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Abstract

Background—Pragmatic trials comparing standard-of-care interventions may improve the 

quality of care for future patients, but raise ethical questions about limitations on decisional 

autonomy. We sought to understand how patients and physicians view and respond to these 

questions in the contexts of pragmatic trials and of usual clinical care.

Methods—We conducted scenario-based, semi-structured interviews with 32 patients with end-

stage renal disease (ESRD) receiving maintenance hemodialysis in outpatient dialysis units and 

with 24 nephrologists. Each participant was presented with two hypothetical scenarios in which a 

protocolized approach to hemodialysis treatment time was adopted for the entire dialysis unit as 

part of a clinical trial or a new clinical practice.

Results—A modified grounded theory analysis revealed three major themes: 1) the value of 

research, 2) the effect of protocolized care on patient and physician autonomy, and 3) information 

exchange between patients and physicians, including the mechanism of consent. Most patients and 

physicians were willing to relinquish decisional autonomy and were more willing to relinquish 

autonomy for research purposes than in clinical care. Patients’ concerns towards clinical trials 

were tempered by their desires for certainty for a positive outcome and for physician validation. 

Patients tended to believe that being informed about research was more important than the actual 

mechanism of consent, and most were content with being able to opt out from participating.

Conclusions—This qualitative study suggests the general acceptability of a pragmatic clinical 

trial comparing standard-of-care interventions that limits decisional autonomy for nephrologists 
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and patients receiving hemodialysis. Future studies are needed to determine whether similar 

findings would emerge among other patients and providers considering other standard-of-care 

trials.
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Introduction

Robust evidence to guide clinical decision-making among multiple treatment approaches is 

often lacking in routine clinical practice. Although comparative effectiveness research 

(CER) has the potential to address these widespread gaps in evidence-based knowledge in 

the usual care setting, evaluation of standard-of-care interventions in randomized clinical 

trials has recently come under scrutiny from the Department of Health and Human Services’ 

Office for Human Research Protections, leading to public consultation and debate among 

bioethics scholars (Anderson et al. 2015; OHRP 2014; Wilfond et al. 2013). Important 

ethical questions remain regarding traditional regulations for research involving standard-of-

care interventions, especially given the challenge of creating uniform regulatory guidelines 

for a wide range of standard-of-care randomized controlled trials (RCTs) without empirical 

data to help guide their development (DHHS 2011; Faden et al. 2013; Halpern 2005; Kass et 

al. 2013; Kim and Miller 2015; Largent et al. 2011; Solomon and Bonham 2013).

In light of the public health benefits that CER offers, the National Institutes of Health, 

Patient-Centered Outcomes Research Institute, and other funding agencies have recently 

prioritized “pragmatic” clinical trials, particularly those conducted within “learning health 

care systems” – that is, within the context of patients’ usual care (Anderson et al. 2015; IOM 

2007; IOM 2012). Pragmatic trials are those in which the hypothesis and study design are 

formulated based on information needed to make clinically relevant decisions (Anderson et 

al. 2015, Loudon et al. 2015). They seek to produce highly generalizable, real-world 

information about the effectiveness, benefits, and harms of treatment options to inform 

clinical decisions and practice guidelines. However, in order to prioritize evaluation of 

effectiveness over efficacy and generalizability, the designs of pragmatic trials often restrict 

autonomy of physicians to choose treatments they administer, and of patients to choose 

treatments they receive. Thus, despite great promise for improving the quality and costs of 

care, pragmatic trials raise important ethical questions that require reconsideration of 

traditional research regulations (Cho et al. 2015; Faden et al. 2013; Johnson et al. 2014; Kass 

et al. 2013; Largent et al. 2011; Menikoff 2013; Solomon and Bonham 2013). Many 

authorities have called for greater scrutiny of the issues underlying conceptual analyses of 

pragmatic trials (DHHS 2011; Garber and Tunis 2009; PIPC 2009; Platt et al. 2014; 

Solomon 2005). Such data may help to identify how patients and physicians address ethical 

challenges and whether proposals to surmount them align with their views.

A particular challenge in conducting pragmatic clinical trials that compare several 

approaches falling within the “standard-of-care” is whether informed consent, or simply 

patient notification that research is being conducted, is required. Participating in such trials 
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does not place patients at risk from the interventions themselves, as the same risks would 

arise in usual care. However, such trials alter the process by which an individual’s care is 

selected, thereby limiting patients’ and physicians’ decisional autonomy. Thus, to the extent 

that patients and physicians may value such decisional autonomy, pragmatic trials may raise 

concerns for these stakeholders. Maintenance dialysis for patients with end-stage renal 

disease (ESRD) is a setting that lends itself well to the implementation of pragmatic trials 

because of the highly standardized approaches to care delivery and clinical monitoring. We 

conducted qualitative interviews of patients with end-stage renal disease and clinical 

nephrologists to advance understanding of (1) how patients and physicians value decisional 

autonomy, (2) how these valuations differ in the domains of research vs. clinical care, and 

(3) whether limitations on decisional autonomy ought to influence how investigators obtain 

informed consent or notify participants of the research.

Methods

Data collection occurred between April and November 2014. Two interviewers (one public 

health professional and one clinical research project manager) trained in qualitative research 

methods conducted individual, semi-structured interviews lasting approximately 30 minutes 

with nephrologists and with patients with ESRD receiving maintenance hemodialysis. 

