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The Belmont Report’s distinction between research and the practice 
of accepted therapy has led various authors to suggest that these pur-
portedly distinct activities should be governed by different ethical 
principles. We consider some of the ethical consequences of attempts 
to separate the two and conclude that separation fails along onto-
logical, ethical, and epistemological dimensions. Clinical practice 
and clinical research, as with yin and yang, can be thought of 
as complementary forces interacting to form a dynamic system 
in which the whole exceeds the sum of its parts. Just as effective 
clinical practice cannot exist without clinical research, meaning-
ful clinical research requires the context of clinical practice. We 
defend this thesis by triangulation, that is, by outlining how multi-
ple investigators have reached this conclusion on the basis of var-
ied theoretical and applied approaches. More confidence can be 
placed in a result if different methods/viewpoints have led to that 
result.
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“Beauty is truth, truth beauty,—that is all
Ye know on earth, and all ye need to know.”

— John Keats, Ode on a Grecian Urn
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I. INTRODUCTION

The Belmont Report (BR) (National Commission for the Protection of Human 
Subjects of Biomedical and Behavioral Research, 1979) has long influenced 
thinking about the responsible conduct of research involving human sub-
jects, and bioethics generally. As noted by Beauchamp: “The Belmont Report 
is one of the few documents that has influenced almost every sphere of 
activity in bioethics: moral theory and general standards of research eth-
ics, government regulatory activity, bioethics consultation, and even medical 
practice” (Beauchamp, 2008, 154). He did consider six possible shortcom-
ings of the document, but most of these are minor, consisting mainly of 
variations on the theme that Belmont failed to give any indication of how to 
prioritize or weigh its three guiding principles (respect for persons, benefi-
cence, and justice). Twenty-five years after the publication of the BR, Belmont 
Revisited (Childress, Meslin, and Shapiro, 2005) assessed its continued rel-
evance and, again, with relatively few exceptions,1 BR was viewed as a cur-
rently valid and valuable guide to the ethics of human subjects research.2 
Edmund Pellegrino, on the back cover, summarized the general tenor of 
Belmont Revisited: “Twenty-five years after publication, the Belmont Report 
and the principles it espoused remain the most influential events in biomedi-
cal research world-wide.” Most of the commentators did not even mention, 
let alone think it problematic that the BR emphatically distinguished clini-
cal research from clinical practice,3 viz., the BR pays attention first4 (before 
elucidating the three principles) to the boundaries between practice and 
research, stating:

It is important to distinguish between biomedical and behavioral research, on the 
one hand, and the practice of accepted therapy on the other. . . . For the most part, 
the term “practice” refers to interventions that are designed solely to enhance the 
well-being of an individual patient or client and that have a reasonable expectation 
of success. . . . By contrast, the term “research” denotes an activity designed to test 
an hypothesis, permit conclusions to be drawn, and thereby to develop or contrib-
ute to generalizable knowledge. (3)

We consider some of the implications this separation has had on the philoso-
phy of clinical research. Following Weed (1991), we suggest that the phi-
losophy of clinical research consists of at least three basic building blocks: 
ontology, epistemology, and ethics; where ontology is the more theoretical 
activity, referring to the forms of hypotheses to be considered, and epistemol-
ogy is methodological, referring more to the manner in which these hypoth-
eses can be tested for the purpose of gaining clinically relevant knowledge. 
It would be a mistake to think of these blocks as distinct, independent enti-
ties: for example, Worrall (2008) and Bluhm (2010) have convincingly estab-
lished the interdependence of ethics and epistemology in clinical research 
contexts. However, for convenience, we discuss these items separately in 
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the order of ontology/epistemology and ethics. Neither of these discussions 
will be exhaustive, but will rather focus on particular aspects of the build-
ing blocks. In particular, the Ontology/Epistemology section will ask the 
questions of whether clinical research and practice exist as separate entities 
and if it is possible even to specify meaningful clinical research hypotheses 
without reference to the context of clinical practice. The section on Ethics 
will focus on some of the ethical ramifications this separation has wrought. 
We then combine these considerations into the beginnings of a philosophy 
of clinical research and describe two exemplary coalitions in which research 
and therapy are viewed as a single activity requiring scientific validity, but 
focused on providing the best possible care to each patient.

Before we begin, we should note that despite the apparently uncontrover-
sial acceptance of the research–therapy distinction by others, the members 
of the Commission were not unanimous in their belief in the very need for, 
if not the soundness of, this separation. They debated whether it should be 
included at all and, if so, how much space should be given to it and where 
the discussion should be positioned in the text (Beauchamp and Saghai, 
2012). A quote from a subcommittee meeting chaired by Senator Edward 
Kennedy by one of the Commissioners, Jay Katz, does indicate that the 
question was challenging. When Kennedy asked him to list the most dif-
ficult and complex problems confronting what would become the National 
Commission, Katz responded, “Which interactions should be designated as 
research and which therapy, and what are the boundaries between research 
and therapy?” (quoted in Beauchamp and Saghai, 2012, 47).

II. ONTOLOGY/EPISTEMOLOGY

Most of this section is based on the insightful work of James A. Anderson, 
especially Anderson (2010). He begins his critique of the BR by noting that 
its definition of research in terms of generalizable knowledge is problematic, 
in the main because it obscures important differences between various forms 
of research. He develops the notion that “we need discipline-specific defini-
tions that are sensitive to their epistemological and moral differences” (59). 
He then argues that the kind of research that the BR is intended to guide or, 
at least, the kind of research that research ethics has been primarily focused 
on—clinical research—is something that has become known as APOR with 
definition:

APOR [Applied Patient Oriented Research] is research involving direct contact with 
patients in which the investigator prospectively conducts controlled observations of 
a legitimate, yet incompletely tested, rival candidate for the optimal management of 
a disease in order to develop clinically relevant knowledge. (Anderson, 2010, 59)

This definition is made complete by adding one more: “An intervention 
X is a legitimate, yet incompletely tested, rival candidate for the optimal 
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management of disease Y if and only if good but incomplete evidence5 indi-
cates that it is, and the evidence is in fact reliable.”

This may not be your grandfather’s definition of “clinical research,” but 
APOR does describe a class of activities that might sensibly be compared to 
treatment.6 We do not need to assemble a National Commission to tell us that 
research on healthy volunteers is not therapeutic. The only time a possibility 
exists that research and treatment might be confused is when interventions 
are administered to patients. But, the fact that we are prospectively studying 
controlled observations does not change the fact that in APOR we are admin-
istering a treatment (albeit an experimental one). If you are doing APOR, by 
definition, you are treating patients. The very definition of APOR depends on 
the context of practice: testing a rival candidate for the optimal treatment of 
a disease cannot be done without consideration of current practice. As put 
by Anderson, “current practice, either implicitly or explicitly, is the standard 
against which experimental interventions are compared . . . ‘experimental 
intervention,’ qua object of study in APOR, is itself defined in relation to the 
context of practice” (Anderson, 2010, 57).

