric oncology. In line 
with the previous perspective of ‘patient access’, a shift of focus occurs: from the 
power and authority of physicians to the choices and (developing) autonomy of 
children and their parents. Although it is recognized that children are dependent 
and vulnerable, these characteristics are not what completely defines them. In 
this thesis, this perspective is illustrated by our qualitative study, which shows 
that children with cancer and their parents may be less vulnerable than generally 
depicted. Furthermore, they recognize the importance of research, and are highly 
motivated to contribute to the development of new cancer treatments. They feel part 
of a childhood cancer community of which participation in research is considered an 
essential element. 

If research increasingly takes the preferences, experiences and opinions of both 
patients and their parents into account, and research is designed based on what is 
most convenient and less burdensome for families, research will be more aligned 
with their interests. Consequently, it will not necessarily be relevant how a certain 
activity is labeled. Instead, the main demand is that patients and their parents have 
an active role in shaping the different research or care activities, to render these 
optimally beneficial for both current and future patients. 

In addition, due to a decrease in conflicting interests, the dependent relationship 
will become less problematic, even though the pressure on decision making that 
may occur when the treating pediatric oncologists obtains informed consent will not 
necessarily disappear. Moreover, if families have a larger say in the way research 
is conducted, they become more equal to the professionals, which also mitigates 
their dependency. However, as the children and parents who were involved in the 
research process will generally not be the same as those participating in the actual 
study, the patient engagement is not the final solution. Still, it provides a different 
perspective on the integration of research and care, the dependent relationship, and 
the way we regard the status and position of the different persons involved.

Concluding remarks on the different perspectives
Especially the first two perspectives seem inherently conflicting, as the first states 
that oversight and regulation can be left to the pediatric oncology profession itself, 
whereas the second perspective emphasizes external and independent forms of 
regulation. The third and fourth perspectives take an entirely different approach, by 
focusing on patients (and parents) themselves, and what they regard as desirable 
and worthwhile. Because from these perspectives research and care are increasingly 
seen as intimately linked, regulations to protect research participants are regarded 
as obstacles rather than as safety measures.(1)
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However, as Emanuel and Grady emphasize, although the different paradigms are 
illustrative of a certain period in history, they should not be conceived of as four 
distinct periods.(1) This implies that elements of all paradigms can be simultaneously 
present in a certain practice and can coexist, as they do in pediatric oncology. 
However, based on the inherently problematic nature of the integration of research 
and care and accompanying role conflicts, the Researcher Paternalism perspective 
is not ideal. Therefore, involvement of the treating pediatric oncologist in the 
informed consent process is only acceptable under certain conditions. Moreover, 
in general, it is advisable to have an independent person perform the informed 
consent procedure. In addition, external regulation and protection by Research 
Ethics Committees is essential, but the perspective of Regulatory Protectionism 
will not fully resolve the ethical issues associated with the integration of research 
and care. Patient engagement, with its strong focus on what patients and parents 
themselves consider important, could mitigate dilemmas around the integration of 
research and care in pediatric oncology. Thus, the perspective of patient engagement 
combined with the valuable elements of the other perspectives seems preferable to 
optimally safeguard the interests of children with cancer and their families, without 
compromising the conduct of research and advancement of pediatric oncology.

Moreover, patient engagement can be viewed as an essential aspect of the current 
movement towards letting go of the distinction between research and care in 
Learning Health care Systems, which was discussed previously. These systems no 
longer focus on research as separate projects, but aim to establish facilities where 
research is continuously conducted during the provision of care. Participation in 
research is an inherent part of receiving treatment in these systems, and safeguards 
are implemented on a systemic rather than on an individual level. Importantly, 
Learning Health care Systems will only prove acceptable and feasible if patients 
are allocated a considerable and genuine role in deciding what kind of research is 
conducted, how it is conducted and in what way the results are used. 
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Conclusions
This thesis evaluated the challenges and advantages that come with the integration 
of research and care in pediatric oncology. A challenge is that in pediatric oncology 
almost every treatment is connected to one or more research aspects, rendering 
it difficult to disentangle the different activities. Consequently, treating physicians 
are often involved in informed consent procedures and the ones to obtain written 
informed consent, sometimes for studies they have developed themselves. As such, 
many pediatric oncologists have an inherent role conflict of being a clinician and a 
researcher. Moreover, treating pediatric oncologists may have considerable influence 
on the decisions families make regarding research participation. The extent of this 
influence may differ significantly between families, and will probably mainly affect 
voluntary informed consent of parents who are more vulnerable to the influence of 
others, such as physicians. Furthermore, the integration of research and care raises 
challenges for the kind of review and consent that is required, in particular for best 
available treatment protocols. 

A significant advantage of combining research with treatments is that cancer therapy 
has rapidly improved in the past decades, increasing survival rates for children with 
cancer. Advantages of the dependent relationship are that pediatric oncologists 
may have a positive influence on the decision making process, enhancing voluntary 
informed consent. Especially when they are involved with the study in question, 
they possess detailed knowledge, which they can communicate in light of the child’s 
medical situation, and the needs and preferences of the concerning family. Also, 
parents may prefer to receive explanation about a study from a physician they are 
familiar with. In addition, involvement of the treating physician limits the number of 
people that families encounter during the time in the hospital. 

We conclude that although the integration of research and care is in theory 
problematic for voluntary informed consent and ethical review in pediatric oncology, 
in practice it may be acceptable under certain conditions. First, during informed 
consent conversations the voluntary nature of research participation and the right to 
withdraw should be emphasized. Second, in principle an independent person such 
as a research nurse should obtain informed consent for pediatric oncology studies. 
However, in cases where research is part of the treatment or where a physician will be 
better able to explain the research protocol than the research nurse, deviations from 
this rule are conceivable. In that case, he or she should be aware of the potential role 
conflicts and ensure that the child’s interests are safeguarded. Third, independent 
counselors should be appointed to offer guidance in the research decision-making 
process. Fourth, introduction of reconsideration as part of the informed consent 
process may also be helpful to increase voluntary participation. Fifth, the dual nature 
of best available treatment protocols should clearly be communicated to patients 
and their families, including the investigational objective of these protocols. 
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Sixth, despite the research component, it can be considered acceptable that the 
treating pediatric oncologist obtains informed consent for the child’s enrollment, 
because a best available treatment protocol aims to provide patients with best 
current treatment. Seventh, in the current oversight system, best available treatment 
protocols should receive ethical review, to prevent that research elements are 
overlooked. As such, our research project has strived to contribute to the ethically 
sound integration of research and care in pediatric oncology.
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SUMMARY
The large majority of children with cancer participate in medical research. This varies 
from observational studies, to laboratory research on different types of tissue, to drug 
research, to supportive care studies. As such, pediatric oncology is a field where 
treatments are often provided in the research context, thereby integrating research 
with care. This thesis evaluates the challenges and advantages that come with the 
integration of research and care in pediatric oncology. The first part concerns the 
informed consent that parents (and older patients) provide for a child’s research 
participation, and to what extent this can be voluntary in an environment where the 
treating physician is often the one to obtain informed consent for a child’s research 
participation (within a dependent relationship). The second part analyzes whether 
research and care can and should be distinguished, and investigates the implications 
of the integration of research and care for ethical review and the informed consent 
procedure. Hence, the two main themes of this thesis are, ‘Dependent relationships 
and voluntary informed consent’ and ‘The distinction between research and care’.