Purposive, non-probability sampling was used to identify participants who varied in age, 

gender, race, and level of education. Sampling continued until theoretical saturation was 

reached – that is, until consecutive new interviews failed to reveal any new information. 

Eligible patients were 18 years or older, English-speaking, and with ESRD receiving care at 

one of four outpatient dialysis units in the Philadelphia region. Eligible physicians were 

practicing nephrologists treating adult patients in outpatient dialysis units in the U.S.

Nephrologists were identified using the American Society of Nephrology (ASN) member 

list; eligibility was restricted to U.S.-based physicians with an MD, MBBS, or DO degree. 

Information about the study was provided to nephrologists through email and paper mail, as 

well as via telephone calls. Interested nephrologists were directed to an online survey to 

determine eligibility. Eligible nephrologists who provided verbal informed consent 

participated in individual telephone interviews and received a $50 Amazon gift card for their 

participation.

Patients were recruited while receiving hemodialysis treatment and interviewed in-person. 

Dialysis unit facility administrators and nurse managers were contacted prior to the 

scheduled visit to approve or decline recruitment of individual patients, and to confirm that 

potential participants were English speaking and had cognitive capacity. Patients provided 

written informed consent, completed a demographic questionnaire, and participated in a 

scenario-based interview. Patients received $25 cash in exchange for their time and 

participation.

This study was approved by the University of Pennsylvania Institutional Review Board, the 

dialysis provider organization, and the dialysis unit medical directors. For interviews with 

patients and physicians, interviewers read aloud two standardized hypothetical scenarios: 1) 

a clinical trial in which dialysis units would be randomized to a standardized duration of 
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hemodialysis sessions falling within the distribution of standard-of-care, and 2) a clinical 

care scenario in which the same standardized duration of hemodialysis sessions would be 

implemented unit-wide (Table 1). These two scenarios were created in light of current 

practice in the United States, in which the length of dialysis treatment sessions is highly 

variable across dialysis centers and physicians. Comparable language regarding the rationale 

and evidence base for the standardized duration of hemodialysis was presented to 

participants in both the research and clinical care scenarios, allowing participants’ views on 

the care delivered in each setting to be directly compared. The scenarios directed toward 

physicians contained higher-level medical terminology. Each scenario also included the 

provision that an alternate hemodialysis session duration could be prescribed for an 

individual patient if the physician disagreed with the standardized treatment time. The 

scenarios were modeled after the NIH-funded “Time to Reduce Mortality in End-Stage 

Renal Disease” (TiME) trial (NCT02019225) with three key differences, namely: 1) the 

TiME trial is restricted to incident patients, 2) the standardized length of hemodialysis 

sessions in the TiME trial is 4.25 hours (as opposed to 4.5 hours in the scenarios used for 

this study), and 3) for the TiME trial a telephone call is required in order for patients to opt 

out of sharing their data, but opting out of the intervention can occur through discussions 

with the treating nephrologist, while in the hypothetical scenario there is no distinction made 

between opting out of the intervention and opting out of data sharing.

The order in which the two scenarios were presented to participants was randomized to 

mitigate potential ordering effects. The interviewer asked all participants to share their initial 

thoughts and reactions to the scenario presented, followed by open-ended questions 

exploring both positive and negative features of the scenario (e.g., features they liked and 

disliked, potential benefits or concerns, positive and negative aspects of patient notification, 

etc.). After eliciting each participant’s viewpoints, the interviewer followed with targeted 

probes.

All interviews were audio recorded, professionally transcribed verbatim, and verified for 

accuracy. De-identified transcripts were imported into NVivo10, which was used to store and 

organize data, code content and track emerging themes. Using a modified grounded theory 

approach and open-coding, the study team developed a coding structure and coding 

dictionary for patients and physicians. The first three transcripts for both patient and 

physician interviews were coded by two independent coders and analyzed for inter-rater 

(inter-coder) reliability. Coding agreement below 85% was evaluated and adjudicated and 

the study team discussed discrepancies. Double coding ensued for every fourth interview. 

Additionally, two independent coders reviewed all interview transcripts for the gestalt 

directional response (positive, mixed, or negative) to each hypothetical scenario and 

agreement was evaluated and adjudicated (κ= .75). We achieved theoretical saturation on all 

major themes, and analyzed the data for recurring themes and significant thematic links.

Results

Of the 35 eligible patients approached, 32 patients (91%) consented to be interviewed. Of 

the 470 ASN nephrologists who were cold contacted through paper mail and email, 12 

agreed to be interviewed following initial contact. Subsequent telephone follow-ups resulted 
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in 36 direct contacts (13 interested, 12 more interviewed, 11 declined), 247 indirect 

messages (voicemail, receptionist, etc.), 61 found ineligible, and 50 non-contactable 

telephone numbers. Sixty-four nephrologists were not contacted by telephone as theoretical 

saturation had been reached at 24 interviews. Thus, a total of 56 open-ended semi-structured 

interviews were analyzed (32 patients, 24 nephrologists). Tables 2 and 3 describe the 

demographic composition of the sample.

We identified emergent codes for patients and nephrologists and organized them into the 

three major themes: 1) research value, 2) protocolized care and patient/physician autonomy, 

and 3) information exchange between patients and physicians and the mechanism of 

consent. The sections below summarize the findings from patients, followed by findings 

from physicians. We have included a subset of the most salient themes, and not an 

exhaustive list of all themes that arose. Primary data are utilized to support the summative 

statements, and the scenario (research or clinical) is identified in parentheses following all 

quotations.