This essay by Anderson is based on earlier work (Anderson, 2006) which 
should be read in order to appreciate all of the facets of the argument. We 
can summarize this material by saying that you cannot define APOR without 
the context of practice; you cannot define a hypothesis appropriate for test-
ing with APOR without the context of practice; you cannot do APOR with-
out actually engaging in disease management, that is, you cannot do APOR 
outside of the context of clinical practice. We believe that the arguments 
given by Anderson are sufficient to discredit the supposed research–practice 
dichotomy, but it might be noted that the clinical research community may 
have been headed in that direction for some other reasons as well. It could 
be argued that the realization that clinical research and practice are insepa-
rable represents a more or less natural result of evolutionary forces. The 
difficulty of maintaining a research–practice distinction increased naturally 
over time as ideas like Evidence-Based Medicine (EBM) took root and it was 
realized that EBM needed Medicine-Based Evidence (MBE); as comparative 
effectiveness research and continuous quality improvement were recognized 
as important activities, translational (bench to bedside) research developed; 
and ideas like learning health care systems were introduced. It is not our 
intention to discuss each of these developments in detail; rather, we indicate 
briefly how each has emphasized the connections between research and 
treatment, not their supposed differences.

The idea behind MBE was captured nicely by Knottnerus and Dinant: 
“Future research methods must find ways of accommodating clinical real-
ity, not ignoring it” (Knottnerus and Dinant, 1997, 1109). The randomized, 
controlled, double-blind clinical trial has much to recommend it when the 
clinical question under consideration can best be answered by maximizing 
internal validity, but there are many questions for which external validity is 
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paramount (Kowalski, 2010; Kowalski and Mrdjenovich, 2013a, 2013b) and/
or for which randomization will be impossible (Kowalski, 2013). As put by 
Sacristan,

the answers to therapeutic questions cannot come exclusively from methods that 
rely on data aggregation, the analysis of similarities, controlled experiments, and 
a search for the best outcome for the average patient; they must also come from 
methods based on data disaggregation, analysis of subgroups and individuals, an 
integration of research and clinical practice, systematic observations, and a search 
for the best outcome for the individual patient. We must look not only to evidence-
based medicine, but also to medicine-based evidence, in seeking the knowledge 
that we need. (Sacristan, 2011)

Much of the impetus for seeking MBE is provided by the desire to learn how 
to provide better routine, day-by-day patient care in practice. This involves 
the notion of translational research7 which was defined by Szilagyi: “The 
most accepted current definition of translational research follows the 3 trans-
lational blocks . . . and includes two types of research . . . T1 research, which 
moves basic science (bench) research to human clinical research (bedside), 
and T2 research, which moves human clinical research (bedside) to clinical 
care (practice)” (Szilagyi, 2009, 73).

When the emphasis is on providing effective clinical care, we will favor 
studies that do not ignore the realities of such care, that is, studies that 
take place during the clinical encounter where the doctor is committed to 
providing for the needs of this patient. Thus, Petrini thought that “clinical 
research is often seen as ethically distinct from medical care, while transla-
tional research emphasizes the links between the two, showing how both 
need to be grounded in the ethics of a doctor–patient relationship” (Petrini, 
2010, 520). It should not be overlooked that Petrini is saying that both clini-
cal care and clinical research need to be governed by a single ethic—that of 
the doctor–patient relationship. We do not deny that ethical research is nec-
essarily valid, but we do insist on the primacy of the therapeutic obligation. 
We should learn from clinical encounters, but maximizing scientific validity 
only comes after appropriate patient protections are in place.

Quality improvement and comparative effectiveness research are seen to be 
particular components of a learning health care system—a learning health care 
system is defined by the Institute of Medicine as a health care system “in which 
knowledge generation is so embedded into the core of the practice of medicine 
that it is a natural outgrowth and product of the healthcare delivery process and 
leads to continual improvement in care” (quoted in Faden et al., 2013, S16). 
“Quality improvement and comparative effectiveness research are emblematic 
of the kinds of ongoing learning activities that a learning health care system is 
designed to promote” (Faden et al., 2013, S16). The learning health care system 
admits no sharp distinction between research and practice, and would have 
profound implications for research ethics. As stated by Faden et al.:
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A moral framework for a learning health care system will depart in important respects 
from contemporary conceptions of clinical and research ethics. The dominant para-
digm in research ethics and in federal regulations has relied on a sharp distinction 
between research and practice—a segregation model that dates to the influential 
publications of the National Commission for the Protection of Human Subjects in 
the 1970s. The learning health care system, by contrast, proposes that it is accept-
able and indeed essential to integrate research and practice. (Faden et al., 2013, S16)

Even F. G. Miller, one of the most influential proponents of the segrega-
tion model—the model in which research and practice are supposed  
distinct—agreed that the idea of a learning health care system was not with-
out merit: Largent, Joffe, and Miller noted, “Integration offers an opportunity 
to improve medical care, to contain health care costs without sacrificing 
quality, to remove many barriers to effective research, and to increase patient 
satisfaction by enhancing access to promising treatments during periods of 
evidence development” (Largent, Joffe, and Miller, 2011, 38). However, this 
respect for the learning health care system did not shake his belief in the 
treatment–research dichotomy. Brody and Miller (2013, 45) thought that Kass 
et al. “are right about the spread of protocol-driven treatment in clinical care, 
but wrong to suggest that it blurs the research-clinical practice distinction.” 
This claim notwithstanding, we follow Kass et al. even beyond the blur to a 
clear integration:

Learning health care systems are by definition institutions designed and intended 
to simultaneously deliver the care patients need while capturing the experience 
of clinical practice in systematic ways that produce generalizable knowledge to 
improve care for both present and future patients. . . . Practice cannot be what it 
is, and cannot be of the highest quality that morally it must be, independent of its 
intimate connection to ongoing, systematic learning. (Kass et al., 2013, S6)

Kass et al. (2013) go on to list seven moral obligations on learning health 
care systems, the third of which is especially germane to the present discus-
sion: the obligation to provide optimal care to each patient. They recognize, 
for example, that “a randomized clinical trial of a first-in-class medication 
may decrease patients’ prospects for net clinical benefit relative to what 
would be expected if these patients receive approved medical therapies” 
(S21), and we would expect that in such cases alternative study designs 
would be considered (Palmer and Rosenberger, 1998; Kowalski, 2013); 
ethical constraints may rule out randomization in certain situations, but 
learning need not be similarly precluded. Another of the obligations is 
relevant in this context: the obligation to respect clinician judgment. This 
obligation allows important contextual factors (e.g., personal professional 
experience, the clinician’s understanding of the patient’s values, priorities, 
and preferences, etc.) to influence treatment choice and there are many sit-
uations in which such factors will be decisive (Kowalski and Mrdjenovich, 
2013a).
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III. ETHICS

Anderson (2010) noted that when BR separated research from practice, 
this impacted both (1) which activities were to require IRB review and (2) 
research ethics more generally. He thought that whereas the first result had 
proven useful from a pragmatic point of view, the second was much more 
problematic. We too will have much more to say about the second of these 
issues, but we should note that even the first has garnered some criticism. 
Kass et al. thought that both (1) and (2) were important: “Conceptual, moral, 
and empirical problems surround the received view that we can and should 
draw sharp distinctions between clinical research and clinical practice” (Kass 
et al., 2013, S5), and weighed in on the first by saying,

relying on the flawed research–practice distinction as the basis for prior review 
and oversight has resulted in a morally questionable public policy in which many 
patients are either underprotected from clinical practice risks (when exposed to 
interventions of unproven effectiveness or to risks of medical error) or overpro-
tected from learning activities that are of low risk from the standpoint of patients’ 
rights and interests and that stand to contribute to improving health care safety, 
effectiveness, and value. (S11)