Part I: Dependent relationships and voluntary informed consent 

Chapters 2, 3 and 4 of this thesis focus on inclusion for medical research within 
a dependent relationship. Within the treating relationship, children with cancer 
together with their parents are dependent on the treating physician for the necessary 
treatments and thereby for the chance of a cure. Due to the integration of research 
and care in pediatric oncology, it is often the case that physicians enroll their own 
patients in research. It is assumed that the situation of dependency may have a 
negative influence on the voluntariness of consent, because patients might not feel 
free to refuse their treating physician performs the informed consent procedure, due 
to concerns regarding consequences for their treatment or the relationship with the 
physician. Since voluntariness is one of the pivotal pillars of informed consent for 
research, it is important to assess whether voluntariness is indeed compromised 
within a dependent relationship, and what kind of safeguards could be valuable to 
implement.

Therefore, Chapter 2 explores which strategies or safeguards for voluntary consent 
in a dependent relationship are mentioned by ethical guidelines for human subjects 
research. From a review of a variety of ethical guidelines, two different approaches 
towards protecting voluntariness of consent when it is obtained by the own treating 
physician were identified, the ‘process approach’ and the ‘content approach’.
The ‘process approach’ focuses on the process within which informed consent is 
obtained and on ways to diminish the physician’s presumed influence during the 
informed consent procedure. The most common form is to have another qualified 
professional, who is independent of the treating relationship, obtain informed consent 
instead of the treating physician (usually a research nurse). Instead, the independent 
person can also function as counselor, who is present during informed consent 
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conversations and is available for questions and advice. The second approach, 
the ‘content approach’ focuses on the information that patients receive during the 
informed consent procedure. The voluntary nature of research participation and the 
right to withdraw should be explicitly addressed towards patients. 
Although both approaches may be able to safeguard voluntariness to a certain 
extent, we argue that both approaches are suboptimal, as the influence of the 
treating physician can never be fully removed. Therefore, we advise to always 
combine these two approaches. At the same time, it is important to realize that 
inclusion for research in a dependent relationship does not entail compromised 
voluntariness. In some cases the own physician may even be in the best position 
to obtain informed consent, for example if the research is the means through which 
treatment is delivered or if a study is too detailed and specialized for research nurses 
to explain. The informed consent can then be signed in the presence of a research 
nurse or an equally qualified colleague.

Chapter 3 describes the results of our qualitative study for which we interviewed a 
variety of actors from pediatric oncology, to explore their experiences with voluntary 
informed consent in a dependent relationship. The study consisted both of group 
interviews (focus groups) and of individual interviews, with pediatric oncologists, 
research coordinators, parents of a child with cancer, and adolescents with cancer. 
The study shows that the dependent relationship between physicians and families 
was seen in three different ways: as a potential negative influence, as having no 
or minimal influence, and as a potential positive influence on voluntary informed 
consent. In addition, three strategies to protect voluntary informed consent in 
a dependent relationship were suggested, two of which are the same as those 
identified in Chapter 2, involving an independent individual and emphasizing the 
voluntary nature of research participation. The third strategy aimed to ensure that 
parents and older patients gain a sense of responsibility by making clear that they 
are the ones in charge. 
We conclude that the dependent relationship between pediatric oncologists, 
patients and parents need not be problematic for, and involvement of the treating 
physician during informed consent may even have a positive impact on voluntary 
informed consent. 

Chapter 4 provides a conceptual analysis of voluntary informed consent in the 
integrated research-care context of pediatric oncology. Two key scenarios are 
identified in which voluntary informed consent for pediatric oncology studies is 
potentially compromised due to the intertwinement of research and care. The 
first scenario is inclusion by the treating pediatric oncologist, which has also been 
addressed more empirically in the first two chapters. The second scenario concerns 
treatments that are only available in the research context. This chapter examines 
whether voluntary informed consent of parents for research is compromised in these 
two scenarios, and if so whether this is also morally problematic, using the conceptual 
account of voluntariness and voluntary consent of Nelson and colleagues. This 
account asserts that consent for research is no longer voluntary when there are 
substantially controlling influences on a person’s decision-making process. 
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There are three types of influences, that is, persuasion, manipulation and coercion, 
with increasing influence on voluntariness. 
We conclude that although the dependent relationship in itself does not constitute 
a controlling influence on voluntary informed consent, it does qualify as a risk factor 
for controlling influence as it defines the conditions within which decisions have to 
be made. In addition, if physicians intentionally frame study related information, this 
is a controlling influence, as it is a form of informational manipulation. In the second 
scenario, protocols with an inherent research component qualify as controlling, since 
the options available to patients and their parents are restricted through manipulation 
of options. None of the substantially controlling influences is morally problematic 
in itself. However, an accumulation of different influences that are each morally 
acceptable could create situations that become morally problematic influences on 
informed consent of parents for their child’s research participation.

Part II: The distinction between research and care
Chapters 5, 6, 7 and 8 take a closer look at the distinction between research and 
care and the ways in which these two activities are intertwined in pediatric oncology. 
As is often mentioned in research (ethics) literature, this integration has contributed 
to major improvements in the treatment of children with cancer in the past decades. 
However, traditionally, research and care have been distinguished, due to their 
different objectives: research aims to develop generalizable knowledge for groups 
of (future) patients, whereas care is concerned with the health and wellbeing of 
individual patients. Combining these two different activities may pose problems, 
in particular with respect to review and consent for protocols that integrate the 
provision of treatment with the conduct of research.