Patient Findings

Research Value

Few patients had participated in research studies previously, yet almost all patients saw 

research as valuable and many said they would like to participate in research (either in the 

hypothetical study presented, or other research studies) as a form of altruism. Participants 

expressed hope that this hypothetical research study, or other research studies in general, 

would improve patient care and outcomes. However, patients also conveyed various 

qualifying factors for their own participation such as certainty of personal benefit or the 

absence of harm. A minority expressed concern about motivations behind research, such as 

the promotion of interests of insurance companies or other financial drivers of care, but these 

were commonly unrelated to the hypothetical research scenario presented to them. Almost 

no patients spontaneously offered their perspectives on data collection and privacy.

I don’t know why they haven’t done this before. To me it’s really ridiculous for 

people to be getting treatments and they don’t know, if the doctor doesn’t know the 

difference between a 4 hour session and the lesser. I don’t understand that. 

(Research)

I would want to know how this research is going to affect me, good or bad. If it’s 

good I want to go with it. If it’s bad I might have some reservations about it. But it 

all depends on if I have to suffer to make someone else’s life better then maybe I 

might consider it. (Research)

Here’s the thing about this. People complain. They don’t want to be on the machine 

but yet they don’t want to die. So research study is to show them what they actually 

have to do if they want to be alive. The doctors will find out exactly what’s going to 

keep us alive. (Research)
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Protocolized Care and Decisional Autonomy

Both the research and clinical care scenarios included a protocolized approach to 

hemodialysis duration with the potential to limit patient and physician autonomy in medical 

decision-making. As patients reflected on the two scenarios, they expressed a range of views 

in response to the concept of protocolized care and its sequelae. Several patients stated that 

setting a protocolized time for dialysis treatment in either the research or clinical context 

would not deviate substantially from current practice, stating that their dialysis unit already 

implemented protocols for many aspects of care. Those who expressed this also believed 

that protocolized care would not dramatically affect patients or physicians.

I’m very used to things being standard with dialysis. (Clinical)

[Setting the length of the dialysis sessions] doesn’t matter to me. I don’t have a 

problem with that. I don’t think any doctor should have a problem with that either, 

really. It doesn’t affect them at all. (Research)

Several others (and some of the same patients) expressed concerns about the use of a 

protocol. A majority of these concerns were connected to the absence of individualized 

treatment and lack of consideration of patient-level factors such as age, size, or medical 

condition. Most patients were also concerned about the potential impacts or burdens on their 

life such as increased fatigue, logistical consequences of increasing time, and lifestyle 

limitations. A minority of these concerns pertained to systems-level factors such as 

insurance companies or other financial drivers of care. A majority of patients believed that 

physicians should treat patients individually according to their specific needs and 

preferences, and that physicians should have the ability to modify care on an individual 

basis.

I just don’t like the fact that everybody is just lumped into the same basket. Patients 

are individuals. I think that whatever they’re doing should be tailored to them. 

Dialysis lengths are related to sometimes possibly to what race you are, what sex 

you are, how much you weigh, how you’re responding. So how can they say 

everybody is going to go on the same thing? (Clinical)

Patients described trust as mitigating factor for their concerns about the loss of decisional 

autonomy. Trust in their nephrologist, and the healthcare system in general, together with a 

desire for physicians to have autonomy in decision-making about their care led most patients 

to accept protocolized care as described in the scenarios should their physician agree with 

and justify its use. Conversely, patients said they would not accept protocolized care in either 

research or clinical scenarios if they did not receive their individual physician’s validation. A 

minority of patients made specific mention of their own autonomy in decision-making about 

their care. However, of those who did, most said they would relinquish their own autonomy 

to follow their individual physicians’ recommendations.

If [the doctor] says that I think you should go on 4 ½ hours then I would say fine. 

But I would definitely go with [the doctor’s] advice rather than the clinic’s advice 

or policy, whatever they have. (Clinical)
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Once my doctor okays it and he evaluates it and says well it wouldn’t hurt then I 

probably would participate. But I must be informed by my doctor. I don’t do 

anything against his wishes. (Research)

Information Exchange and Mechanism of Consent

Patients discussed their informational needs, most of which included a desire to be informed 

of potential risks and/or benefits in either research or clinical care scenarios. Patients also 

discussed the importance of who would provide information, when it would be provided, 

and the method of delivery. While few patients voiced concerns about specific medical risks 

in these scenarios, patients usually expressed a desire for physician assurance that the 

treatment might benefit them directly and not cause harm. Many patients also wanted more 

information about the reasons behind the treatment time, such as existing evidence that 

motivated the research or clinical change.

Well, I think that the doctor would, someone would have to give you a reason why 

it’s 4 ½ hours instead of 4. I don’t know whether it’s, I guess the facility would 

have the information to let you know but I would think you would want your doctor 

to be informed or told by and then he or she can explain it to the patient. (Clinical)

This is only a half hour so it’s not a big deal but I think people should know and the 

person should know both the positive and the negative sides of it. (Research)

I would be willing to do the research. It puts patients at actual risk but it’s not 

known whether they provide any extra benefits. If you don’t really know if it’s 

going to, but that’s what research is all about is to find out, I guess. Yeah, I would 

go along with it. (Research)

In an effort to elicit objective responses to the hypothetical scenarios, the interviewer asked 

open-ended questions without explicitly soliciting thoughts about the method of consent. 