Kass et al. point to a number of therapies that were widely adopted but were 
later shown to be useless or even harmful; and a number of instances of 
regulatory overprotection from research posing absolutely no risk to patients 
while possibly benefiting them, as well as future patients. They thought 
that Belmont’s definition of “practice,” as referring to interventions that are 
designed solely to enhance the well-being of an individual patient or client 
and that have a reasonable expectation of success, tended to downplay the 
risks of treatment but, often, involved interventions with not-yet-established 
expectations of success. Research, on the other hand, is often portrayed 
as “risky,” and in need of regulation, even though strict application of the 
regulations can lead to embarrassing counterproductive confrontations. The 
classic example of this is the so-called Pronovost Study, discussed in detail 
by Beauchamp:

The aim was to improve care in ICUs by strictly implementing preventive proce-
dures that had already been recommended by the Centers for Disease Control and 
Prevention, such as washing hands, using certain infection-control precautions, and 
the like . . . the activities produced no risk whatever for patients, and it was a way 
of following the safest practices known to exist—without introducing any research 
intervention with patients. (Beauchamp, 2011, 385)

Nevertheless, the initial review of the study by the Office for Human Research 
Protections (OHRP) found it to be in conflict with the rules. According to 
Beauchamp, “The OHRP made the wooden judgment that because infec-
tion rates were being studied in patients, the work called for full committee 
review, for the informed consent of ‘subjects’ and for the whole apparatus 
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of federal requirements for research involving human subjects” (Beauchamp, 
2011, 385). And, although the OHRP subsequently rethought its initial reac-
tion, this is the sort of confusion that can result when clinical practice and 
research are separated as in Belmont.

Deciding what to regulate on the basis of Belmont’s research/treatment 
dichotomy surely has led to morally questionable public policy, but of even 
more concern is what can happen when the ethics of clinical research is 
seen as distinct from the ethics of clinical practice. Belmont’s separation of 
research from practice left the door open for others to suggest that these 
two distinct activities were governed by distinct ethical principles,8 and this 
was done, for example, by Miller and Brody who stated, “The ethics of clini-
cal trials must start with the realization that medical research and medical 
treatment are two distinct forms of activity, governed by different ethical 
principles” (Miller and Brody, 2003, 20). This allowed them to “solve” the 
so-called RCT problem9 faced by physicians of maintaining their therapeutic 
obligation while conducting randomized controlled trials (RCTs) by simply 
saying it is no problem at all: treatment and research are governed by dif-
ferent ethical principles. In particular, Miller and Brody (2007) and Joffe 
and Miller (2008) rejected one of the most influential solutions to the RCT 
problem—clinical equipoise10—largely because it recognizes practice and 
research as normatively overlapping activities.

Before examining in more detail the ethical consequences of separating 
research from practice, we pause to consider just why some have thought 
that because research and therapy have different goals, this means that they, 
perforce, can be guided by different ethical principles. In the first place, it 
is not clear that having a goal, desiring a particular outcome, has anything 
to do with the moral warrant for pursuing that goal. Steinberg provided the 
following commonsense example:

The dominant goals of clinical research and clinical care may differ; however, the 
existence of a goal does not suffice as its moral justification. Having a predominant 
goal of obtaining scientific information on a large number of patients does not mean 
that clinical investigators are automatically immune from the ethical obligations of 
clinical care any more than a thief whose predominant goal is to rob banks is auto-
matically entitled to immunity from laws that prohibit burglary. (Steinberg, 2002, 27)

London (2007, 587) took a more analytical approach to the question, not-
ing that even if one assumes (1) the ends of clinical medicine and clinical 
research are conceptually distinct and (2) the ethical constraints that are 
appropriate for an activity are determined by its conceptual goals, it does 
not follow that (3) in order to advance science it is permissible in practice 
for researchers to provide a level of care that falls below the level of care 
that would be recommended by sound medical practice. Rather, (1) and 
(2) imply (3) that clinical research requires that the interests of present par-
ticipants be weighed against the interests of science and benefit to future 
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patients. An interesting way to approach the competing interests here is to 
view them as limiting the exclusivity of one another. Chiong suggested that 
“the presence of two different aims need not reflect two entirely separate 
activities governed by different norms, but may instead reflect a single activ-
ity in which two aims constrain one another” (Chiong, 2006, 42). This fits 
nicely into the APOR concept where the single activity is to provide treat-
ment, the nature of that treatment being constrained by its being a legitimate 
candidate for the optimal management of a disease, and the sorts of ques-
tions we can ask must be consistent with providing that care and clinically 
meaningful information.

We return now to the discussion of what ethical problems ensue when the 
research agenda is allowed to proceed outside of the confines of the thera-
peutic obligation. We can follow Joffe and Miller who thought that “Research 
ethics is characterized by a basic incoherence: on the one hand, clinical 
research is seen as ethically distinct from medical care; on the other hand, 
the obligations of investigators, especially in clinical trials, are thought to be 
grounded in the ethics of the doctor–patient relationship” (Joffe and Miller, 
2008, 31). To remove this incoherence, they postulated that we need an 
entirely new conception of clinical research ethics—one that focuses on sci-
ence instead of the doctor–patient relationship and situates human subjects 
research in a continuum of biomedical research. Anderson (2009) provides 
a detailed point-by-point refutation of Joffe and Miller’s (2008) development 
on a “philosophy of clinical research” level,11 and Koch (2012, 207) also 
rejected Joffe and Miller’s proposal, pointing to problems on a more applied, 
ethical level: “There is no continuum here. . . . There is instead a clear rup-
ture with the mandate to care on one side, and on the other, the research 
ethic in which patients are objects, ciphers in the database of a research 
program’s results.” He further thought that,

The division between patients whose care is primary and research subjects for whom 
care is a secondary concern began, as we saw, with Belmont. The problem was, 
and remains, the utility of patients upon the reality of their diagnosed conditions. 
Jessie Gelsinger was a valuable research subject because he had ornithine transcar-
bamylase deficiency. . . . Ellen Roche was a healthy twenty-four year-old before 
inhaling hexamethonium in a study on how the lungs of healthy people protect 
against asthma. . . . Test subjects are patients and their care is under the supervision 
of physicians whose ethics, under bioethics [Belmont], has its focus on future goods, 
rather than present needs. (207–8)