Chapter 5 describes the results of a qualitative study on the experiences of those 
involved in pediatric oncology with the intertwinement of research and care and the 
dual role of pediatric oncologists as researchers and treating physicians. Respondents 
are partly the same as those of Chapter 3. Four themes characterize how these 
respondents experience the intertwinement of research and care in pediatric 
oncology. First, research is considered of major importance to improve the field of 
pediatric oncology, and pediatric oncology professionals convey this message to 
patients and their parents. Second, the pediatric oncologists considered it difficult to 
categorize studies into cancer therapy as either research or treatment. This difficulty 
in particular concerned best available treatment protocols, which are seen as a 
seamless combination of research and care. Third, role conflicts appear within the 
work of the pediatric oncologists, who generally function both as a physician and as 
a researcher. Finally, the various benefits of combining treatment with research are 
emphasized. These benefits include therapeutic benefits for participating patients, 
due to close monitoring, following strict protocol guidelines, and the use of innovative 
interventions, but also benefits for future patients by increasing survival chances and 
minimizing side-effects. Pediatric oncology professionals, parents and patients have 
a very positive outlook on combining research and care, but may not reflect critically 
enough on potential conflicts that arise when research and care are intertwined.  
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Yet, potential conflicts of combining research and care should also receive 
appropriate attention, since managing conflicts between treatment and research is 
only possible if they are recognized as such by relevant actors. 

Chapter 6 further explores the best available treatment protocols that were 
identified in Chapter 5. These protocols form a grey area between research and 
treatment; such protocols are considered state-of-the-art treatment, while these 
are simultaneously designed to evaluate whether the protocol’s modifications of 
previously used treatment regimens have improved survival rates. Recently, two 
Dutch protocols for the treatment of children with Acute Lymphoblastic Leukemia 
(ALL) have been categorized in two different ways, one as research (ALL-11) and the 
other as treatment (ALL-10).  Whereas the two protocols were largely similar, only 
ALL-11 received full ethics review by a Research Ethics Committee.
To explore whether the distinction between research and care in pediatric oncology 
is morally relevant, we applied several characteristics of research to the ALL-
10 and 11 protocols. First, the goal of producing generalizable knowledge on ALL 
treatment and the advancement of therapy for children with ALL is clearly present 
in both protocols. However, the protocols are also developed to provide state-of-
the-art treatment for patients with ALL. Second, to achieve the aim of producing 
generalizable knowledge and improve ALL treatments systematic collection of 
data is performed in both protocols. Third, the two protocols contain modifications 
compared to previous protocols that produce potentially high and uncertain risks. 
Fourth, due to the addition of several research studies, both protocols involve 
burdens and risks unrelated to the treatment that children with ALL receive. Finally, 
both ALL-10 and ALL-11 provide treatment to patients according to detailed protocols 
and thereby satisfy the fifth characteristic of research. However, protocol-controlled 
treatment is very common in pediatric oncology and has been shown to be beneficial 
to individual patients. 
Thus, even though research and treatment are being combined for the benefit of 
the individual and groups of patients, both ALL-protocols should now be regarded 
as research protocols since they satisfy five characteristics of research. Yet, in the 
future it remains to be discussed how to review hybrid protocols that integrate a 
research goal with the objective of providing individual patients with best current 
treatment. A change in both research ethics regulation and oversight of conventional 
care is needed.

Chapter 7 takes up the challenge from the conclusions of Chapter 6 by examining 
appropriate review and consent procedures for best available treatment protocols. 
These protocols contribute to the depiction of pediatric oncology as a so-called 
Learning Health care System (LHS), a system in which research is considered an 
essential means to continuously improve the practice of care. Since best available 
treatment protocols are hybrid protocols, they always contain research elements, 
even if the main goal of these protocols is to treat children diagnosed with cancer. As 
long as oversight systems do not sufficiently embed hybrid protocols, it seems best 
to qualify these studies as research. 
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This classification will prevent that research elements in treatment protocols will be 
overlooked and will ensure that patients understand the research components. In 
theory, however, risk-adapted approaches may be adopted in order to determine 
the level of review needed, for example by applying less stringent rules for 
ethical review of these protocols if risks are minimal. Another ethical challenge is 
the informed consent process for hybrid protocols, (as was already introduced in  
Chapter 4) since children and their parents cannot meaningfully opt out of best 
available treatment protocols. Physicians are usually reluctant to provide patients with 
the treatment of the previous protocol as it is considered outdated. Compromises to 
voluntary informed consent cannot be easily mitigated. But they may be considered 
as acceptable, when the social value of the research is compelling, and the study 
is the best available medical alternative for the child. At the same time, the level of 
understanding of best available treatment protocols can be improved. If there were 
regulatory oversight for hybrid protocols, physicians might use an integrated form of 
consent. They might explain that on the one hand the treatment is considered the 
best available alternative according to the medical professional standard, but on the 
other hand may be relatively uncertain.
Since research elements are embedded in the treatment of patients, even in 
protocols that are predominantly care-orientated, oversight systems may want to 
accommodate for protocols that involve minimal risk and to require transparency 
about the sometimes inextricable intertwinement of research and care in pediatric 
oncology.

Chapter 8 is based on the three previous chapters and provides ethical guidance for 
pediatric oncology professionals and Research Ethics Committees with respect to 
best available treatment protocols. It consists of three recommendations. 
First, pediatric oncologists should clarify to patients and their families that the 
research component of the protocol is an inherent part of receiving treatment. 
They should explain that best available treatment protocols combine treatment 
and scientific goals, and clarify what is novel or changed to the prior best available 
treatment. Second, despite the research component, it may be acceptable for 
the child’s treating pediatric oncologist to obtain informed consent instead of an 
independent physician, because of the treatment context in which the protocols are 
offered. Third, pediatric oncology professionals should recognize that best available 
treatment protocols with research elements need ethical review. Research Ethics 
Committees should learn to discern this type of protocols as special cases, should 
be aware that treatment protocols may contain research elements, and should be 
prepared to review these protocols.

Finally, Chapter 9 is the General Discussion and provides an overview of the findings 
from this thesis. Here, several perspectives on medical research and research 
oversight are used to further morally evaluate the integration of research and care 
in pediatric oncology. These perspectives are ‘Researcher Paternalism’, ‘Regulatory 
Protectionism’, ‘Participant Access’, and ‘Collaborative Partnership’. Especially the 
first two perspectives seem inherently conflicting, as the first states that oversight and 
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regulation can be left to the pediatric oncology profession itself, whereas the second 
perspective emphasizes external and independent forms of regulation. However, it 
is important to keep in mind that elements of all perspectives can be simultaneously 
present in a certain practice, as they do in pediatric oncology. The third and fourth 
perspectives take an entirely different approach, by focusing on patients (and 
parents) themselves, and what they regard as desirable and worthwhile. Because 
from these perspectives research and care are increasingly seen as intimately linked, 
regulations to protect research participants are regarded as obstacles rather than 
as safety measures. Collaborative partnership, which takes patient engagement as 
the starting point, could mitigate dilemmas around the integration of research and 
care in pediatric oncology, due to its strong focus on what patients and parents 
themselves consider important. Consequently, a shift of focus occurs: from the power 
and authority of physicians to the choices and (developing) autonomy of children and 
their parents. Although it is recognized that children are dependent and vulnerable, 
these characteristics are not what completely defines them. I conclude that the 
perspective of patient engagement combined with the valuable elements of the 
other perspectives seems preferable to optimally safeguard the interests of children 
with cancer and their families, without compromising the conduct of research and 
advancement of pediatric oncology.

