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ABSTRACT: Clinical research in persons with a terminal illness (PTI) can offer valuable scientific opportunities 

but raises the challenge of ensuring adequate protections for participants. Existing ethical frameworks provide 

limited, and sometimes conflicting guidance for navigating this tension. Given that enrolling only PTI (e.g., 

palliative care research) or PTI alongside participants without a terminal illness (many studies in geriatrics and 

other disciplines) is somewhat common, establishing the right balance is important. This paper—grounded in 

general research ethics requirements—thus proposes a framework based on the defining feature of PTI, namely, 

limited life expectancy. We explore how limited life expectancy and characteristics common (but not unique to) 

PTI (e.g., decisional impairment) can make it difficult for studies to meet one or more commonly recognized 

ethical requirements (e.g., social value, favorable risk-benefit ratio, fair participant selection, informed consent, 

and respect for participants and third parties). We suggest ways to address these challenges and offer 

considerations for IRBs when evaluating studies with adults with a terminal illness. This approach aims to 

balance protecting PTI and ensuring they can contribute to important research without undue restrictions.  

 

Keywords: end-of-life research; palliative care research; research in dying patients; clinical research ethics; risk-

benefit evaluations 

 

 
INTRODUCTION 

 

Clinical studies in persons with a terminal illness (PTI) – 

those enrolling only PTI (Table 1) or PTI alongside 

participants without a terminal illness – raise competing 

ethical considerations. This research is vital for improving 

care for PTI and can facilitate unique scientific 

opportunities, such as studying the dying process (Table 

1). Furthermore, research participation is a meaningful 

experience for many PTI [1-3] and some – though not all 

– studies may offer potential clinical benefit. At the same 

time, this research raises the challenge of ensuring 

adequate protections for PTI [4-6].  

Commentators differ in their views on whether PTI 

should be considered ‘vulnerable’ and what research 

protections are appropriate for PTIa. Several 

commentators have noted that characteristics common in 

PTI—such as decisional impairment and clinical 

dependence—can increase their vulnerability in research. 

Based on these concerns, which are shared by many 

families [7, 8], clinicians [8-10], and IRBs [10-12], some 

commentators have proposed that there are strong moral 

arguments against any research in PTI [13]. Others argue 

that this research should be permitted, but only when it 

offers a prospect of direct benefit to participants [14-16]b, 

or it poses very low risks [4, 17-21]c. Conversely, other 

commentators have argued against characterizing PTI as 

'vulnerable' as a group [5, 6, 23-27]. Some have even 

argued that some research interventions may pose 

significantly lower risks in PTI than participants without 

a terminal illness and higher risks may be more acceptable 

in individuals with limited life expectancy. They conclude 

that PTI may be enrolled in studies that pose risks which 

would be excessive in other groups [22, 25] (see 
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Supplementary Table 1 for a summary of previous 

commentators).  

 

Table 1. Examples of completed, current, and proposed studies that limit inclusion to PTI. (italicized examples 

include only proposed research) 

 
Category Example(s) Citation(s) 

Investigating interventions for 

symptom management in PTI 

Investigating interventions for pain in PTI. [35, 100, 101] a 

Investigating interventions for dyspnea/shortness of breath in PTI.  [36, 102] b 

Investigating interventions for delirium in PTI.  [103, 104] b 

Building an evidence base for 

standard end-of-life care practices 

Evaluating clinical outcomes of/best practices for advance care 

planning in PTI. 

[105-108] b 

Evaluating clinical outcomes of/best practices for artificial 

nutrition/hydration therapy in PTI.  

[109-112] b 

Evaluating clinical outcomes/ethical acceptability of opioids for 

symptom control and sedation in PTI.  

[113-115] b 

Evaluating symptoms in patients undergoing terminal wean to 

inform best practices for withdrawing life-sustaining treatment.  

[116, 117] b 

Evaluating best practices for intravenous access in PTI.  [118, 119] b 

Evaluating the effects of deprescribing in PTI.  [120] b 

Investigating the dying process  Monitoring physiological activity before and after withdrawal of 

life-sustaining treatment to guide optimal organ donation 

procedures. 

[121-123] a 

Ante- and post-mortem testing 

required 

Comparing ante-mortem imaging results to autopsy findings to 

assess diagnostic accuracy. 

[124, 125] b 

Investigating the HIV reservoir via ante-mortem blood draws and 

rapid autopsy. 

[75, 76] a 

Studies requiring ante-mortem 

enrollment for timely post-mortem 

procedures 

Collecting tumor tissue through rapid autopsy. [126, 127] c 

Observing biomarkers, symptoms, 

and experiences of terminal illness 

Evaluating prognostic indicators for life expectancy in PTI. [128-133] a 

Observing symptoms of PTI. [134-139] b 

Surveying PTI’s experiences, preferences, and quality of life. [94, 140-146] b 

Interventions to improve organ 

donation  

Testing interventions to improve transplant outcomes (e.g., 

anticoagulants, nutritional support) in imminently dying organ 

donors. 

[147] d 

Studies specifically including PTI—

despite not scientifically necessary—

because PTI face lower risks than 

other groups 

Testing first-in-human systemic infusion of phage-displayed 

peptides in patients undergoing terminal wean patients. 

[22, 148] b 

Testing of HIV cure strategies (e.g., immune-based therapies, 

latency reversing agents) in PTI with HIV. 

[25, 149, 150] d 

 

a. Cited studies are completed or currently enrolling participants.  
b. Cited studies are completed.  

c. Cited studies are currently enrolling participants.  

d. Cited papers describe proposed research.  