Koch (2012) tied his analysis to Anderson (2010): “By separating medi-
cal practice and research as if needed (and needy) research subjects were 
not also medical patients, Belmont presented, as James Anderson puts it, 
a ‘decontextualized picture of knowledge’ promoting an ethical fiction of 
distinct classes for whom distinct ethics might be applicable” (124). In sum-
mary, Koch (2012) noted,
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When Belmont separated the ethics of care from the ethics of patient use in research, 
it opened the door to a prioritizing of economic benefit over the needs of the fragile 
and the ill (2012, 134). . . . In separating the medical patient from the research sub-
ject, and arguing a distinct ethics of research, they opened the door for a bioethical 
perspective in which the needs of the patient-cum-subject would ever be secondary 
to those of the knowledge industry and its potential production of future benefit. 
(125)

A number of examples of what can go wrong from an ethical perspective 
when the needs of the knowledge industry take precedence over patient 
care were given by Lysaught (2009). These included the well-known study 
done at the Willowbrook State School, a state-supported institution for men-
tally handicapped children, which was conducted over 50 years ago, and 
has become one of the classic examples of the need for research regula-
tion in the United States. She also looked at a more recent study in Nigeria, 
sponsored by Pfizer, done during an outbreak of meningitis that illustrated 
how the bending of the even more relaxed regulatory structures in develop-
ing countries was used to further scientific goals at the expense of patient 
care.12 Building on these, she examined more generally the norms governing 
research in the United States and abroad. A particularly striking example of 
what can happen even here when research and treatment are torn asun-
der and research is given special prominence involves the proposal made 
by Rhodes for a national conscription for biomedical research, a policy of 
“compulsory research participation” (Rhodes, 2005, 23). She claimed that, 
“current research policies too often limit research,” especially with regards 
to “vulnerable populations” (7). She thought that this emphasis on protection 
“wastes opportunities to gather evidence” due to “the contortions imposed 
on researchers” (9), and that this “unjustified inhibition of research” consti-
tuted “an ethical catastrophe” (26). Lysaught called on Congress to pass a 
bill that requires every US resident to perform some research service every 
10 years. No one would be exempt from this requirement, but at least some 
semblance of autonomy would remain, as subjects would have some say in 
which study they would participate. Rhodes’s “target article” was reviewed 
by a number of discussants, and “by and large, the respondents applauded 
her proposal as innovative, reformative, provocative, controversial, cou-
rageous, challenging the status quo, and so forth” (Lysaught, 2009, 395). 
Lysaught thought, “One could not invent a more fitting exemplar of bio-
ethics as biopolitics13 in action. Rhodes’ proposal is, in essence, a proposal 
for the wholesale reorganization of the production and management of the 
bodies of U.S. residents for research” (Lysaught, 2009, 395). Koch added, 
“The ‘ethical catastrophe’ Rhodes feared lies not in the refusal of some to be 
objectified for the purpose of clinical trials but rather in the objectification of 
medicine as a commercial enterprise in which the patient in need is reduced 
to a research opportunity or a sales point” (Koch, 2012, 209). We need not 
comment further except to note that it is the separation of research/practice 
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that makes proposals14 such as Rhodes’s seem to some to be plausible (sepa-
rating research from practice might, as pointed out, lead some to believe that 
separate ethical guidelines apply, so coercion for research might be accept-
able, whereas one should always have the option to refuse treatment).

IV. TOWARD A PHILOSOPHY OF CLINICAL RESEARCH

Following Weed (1991), we have suggested that the philosophy of clinical 
research has at least three basic building blocks—ontology, epistemology, 
and ethics—and we have argued that attempts to separate clinical research 
and clinical practice are not justified along any of these dimensions. Thus 
our philosophy of clinical research would admit of no such distinction. We 
would, however, include consideration of therapeutic research, a concept 
that was discarded during the time of Belmont, being replaced by the pur-
ported improvement when research is identified with generalizable knowl-
edge. Thus, the BR’s separation of research and treatment and the definition 
of research in terms of generalizable knowledge represented a departure 
from the accepted thinking at that time which envisioned two kinds of 
research: therapeutic research and nontherapeutic research as was done, for 
example, in the Declaration of Helsinki. The Declaration of Helsinki distin-
guished between “clinical research” that is merged with professional medical 
care and “nontherapeutic biomedical research” that is not so merged. From 
the Introduction to the Declaration, “a fundamental distinction must be rec-
ognized between medical research in which the aim is essentially diagnostic 
or therapeutic for a patient [therapeutic research], and medical research the 
essential object of which is purely scientific and without implying direct 
diagnostic or therapeutic value to the person subjected to the research [non-
therapeutic research]” (World Medical Organization, 1996). The National 
Commission thought this distinction to be “obfuscatory and morally danger-
ous” (Beauchamp, 2011, 386), presumably thinking that researchers might 
throw-in a therapeutic bone in an otherwise strictly science-based protocol, 
thereby avoiding the need for IRB review. This is Robert Levine’s (2005, 
132) so-called “fallacy of the package deal,” and he joined Albert Jonsen 
in applauding the BR which “abolishes the long-cherished but misleading 
distinction between therapeutic and nontherapeutic research.” Levine also 
thought it wise that, since the 1970s, the distinction between therapeutic and 
nontherapeutic research has been systematically purged from the federal reg-
ulations and suggested, even further, that it be removed from the Declaration 
of Helsinki,15 equating this to the “removal of an obstacle to the proper under-
standing and application of the principle of beneficence” (133). However, 
if we look at Alexander Capron’s (1982) definition of therapeutic research: 
“Research to evaluate practices or procedures that are intended to provide, 
or have some reasonable possibility of providing, therapeutic, diagnostic, or 
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preventive health benefits to [the] subjects” (quoted in Beauchamp, 2011, 
386), we fail to see the obfuscation, and can identify reasonable possibility 
of providing benefits to subjects with APOR’s consideration of a legitimate 
rival candidate. The concept of therapeutic research is not far removed from 
APOR, and it is certainly possible to undertake ethical analysis of research 
containing both therapeutic and nontherapeutic components (Freedman, 
Fuks, and Weijer, 1992). In brief, therapeutic trials are held to the standard 
of clinical equipoise, and nontherapeutic research must be justified on the 
basis of a knowledge/risk analysis.

Two other ways of arriving at the legitimate rival candidate featured in 
APOR can be mentioned. In the first, Schwab (2006) offers a compromise to 
the therapeutic obligation allowing treatments that have a reasonable expec-
tation of success, and, in the second, Chiong (2006) thought that the admit-
ted different aims of treatment and research could be mutually constraining. 
Schwab:

I propose that we split the difference between these two positions. In this view, the 
therapeutic obligation in medical research is an attenuated version of the obligation 
in medical care. Instead of the obligation to provide optimal or “good enough” care 
that exists in the clinic, the therapeutic obligation that exists in medical research 
(and it does exist) is indirect: researchers have a responsibility to pursue only those 
conclusions that have a reasonable expectation of improving patient care. (Schwab, 
2006, 76)

The requirement of having a “reasonable expectation” of improving patient 
care coincides with APOR’s “legitimate rival.”

Chiong stated, “the presence of two different aims need not reflect two 
entirely separate activities governed by different norms, but may instead 
reflect a single activity in which two aims constrain one another” (Chiong, 
2006, 42). If we think in terms of the single activity being to provide care 
to an individual patient, the treatments we administer are constrained so 
as to have a reasonable expectation of success; the sorts of questions we 
can ask must be consistent with providing that care and providing clinically 
meaningful information. We note that an ever-present constraint on research 
is that of scientific validity: clinically meaningful information must be valid.