As such, our research project has strived to contribute to the ethically sound 
integration of research and care in pediatric oncology.
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SAMENVATTING
Het merendeel van de kinderen met kanker neemt deel aan medisch-
wetenschappelijk onderzoek. Dit varieert van observationele studies, tot laboratorium  
onderzoek met weefsel zoals bloed of beenmerg, tot geneesmiddelenonderzoek 
en studies naar ondersteunde zorg. Dit betekent dat behandelingen vaak worden 
aangeboden in een onderzoekscontext, waardoor zorg en onderzoek vermengd 
raken. Dit proefschrift biedt een morele evaluatie van de uitdagingen en voordelen 
van de vermenging van zorg en onderzoek zoals die plaatsvindt in de kinderoncologie. 
Het eerste deel richt zich op de geïnformeerde toestemming (ook wel ‘informed 
consent’) die ouders (en oudere patiënten) geven voor de deelname van kinderen 
aan onderzoek, en bekijkt in hoeverre deze toestemming vrijwillig is en kan zijn in 
een omgeving waar de behandelend arts vaak degene is die toestemming vraagt 
voor deelname van het kind (dus, binnen een afhankelijkheidsrelatie). In het tweede 
deel wordt geanalyseerd in hoeverre zorg en onderzoek gescheiden kunnen en 
moeten worden. Ook worden de gevolgen onderzocht voor ethische toetsing 
en voor de toestemmingsprocedure van protocollen waarin zorg en onderzoek 
volledig geïntegreerd lijken. De twee hoofdthema’s van dit proefschrift zijn dus 
‘Afhankelijkheidsrelaties en vrijwillige toestemming’ en ‘Het onderscheid tussen 
zorg en onderzoek’. 

Deel I: Afhankelijkheidsrelaties en vrijwillige toestemming
Hoofdstukken 2, 3 en 4 van dit proefschrift gaan over de situatie waarin patiënten 
in onderzoek worden geïncludeerd binnen de afhankelijkheidsrelatie die zij hebben 
met hun arts. Kinderen met kanker en hun ouders zijn binnen de behandelrelatie 
afhankelijk van hun arts voor het verkrijgen van de nodige behandelingen en 
voor de kans op genezing. Als gevolg van de vermenging van zorg en onderzoek 
in de kinderoncologie, is het vaak zo dat artsen hun eigen patiënten includeren 
in onderzoek. Meestal wordt aangenomen dat inclusie binnen een situatie van 
afhankelijkheid aan de kant van de patiënt een negatieve invloed heeft op de 
vrijwilligheid van de door de patiënt gegeven toestemming voor deelname aan 
onderzoek. Dit omdat patiënten zich wellicht niet vrij voelen om toestemming te 
weigeren tegenover hun eigen behandelend arts, omdat ze bang zijn dat dit 
gevolgen heeft voor de onderlinge relatie of voor hun behandeling. Aangezien 
vrijwilligheid een van de kerncomponenten is van geïnformeerde toestemming, is 
het van belang om te onderzoeken of vrijwilligheid inderdaad onder druk staat in 
een afhankelijkheidsrelatie, en wat voor waarborgen ingebouwd zouden moeten 
worden. 

Hoofdstuk 2 kijkt naar de manier waarop ethische richtlijnen voor medisch-
wetenschappelijk onderzoek met mensen proberen de vrijwilligheid van toestemming  
te beschermen, als deze toestemming binnen een afhankelijkheidsrelatie gegeven 
wordt. In deze richtlijnen vonden we twee verschillende benaderingen ten 
aanzien van het beschermen van de vrijwilligheid, de ‘procesbenadering’ en de 
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‘inhoudsbenadering’. De procesbenadering richt zich, zoals de naam al zegt, op 
het proces waarbinnen toestemming wordt gevraagd, en daarbij op manieren 
waarop de invloed van de behandelend arts op deze toestemming verkleind 
kan worden. Meestal houdt dit in dat iemand anders dan de behandelend arts 
toestemming vraagt voor deelname aan onderzoek (dit is dan vaak een research 
verpleegkundige). Deze persoon dient volledig onafhankelijk te zijn van de 
behandelrelatie met de patiënt. Deze onafhankelijke persoon kan ook aanwezig zijn 
tijdens de toestemmingprocedure, als een soort counselor, en beschikbaar zijn voor 
vragen en advies.
De tweede benadering, de inhoudsbenadering, gaat over de informatie die 
patiënten ontvangen tijdens de toestemmingprocedure. Er moet benadrukt worden 
dat deelname aan onderzoek alleen geldig is als het vrijwillig is en dat patiënten 
altijd het recht hebben om hun deelname weer in te trekken.
Ook al kunnen beide benaderingen gedeeltelijk waarborgen dat patiënten ook 
binnen een afhankelijkheidsrelatie vrijwillige toestemming geven, dan nog zijn 
beide benaderingen niet optimaal, omdat de invloed van de behandelend arts 
aanwezig blijft. Daarom raden we aan om beide benaderingen altijd te combineren. 
Tegelijkertijd moeten we ons realiseren dat inclusie voor onderzoek binnen een 
afhankelijkheidsrelatie niet noodzakelijkerwijs de vrijwilligheid van de toestemming 
aantast. De behandelend arts zou in sommige situaties wellicht  zelfs de aangewezen 
persoon kunnen zijn om toestemming voor onderzoek te vragen. Bijvoorbeeld als 
onderzoek de vorm is waarin de behandeling wordt aangeboden, of als een studie te 
gedetailleerd en specialistisch is voor research verpleegkundigen om uit te leggen. 
Het daadwerkelijke tekenen van de toestemmingsformulieren kan dan echter wel 
het beste worden gedaan in het bijzijn van een research verpleegkundige.