The restrictive proposals have the potential to unduly 

limit important studies in PTI [4, 13-18, 21], while 

proposals supporting higher-risk research may be 

insufficiently protective, especially for PTI who lack 

decision-making capacity [22]. Furthermore, the 

conflicting guidance makes it difficult to determine 

whether individual studies are ethically appropriate. We 

offer a new framework, grounded on the existing 

literature, that is comprehensive and consistent with 

broader ethics frameworks (e.g., [28]), as well as offers 

some new insights into how to differentially evaluate risks 

and benefits for this population.  

First, we argue that the defining feature of PTI— 

limited life expectancy—does not make research in PTI 

inherently unethical. Instead, it depends on whether 

specific studies in PTI satisfy recognized ethical 

requirements. We then explore how limited life 

expectancy and characteristics common (but not unique 
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to) PTI (e.g., decisional impairment) can make it difficult 

for studies to meet some ethical requirements (i.e., social 

value, favorable risk-benefit ratio, fair participant 

selection, informed consent, and respect for participants 

and third parties). We suggest ways to address these 

challenges in study design and offer considerations for 

IRBs when evaluating studies with adults with a terminal 

illness. We hope this paper helps investigators and IRBs 

balance protecting PTI and ensuring they can contribute 

to important research without undue restrictions. Our 

implications for studies that can reasonably anticipate 

enrolling PTI (e.g., studies of late-stage illness), may be 

relevant to many studies in geriatrics as well as other 

fields. 

 

How PTI differ from other research populations and 

implications for research acceptability 

 

In line with common eligibility criteria for hospice [29], 

we define ‘terminally ill’ as having an anticipated life 

expectancy of six months or less. However, ethical 

evaluation of research in PTI should account for 

significant uncertainty associated with predictions of life 

expectancy [10, 30, 31].  

Terminal illness is frequently associated with 

characteristics that can influence the appropriateness of 

research participation, including decisional impairment, 

significant physical and clinical needs, and dependent 

healthcare relationships (Supplementary Box 1). Citing 

these characteristics, commentators have suggested that 

research in PTI should be subject to significantly greater 

restrictions than other populations [4, 13-21]. While these 

factors do raise concerns that some PTI may be less able 

to advocate for their interests, similar characteristics arise 

in research populations without a terminal illness (e.g., 

older adults and/or persons with serious but non-terminal 

disease). Furthermore, as these characteristics are not 

universally present in PTI, they do not justify treating all 

PTI differently. Rather, as some previous commentators 

have argued, investigators and IRBs should weigh these 

factors in accordance with their prevalence in the study 

population, with suggestions provided below [5, 6, 23-

27].   

What truly distinguishes PTI is their limited life 

expectancy (even if exact life expectancy is difficult to 

predict), which has important implications for ensuring 

ethical research. For example, having a limited life 

expectancy marks a period of personal and social 

significance and affects the risk-benefit profile of some 

studies, as outlined below. Therefore, studies that 

anticipate enrolling PTI need to factor in these 

considerations during study design and review. However, 

as a limited life expectancy alone does not impair PTI’s 

ability to protect their interests, it is difficult to justify 

prohibiting all research in PTI, especially as doing so 

would likely undermine improvements in care for PTI [23, 

24], some studies offer a chance of clinical benefits, and 

many PTI report wanting to participate in research [32, 

33]. This raises the question of what safeguards are 

needed to ensure research in PTI is ethically appropriate.   

 

Social value  

 

Like all clinical research, research in PTI should be 

conducted only if it has sufficient social value (i.e., 

potential to improve human health or advance scientific 

knowledge) to justify its risks and use of limited resources 

[28, 34]. Research in PTI can yield significant—even 

unique—social value by allowing investigators to study 

the dying process, symptoms and biomarkers of terminal 

illness, and ante- and post-mortem testing, among others 

(Table 1). Moreover, this research is vital for developing 

treatments for PTI, providing an evidence base for fields 

such as palliative and geriatric care[35-38], as well as 

advancing knowledge to benefit populations with other 

disease etiologies than the research participants (e.g., 

recipients of organ donation) and/or populations with 

similar conditions who are not terminally ill (HIV cures; 

Table 1)d.  

Enrolling PTI in a research study can, however, also 

undermine its social value. For example, long-term 

outcomes may be impossible to capture in PTI, as they 

could manifest after the population’s anticipated life 

expectancy [25]. Furthermore, end-stage disease and 

comorbidities, along with low recruitment and high 

attrition in this research population may confound study 

outcomes and limit generalizability [8, 10, 25, 31, 39, 40].  

Investigators should explore ways to address these 

concerns and enhance their study’s social value. For 

example, to mitigate recruitment/attrition issues, 

investigators might establish referral relationships [41-

43], offer flexible scheduling [41, 42], and account for 

attrition when calculating sample size. Research 

institutions should evaluate a study’s relative social value 

to help determine funding and organizational priorities 

[28], especially as recruitment issues may necessitate 

prioritizing some studies over others.  

 

A favorable risk-benefit profile 

 

Previous ethics commentaries (Supplementary Table 1) 

lack sufficient discussion of how enrolling PTI may affect 

whether a study’s risks to participants are outweighed by 

the combination of potential benefits to participants and 

society—an ethical requirement of clinical research [28, 

44, 45]. By applying general guidance for risk-benefit 

assessments, we identified important steps for minimizing 
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risks, enhancing potential benefits, and determining the 

acceptability of research in PTI.  

 

PTI may face different risks and potential benefits than 

other research populations   

 

Risk-benefit assessments involve an evaluation of the 

likelihood and magnitude of the anticipated risks and 

potential clinical benefits of the relevant research 

interventions [34, 45, 46]. Importantly, PTI may face 

different risks and potential benefits than other 

populations.  