We do not question that scientific validity is a necessary condition for the 
responsible conduct of research, nor do we believe that a given design either 
is or is not “valid.” There are different degrees of validity—some designs will 
reduce uncertainty more than others—but no design can eliminate uncer-
tainty (Kowalski, 2013, 186ff). We do believe that human subject protection 
is primary and it is proper to ask to select a design that maximizes scientific 
validity only when given appropriate human subjects’ protections. We need 
to recognize that “research needs are secondary to those of the person in 
need and that future benefits are secondary to the immediate necessities of 
individual care” (Koch, 2014, 86). That this follows from an appeal to an 
even more basic principle was pointed out by Adorno: 
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The primacy of the human being over science is indeed a direct corollary of the 
principle of respect for human dignity and aims to emphasize two fundamental 
ideas. First, that science is not an end in itself but only a means for improving the 
welfare of individuals and society. Second, that people should not be reduced to 
mere instruments for the benefit of science. (Adorno, 2009, 228)16

Even the proponents of maintaining a research/therapy dichotomy agree that 
it’s a good idea to treat subjects as well as possible within the context of 
the research agenda. Brody and Miller note that “some trial protocols allow 
for dosage adjustments or even for reassignments among treatment groups 
depending on the interim response of subjects to the treatment protocol. If 
the protocol allows for such flexibility, then the clinician–investigator has a 
special obligation to try to secure whatever additional benefit for the patient 
that might be achieved, within the parameters of maintaining the integrity 
of the research design” (Brody and Miller, 2004, 340). And, later, Miller and 
Brody thought that “a physician–investigator has an obligation to maximize 
therapeutic benefits to the patient–subject, provided that this benefit can be 
attained within the scientific constraints imposed by the protocol” (Miller and 
Brody, 2007, 163). Joffe and Miller put it this way, “the researcher choosing 
between two ways of designing a trial, either of which is likely to address his 
study question, is under at least a presumptive obligation to select the design 
with the greater prospect for benefitting subjects in the trial” (Joffe and Miller, 
2008, 39). That the-protocol-comes-first is clear in these statements, but it is 
at least recognized that subjects’ well-being carries some weight.

V. EXEMPLARY TREATMENT/RESEARCH COALITIONS

There are now several examples of formal attempts to integrate research 
and therapy, including Practice Based Research Networks (PBRNs) and Firm 
Studies (Kowalski, 2013). PBRNs are groups of primary care physicians and 
practices working together to answer community-based health care ques-
tions and translate research findings into practice. PBRNs engage clinicians 
in quality improvement activities and an evidence-based culture in primary 
care practice to improve the health of all Americans (cf. U.S. Department of 
Health & Human Services, 2016). In this final section, we consider two other 
examples which exhibit many of the good features that result from mergers 
of therapy and research: pediatric oncology and clinical psychology (behav-
ioral research).

Pediatric Oncology

In perhaps no other clinical area does the clinical care context frame the con-
duct of clinical research more so than in pediatric cancer. In the 1950s and 
1960s, the vast majority of children with cancer died (Hunger et al., 2012).  
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Given the dismal outcomes and because there were no proven therapies 
for management of pediatric patients with cancer, pediatric oncologists, rec-
ognizing the value in pooling the national treatment experience of these 
highly valued patients and analyzing that experience in a systematic fashion, 
formed one of the first of the clinical cancer research cooperative groups, 
the Acute Leukemia Chemotherapy Cooperative Study Group A, in 1955 
(O’Leary et al., 2008). Not only did such a group offer the opportunity to 
gather numbers of uncommon or rare pediatric cancers, thereby providing 
adequate numbers for clinical trials, but the group also brought together 
the best clinical minds to collaborate and focus on developing promising 
treatments for deadly pediatric cancers. The successes of the trials and the 
value derived from this collaboration are legendary in the cancer research 
discipline and have led to the development of other cooperative clinical trial 
programs.

A major premise of the conduct of pediatric cancer trials is that whatever 
has been learned in an earlier trial is brought to bear on the subsequent trial. 
In other words, typically the trial treatment arm yielding the best results in 
a randomized comparison is brought forward as the “gold standard” to the 
next trial; commonly, the “gold standard” is then compared with a variation 
of that standard. The variation may consist of the addition of a promis-
ing new drug to an existent drug schedule or of a variation in the use of a 
proven agent, based on new pharmacokinetic or pharmacogenomic data. 
Importantly, the “gold standard” arm from the last completed trial becomes 
the standard clinical treatment for patients choosing not to enroll on a sub-
sequent clinical trial, until a new “gold standard” emerges. Thus, the con-
duct of clinical research becomes inextricably interwoven with clinical care. 
Further, the standards used to administer typical cancer care are the same 
standards or procedures adapted for the safe conduct of clinical trials. This 
is particularly important because the value of the information gathered in 
clinical trials must then be adapted to the general clinical care context. If 
this adaptability is not achieved, the translation of the clinical trial findings 
to pediatric cancer treatment will fail. Thus, it is clear that meaningful clini-
cal research requires the context of clinical practice and must be conducted 
within that framework.

Let us look at developments in the management of pediatric acute lymph-
oblastic leukemia (ALL), perhaps the most widely touted success story in the 
annals of pediatric cancer clinical research. Collaborative efforts in the 1960s 
began to move the survival from less than 10% to 40%–50% in the 1970s, 
60%–70% in the 1980s, 80% in the 1990s, and 90% in the 2000s (Smith et al., 
2014). A majority of children diagnosed with ALL in the United States are 
enrolled, with parental consent, onto Children’s Oncology Group (COG) tri-
als for their primary treatment (O’Leary et al., 2008). Management of children 
with ALL on COG clinical trials has become, for most pediatric oncologists, 
the standard of clinical care. Fortunately, successive clinical trials, both in the 
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United States and Europe, have achieved progressively improved survival 
without disease recurrence (figs. 1 and 2). As a consequence, the ethical 
framework governing the conduct of clinical leukemia trials has become 
inseparable from the ethical framework in which clinical care is delivered.