In Hoofdstuk 3 worden de resultaten beschreven van onze kwalitatieve studie 
met verschillende betrokkenen uit de wereld van de kinderoncologie naar hun 
ervaringen met vrijwillige toestemming binnen een afhankelijkheidsrelatie. De studie 
maakte zowel gebruik van groep interviews (focusgroepen) als van individuele 
interviews, met kinderoncologen, research coördinatoren, ouders van een kind met 
kanker en jongeren met kanker. De studie laat zien dat de afhankelijkheidsrelatie 
op drie verschillende manieren werd ervaren: als een potentieel negatieve invloed 
op vrijwillige toestemming, als iets dat heel weinig tot geen invloed heeft op de 
vrijwilligheid en als een potentieel positieve invloed.
Daarnaast werden er drie manieren geopperd om vrijwilligheid binnen een 
afhankelijkheidsrelatie te beschermen. Twee daarvan waren dezelfde als die 
besproken zijn in Hoofdstuk 2, namelijk de betrokkenheid van een onafhankelijke 
professional, en het benadrukken van de vrijwilligheid van deelname aan onderzoek. 
De derde strategie had tot doel om ouders en oudere kinderen duidelijk te maken 
dat zij degene zijn die de regie hebben en de keuzes maken (‘empowerment’). 
We concluderen dat de afhankelijkheidsrelatie tussen kinderoncologen, patiënten 
en ouders geen problematische invloed hoeft te hebben op vrijwillige toestemming, 
en dat betrokkenheid van de eigen arts zelfs een positieve invloed kan hebben op 
de toestemmingsprocedure.
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Hoofdstuk 4 geeft vervolgens een conceptuele analyse van vrijwillige toestemming 
in de context van de kinderoncologie en de vermenging van zorg en onderzoek die 
daar plaatsvindt. Er worden twee scenario’s beschreven waarin de vrijwilligheid van 
toestemming van ouders voor de onderzoeksdeelname van hun kind onder druk 
staat vanwege de vermenging van zorg en onderzoek. Het eerste scenario behelst 
inclusie voor onderzoek door de behandelend arts (wat in de vorige hoofstukken al 
bekeken is vanuit empirisch perspectief). Het tweede scenario betreft behandelingen 
die alleen in een onderzoekscontext aangeboden worden.
In dit hoofdstuk bepalen we of de vrijwilligheid van de toestemming van ouders 
negatief beïnvloed wordt in deze twee scenario’s, en zo ja, of dit dan ook moreel 
problematisch is. Hierbij maken we gebruik van de invulling die Nelson en collega’s 
hebben gegeven aan vrijwilligheid en vrijwillige toestemming, die stelt dat 
toestemming voor onderzoek niet meer als vrijwillig kan worden gezien zodra er 
invloeden zijn die ‘substantieel controlerend zijn’. Ze onderscheiden drie vormen 
van invloeden, namelijk overtuigen, manipuleren en dwingen, die in oplopende 
mate controlerend zijn.
We concluderen dat  de afhankelijkheidsrelatie op zichzelf geen controlerende 
invloed op vrijwillige toestemming heeft, maar dat het wel een risicofactor is, omdat 
het de omstandigheden definieert waarbinnen ouders keuzes moeten maken. Als 
artsen met opzet de informatie over een studie op een bepaalde manier verwoorden 
(‘framen’) vormt dit ook een controlerende invloed, omdat de informatie dan 
gemanipuleerd wordt. In het tweede scenario worden behandelprotocollen met een 
ingebouwde onderzoekscomponent  gedefinieerd als controlerend, omdat hierin 
de mogelijke opties waaruit ouders kunnen kiezen beperkt worden (en daarbij is 
het een vorm van manipulatie). Geen van de invloeden die als controlerend worden 
beschouwd zijn op zichzelf moreel problematisch. Echter, als er tegelijkertijd 
op meerdere manieren invloed wordt uitgeoefend op de keuze van ouders voor 
onderzoeksdeelname van hun kind kan dit problematisch worden.

Deel II: Het onderscheid tussen zorg en onderzoek
Hoofdstukken 5, 6, 7 en 8 bieden een nadere bestudering van het onderscheid 
tussen zorg en onderzoek en de manieren waarop deze twee activiteiten 
geïntegreerd zijn in de kinderoncologie. In de literatuur wordt er vaak op gewezen 
dat deze vermenging heeft bijgedragen aan de vooruitgang die de kinderoncologie 
de afgelopen decennia heeft geboekt in de genezing van kinderen met kanker. Van 
oudsher worden onderzoek en zorg echter beschouwd als twee aparte domeinen, 
vanwege het feit dat ze twee verschillende doelen nastreven: onderzoek heeft tot 
doel om generaliseerbare kennis te ontwikkelen voor groepen van (toekomstige) 
patiënten, terwijl zorg zich richt op de gezondheid en het welzijn van individuele 
patiënten. Indien beiden toch gecombineerd worden, zorgt dit voor ethische vragen, 
met name op het gebied van toetsing van en toestemming voor protocollen die het 
geven van zorg integreren met het doen van onderzoek.



nederlandse samenvatting

171

Hoofdstuk 5 beschrijft de resultaten van onze kwalitatieve studie naar de 
ervaringen van betrokkenen uit de kinderoncologie met de vermenging van zorg en 
onderzoek, en met de dubbele rol van arts-onderzoeker die veel kinderoncologen 
hebben. Deelnemers aan deze studie zijn deels hetzelfde als die van Hoofdstuk 3. 
Vier thema’s laten zien hoe de vermenging van zorg en onderzoek in de praktijk 
ervaren worden. Ten eerste, onderzoek wordt gezien als essentieel voor het 
verbeteren van de kinderoncologische praktijk, en deze boodschap wordt ook 
actief uitgedragen door kinderoncologen, naar ouders en kinderen. Ten tweede 
bleek dat kinderoncologen het lastig vinden om studies nar antikankermedicijnen 
te classificeren als zorg of onderzoek. Dit geldt met name voor zogenaamde ‘best 
available treatment’ protocollen, die worden gezien als volledige integratie van zorg 
en onderzoek. Ten derde, omdat kinderoncologen over het algemeen zowel arts als 
onderzoeker zijn, treden er op verschillende momenten rolconflicten op in hun werk. 
Tenslotte wordt er nadruk gelegd op de voordelen die het combineren van zorg en 
onderzoek kan brengen. Deze voordelen zijn deels therapeutisch van aard, door de 
strikte monitoring die onderdeel is van onderzoek, het geprotocolleerd handelen, 
en het toepassen van innovatieve behandelingen, maar ook de voordelen voor 
toekomstige patiënten worden benadrukt.
Zowel professionals in de kinderoncologie als kinderen en hun ouders hebben een 
positieve kijk op het combineren van onderzoek en behandeling, maar hierdoor 
dreigt het gevaar dat eventuele belangen conflicten die kunnen ontstaan niet 
voldoende aandacht krijgen. Het is dus belangrijk om het bewustzijn van mogelijke 
nadelen van de vermenging van zorg en onderzoek te vergroten, om hiermee de 
belangen van patiënten te beschermen. 