However, many patients addressed this on their own accord, and for these patients, the 

interviewer systematically probed further. Most of these patients were less concerned about 

how consent procedures took place as long as they were given information about the 

research study and the opportunity to decline treatment assignment (opt-out).

Some participants described feeling comfortable with the hypothetical scenarios and did not 

question the means by which patients were notified; others thought they might have 

reservations about specific aspects of information exchange, including their ability to decline 

the standardized hemodialysis treatment time in both scenarios. Some participants wanted to 

know the degree to which a protocolized approach might limit their options. For instance, 

some participants questioned whether they would be forced into care they did not want or 

effectively be forced to transfer to a different dialysis unit. These sentiments were expressed 

more frequently in the clinical care scenario, as the majority of patients expressed 

satisfaction with the mechanism to opt-out of the research study if they so desired (by 

calling a telephone number).

I would want to know what are the benefits and what are the downfalls of an extra 

half hour and just that a clinic decides that there’s another half hour would not be 

overwhelmingly convincing. (Clinical)
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I’ve been coming for 3 hours and now you’re going to change it for 4 ½? I mean 

what the heck is going on here? I would want a reason for that more than them just 

saying this is how we’re going to do things from now on. That’s really how they do 

things a lot in this system. (Clinical)

That’s a good option [to call a number if they don’t want to participate in the study] 

also because, again, it tells them, hey, it’s nothing that you are stuck to do. If you 

don’t feel like it you don’t have to do it and that’s a good thing. I don’t know when 

you call that number what happens but I think it’s a good thing, yes. It’s like 

informed. (Research)

I think its fine because I think you’re given an out if you want it. It’s not forced. 

(Research)

I have a problem with being put in something and I’m not aware of it. You know 

what I mean. Just putting me in it and I didn’t know I was in it and I would feel like 

that they wasn’t being real with me. But putting me in and I’m aware of it, yes, I 

have no problem with it. I’ve got to know that I’m being researched or something. 

(Research)

Nephrologist Findings

Research Value

There was near consensus regarding the evidence to support increased dialysis time and 

many nephrologists cited specific studies to suggest that longer dialysis leads to improved 

patient outcomes. Therefore, many stated that they did not foresee harm in providing a 

protocolized hemodialysis treatment time of 4.5 hours in either the research or clinical care 

context. Moreover, a majority believed that the hypothetical research study if conducted 

could provide valuable data and potentially incentivize patients to adhere to their prescribed 

dialysis time, thereby improving patient care and outcomes.

I think we would definitely want to contribute to that body of literature and then 

also help to affirm our clinical suspicion and judgment that we’ve been doing. 

(Research)

I believe that we have four decades of observational data showing that outcomes are 

better with longer treatment times…The reason that it would be useful to do an 

RCT would be to have clear data to convince insurance companies to pay for longer 

treatment times. (Research)

I think that more time is better and I would want to offer that to my patients. Also, 

if it were an opportunity to get them to a longer time so maybe being a part of 

research and they would be doing it for a different reason other than just because I 

asked them. So they might be more likely to sign up for that if it had a bit of a shine 

on it because it was a research study as opposed to just my request. (Research)

I think if that’s the new clinic practice they’d better have the research information 

and data to say this is our new clinic practice and this is why. It’s because you’re 
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going to feel better, you’re going to live longer, you’re not going to end up in the 

hospital. There’s got to be a good reason why. (Clinical)

Protocolized Care and Decisional Autonomy

Like patients, nephrologists expressed a range of responses to protocolized care as described 

in the hypothetical scenarios. While some nephrologists expressed concerns about 

limitations on physician autonomy and the need for individualized treatment, a majority of 

nephrologists said they felt comfortable with the standardization of treatment time, and were 

largely supportive of protocolized care so long as some flexibility to individualize remained. 

Many nephrologists gave examples of existing protocols in their dialysis units, including 

length of treatment and other standardized treatment practices, and several nephrologists 

discussed the potential benefits of creating such protocols.

I prefer individualized care because I believe that humans are not like laboratory 

animals. We’re not all the same. I feel that protocols are good to use as guidelines if 

needed but I think each patient’s care should be individualized. So I’m not a big fan 

of having protocols without giving, following protocols blindly without taking into 

account each patient’s individual condition. (Clinical)

I know there is some academic evidence suggesting a longer dialysis would be 

better. I like to keep my patients minimum of four hours from the beginning unless 

they make a choice not to do that. I try to keep it at four hours….I think it’s okay 

not to offer the patient consent because it’s pretty much doing the standard-of-care 

we are just lengthening some hours and they have the choice not to do that. 

(Research)

Many physicians believed that a major challenge to longer dialysis in a clinical or research 

setting was that patients may not be willing to increase dialysis time. Most nephrologists 

discussed how this type of protocolized care could be useful, particularly for new patients as 

depicted in the hypothetical scenarios, to gain patient acceptance and agreement to increase 

dialysis time, and consequently improve quality of care. Concerns revolved mainly around 

treating patients who might need individualized care due to age, gender, BMI, or other 

individual characteristics. However, of the nephrologists who expressed these concerns, 

nearly all believed that protocolized care in the context of the research or clinical scenario 

would be beneficial to most of their patients. A majority stated that they would be 

comfortable participating in either the research or clinical scenario so long as physicians and 

patients were provided some flexibility or mechanism to opt-out.

I think it’s a wonderful idea because all of us try to push for a longer dialysis but 

most of the patients do not like it. (Research)

I agree that longer treatment times would be better. However, I feel there would be 

a lot of resistance with patients. It’s difficult to convince people to stay that long. 