The interrelationship which exists between clinical research and clinical 
care clearly takes shape when clinical trial results inform the practice of 
clinical care. The transposition of research findings into standard health 
care is one of the ultimate goals of clinical research. Further, the ethi-
cal principles guiding the clinical trial and the study design of that trial 
must reflect the principles and clinical context in which treatment will be 
delivered; otherwise, the application of trial findings will be misdirected 
at best or outright harmful to patients at the worst. The tenets guiding the 
conduct of clinical research and of clinical care are the same: respect for 
the autonomy of the individual in making a decision as to whether he 
or she should join a trial or commit to recommended treatment, placing 
the welfare of the subject or patient on a higher plateau than successful 
enrollment to a clinical trial or the acceptance of physician-recommended 
treatment, and the avoidance, whenever possible, of doing harm to a sub-
ject or patient. It is also interesting that in many clinical trials investigators 
learn about components of subject/patient care that were not the intended 
objective of the trial. In these circumstances, for which standard statistical 
thresholds typically are not met because the trial was not powered for sub-
group comparison, the investigators and the physicians relying upon the 
trial data must make carefully considered decisions on how to utilize the 
new subgroup data for which statistical uncertainty still exists. One such 
example occurred in the Children’s Oncology Group trial, CCG-5942, a 
study designed to determine the need for radiation therapy in patients with 

Fig. 1. Survival of CCG Patients with ALL 1968–1997 (O’Leary et al., 2008, 484–93).17
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Hodgkin lymphoma who had a rapid early response to chemotherapy, 
achieving a complete response before the typical time for administration 
of radiation therapy (Nachman et al., 2002). The trial result supported con-
tinued use of radiation therapy in these good responders, with about a 5% 
improvement in event-free survival for the subjects receiving the radiation 
(92% versus 87%). The issue which arose was that the study was powered 
to answer the radiation question across all stages of disease and not within 
individual stages. Upon subgroup analysis, it became apparent that patients 
with stage I and II disease had very good outcomes with or without radia-
tion therapy, even though this could not be verified with the typical high 
level of statistical validity. Now, in the background, recent long-term analy-
ses of Hodgkin lymphoma survivors had indicated that young teenage 
women receiving chest irradiation had a cumulative incidence of breast 
cancer of up to 35% by the age of 40 years (Bhatia et al., 1996). So, the 
dilemma became one of how to use data which suggested that radiation 
could be avoided without compromising disease control and survival data, 
but such data was not statistically validated. The investigators on the trial 
circulated the findings to participating physicians with the admonition that 
the data were somewhat soft, given the trial design. Nevertheless, many 
physicians chose to relay this data to their young female patients with 
Hodgkin lymphoma and their parents, allowing them to weigh the data 
versus the published risk of radiation-induced breast cancer in making a 
choice for treatment with or without radiation therapy. This was an appro-
priate approach, much as would occur in the clinical treatment of any 
condition for which suggestive but imperfect data exists. The principles 
guiding both clinical research and clinical care and guiding the utilization 
of data emerging in each clinical area are the same.

Fig. 2. European Cumulative Survival for Children (age 0–14 years) diagnosed with acute 
lymphoblastic leukemia between 1982 and 2002 (Gatta et al. 2013, 744–52).18
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Yet another issue that arises in the context of clinical research and which 
speaks to the issue of whether clinical research and care should be guided 
by similar ethical principles is the application of what we might call exces-
sive paternalism in protecting potential research subjects from unknown or 
unquantifiable risks. This can result in limitations in the conduct of research 
of low risk with loss of potential societal benefit. Although societal benefit 
was not acknowledged in the BR to the extent of the three main principles, 
most investigators, physicians, and regulators will agree that one of the goals 
of clinical research is to benefit society. After all, society financially supports 
the research infrastructure of the United States to a substantial degree. Too 
often, regulatory bodies determine what is in the best interest of the public 
without actually reaching out to the public to find out what their perspective 
is. An example arises in the use of family history data to evaluate the genetic 
basis of a disease. In the clinical care of a patient, no one would ever ques-
tion that the collection of family history is in the best interest of the patient, 
even though facts about non-consenting family members will be divulged to 
the caregivers. However, in the research context, oftentimes a much stricter 
standard is applied, requiring informed consent for use of family historical 
data in evaluating a genetic condition. Wilms’ tumor is an embryonal tumor 
of childhood for which there have been both physical exam evidence and 
family historical data suggesting a germline, heritable genetic basis for the 
tumor in a subset of affected patients (Vujanic, 2009). In the conduct of a 
Wilms’ tumor clinical trial sponsored by the National Wilms Tumor Study 
Group, one of the objectives was to collect family history data on the occur-
rence of tumors and other potentially heritable physical findings in relatives 
of the children with Wilms’ tumor. Even though clear identifiers for family 
members were not being collected, some IRBs disapproved participation in 
this aspect of the trial because consent was not being sought from the family 
members. As most investigators know, collecting informed consent to collect 
limited data from multiple family members often scattered across the country 
is difficult, if not impossible. Furthermore, the risk imposed by the collection 
of such data is so far outweighed by the potential value to future patients 
and families, perhaps even to the families from whom the data would be 
collected, as to make such IRB decisions appear thoughtless. Of course, the 
IRBs are influenced by federal standards which often do not resonate with 
the positions held by the affected populace. So, the somewhat artificial belief 
that different standards must guide research versus clinical care can in fact 
detract from the research mission of elevating the standards of health care 
for society as a whole.

Because of the intertwined relationship between research and care in pedi-
atric oncology, when pediatric oncologists discuss treatment options with 
newly diagnosed patients and their parents, the discussion almost always 
includes discussion of available clinical trials. The expectation among treat-
ing physicians is that the best available care will be offered and delivered to 
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patients and parents, whether involving a clinical trial or not. The ultimate 
decision about clinical trial participation is left to the parents and patient, 
when old enough to comprehend the risks and benefits of clinical trial par-
ticipation. When trial participation is declined, the treatment recommenda-
tion is to use the best available therapy, often the standard, nonexperimental 
arm of the clinical trial for which the patient would have been eligible. 
Although pediatric oncologists may have a vested interest in enrolling a 
patient on a clinical trial, ultimately it is expected that the ethical impera-
tives of delivering the most optimal care and honoring subject autonomy in 
decision-making will guide the medical recommendations and the selection 
of a treatment option. Once again, the ethics governing the delivery of opti-
mal clinical care are indistinguishable from those guiding conduct in clinical 
research.

Clinical Psychology

Years ago, Stricker described the relationship between research and treat-
ment in the context of clinical psychology as “intimate and synergistic” 
(Stricker, 1992, 543). In a more recent editorial, Reeves similarly described 
the relationship as “unequivocal”:

I would argue that research and practice of counseling and psychotherapy are inex-
tricably linked. The development of a counseling and psychotherapy theoretical base 
has been informed by research, and what happens in the therapeutic space is there-
fore informed by, and thus part of, ongoing research. The ethical imperative of reflec-
tive practice demands that, as counselors and psychotherapists, we reflect on and 
consider our work: we ask questions about what we do with clients and of ourselves 
as practitioners. While this is not research with a capital “R”—the gold standard RCT 
for example—it is research and a form of enquiry all the same. (Reeves, 2010, 151)

Such perspectives are consistent with the “scientist-practitioner model” of 
training in professional psychology. Dating back to a publication of proceed-
ings from the “Boulder conference” held in 1949 (Raimy, 1950), the model 
was founded within American clinical psychology based on the idea that 
professional psychologists can and should be both researchers and practi-
tioners. According to what became known as the “Boulder model,” the edu-
cation of psychologists must involve “the conjunction of science and practice 
as a whole.” Thus, research and practice are integrated rather than taught 
as separate domains. “Treating these variables [research and treatment] as 
distinct entities hinders the integration idealized by the model. Education 
and training in either research or practice alone, or concurrently without 
integration, fails to meet the fundamental requirements for implementation 
of the model” (Jones and Mehr, 2007, 768). Accordingly, clinical skills are not 
emphasized at the expense of instruction in research methodology and the 
completion of a dissertation. In this way, trainees are to achieve competence 
in assessment, diagnosis, therapy, and research (Baker and Benjamin, 2000).