In Hoofdstuk 6 gaan we dieper in op de ‘best available treatment’ protocollen die 
beschreven worden in Hoofdstuk 5. Deze protocollen vormen een grijs gebied 
tussen zorg en onderzoek, aangezien ze beschouwd worden als ‘state-of-the-art’ 
behandeling, maar tegelijkertijd ontworpen zijn om te evalueren of een nieuw protocol 
een verbetering inhoudt ten opzichte van voorgaande protocollen. Onlangs zijn twee 
opeenvolgende Nederlandse protocollen voor de behandeling van kinderen met 
Acute Lymfatische Leukemie (ALL) op twee verschillende manieren geclassificeerd: 
ALL-10 werd gezien als standaardbehandeling en ALL-11 als onderzoek, terwijl beide 
protocollen voor een groot deel overeenkomen. Eerstgenoemde werd niet getoetst 
door een Medisch Ethische Toetsingscommissie (METC) en de andere wel. Om te 
onderzoeken of het onderscheid tussen zorg en onderzoek moreel relevant is in de 
kinderoncologie hebben we een aantal kenmerken van onderzoek toegepast op 
deze twee protocollen.
Ten eerste blijkt dat beide protocollen duidelijk tot doel hebben om generaliseerbare 
kennis te ontwikkelen over de behandeling van ALL en het verbeteren van de 
bestaande behandelingen. Echter, ze zijn ook ontwikkeld om de beste behandeling 
te bieden aan patiënten die op dit moment ALL hebben. Ten tweede, om 
wetenschappelijke kennis op te kunnen leveren, wordt er bij beide protocollen 
gebruik gemaakt van de systematische verzameling en opslag van data. Ten derde, 
beide protocollen zijn zodanig gewijzigd ten opzichte van voorgaande protocollen, 
dat hierdoor onzekerheid ontstaat over de omvang en ernst van de risico’s die 
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patiënten lopen als gevolg van de behandeling. Ten vierde, het toevoegen van 
extra studies aan de protocollen zorgt voor belasting en risico’s die niet gerelateerd 
zijn aan de behandeling die patiënten met leukemie krijgen. Tenslotte is het zo dat 
behandeling volgens ALL-10 en ALL-11 strikt geprotocolleerd verloopt, wat het vijfde 
kenmerk van onderzoek is. Deze manier van behandelen is echter zeer gangbaar 
in de kinderoncologie en er is zelfs aangetoond dat dit voordelig kan zijn voor de 
behandeling van patiënten. 
Beide ALL-protocollen bevatten algemene kenmerken van wetenschappelijk 
onderzoek. Tegelijkertijd voldoen ze ook aan het doel om de best mogelijke 
behandeling te bieden aan patiënten. Er is dus nog zeker discussie nodig over de 
vraag hoe dergelijke ‘hybride’ protocollen getoetst moeten worden.

Hier gaat Hoofdstuk 7 dieper op in. In dit hoofdstuk onderzoeken we welke 
toetsings- en toestemmingsprocedures het meest geschikt zijn voor best 
available treatment protocollen. Deze protocollen zijn een van de redenen dat 
de kinderoncologie beschouwd wordt als een zogenaamd ‘Learning Health care 
System’ (LHS). Dit is een gezondheidszorgsysteem waarin onderzoek gezien wordt 
als een belangrijk middel om de bestaande zorgpraktijk continu te verbeteren. 
Aangezien best available treatment protocollen hybride protocollen zijn, bevatten 
ze altijd onderzoekselementen, ook als het belangrijkste doel is om behandeling 
te bieden aan kinderen met kanker. Daarom is het logisch om deze protocollen 
te categoriseren als onderzoek en altijd te laten toetsen door METC’s, in ieder 
geval zolang ons systeem van toezicht en toetsing niet is toegerust om hybride 
protocollen op een aparte wijze te toetsen. Door best available treatment protocollen 
als onderzoek te beschouwen wordt voorkomen dat onderzoekselementen van 
protocollen over het hoofd worden gezien en wordt ervoor gezorgd dat patiënten de 
onderzoekscomponent herkennen. Puur theoretisch gezien zou toetsing afhankelijk 
kunnen worden gemaakt van het risiconiveau, bijvoorbeeld door minder strenge 
eisen voor monitoring te stellen aan protocollen met een minimaal risico.
Een ander belangrijk aspect is de toestemmingprocedure voor hybride protocollen, 
zoals deze ook al deels aan bod kwam in Hoofdstuk 4, en in het bijzonder de 
vrijwilligheid van de toestemming die ouders geven om hun kind deel te laten nemen 
aan een dergelijk protocol. Artsen zijn over het algemeen terughoudend in het 
aanbieden van de behandeling zoals die in een voorgaand protocol werd gegeven, 
omdat die als verouderd wordt gezien zodra het nieuwe protocol geïntroduceerd 
is. Problemen ten aanzien van vrijwillige toestemming kunnen dus niet eenvoudig 
opgelost worden. We zouden het echter als acceptabel kunnen beschouwen dat 
toestemming niet volledig vrijwillig is,  onder voorwaarde dat de relevantie van het 
onderzoek zeer groot is, en de studie het best beschikbare medische alternatief 
biedt voor kinderen met kanker. Wel kan het begrip van best available treatment 
protocollen vergroot worden bij ouders, door expliciet te maken dat het protocol 
door de beroepsgroep gezien wordt als de beste behandelingsoptie, maar dat er 
ook onzekerheden over bestaan die nog onderzocht moeten worden. 
Aangezien onderzoek en zorg in hybride protocollen geïntegreerd zijn, ook in 
protocollen die in eerste instantie vooral zorg lijken te bieden, moet ons systeem 
van toezicht zich richten op differentiatie naar risiconiveau. 
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Daarnaast is het belangrijk dat betrokken professionals transparant zijn over het feit 
dat behandelingen in de kinderoncologie soms onlosmakelijk verbonden zijn met 
een vorm van onderzoek. 