First, certain risks may be minimized or altogether 

absent for PTI, especially in studies that are not 

anticipated to improve participants’ life expectancy. For 

example, delayed risks—especially those with a longer 

latency period than the top percentiles of the study 

population’s anticipated life expectancy—may be 

unlikely to emerge before participants pass away (e.g., 

delayed risk of cancer from radiation exposure [47]) [25]. 

Likewise, prolonged or permanent side effects may affect 

PTI for significantly shorter periods than populations 

without a terminal illness (although the acute impact may 

be higher, as discussed below). Risks may also be reduced 

by PTI’s circumstances. For instance, studies may be able 

to rely on routine clinical interventions in PTI to obtain 

research samples and data, thus eliminating the risks and 

burdens of added research procedures.  

At the same time, comorbidities, frailty, and other 

characteristics frequently associated with PTI 

(Supplementary Box 1) may increase the likelihood of 

adverse events, and their severity were they to occur. For 

example, PTI with impaired clotting function—common 

at the end of life [48]—may face heightened risk of 

bleeding from invasive research procedures. Similarly, 

procedures posing small discomforts or inconveniences to 

other populations may be substantially more burdensome 

for some PTI due to physical and mental fatigue [5, 43, 

49].  

Second, the likelihood and magnitude of the potential 

clinical benefits may also differ in PTI. As with risks, PTI 

may benefit less from delayed-onset or permanent 

benefits given their limited life expectancy (unless the 

study may increase their life expectancy). An illustrative 

case is a potential study proposed by The Last Gift Study, 

which would involve testing potential HIV cure-related 

interventions in persons with HIV who have non-HIV-

related terminal illnesses [25]. Here, PTI with HIV would 

experience a lower magnitude of potential benefit – if any 

– from HIV cure-related interventions than HIV 

populations without a terminal illness. Among some PTI, 

reduced physical function may also limit their therapeutic 

response to experimental interventions. By contrast, there 

may also be features associated with PTI that increase 

potential clinical benefits: PTI with a higher baseline 

symptom burden than other populations may stand to 

benefit more from symptom-targeting interventions.  

Finally, many studies that routinely enroll PTI (e.g., 

early-phase clinical trials) have the potential to prolong 

survival or—in rare cases—even cure participants [4, 17, 

50, 51]. Such increases in participants’ life expectancy 

may alter the likelihood and/or magnitude of other study 

outcomes — for example, by increasing the potential 

impact of long-term risks. However, some types of trials 

have a low likelihood of improving survival compared to 

standard care (e.g., cancer clinical trial participation 

appears not to be associated with a survival benefit [52, 

53]). How to assess clinical trials with significant risks 

and a very low likelihood of a major benefit (e.g., 1% 

chance of cure) remains a challenge in this line of research 

[4, 17, 50, 51].   

 

Implications for study design and IRB review 
 

Differences in risks and potential benefits for PTI may 

influence how investigators design studies to minimize 

risks and enhance potential benefits—an ethical 

requirement for research (45CFR46.111, 21CFR56.111) 

[28, 44-46]. Specifically, in accordance with data on the 

risks and potential benefits for the specific population of 

PTI, investigators should tailor strategies for optimizing 

the risk-benefit profile. This may include implementing 

additional safety measures, simplifying research 

procedures [42, 49, 54], and training researchers to 

manage PTI’s physical and psychological needs [11, 42, 

55, 56]. Importantly, these efforts should not jeopardize 

the study’s social value, as without social value, it is 

difficult to justify any risks.  

In line with general guidance [45], IRBs should 

evaluate the risks and potential clinical benefits for the 

specific population under study. Thus, IRBs reviewing 

research in PTI should consider the study population’s 

anticipated life expectancy and associated circumstances/ 

characteristics to accurately determine whether a study 

has a favorable risk-benefit profile. To facilitate this, 

investigators should provide IRBs with the population’s 

relevant characteristics and data on how these may affect 

the study’s risks and benefits. Reviewers with expertise in 

end-of-life care may help with interpreting complex 

and/or limited data [24, 42, 43, 57].  

 

Evaluating differences in how PTI assess risks and 
benefits  

 

Several experts in end-of-life care suggest that common 

changes in PTI’s priorities from survival to symptom 

relief, dignity, relationships, and control can affect how 

PTI assess the importance of research risks and benefits 
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[4, 23-25, 43, 57]. For example, some propose that PTI 

may be more likely to perceive small increases in pain as 

a significant harm from research [58], while others argue 

that, given their limited life expectancy, PTI may be more 

willing to take on higher research risks without prospect 

of direct benefit [25]. Furthermore, PTI may be willing to 

accept higher risk for potential substantial (e.g., 

lifesaving) benefits [59]. Finally, although outside of the 

scope of traditional risk-benefit assessments, research 

participation may also offer psychosocial benefits (e.g., 

satisfaction with contributing to science); several authors 

have noted the importance of psychological benefits of 

research participation for PTI [43, 60]. Thus, several 

frameworks conclude that investigators and IRBs should 

consider data on how PTI may assess risks and benefits 

differently to determine a study’s acceptability (Table S1, 

[23, 24, 43, 57]).  

However, while some studies explored views of PTI 

on risks and benefits of participating in research, our 

targeted literature search revealed that very few compare 

views of PTI and persons without a terminally illness [1-

3, 32, 33, 58, 61-67]. As such, we found that there is 

insufficient evidence on whether and how PTI assess 

risks/benefits differently from populations without a 

terminal illness to adjust risk-benefit assessments along 

the lines these commentators have proposed[1-3, 32, 33, 

58, 61-67]. We echo calls for further investigation into 

this question [24, 25]. For now, IRBs should avoid non-

evidence-based assumptions about PTI’s risk/benefit 

perceptions, as this could unduly limit research 

opportunities or undermine research protections in ways 

that do not align with PTI’s actual interests. There may be 

specific cases where IRBs have sufficient data to take into 

account, such as when investigators have performed in-

depth study of their population’s views (e.g., The Last 

Gift Study [25]). Moreover, studies should still factor in 

PTI’s circumstances—and how they may affect the 

perceived importance of risks and benefits—during 

individual informed consent discussions.  