24 Charles J. Kowalski et al.

 at U
niversity of C

alifornia, San D
iego on January 7, 2017

http://jm
p.oxfordjournals.org/

D
ow

nloaded from
 

http://jmp.oxfordjournals.org/


It should be noted that the scientist–practitioner model is not limited to 
a model of training and education. Instead, the scientist–practitioner model 
has been described as integral to clinical psychology as a discipline, which, 
throughout history, has been defined by its status as a health care profession 
grounded in the science of psychology, in which clinicians work scientifi-
cally (Shapiro, 2002). Beginning with the assumptions that (1) direct involve-
ment in clinical practice by researchers will result in studies on important 
psychological issues, and (2) clinicians with research knowledge and skills 
will facilitate effective psychological services, the Boulder model was devel-
oped in large part to ensure that psychologists involved in the provision of 
health care use scientifically valid methods, tools, and techniques in their 
work with patients (Jones and Mehr, 2007). When appropriate assessment or 
treatment procedures are not available, the scientist–practitioner can apply 
research principles of observation and hypothesis testing to gather informa-
tion and inform patients of scientifically based findings and approaches to 
their concerns (Shapiro, 2002).

It should also be noted that research and treatment are not only related in 
the context of clinical psychology, they are dynamic. Ideally, clinicians allow 
empirical research to influence their applied practice; simultaneously, they 
allow their clinical experiences to shape future research questions (Frank, 
1984; Kennedy and Llewelyn, 2001). As Stricker noted:

It is critical to recognize that the relationship between science and practice is linked 
by a mutual dependency on a systematic body of knowledge. It is through an appre-
ciation of the scholarly literature that the practitioner can maintain and upgrade 
professional skills. The mission of research is to expand that base of disciplinary 
knowledge, and the responsibility of the professional is to draw upon that base. 
The failure of research will hamper the ability of the professional to function, and 
limitations experienced in the practice area give direction to some necessary areas 
for research inquiry. (Stricker, 1992, 546)

This understanding is all in keeping with the ultimate goal of moving clinical 
psychology forward as a discipline and bridging any gaps between science 
and practice along the way (Jones and Mehr, 2007). Although the alliance 
set forth by the scientist–practitioner model has been strained at times as 
it relates to psychotherapy researchers and practitioners (the latter had 
expressed concern that studies were moving away from the day-to-day con-
text of clinical practice), external pressures for accountability from psychia-
try and managed care called for an outcome research paradigm that involved 
“active collaboration between researcher and practicing clinician” (Goldfried 
and Wolfe, 1996, 1007, 1015), as well as developments such as empirically 
validated therapies and Evidence Based Practice in Psychology (Chambless 
and Ollendick, 2001; American Psychological Association Presidential Task 
Force, 2006). Thus, the realization that research and treatment are insepara-
ble resulted naturally from ideas that are analogous to EBM and CER.
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Shapiro reflected on the course of the scientist–practitioner model and 
reiterated, “We must devote explicit attention to integrating science with 
practice both conceptually and operationally. This entails research that is 
based in clinically realistic settings. . . . It also entails making central to 
everyday clinical psychology practice [an] emphasis on thinking and act-
ing scientifically” (Shapiro, 2002, 233–4). Shapiro goes on to recognize that 
the model is not completely without its critics. Criticisms have essentially 
referred to differences between the character, temperament, judgment, and 
decision-making of scientists versus practitioners and the fact that clinicians 
may consume rather than conduct research of their own. However, the dis-
course on scientist–practitioners in clinical psychology has certainly never 
risen to the level of a separation between research and treatment or the 
mention of separate ethical obligations for each endeavor. As Stricker noted, 
“We . . . must recognize that . . . speculations about the relationship between 
research and practice are not mutually exclusive alternatives, and we need 
not choose among them” (Stricker, 1992, 546).

VI. CONCLUSION

This paper has come to the defense of the thesis that clinical research and 
practice are intimately related. The approach has been to show how a num-
ber of different investigators, representing a variety of theoretical orienta-
tions and applied, goal-oriented efforts have converged on this idea, even 
though different routes were traversed in the process.

We concentrated on various approaches taken by those who criticize the 
BR’s separation of research and practice along either ontological/epistemo-
logical (e.g., Anderson, 2010) or ethical (e.g., Koch, 2012; Lysaught, 2009) 
grounds; but another set of approaches emanated from the realization that 
EBM (and its insistence that the RCT provides the gold standard information 
source) turns out to be inadequate for progress in comparative effective-
ness research (e.g., Kowalski and Mrdjenovich, 2014), translation of research 
results into clinical practice (e.g., Petrini, 2010) and when patients’ values 
and preferences are important factors in treatment effectiveness (Kowalski 
and Mrdjenovich, 2013a). The driving idea here is that MBE (e.g., Sacristan, 
2011) will be required if the evidence we are gathering is to be useful in 
clinical practice. Randomization is not always possible (Kowalski, 2013) and 
pragmatic trials (Kowalski, 2010) or other designs (Kowalski, 2013; Kowalski 
and Mrdjenovich, 2013a, 2013b) will often be necessary to acquire the infor-
mation we need. A related arm in the triangulation that has not been consid-
ered in this paper is based on the Bayesian approach to design and analysis 
of clinical trials. Berry (2004) noted,

The Belmont Report resolves the conflict [between clinical research and clinical 
practice] by separating clinical research from clinical practice. Such a separation 
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is artificial – and unnecessary. A Bayesian decision-analytic approach resolves the 
issue by facing it head-on. The goal is to treat patients as effectively as possible, 
whether they are in the trial or will present later (1979, 186). . . . Clinical trials can 
and should be designed both to lead to generalizable knowledge and to benefit 
participants in the trial. (175–6; for more details, see Berry, 1993, 2006)

Most of our attention to more goal-oriented, applied approaches to research–
treatment synthesis was directed towards learning health care systems 
(Faden et al., 2013), and such systems give some indication of what the 
research–treatment synthesis looks like in real terms. This is a relatively 
modern approach to the integration of research and treatment, but we also 
pointed out that in certain quarters (pediatric oncology and clinical psychol-
ogy) there is a long history of synthesis showing that such structures can 
have legs and considerable staying power.

Finally, we mentioned several authors (Schwab, 2006 and Chiong, 2006) 
who recognized that research and treatment were distinguishable in some 
ways, but it was not useful to separate them “too much.” Schwab (2006) 
thought that research should concentrate on treatments having a reasonable 
expectation of success and Chiong (2006) thought that the differing aims of 
treatment and research could represent a single activity in which the two 
aims constrained one another. These constraints included treatments having 
a reasonable expectation of success but being administered in such a way 
as to yield valid, clinically relevant information. We noted that APOR’s use 
of “legitimate rival candidates for treatment” fit well with “treatments having 
a reasonable expectation of success,” and so both approaches are in har-
mony with a research–treatment synthesis. These are also related to Capron’s 
(1982) definition of therapeutic research, an idea that the BR threw out 
when it separated research from treatment, but one that fits in nicely with a 
research–treatment synthesis.