So I feel like while it definitely might be best for some patients I think it’s going to 

have some difficulty with some patients accepting that. (Clinical)
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Information Exchange and Mechanism of Consent

Physicians expressed a range of views with regard to the exchange of information in both 

scenarios. Most physicians said patients should be adequately notified and provided 

information about the rationale for implementing a protocolized approach to hemodialysis 

time in both research and clinical contexts.

I think there are certain studies I think you need to have written notification and 

you need to be more vigilant and explain more and things. But 4 ½ hours of dialysis 

is not truly so far away from what the standard-of-care is. Really you’re not going 

to hurt anyone. (Research)

I think notifying the patients and as long as the doctor is convinced it’s the right 

thing to do for the patients I don’t see any ethical dilemma with telling them you 

need 4 ½ hours and giving them notice and the ability to sort of not do it, which 

they have for any treatment we offer. Every patient has the right to deny. I don’t see 

why that would be a problem. (Research)

As long as they [patients] know that you’re pulling for them then you can do 

anything and you can explain anything to them. They have to know that you’re 

going to keep showing up and then you work with them and you talk about it. 

(Clinical)

The fact that this is just a new practice rather than a clinical trial it’s kind of 

difficult to stomach that because you don’t necessarily know if what you’re doing 

really is of benefit or not. So I think that you would have to inform the patient… 

Inform them that we’re doing things for a longer duration without knowing if it’s of 

benefit or not and then the ability to tailor to patients who may need it would be 

great but then what parameters are you using to tailor it exactly. (Clinical)

Most nephrologists believed that if an appropriate opt-out mechanism were in place for both 

physicians and patients, as described in the scenarios, then there would be no ethical 

concerns.

I think that just gives a patient a feel that they’re not bound to any decision they 

have made, that they have the choice to walk away if they choose. So I think it 

gives them a lot more comfort and it might help to enroll patients that they can feel 

it’s easy enough to opt out of this study if they choose to rather than feel that 

they’ve signed some consent and then they feel obligated to have to stay in the 

study reluctantly. (Research)

A minority of physicians, however, believed that defaulting patients into treatment in either 

research or clinical scenario could be unethical or impractical.

You can’t demand something of them and say, okay, now you’ve got to call this 

phone number or we’re going to force you to have 4 ½ hours. They shouldn’t have 

to call a phone number. They don’t have to do anything. That is against ethics. 

(Research)

I think it’s going to be very hard to enforce a policy and patients are going to go to 

other clinics so that they don’t have to do that time. You can’t enforce or force a 
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patient. Just like patients come off their dialysis machines before they want, you 

can’t enforce them to that they have to stay for their full time. They’ll sign off 

AMA [against medical advice]. ‘Doc, nurse, get me off’. (Clinical)

Research vs. Clinical Care

All patients and physicians were directly asked to compare the research and clinical care 

scenarios and discuss similarities, differences and their perspectives on each. The vast 

majority of patients stated that they felt “the same” about the two hypothetical scenarios and 

tended to respond sparsely to the question of differentiation. The issue of increased time was 

routinely identified as the main similarity between the two scenarios, but almost no patients 

discussed any substantive differences arising from standardizing hemodialysis times by 

virtue of a clinical protocol as opposed to routine clinical care. Physicians on the other hand, 

readily discussed the differences between the two scenarios, with or without prompting. A 

majority of physicians had preference for the research scenario over the clinical care 

scenario, even though many still had some concerns about both, as described above. All 

physicians who preferred the research scenario believed that rigorous empirical data could 

be used to improve patient care and gain acceptance for increased dialysis treatment time. 

Most of these physicians also preferred the research scenario because of the opt-out 

procedures, which they favored over a clinical “mandate” that might diminish autonomy for 

both patients and physicians.

To assess and compare the acceptability of each scenario, full transcripts were coded for the 

gestalt directional response to the research scenario and to the clinical care scenario. Each 

patient and physician was identified as having a positive, mixed, or negative response to 

each scenario, and coded as such by two independent coders. As demonstrated in Figure 1, a 

minority of patients and physicians expressed resolutely negative responses to the research 

or clinical care scenarios, and fewer patients responded negatively to the research scenario 

than the clinical scenario. For both patients and physicians, a higher percentage of 

participants responded positively to the research scenario, as compared to the clinical care 

scenario. Illustrative quotations that demonstrate these response categories can be found in 

Table 4.

Discussion

The ethical oversight of comparative effectiveness research conducted within “learning 

health care systems” is a topic of considerable interest given the need to more efficiently 

study key questions in healthcare delivery and the new options for doing so with the advent 

of electronic health records (Largent et al. 2011; Platt et al. 2014; Solomon and Bonham 

2013). Several authors have called for revising traditional ethics regulations to accommodate 

the challenges and opportunities of CER within learning health care systems (Faden et al. 

2013; Kass et al. 2013) and have proposed frameworks for evaluating studies that directly 

compare interventions falling within the standard-of-care (Faden et al. 2013; Kass et al. 

2013; Kim and Miller 2015; Largent et al. 2011; Solomon and Bonham 2013). However, 

these models have largely been developed without evidence of the perspectives of key 

stakeholders.
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This qualitative study of a diverse sample of nephrologists and ESRD patients identified 

several themes related to ethical considerations in implementing CER in usual care settings. 