 

Evaluating risk of death in research in PTI 

 

Some commentators have suggested that the risk of death 

should be weighed differently in PTI (specifically, 

patients undergoing terminal wean [22]). In some cases, 

this seems intuitively plausible. Consider a highly socially 

valuable study which offers no potential for clinical 

benefit and poses a risk of death. For scientific purposes, 

the study could be conducted equally well in persons who 

are anticipated to die imminently due to the planned 

withdrawal of life support or in healthy adults with a life 

expectancy of 20 years or more. Given the significant 

difference between these two groups in the number of 

anticipated years of life lost if a participant were to die 

from the study, some IRBs might judge the risk of death 

to have more limited weight in the terminal wean group. 

On that basis, they might even deem the study to be 

acceptable in patients undergoing terminal wean who can 

provide informed consent, but not acceptable in healthy 

adults. 

The authors were divided on whether IRBs should 

weigh the ‘badness’ of death differently in individual 

cases. Some believe they should. Others felt that doing so 

raises the potential for a significant slippery slope that 

could lead to abuses. IRBs which agree with the former 

view should assign more limited weight to a risk of death 

in PTI only when the difference in anticipated life 

expectancy is highly significant; if the difference is 

modest or uncertain, they should regard the risk of death 

as equally weighty across all groups. Moreover, they 

should include additional safeguards in the study as 

appropriate. These might include formal capacity 

assessments for all potential participants, a more robust 

informed consent process to ensure potential participants 

understand the risks, and consultation with community 

representatives.  

Developing general principles for when it can be 

appropriate to judge the risk of death to have more limited 

weight in PTI will have to await further conceptual and 

empirical analysis of several important questions. First, 

death has profound normative significance, regardless of 

terminal illness. This raises the question of how a relative 

reduction in harm from death in PTI compares to the 

absolute harm from death itself. Second, any general 

principles for weighing the risk of death differently should 

consider what likelihood and magnitude of life 

expectancy lost is consistent with limits on research risks. 

Third, it will be important to consider what level of 

prognostic certainty is needed to deem differences in life 

expectancy for PTI less weighty in comparison to other 

groups. Fourth, it will be important to assess whether it is 

appropriate to evaluate the risk of death differently in 

other populations based on differences in life expectancy. 

For example, does this approach support giving less 

weight to a risk of death in healthy 70-year-olds compared 

to healthy 30-year-olds? Or to a risk of death in Chad, 

where life expectancy is 56, compared to Hong Kong, 

where it is 86? These examples illustrate that such an 

approach—applied across all circumstances—may lead to 

some problematic judgments. Finally, it will be important 

to recognize that research-related deaths have the 

potential to undermine public trust in research and 

identify ways to address this possibility (e.g., by ensuring 

that the principles are consistent with societal and 

community values).   
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Limits on acceptable risks for PTI with and without 
capacity in net risk research 

 

Many studies in PTI offer limited or no potential clinical 

benefits to participants (Table 1). In these cases, the ‘net’ 

risks to participants are justified solely by the study’s 

social value. Previous commentators have argued for 

limits on how much net risk all [68-70] or certain 

vulnerable populations (e.g., children [71]) may be 

exposed to, independent of the magnitude of the study’s 

social value, with some proposing stricter limits for PTI 

than other populations [4, 17, 18]. However, as outlined 

above, the difference between PTI and other 

populations—their limited life expectancy—does not 

limit their ability to protect their interests. Accordingly, 

PTI should not face stricter or more permissive risk limits 

based on their terminal illness alone. Rather, net risk 

studies in PTI should use general guidance for limits on 

acceptable risks. 

For adults with decision-making capacity, it remains 

controversial whether there is any limit on net risks 

independent of social value [72, 73] and what this limit is 

[69, 70, 74]. While resolving these debates is beyond this 

paper’s scope, it is widely agreed that research posing 

greater than a minor increase over minimal risk can be 

permissible in adults who can provide informed 

consent—whether they have a terminal illness or not. For 

example, studies involving large blood draws [75, 76] or 

invasive biopsies [7, 77] without prospect of direct benefit 

may be acceptable in PTI who provide informed consent.  

Net-risk research should only include PTI without 

capacity to provide informed consent if necessary to 

achieve the study’s goals [4, 16, 56]e. Furthermore, 

aligning with previous recommendations [34, 79-81], we 

propose that in net-risk research, adults without consent 

capacity should face no greater than a minor increase over 

minimal net risk, as they are less able to advocate for their 

interests. f ‘Minimal risk’ is defined as risks no greater 

than those ordinarily encountered by the average adult in 

daily life or during the performance of routine physical or 

psychological examinations (45CFR46.102), guidance on 

what a ‘minor increase’ means is limited [34, 71]. As an 

additional protection for studies involving a minor 

increase over minimal risk, investigators should require 

positive evidence that the study aligns with the person’s 

values (e.g., prior indication of a desire to help others). 

However, if PTI lose capacity after providing informed 

consent to enroll, they should generally be allowed to 

continue participation—even if it involves greater than a 

minor increase over minimal risk—as they already 

indicated the study aligns with their values. Exceptions to 

this include if the participant dissents to continuing 

participation or there is reason to think they would have 

changed their mind (e.g., major clinical change). Legally 

authorized representatives (LARs) may also withdraw the 

participant at any time (for more information on LARs, 

please see section ‘Informed Consent’).  