Hoofdstuk 8 is gebaseerd op de drie voorgaande hoofdstukken en biedt een 
leidraad voor professionals in de kinderoncologie en voor Medisch Ethische 
Toetsingscommissies ten aanzien van best available treatment protocollen, in de 
vorm van drie aanbevelingen.
Ten eerste moeten kinderoncologen aan patiënten en hun ouders duidelijk maken 
dat de onderzoekscomponent onlosmakelijk verbonden is met het krijgen van een 
behandeling. Ze moeten dus uitleggen dat best available treatment protocollen 
wetenschappelijke en behandeldoelen combineren, en aangeven wat er nieuw of 
anders is ten opzichte van het voorgaande protocol en waarom. Ten tweede, het kan 
voor dergelijke protocollen aanvaardbaar zijn dat de behandelend arts het protocol 
uitlegt en toestemming vraagt voor deelname van het kind, omdat deze protocollen 
worden aangeboden in een behandelsetting. Ten derde, het is belangrijk dat 
kinderoncologen de onderzoeksaspecten van best available treatment protocollen 
herkennen, en erkennen dat toetsing door een METC geboden is. Dit geldt ook voor 
METC’s en zij moeten daarnaast toegerust zijn om dergelijke protocollen te toetsen.

Hoofstuk 9 tenslotte, is de Algemene Discussie van dit proefschrift en biedt 
een overzicht van de verschillende bevindingen die hierin naar voren komen. 
Verschillende perspectieven op medisch-wetenschappelijk onderzoek en ethische 
toetsing komen hier aan bod, om daarmee de vermenging van zorg en onderzoek in 
de kinderoncologie verder moreel te evalueren.
Deze perspectieven zijn ‘Paternalisme van onderzoekers’, ‘Bescherming door 
regulering’, ‘Toegang tot medicijnen’, en ‘Samenwerkingsverbanden’. Vooral de 
eerste twee perspectieven lijken niet goed samen te gaan, aangezien de eerste 
ervan uit gaat dat de kinderoncologische beroepsgroep autonoom is in het stellen en 
controleren van regels, terwijl de tweede juist het belang van extern en onafhankelijk 
toezicht benadrukt. Het een sluit het ander echter niet uit, aangezien elementen van 
alle perspectieven naast elkaar kunnen bestaan in een en dezelfde praktijk. Het 
derde en vierde perspectief gooien het over een andere boeg, en richten zich op 
patiënten (en ouders) zelf, en op wat zij als belangrijk en waardevol beschouwen. 
Vanuit beide perspectieven worden onderzoek en zorg als twee nauw verweven 
praktijken gezien en hierbij worden van bovenaf opgelegde maatregelen om 
patiënten te beschermen gezien als overbodig. Het actief betrekken van patiënten 
en hun families bij het ontwikkelen en uitvoeren van onderzoek zou dilemma’s van 
de vermenging van zorg en onderzoek kunnen verminderen, vanwege de focus op 
wat mensen zelf van waarde achten.  Dit biedt een hele andere benadering, namelijk 
uitgaande van de keuzes en autonomie van patiënten/ouders in plaats van de macht 
en autoriteit van artsen en METC’s. Hoewel nog steeds erkend wordt dat kinderen 
en hun ouders in een afhankelijke positie (kunnen) zitten en daardoor kwetsbaar 
zijn, zijn dit niet de kenmerken die hen definiëren. 
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Het combineren van actieve betrokkenheid van kinderen met kanker en hun ouders 
met de waarborgen van de andere perspectieven lijkt daarmee de beste manier om 
de belangen van ouders en kinderen te beschermen, zonder belangrijk onderzoek 
in de kinderoncologie tegen te houden.

Op deze manier heeft dit proefschrift gepoogd een bijdrage te leveren aan een 
ethische verantwoorde manier van het integreren van zorg en onderzoek in de 
kinderoncologie.
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DANKWOORD
Na ruim 3 jaar onderzoek doen, lezen, schrijven, overleggen, nog meer lezen,  
schrijven, en herschrijven, is het nu dan toch klaar! Een heel bijzonder gevoel, iets 
wat ik me bijna niet voor kon stellen toen ik net begonnen was. 

En dan is nu ook het mooie moment gekomen dat ik alle mensen mag bedanken die 
mij gedurende die tijd geholpen en gesteund hebben. 

Om te beginnen wil ik mijn promotor en copromotor bedanken, die vanaf het 
allereerste begin heel nauw betrokken waren bij het opstarten en uitvoeren van 
mijn promotieonderzoek.

Geachte prof. dr. Van Delden, beste Hans, vanaf het moment dat ik werd aangenomen 
als docent heb je vertrouwen in me gehad, en heb je me de kans gegeven om mezelf 
te ontwikkelen. Toen ik een jaar later begon met promoveren, wist je altijd de grote 
lijnen te bewaken en de juiste vragen te stellen. Ik wil je bedanken voor de prettige 
samenwerking en alles wat ik van je heb geleerd. Dat je fervent Ajax-supporter bent, 
zie ik voor nu even door de vingers.

Geachte dr. van der Graaf, beste Rieke, ik waardeer enorm je betrokkenheid en je 
uitgebreide feedback. Ook heel veel dank voor je eindeloze geduld om alles precies 
zo op papier te krijgen als we het bedoelden. Jouw begeleiding en interessante 
ideeën hebben een grote bijdrage geleverd aan mijn ontwikkeling als onderzoeker. 

Daarnaast wil ik de volgende personen bedanken die inhoudelijk betrokken zijn 
geweest bij dit proefschrift.

Marijke, je hebt me veel geleerd over het uitvoeren en analyseren van kwalitatief 
onderzoek. Je expertise op dit gebied heeft geholpen recht te doen aan de 
ervaringen van onze respondenten in de interviews en focusgroepen.

Martine, je enthousiasme om mee te denken  en te schrijven werkte aanstekelijk.  
Je originele ideeën hebben enkele papers naar een hoger plan weten te tillen.

Marc en Michel, jullie hebben me wegwijs gemaakt in de wereld van de 
kinderoncologie, waar ik bij aanvang van mijn onderzoek nog weinig van af wist. 
Jullie ervaringen en suggesties hebben een grote bijdrage geleverd aan het helder 
uiteenzetten van mijn ideeën.

Netteke en Auke, jullie hebben allebei bijgedragen aan het tot stand komen van een 
van de artikelen gebaseerd op mijn kwalitatieve onderzoek. Hierdoor bleven mijn 
resultaten dichtbij de praktijk.
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De leden van de beoordelingscommissie, prof. dr. C.K. van der Ent, prof. dr. R. 
Pieters, prof. dr. M.H.N. Schermer,  prof. dr. N.M. Wulffraat en prof. dr. E. van Leeuwen. 
Bedankt voor het bestuderen en beoordelen van mijn proefschrift.

Ook veel dank aan al mijn collega’s van Medical Humanities, voor jullie feedback 
tijdens Journalclubs, en jullie bereidheid om vragen te beantwoorden of tips te 
geven.