Several key findings emerged from our exploration of how patients and physicians view 

limitations on decisional autonomy, whether these views differ in the domains of research 

versus clinical care, and whether limitations on decisional autonomy ought to influence how 

investigators obtain informed consent or notify participants of research.

First, we found that patients and physicians are willing to relinquish autonomy around 

dialysis time, at least as much in the context of research as in clinical care, and that they 

would allow some limitations on individual-patient decision-making in research studies. For 

both patients and physicians, this comfort seemed to stem, in large part, from the perceived 

value of research and the belief that the knowledge to be gained justified such limitations. 

For patients, the level of trust they had in their physician and health system also seemed to 

be an important contributor. It is possible that the acceptability to ESRD patients and 

physicians of limiting decisional autonomy is related to the extent to which many dialysis 

units already protocolize several aspects of patient care. For example, many physicians 

believed that the trial and clinical scenarios presented would have a negligible impact on 

their clinical practice and would still allow for independent decision-making. However, such 

familiarity with protocolized care in the clinical setting would not be expected to 

preferentially influence views regarding similar limitations in the research setting.

Second, although most patients indicated a desire for individualized treatment, patients and 

physicians alike expressed greater overall acceptance of protocolized care delivered in a 

research context versus a clinical context. Indeed, few patients or providers expressed 

negative views of the proposed research study despite its limitations on individualized 

patient treatments and lack of written informed consent. Together, these findings suggest that 

although patients value individualized treatment when all else is equal, clinical trials that 

employ pragmatic designs for a specific purpose may be quite acceptable to patients and 

physicians alike. Further, these data suggest that research participants may not perceive such 

studies as generating higher risks than ordinary care (Faden 2013; Platt 2014).

Third, we found that patients and providers often differed in some of their views regarding 

the role and mechanism of informed consent. Patients expressed a desire to receive 

notification and information about their treatment for both research and clinical care. This is 

noteworthy in light of the dramatic difference in current disclosure in research activities 

versus clinical practice. However, patients did not display strong preferences regarding the 

mechanism of consent and, because they retained their rights to decline participation, did not 

oppose an opt-out model of consent. Future research is needed to determine whether this 

general acceptance of opt-out consent was specific to the scenario posed in this study or may 

be extrapolated to other standard-of-care interventions. A recent nationwide survey found 

that more members of the public stated a preference for specific consent rather than 

notification (Nayak et al. 2015). However, these results are difficult to interpret because the 

logistical and other tradeoffs required in pursuing informed consent were not revealed to 

participants, and because the participants were individuals with generally good health rather 

than patients who would be eligible for standard-of-care treatment trials.
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For some physicians, the lack of traditional, prospective, opt-in consent was seen as a barrier 

to research conduct. Nonetheless, several of the physicians who expressed concerns about 

opt-out approaches also readily described the potential benefits of pragmatic trials, and most 

said they would participate in and encourage such research despite their concerns. These 

seemingly divergent findings may be attributable to physicians believing that traditional 

research regulations are too stringent to be applied to standard-of-care research, while also 

feeling bound to uphold such perceived requirements. Further research among physicians 

about their views on notification and consent should therefore clarify that the proposed 

studies are acceptable to an IRB so as to enable physicians to more freely indicate their 

views.

These findings should be interpreted in light of several limitations. First, these data were 

collected within the context of a single hypothetical scenario (changing the duration of 

hemodialysis sessions) with samples of ESRD patients and nephrologists. Although this 

focus enabled participants to articulate views on matters that were most salient to them, the 

generalizability of these findings to other clinical contexts is uncertain. Second, participants’ 

responses to the hypothetical scenarios used in this study may not precisely reflect their 

views if truly facing these same research and clinical scenarios. Third, although patients’ 

familiarity with hemodialysis enabled them to speak informatively, it may have influenced 

certain responses. Indeed, many physicians and patients suggested that new, or “incident,” 

hemodialysis patients might be more receptive to the longer prescribed treatment times 

discussed in the research and clinical scenarios than were patients who were already familiar 

with somewhat shorter treatment sessions.

Fourth, when asked directly, most patients did not identify substantive distinctions between 

the research and clinical scenarios. Although many of their comments suggested that their 

views of the two scenarios were similar because the most important elements to them, such 

as the dialysis duration, were indeed the same in both, we cannot rule out the possibility that 

some patients may have misunderstood the differences in the goals of research and clinical 

care. Indeed, patients’ lack of exposure to research may have impaired their ability to 

distinguish between the two scenarios. Fifth, although we sampled purposefully within the 

participating dialysis units to ensure that age and ethnicity were representative of patients on 

dialysis in the same regional network (age: 62.5 vs. 62.3 years; ethnicity: 6.0% vs 4.6% 

Hispanic or Latino), the race profile of respondents reflects the demographics of a mainly 

inner-city dialysis population. Additionally, although we sought a nationally representative 

sample of nephrologists with a range of research experience, and from a variety of practice 

settings, the physician results may be biased due to self-selection into our study.

Sixth, this study did not afford the opportunity to explore the level of risk patients would 

accept in participating in usual care trials. The observation that few patients even mentioned 

risk as a relevant consideration does not mean risk is irrelevant to patients, but did diminish 

our opportunities to probe its importance. Finally, like most qualitative studies, this work 

was designed to be hypothesis-generating and to identify the range of factors affecting 

willingness to participate in research studies. As such, we cannot quantify the relative 

importance of each factor identified on patients’ or physicians’ views. However, this 

investigation has informed a larger study currently underway using conjoint analysis to 
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assess the relative influences and importance of different trial elements on participants’ 

willingness to participate in CER.