 

Fair participant selection    

 

Studies may limit inclusion to PTI if necessary to meet 

their scientific goals (e.g., studies of the dying process) 

[28]. There may also be cases where limiting inclusion to 

PTI is not scientifically necessary, but robust evidence 

indicates PTI would face significantly lower risks than 

other populations, such as studies posing significant long-

term risks [25]. General guidance supports limiting 

inclusion to groups facing substantially lower risks while 

meeting the study’s goals [28]—for example, limiting 

inclusion to persons who are not pregnant in studies with 

risk of endangering pregnancy. However, doing so is 

more controversial for PTI [4, 16-20] because—as 

discussed above—terminal illness is associated with 

several factors (e.g., decisional impairment, clinical 

dependence) that may increase PTI’s vulnerability in 

research.  

We argue that it can be appropriate to limit inclusion 

to PTI with capacity to provide informed consent when 

they face significantly lower risks than individuals 

without a terminal illness, provided the study can still 

meet its objectives. In such cases, PTI with capacity can 

decide for themselves if the research aligns with their 

interests and values. Such studies should generally 

exclude PTI without capacity to provide informed consent 

unless their enrollment is needed to ensure the study’s 

social value and the net risks they face are no greater than 

a minor increase over minimal. Finally, several 

commentators express concern that studies might 

specifically include PTI out of convenience, ease of 

access, or the perception that they are ‘dying anyway’[17, 

18, 22]. It should be emphasized that these are never 

appropriate justifications for including PTI (or any group) 

in research. 

 

Informed Consent  

 

Informed consent involves a decisionally capable 

individual making a voluntary decision to enroll in 

research after being adequately informed [44, 82]. 

Informing potential participants about research 

opportunities—rather than refraining from doing so 

because of assumed preferences—allows them to decide 

for themselves whether participation aligns with their 

interests and values [28, 82]. While general 

recommendations for informed consent should apply to 

research in PTI [28, 34, 44], a few notable considerations 

may arise.  
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First, many PTI lack capacity to make decisions in 

medical contexts [83-85]. As argued above, PTI without 

capacity to provide informed consent should only be 

included in net-risk research if including them is 

necessary to achieve the study’s goals. When having 

capacity has especially significant consequences for 

potential participants (e.g., high-risk studies or studies 

limited to participants with capacity), investigators should 

use a validated tool to formally assess decision-making 

capacity in all potential participants. Studies should also 

plan for potential fluctuations or permanent loss of 

participants’ decision-making capacity when nearing 

death [4, 20, 84, 86] by establishing protections in their 

protocol for patients that lose capacity (e.g., by 

establishing criteria for when continued enrollment is 

clinically, scientifically, or ethically not appropriate, and 

creating safeguards for enrolled patients without 

capacity). When possible, investigators should time 

informed consent discussions such that participants have 

capacity to make their own research decisions—for 

example, by obtaining advance consent [49, 79]. 

Participants with capacity may be encouraged to complete 

advance directives and discuss research-related 

preferences with their designated LAR to support their 

LAR in future decision-making [26].  

Second, research specifically including PTI based on 

their terminal condition raises the question of whether—

and how—to inform potential participants about their 

prognosis  [55, 87], especially as this information may be 

distressing and preference-sensitive [88, 89]. If potential 

participants require information about their terminal 

condition to understand the study and how participation 

may affect them, they should be informed of their 

prognosis. For example, if a study exclusively enrolled 

patients with terminal cancer with a limited life 

expectancy to compare pre- and post-mortem tumor 

biology, participants would need to know their prognosis 

to evaluate the study’s key components, including its 

procedures and overall objectives. In such cases, PTI 

should only be approached about potential study 

enrollment if they have already been informed by their 

clinical team about their prognosis. Following this, 

researchers and study materials should use sensitive 

language, focusing on population-level prognostic 

information relevant to the study.  

Third, previous commentators suggest that PTI may 

be especially susceptible to therapeutic misconception 

(i.e., failing to understand how research differs from 

clinical care [90]) or therapeutic misestimation (i.e., 

underestimating risks and/or overestimating benefits 

[91]). For example, early-phase clinical trials raise special 

concern that PTI’s desperation for treatments will 

influence their ability to appreciate a study’s low 

likelihood of direct clinical benefit [4, 17, 50, 51]. To 

address this, potential participants should be informed in 

precise and understandable language about the difference 

between research and clinical care, the likelihood/ 

magnitude of risks and potential benefits (if any), and 

alternatives to research participation [92]. Importantly, 

investigators should aim to distinguish between failure to 

appreciate a study’s risk-benefit profile and personal 

optimism about the study’s outcomes, as the latter is not 

inherently problematic [91].  

Finally, informed consent should include information 

about how the study may affect participants’ end-of-life 

needs and circumstances, including specific risks to PTI 

and impacts on the dying process (e.g., time with family, 

funeral arrangements, post-mortem appearance) [16, 19, 

22]. 

 

Respect for participants  

 

Respecting participants includes allowing withdrawal 

from research without penaltyg, protecting privacy, 

communicating clinically relevant information, 

monitoring welfare, and recognizing participants’ 

contributions [28]. However, research in PTI poses 

additional challenges, as evidence suggests clinicians and 

researchers are concerned that approaching PTI about 

research and imposing research burdens fails to respect 

their clinical and psychosocial circumstances [7, 9, 10]—

a concern shared by several commentators [13, 17, 18].  