In het bijzonder wil ik Heinie bedanken, voor al je hulp en ondersteuning. Geweldig dat 
je altijd tijd vrij kon en wilde maken en bereid was mee te denken over oplossingen.

Verder wil ik alle deelnemers aan de focusgroepen en interviews bedanken, voor 
hun tijd en inzet. Alle kinderoncologen, research coördinatoren, en METC leden, die 
mij inzicht gaven in jullie manier van werken en de problemen waar jullie tegenaan 
lopen. En in het bijzonder bedank ik alle ouders en kinderen, die bereid waren om 
tijd vrij te maken voor mij en mijn onderzoek, en dat middenin zo’n heftige en intense 
periode van hun leven.

Of course, many thanks to my Brocher brothers and sisters, with whom I spent 
two great months at the lake of Geneva and who made my stay there an amazing, 
inspiring and joyful experience.

Ook heb ik tijdens mijn promotieonderzoek veel steun gehad aan en gezelligheid 
beleefd met een grote groep mede-promovendi.

Allereerst natuurlijk mijn oude kamer 6.101: Anoukh, Maaike, Maarten, Manon, Noor, 
Sophie en Willemijn, en daarnaast de jongens Floriaan, Julien, Stavros en Wouter.
Ik heb heel erg gewaardeerd hoe ik meteen een volwaardig lid was van de groep die 
jullie hadden gevormd, en meteen betrokken werd bij alle verhalen en activiteiten. 
Ik denk met een goed gevoel terug aan het samen lunchen en alle leuke dingen die 
we hebben gedaan, zoals de Bob Ross schildercursus, de kookworkshop en het 
bezoekje aan de Twentse boerderij. Ik hoop dat we dit in de toekomst voort zullen 
zetten!

Noor en Sophie, oude AIO en grote AIO, met jullie heb ik nog veel langer op de 
kamer gezeten. Ik heb veel aan jullie gehad en ben blij dat ik een groot deel van mijn 
promotie met jullie heb meegemaakt. Nu ben ik geen kleine AIO meer!

Alle andere promovendi van onze MH afdeling, Indira, Lisa, Marieke, Menno, 
Michelle, Roel, Sarah en Shona. Ik vond het erg leuk dat we tijdens de jaren dat ik 
promoveerde een steeds grotere groep werden. Veel dank, zowel voor advies over 
papers tijdens ons maandelijkse overleg, als voor de goede en vaak ook hilarische 
gesprekken tijdens de vrijdagmiddagborrels.
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De medepromovendi in het van Geuns gebouw, Jaike, Jolien, Kim, en Nini, en in 
het bijzonder mijn kamergenootjes Eva en Hanneke. Het was fijn om met jullie te 
kunnen praten, wandelingen te maken tijdens de lunch, uiteten te gaan en natuurlijk 
bokbiertjes te drinken.

Daarnaast wil ik een aantal mensen uit mijn privéleven bedanken.

Mijn jaarclub Fever, die alweer meer dan 12 jaar bij elkaar is. Caro, Dewi, Elles, Julia, 
Lisetje, Lisette, Loes, Mareije, Pleunie, Sandra en Saryne. Fijn dat we elkaar nog 
steeds regelmatig zien en dat we ook in alle nieuwe fases die het leven in petto 
heeft contact blijven houden. 
Juul, ook jij zit natuurlijk in de jaarclub, maar wij kennen elkaar al vanaf de kleuterklas. 
Als mijn ‘oudste’ vriendinnetje verdien jij een aparte vermelding. Ook al woon je 
al een tijdje in allerlei buitenlanden, we blijven gelukkig op de hoogte van elkaars 
leven. 

Natuurlijk alle Maas en Waalse matties, voor de gezellige feestjes (met of zonder 
verkleden), etentjes, het weekendje weg dat reeds een traditie geworden is, en 
natuurlijk de vele semantische discussies.

Marieke, we kunnen goed over allerlei aspecten van het leven praten en denken 
over veel dingen hetzelfde. Ook nu je samen met Berend jullie lieve Pim hebben, 
blijven we elkaar zien, om vissticks te eten, of een mooie wandeling te maken.

Mijn speciale dank gaat uit naar mijn twee paranimfen!
Saar, we leerden elkaar kennen in de brugklas, en zijn elkaar nooit meer uit het oog 
verloren. Je kent en begrijpt me goed en weet op de juiste momenten de rust te 
bewaren.

Juud, vanaf het begin dat we elkaar leerden kennen zat het goed. We kunnen alles 
met elkaar bespreken, hebben dezelfde humor en vullen elkaar goed aan. Jouw 
steun, niet alleen bij het regelen van mijn verdediging, maar ook tijdens mijn hele 
promotietraject is goud waard.

Wiel, ontzettend bedankt voor het ontwerpen van mijn proefschrift, samen hebben 
we iets gemaakt waar ik ontzettend trots op kan zijn.

Mijn schoonfamilie, Thijs, Louise, Teijn en Caitlin, ik voel me altijd zeer welkom en 
waardeer het zeer hoe jullie me hebben opgenomen in jullie familie.

Su, je kent me al vanaf mijn geboorte, en we hebben altijd een goede band gehad. 
Ik ben dankbaar dat jij in mijn leven gekomen bent.
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Derkie, ik ben blij dat jij mijn broertje bent, en dat we proberen elkaar te blijven zien 
en op de hoogte te houden ondanks onze drukke levens. Ik vind het mooi om te 
zien dat je al zoveel jaar gelukkig bent met Nicky, en natuurlijk met m’n lieve neefje 
Ruben erbij.

Oma, ik vind het fijn dat je altijd graag wil horen hoe het met me gaat en alle 
vertrouwen in me hebt.

Pap en Guus, jullie zijn altijd vol interesse in hoe het me gaat, de plannen die ik 
maak en de dingen waar ik tegenaan loop. Als we elkaar zien, maken we echt tijd 
voor elkaar, bijvoorbeeld tijdens etentjes bij ons thuis in Utrecht, maar ook bij jullie 
in Deventer.

Mamma, je steunt me in alles wat ik doe en vertrouwt erop dat ik de juiste weg kies. 
En als ik het even niet weet, geef je me advies over hoe jij het gedaan zou hebben. 
Daarnaast ken ik niemand die zo hartelijk kan lachen om de dingen die ik vertel. 

Nick, nu bijna 7 jaar samen, voelt het alsof ik je altijd al gekend heb. We hebben een 
mooi leven opgebouwd en ik hoop dat we ook alle volgende stappen in het leven 
samen zullen zetten, want ik kan me geen leven zonder jou voorstellen.
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