In summary, these data from patients and physicians augment understanding of how these 

stakeholders view and respond to restrictions on decisional autonomy in research and 

clinical care. Although there has been an increase in the conduct and evaluation of CER, 

important questions remain regarding regulatory guidance and the variability of oversight 

(Anderson et al. 2015). These data may usefully inform the development of such regulations 

(DHHS 2011; Faden et al. 2013) by suggesting that, at least in the context of standard-of-

care trials among patients receiving dialysis, patients are generally accepting of restrictions 

on their decisional autonomy and, when necessary to achieve the goals of the study, 

agreeable to simple notification rather than formal consent. Future research is needed to 

explore the generalizability of our findings in other clinical populations and contexts, and to 

quantify how stakeholders view the potential tradeoffs between the rigor of consent and the 

value of research in low-risk settings. Nonetheless, the current findings are consistent with a 

growing body of evidence that suggests that new regulations for standard-of-care research 

may permit different standards of consent than required in higher-risk studies such research 

promotes improved quality and costs of care.
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Figure 1. 
Directional Response to Research and Clinical Care Scenarios
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Table 1

Standardized Research and Clinical Care Scenario

Scenario Patient Population Physician Population

Research Scenario

Currently there is no standard length for hemodialysis 
sessions in the U.S. Some small research studies suggest 
that longer dialysis sessions may help some people, but 
doctors really don’t know.
I’d like you to imagine that doctors are now doing a 
large study. They are hoping to find out if slightly longer 
hemodialysis sessions help patients to live longer and 
feel better than shorter hemodialysis sessions. In this 
research study, there will be two groups of dialysis 
clinics. In one type of clinic, patients will receive care as 
they usually do, with doctors deciding the length of their 
dialysis sessions. In the other clinics, all patients will 
receive dialysis sessions of at least 4 ½ hours unless 
their doctor disagrees.
Let’s imagine that you are just starting hemodialysis for 
the first time, and the clinic you go to is one of several 
hundred clinics participating in this study. On your first 
visit to the dialysis clinic, you are told about the research 
study. You are given information about the study and a 
number to call if you don’t want to participate.
You do not yet know which treatment group your clinic 
is in. This will be decided by the doctors doing the 
research so that all doctors can learn how long dialysis 
sessions should be.

Currently there is no standard length for hemodialysis 
sessions in the U.S. Some small research studies 
suggest that longer dialysis sessions may help some 
patients, but the data are inconclusive.
I’d like you to imagine that investigators are now 
conducting a large research study, involving several 
hundred outpatient hemodialysis facilities. The 
investigators are hoping to find out if slightly longer 
hemodialysis sessions, designed to remove fluid more 
slowly, help patients to live longer and feel better than 
shorter hemodialysis sessions.
In this research study, dialysis facilities will be 
randomized to two groups. In some facilities, patients 
will receive care as they usually do, with nephrologists 
deciding the length of their dialysis sessions. In the 
other facilities, all patients will receive dialysis 
sessions of at least 4 ½ hours unless their nephrologist 
disagrees.
Let’s imagine that the outpatient dialysis facility where 
you treat patients is participating in this study. On 
admission to the dialysis facility, patients are provided 
with written notification about the study and given a 
number to call if they don’t want to participate. In this 
IRB-approved study, patients do not provide written 
informed consent.

Clinical Care Scenario

Currently there is no standard length for hemodialysis 
sessions in the U.S. Some small research studies suggest 
that longer dialysis sessions may help some people, but 
doctors really don’t know.
Let’s imagine that you are just starting hemodialysis for 
the first time, and the doctors at the clinic you go to have 
just started a new practice. On your first visit to the 
dialysis clinic, your health care team tells you about how 
the clinic’s practice has changed. Until now, individual 
doctors decided how long patients’ sessions would be. 
But now, all new patients in the clinic will receive 
dialysis for a set amount of time - at least 4½ hours each 
session unless their doctor disagrees.
This new practice was chosen because doctors think it 
will help most of their patients feel better and live 
longer, although that might not be true for everyone. 
Remember, the reason the doctors are doing this new 
practice is not to help find out whether longer sessions 
help dialysis patients. Rather, they are doing this new 
practice because they think it will help patients treated at 
this clinic.

Currently there is no standard length for hemodialysis 
sessions in the U.S. Some small research studies 
suggest that longer hemodialysis sessions, designed to 
remove fluid more slowly, may help some patients to 
live longer and feel better, but the data are 
inconclusive.
Let’s imagine that the outpatient hemodialysis facility 
where you treat patients has just started a new clinic 
practice. Until now, individual nephrologists decided 
how long patients’ sessions would be. But now, all new 
patients are told on admission to your facility that they 
will receive dialysis for a set amount of time - at least 
4½ hours each session unless their nephrologist 
disagrees.
Experts believe that this new practice will help most 
patients feel better and live longer, although that might 
not be true for everyone. Remember, this is a new 
clinic practice and not a research study.
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Table 2

Patient Demographics

Gender N (%)

 Male 16 (50%)

 Female 16 (50%)

Age

 30–49 6 (18%)

 50–69 13 (41%)

 70+ 13 (41%)

Race

 Black 20 (63%)

 White 11 (34%)

 Other 1 (3%)

Ethnicity

 Hispanic 2 (6%)

 Non-Hispanic 30 (94%)