Investigators should carefully consider participants’ 

end-of-life circumstances when developing strategies for 

respecting participants through all phases of research. For 

example, consent and research procedures should be 

timed to minimize interference with meaningful end-of-

life moments and avoid intruding on physically or 

emotionally distressing periods when feasible [19, 42, 

93]. Researchers should engage sensitively with PTI, with 

specialized knowledge of how to respond to their 

physical, emotional, and social needs [25]. To support this 

approach, end-of-life research teams should be trained in 

end-of-life communication, managing emotional distress, 

and respect for diverse beliefs about death and dying [6, 

42, 55, 93]. Finally, by prospectively engaging with the 

study population, investigators may tailor these strategies 

to the specific needs and circumstances of their 

participants [34].  

 

Respect for third parties 

 

The end of life frequently involves close engagement 

from PTI’s loved ones and/or caregivers, whose interests 

can be impacted by research—for example, by increasing 

their distress or caregiving burden, or reducing time with 

the person who is dying [5, 19, 20, 49, 94]. Investigators 

should consider the interests of relevant third parties 
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during study design and mitigate negative impacts where 

feasible [49]. Furthermore, if studies significantly affect 

these third parties, participants may be encouraged to 

share this information with them or invite them to join the 

informed consent discussion. Finally, several disease 

communities (e.g., HIV, cancer) have long-standing 

engagements with research involving PTI. Engagement 

with the study population, as recommended earlier, may 

not only facilitate study design but also help signal respect 

for the community. 

Additionally, conducting research with participants at 

the end of life may place significant emotional and 

psychological burdens on researchers and research teams 

[7, 10, 20, 42, 95]. Researchers may also face moral 

distressh when navigating ethical challenges noted in this 

paper [96], such as instances where the interests of 

participants and their loved ones diverge. Investigators 

should anticipate and monitor burdens for research teams. 

Further investigation is needed to evaluate strategies for 

reducing psychological and moral distress in end-of-life 

research teams [97-99].  

 

Conclusion 

 

Though research in PTI can have significant social value, 

may offer a prospect of clinical benefits, and be a 

meaningful experience for participants, it raises concerns 

about what risks are acceptable and whether additional 

protections are needed. This paper has sought to help 

investigators and IRBs navigate these competing ethical 

concerns by examining how PTI differ from other 

populations and the influence of these differences on 

social value, risk-benefit assessments, and some of the 

other commonly recognized ethical considerations in 

research (Box 1). Our goal is to propose appropriate 

protections while not overly limiting opportunities for PTI 

to participate in valuable research.  

 

Box 1. Summary of ethical considerations for research in PTI.  
 

Overview 

PTI are distinguished from other research populations by their limited life expectancy, which can have implications for social value, 

risk-benefit assessments, and participants’ personal/social circumstances. Other characteristics associated with PTI (e.g., decisional 

impairment, clinical needs) should be considered based on their relevance to the specific population and the study in question. 

Social Value 

1. Research in PTI can offer important—even unique—social value. 

2. Enrolling PTI may also limit a study’s social value due to: 

- Inability to assess long-term outcomes given limited life expectancy. 

- Population-specific characteristics (recruitment issues, comorbidities) that may confound findings and reduce 

generalizability. 

3. Investigators should explore opportunities to address limitations to social value when enrolling PTI, and IRBs should 

consider these limitations when evaluating whether a study has sufficient social value. 

Risk-benefit assessment  

1. PTI may face different risks and potential benefits than populations without a terminal illness, due to: 

- Reduced likelihood/magnitude of delayed/permanent outcomes given limited life expectancy.  

- Population-specific characteristics and circumstances (e.g., physical impairment) that may increase or decrease risks and 

potential benefits. 

2. Investigators and IRBs should consider population-specific risks and potential benefits when designing strategies to 

minimize risks and enhance potential benefits and determinin g whether a study has a favorable risk-benefit profile. 

3. Further empirical and conceptual analysis is needed to explore: 

- Whether PTI perceive risks and benefits differently than populations without a terminal illness—and, if so, how to 

incorporate such differences into IRB review.  

- Whether risk of death should be evaluated differently in research in PTI. 

4. PTI should face the same limits on acceptable net risk as non-terminal populations with and without decision-making 

capacity. 

Fair participant selection 

1. Studies can be justified in limiting inclusion to PTI if: 

- Necessary to achieve the study’s scientific goals or 

- The study’s scientific goals can be met by limiting inclusion to PTI with capacity, and PTI with capacity face 

significantly lower risks than other groups 

Informed Consent 

1. Studies should only enroll PTI without capacity to provide informed consent if necessary to achieve the study’s goals; such 

studies should have prospect of direct benefit or pose no greater than a minor increase over minimal risk. 

2. Investigators should plan for how capacity will be assessed and what to do if participants lose capacity while enrolled.  

3. If prognosis awareness is necessary to understand the study, PTI should only be approached about study participation if their 

clinical team has already informed them about their prognosis.  
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4. Information provided during informed consent should be tailored to the end-of-life context, including specific risks to PTI 

and impacts on the dying process. 

Respect for Participants  

1. Investigators should design studies to minimize intrusion in meaningful end-of-life moments and/or periods 

emotional/physical distress. 

2. Researchers should sensitively engage with PTI, supported by training in end-of-life communication, managing emotional 

distress, and respect for diverse beliefs about death and dying. 

Third Parties 

1. Investigators should carefully consider the interests of family, caregivers, and friends (e.g., caregiving burden) and minimize 

negative impacts when feasible. 

2. Investigators should carefully consider psychological burdens and moral distress in research teams and explore strategies for 

reducing them.  

Importantly, several of this paper’s recommendations 

rely on data about differences between PTI and other 

research populations. As this research continues, 

investigators are likely to learn more about how enrolling 

PTI may alter a study’s social value, risk-benefit profile, 

and appropriate strategies for respectful engagement with 

participants. These findings should be published and 

shared across research institutions with the goal of 

developing evidence-based practices and safeguards. 