We submit that the triangulation of the above methods/orientations leads 
to the conclusion that clinical research and treatment are inextricably inter-
twined. One may continue to insist that research and treatment are distin-
guishable, as are the two sides of a coin. There is no gainsaying the fact that 
they are two sides of the same coin, however.

NOTES

 1. There were some thoughts that the principle of respect for persons, or autonomy, needed a 
clearer definition and more teeth (Churchill, 2005); that another principle, respect for communities, might 
be usefully added to the Belmont trinity (Emanuel and Weijer, 2005); and that a sharper picture of the 
content might be revealed if viewed through a feminist lens (Sherwin, 2005).

 2. Most commentators are generally complimentary of BR, citing but few instances where clarity 
is lacking or more detail would have been helpful. The one exception we found was R. B. Miller (2003), 
who charged that BR was “bad ethical theory,” and that BR was “excessively vague about the rules and 
even more vague about the relationship holding among the rules.” But he, like most of the contributors 
to Belmont Revisited, did not count BR’s separation of research and practice among its deficiencies.
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 3. Faden, Mastroianni, and Kahn (2005) found that patients and research subjects were confused 
about the differences between research and treatment, often saying that they were patients (subjects) 
when they were in fact subjects (patients). Churchill (2005) and King (2005) focused on this confusion 
as the source of a therapeutic misconception in which subjects expected more personal benefit from 
the research than warranted. Sherwin (2005) thought that the BR’s treatment of innovative therapy was 
inadequate, giving examples in reproductive medicine in which tighter controls might have avoided seri-
ous harms. Levine (2005) spent the most time on the research/treatment distinction, but he had nothing 
but praise for BR in this regard. In particular, he thought that the BR’s definition of research “explicitly 
repudiated the distinction between therapeutic and nontherapeutic research” (Levine, 2005, 132), this 
latter distinction being labeled “illogical,” and “long-cherished, but misleading.” We defend the notion 
of therapeutic research as an integral part of Applied Patient Oriented Research (APOR) in Section IV, 
“Toward a Philosophy of Clinical Research.”

 4. Location, location, location. Beauchamp and Saghai (2012) sketch the historical development 
of the BR, pointing out that early drafts featured the so-called “boundaries section” at the end of the 
Report; it was only later, after considerable pruning, that it was moved to its final resting place at the very 
beginning.

 5. Anderson (2010, note 14) recognized that the term “incomplete evidence” was not ideal, in 
that one might think that there could come a time when complete evidence was available. We think of 
“incomplete evidence” as relating to clinical equipoise: evidence is incomplete if a disagreement persists 
among the community of clinical experts about which intervention is superior.

 6. Actually, APOR is one of the seven categories of clinical research defined by Ahrens (1992) 
and studied by Anderson (2009, 2010). These categories are distinguished by the nature of the questions 
asked and the manner in which an answer is sought. APOR is the only one of the seven that resembles 
clinical practice. If, as claimed by Katz, distinguishing between research and treatment is difficult and 
complex, research would have to be defined at least similarly to APOR. Of course, we believe, and hope 
to show, that in the case of APOR it becomes impossible.

 7. A recent target article (with discussion) in the American Journal of Bioethics (Maienschein et al., 
2008) focused on the structure and ethics of translational research.

 8. Where might these subdivisions lead? Brody (2006) thought that clinical activities might be sub-
divided into four categories: research, treatment, public health concerns, and medical education. Should 
each of these have its own set of guiding ethical principles?

 9. The RCT problem was discussed by Gifford (1986) in a paper titled, “The Conflict Between 
Randomized Clinical Trials and the Therapeutic Obligation.”

 10. Clinical equipoise was the topic of a symposium, printed in this journal, which was introduced 
and summarized by Miller and Veatch (2007). A detailed refutation of the position taken by Joffe and 
Miller (2008) was given by Anderson (2006).

 11. Three major objections were raised. First, that Joffe and Miller were wrong when they claimed 
that the different ethical constraints proper to basic, preclinical, and clinical research are a direct result of 
“the differences in the moral status of the experimental materials with which investigators work.” Second, 
they were wrong in supposing that “clinical research” refers to a unified category and that all forms of 
clinical research share the same objectives and internal norms. Finally, Anderson (2009) thought Joffe and 
Miller wrong to suppose the norms of clinical research can be derived without reference to the context 
of practice (cf. note 6).

 12. The twin ironies that despite the fact that the Willowbrook School and Pfizer faced litigation 
over their research strategies, Dr. Krugman, the PI at Willowbrook, was named President of the American 
Pediatric Association, and Pfizer was accredited for its protection of human subjects in research, were not 
lost by Lysaught (2009).

 13. Lysaught gave the definition: “Biopolitics is that social strategy of policing and controlling popu-
lations by increasingly ordering all realms under the guise of improving the welfare of the individual and 
the population for the purpose of reproducing and furthering the social order” and thought that “to see 
bioethics as biopolitics is to illuminate the myriad of ways that behind the rhetoric of freedom, empower-
ment, and improving the welfare of the individual and the population, bioethics functions to produce, 
organize, and manage the bodies of real, human persons—to police and control populations—towards 
the ends of larger institutional agents such as the state or, more recently, the biotech industry” (Lysaught, 
2009, 387).

 14. A related, perhaps less troubling proposal was advanced by Orentlicher (2005) who thought it 
would be all right to pressure patients to participate in (comparative effectiveness) research whenever they 
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could be treated with any one of several established therapies. The pressure would come in the form of 
having to find another doctor to be treated outside of the research context. Although he was aware that 
this was contrary to a number of international standards/guidelines for research (e.g., the Declaration of 
Helsinki: “the refusal of a patient to participate in a study must never interfere with the patient–physician 
relationship” World Medical Organization, 1996) he was hopeful that prevailing attitudes could be changed 
and/or that one might be able to find a set of guidelines that did not address this problem (cf. note 15).

 15. This is reminiscent of the FDA’s abandonment of the Declaration of Helsinki in favor of ICH 
Guidelines when the Declaration refused to go along with the FDA’s wishes concerning placebo controls 
(Rennie, 2009).

 16. A reviewer thought that “patients who agree to participate in clinical studies after being pro-
vided with appropriate information are not ‘mere instruments,’ rather they are volunteers in a study that 
may or may not benefit them.” The kicker here is, of course, appropriate information. We have already 
mentioned (note 3) that the information given in many study consent forms is inadequate to avoid the so-
called therapeutic misconception, where subjects believe they are being treated, even when the control 
arm may be placebo or no treatment. It should be clear by now that, in APOR, the belief that patients 
will be treated is not a misconception. One still needs to provide appropriate information about how 
treatments will be allocated, but study participants will receive, at least, a legitimate, rival candidate for 
the optimal management of the disease in question.

 17. The Elsevier website terms and conditions grants permission for the use of this figure for schol-
arly purposes. See Elsevier, “Terms and conditions,” [On-line]. Available: http://www.elsevier.com/legal/
elsevier-website-terms-and-conditions (accessed October 21, 2016).

 18. The authors have written permission from Haematologica to use this figure.
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