Education

 < High School 4 (13%)

 High School/GED 10 (31%)

 Some College 9 (28%)

 College 6 (19%)

 Post College 3 (9%)

Marital Status

 Married 13 (41%)

 Not married 19 (59%)

Employed

 Full-time 1 (3%)

 Part-time 5 (16%)

 Retired/Not employed 26 (81%)

Dialysis Session Duration

 < 4 hours 8 (25%)

 4 hours 22 (69%)

 > 4 hours 2 (6%)

Years of Dialysis Treatment

 <1 year 10 (31%)

 1–3 years 9 (28%)

 4–6 years 8 (25%)

 6+ years 5 (16%)

Hospitalized in Previous Year

 None 13 (41%)

 1 time 9 (28%)

 2 times 3 (9%)
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Gender N (%)

 3–5 times 5 (16%)

 > 5 times 2 (6%)

ICU in Previous Year

 Yes 3 (9%)

 No 29 (91%)
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Table 3

Physician Demographics

Gender N (%)

 Male 19 (79%)

 Female 5 (21%)

Age

 30–39 13 (54%)

 40–49 6 (25%)

 50–59 3 (13%)

 60–69 2 (8%)

Race

 Black 0 (0%)

 White 11 (46%)

 Asian 11 (46%)

 Other 2 (8%)

Ethnicity

 Hispanic 3 (12%)

 Non-Hispanic 21 (88%)

Years Since Fellowship

 < 5 years 10 (42%)

 5–10 years 7 (29%)

 > 10 years 7 (29%)

% Time in Outpatient Dialysis Setting

 20% or less 5 (21%)

 21–40% 10 (41%)

 41–60% 4 (17%)

 61–80% 4 (17%)

 81–100% 1 (4%)

Practice Setting

 Academic practice 12 (50%)

 Community practice 12 (50%)

Practice Location

 Urban 15 (62%)

 Suburban 5 (21%)

 Rural 3 (13%)

 Missing 1 (4%)

Practice Size (# Nephrologists)

 Small (1–4) 6 (25%)

 Medium (5–9) 8 (33%)

 Large (10 or more) 9 (38%)

 Missing 1 (4%)

Research Experience (#Trials as an Investigator)
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Gender N (%)

 0 7 (29%)

 1–2 5 (20%)

 3–5 6 (25%)

 6–10 3 (13%)

 More than 10 3 (13%)
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Table 4

Illustrative Quotes for Directional Response Categories (Positive, Mixed, Negative)

Directional Response Scenario Quote Patient or Physician

Positive Response Research Scenario

I would be willing to, really excited kind of, that they’re actually 
doing a study.

Patient

I think definitely I would want to include [my patients] because I feel 
it theoretically makes sense that longer dialysis may be beneficial for 
slower fluid removal. I would like to know what subset of patients that 
did make sense for, if it made sense for anyone, and was actually 
clinically beneficial. I think enrolling patients in this study would 
help.

Physician

Mixed Response Research Scenario

When I think about the length of the dialysis I mean there are pluses 
and there are minuses. The pluses is to live longer and feel better and 
the minus is the excessive amount of time.

Patient

That would be the only thing that I would be hesitant if there was not 
a provision to decrease dialysis then maybe I would be hesitant. But 
honestly I still think I would do it.

Physician

Negative Response Research Scenario

No, because like I said, being in this study they don’t really know. I’m 
not going to say you’re going to be a guinea pig but (laughs) that’s 
almost like being a guinea pig.

Patient

You can’t say you’re participating in a study and all of you are now 
going to go to 4 ½ hours. Believe me, the first thing they would do 
was say I what? No, no, no, no. I’m going to another unit, sorry. You’d 
have a mass defection.

Physician

Positive Response Clinical Scenario

I think it would really be benefitting me. Number one, when I first got 
on it was 4 ½ hours and I didn’t question why. But then I began to do 
some research myself. So in doing the research it has enhanced my 
longevity because of when you are getting this pulled off you your 
heart is in better condition.

Patient

I think that that’s ultimately much more beneficial. The longer and 
slower you can remove the fluid I think is generally more beneficial 
for cardiac stunning. So I think that it’s a very good concept and I 
would like to try to do that with patients.

Physician

Mixed Response Clinical Scenario

It may be able to process more waste, maybe take more fluid off, get 
your numbers a little bit more balanced. Those would probably be the 
biggest things that I could see. I know they can adjust this machine so 
you’re already going to be set for a certain amount of waste, certain 
amount of fluid. So I don’t know would the 4 ½ hours be beneficial? It 
would just be more time on this machine, away from your family. So I 
wouldn’t, I don’t know about that part.

Patient

I don’t think there is data to support it so the fact that this is just a new 
practice rather than a clinical trial it’s kind of difficult to stomach that 
because you don’t necessarily know if what you’re doing really is of 
benefit or not.

Physician

Negative Response Clinical Scenario

I don’t like the fact that they just sort of foist this upon you. Patient

I wouldn’t be very happy about it especially if it’s coming from the 
clinic itself not from the doctors. I would want to know why. That 
would raise my suspicions. Are they looking for a couple extra bucks?

Patient

I feel like our clinical judgment would be compromised with using 
this protocol.

Physician

You just cannot show up at the dialysis unit and he is being told by the 
dialysis nurses and the dialysis staff that this is what should be a good 
practice. So it should all start with the physician. So the physician will 
decide if it’s going to be 4 ½ hours or not.

Physician
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