Guidelines for research in PTI should adapt to this 

growing evidence base.  

 

Notes 

 
aWe conducted a targeted search for existing ethical 

frameworks on research in PTI in Embase, Scopus, 

CINAHL, PubMed, APA Psych Net, and Google Scholar. 

In a series of iterative searches, we used combinations of 

search terms for PTI (“terminally ill,” “terminal,” “end-

of-life,” “end of life,” “dying,” “life-limiting,” “hospice,” 

“palliative,” “end-stage”), ethical considerations 

(“ethic*,” “ethical considerations,” “ethical framework,” 

“ethical guidance,” ethical challenges,” “guidelines,” 

“recommendations,”) and research (“research,” “clinical 

trials,” “study,” “studies,” “investigation”). Papers that 

significantly discussed ethical considerations for research 

with PTI were included. Overall, we aimed to provide a 

comprehensive representation of the existing literature, 

though it may not be exhaustive.  
bSeveral frameworks suggest that research in PTI 

should always ‘aim to’ benefit participants, though 

recognizing that this is not always feasible. [15, 16]. 
cMurphy et al., 2023; 2023 [19, 20] as well as Pentz 

et al., 2003 [22] pertain to PTI imminently withdrawing 

from life-sustaining measures.  
dSeveral previous commentators have proposed that 

the social value should accrue to a particular population 

that research participants are part of, such as other PTI [4, 

19] or those with the same life-limiting disease [17, 22]. 

Indeed, general research ethics guidance suggests that 

ensuring research targets conditions that affect the 

participant group can be an appropriate special protection 

for vulnerable populations [34]. However, as the morally 

relevant group is unclear and consenting PTI should be 

allowed to decide for themselves whether to enroll in 

research that benefits a particular group, such restrictions 

on social value seem difficult to justify. 
eHere, we are more demanding than some general 

guidelines, which allow research that is minimal risk in 

participants without the capacity to consent [34], as fair 

burden sharing suggests that the burdens of burdensome 

research should be borne by those best placed to bear them 

[28, 78] and this will typically not be the case for PTI, 

being in a period of personal and social significance.  
fSome guidelines also allow enrollment of persons 

without the capacity to provide informed consent in 

minimal risk studies that could enroll patients with 

capacity, if the research interventions or procedures 

without a prospect of benefit have been previously tested 

in people with the capacity to consent[34]. 
gIn some studies, withdrawal may not be practically 

feasible (e.g., after an irreversible intervention is already 

delivered and safety monitoring is required); this should 

be carefully considered and communicated to IRBs and 

potential research participants. 
hMoral distress is defined as negative ‘self-directed 

emotions or attitudes that arise in response to one’s 

perceived involvement in a situation that one perceives to 

be morally undesirable’[96]. 

 

Disclosures 

 

The authors report no conflicts of interest. 

 

Acknowledgements 

 

This research was supported by the Intramural Research 

Program of the National Institutes of Health (NIH; ZIA 

CL010537-13, 1ZIDHG200347, CL090125-01). The 

contributions of the NIH authors are considered Works of 

the United States Government. The findings and 

conclusions presented in this paper are those of the 

authors and do not necessarily reflect the views of the NIH 

or the U.S. Department of Health and Human Services.  



 Morehouse CR., et al.                                                                        Research ethics: adults with a terminal illness 

  

Aging and Disease • Volume 18, Number 3, June 2027                                                                         10 

 

We thank Dr. Irene Cortese and Elizabeth Bartrum for 

insightful early discussions. We also thank Dr. Yael 

Schencker and Dr. Charles Weijer for providing their 

expertise and offering feedback on the presented version 

of the paper during the NIH Ethics Grand Rounds in April 

2025. 

 

Supplementary Materials  

  

The Supplementary data are available online at: 

www.aginganddisease.org/EN/10.14336/AD.2026.0099. 

 

References 

 
[1] Terry W, Olson LG, Ravenscroft P, Wilss L, Boulton-

Lewis G (2006). Hospice patients' views on research in 

palliative care. Intern Med J, 36:406–413. 

[2] Gysels M, Shipman C, Higginson IJ (2008). "I will do it 

if it will help others:" motivations among patients taking 

part in qualitative studies in palliative care. J Pain 

Symptom Manage, 35:347–355. 

[3] Perry KE, Dubé K, Concha-Garcia S, Patel H, Kaytes A, 

Taylor J, et al. (2020). "My Death Will Not [Be] in 

Vain": Testimonials from Last Gift Rapid Research 

Autopsy Study Participants Living with HIV at the End 

of Life. AIDS Res Hum Retroviruses, 36:1071–1082. 

[4] Henry B, Scales DC (2012). Ethical challenges in 

conducting research on dying patients and those at high 

risk of dying. Account Res, 19:1–12. 

[5] Addington-Hall J (2002). Research sensitivities to 

palliative care patients. Eur J Cancer Care (Engl), 

11:220–224. 

[6] Phipps EJ (2002). What's end of life got to do with it? 

Research ethics with populations at life's end. 

Gerontologist, 42 Spec No 3:104–108. 

[7] Kleiderman E, Avard D, Black L, Diaz Z, Rousseau C, 

Knoppers BM (2012). Recruiting terminally ill patients 

into non-therapeutic oncology studies: views of health 

professionals. BMC Med Ethics, 13:33. 

[8] Stone P, Gwilliam B, Keeley V, Todd C, Kelly L, 

Barclay S (2013). Factors affecting recruitment to an 

observational multicentre palliative care study. BMJ 

supportive & palliative care, 3:318–323. 

[9] Kars MC, van Thiel GJ, van der Graaf R, Moors M, de 

Graeff A, van Delden JJ (2016). A systematic review of 

reasons for gatekeeping in palliative care research. 

Palliat Med, 30:533–548. 

[10] Kendall M, Harris F, Boyd K, Sheikh A, Murray SA, 

Brown D, et al. (2007). Key challenges and ways forward 

in researching the "good death": qualitative in-depth 

interview and focus group study. Bmj, 334:521. 

[11] Abernethy AP, Capell WH, Aziz NM, Ritchie C, Prince-

Paul M, Bennett RE, et al. (2014). Ethical conduct of 

palliative care research: enhancing communication 

between investigators and institutional review boards. J 

Pain Symptom Manage, 48:1211–1221. 

[12] Kristjanson LJ, Hanson EJ, Balneaves L (1994). 

Research in palliative care populations: ethical issues. J 

Palliat Care, 10:10–15. 

[13] de Raeve L (1994). Ethical issues in palliative care 

research. Palliat Med, 8:298–305. 

[14] Bruera E (1994). Ethical issues in palliative care 

research. J Palliat Care, 10:7–9. 

[15] Beaver K, Luker K, Woods S (1999). Conducting 

research with the terminally ill: challenges and 

considerations. International Journal of Palliative 

Nursing, 5:13–17. 

[16] Rees E (2001). The ethics and practicalities of consent in 

palliative care research: an overview. Int J Palliat Nurs, 

7:489–492. 

[17] Addicott DC. 2015. Regulating Research on the 

Terminally Ill: A Proposal for Heightened Safeguards. 

[18] Annas GJ (1992). The changing landscape of human 

experimentation: Nuremberg, Helsinki, and beyond. 

Health Matrix Clevel, 2:119–140. 

[19] Murphy NB, Weijer C, Lalgudi Ganesan S, Dhanani S, 

Gofton T, Slessarev M (2023). Nontherapeutic research 

with imminently dying and recently deceased study 

populations: addressing practical and ethical challenges. 

Can J Anaesth, 70:596–602. 

[20] Murphy N, Weijer C, Debicki D, Laforge G, Norton L, 

Gofton T, et al. (2023). Ethics of non-therapeutic 

research on imminently dying patients in the intensive 

care unit. J Med Ethics, 49:311–318. 

[21] Karim K (2000). Conducting research involving 

palliative patients. Nurs Stand, 15:34–36. 

[22] Pentz RD, Flamm AL, Pasqualini R, Logothetis CJ, Arap 

W (2003). Revisiting ethical guidelines for research with 

terminal wean and brain-dead participants. Hastings 

Cent Rep, 33:20–26. 

[23] Jubb AM (2002). Palliative care research: trading ethics 

for an evidence base. J Med Ethics, 28:342–346. 

[24] Casarett DJ, Karlawish JH (2000). Are special ethical 

guidelines needed for palliative care research? J Pain 

Symptom Manage, 20:130–139. 

[25] Dubé K, Gianella S, Concha-Garcia S, Little SJ, Kaytes 

A, Taylor J, et al. (2018). Ethical considerations for HIV 

cure-related research at the end of life. BMC Med Ethics, 

19:83. 

[26] Gebauer S, Fine P. 2018. Recognition and Resolution of 

Ethical Barriers to Palliative Care Research. In 

Handbook of Pain and Palliative Care: Biopsychosocial 

and Environmental Approaches for the Life Course. R.J. 

Moore, editor. Cham: Springer International Publishing. 

853–866. 

[27] Agrawal M (2003). Voluntariness in clinical research at 

the end of life. J Pain Symptom Manage, 25:S25–32. 

[28] Emanuel EJ, Wendler D, Grady C (2000). What Makes 

Clinical Research Ethical? JAMA, 283:2701–2711. 

[29] Kelley AS, Morrison RS (2015). Palliative Care for the 

Seriously Ill. New England Journal of Medicine, 

373:747–755. 

[30] White N, Reid F, Harris A, Harries P, Stone P (2016). A 

Systematic Review of Predictions of Survival in 

Palliative Care: How Accurate Are Clinicians and Who 

Are the Experts? PLOS ONE, 11:e0161407. 



 Morehouse CR., et al.                                                                        Research ethics: adults with a terminal illness 

  

Aging and Disease • Volume 18, Number 3, June 2027                                                                         11 

 

[31] Rinck GC, van den Bos GA, Kleijnen J, de Haes HJ, 

Schadé E, Veenhof CH (1997). Methodologic issues in 

effectiveness research on palliative cancer care: a 

systematic review. J Clin Oncol, 15:1697–1707. 

[32] Gysels MH, Evans C, Higginson IJ (2012). Patient, 

caregiver, health professional and researcher views and 

experiences of participating in research at the end of life: 

a critical interpretive synthesis of the literature. BMC 

Med Res Methodol, 12:123. 

[33] Bloomer MJ, Hutchinson AM, Brooks L, Botti M 

(2018). Dying persons' perspectives on, or experiences 

of, participating in research: An integrative review. 

Palliat Med, 32:851–860. 

[34] (CIOMS) CfIOoMS. 2016. International Ethical 

Guidelines for Health-related Research Involving 

Humans. In Fourth Edition. Geneva. 

[35] Park K, Kim J-J, Oh S-B, Oh SY, Hong YJ, Kim S-j, et 

al. (2025). A Phase II Study About Efficacy and Safety 

of the Continuous IntraVenous Infusion of Ketamine as 

Adjuvant to Opioids in Terminally Ill Cancer Patients 

With Refractory Cancer Pain (CIVIK Trial). American 

Journal of Hospice and Palliative Medicine®, 42:244–

252. 

[36] Allard P, Lamontagne C, Bernard P, Tremblay C (1999). 

How Effective Are Supplementary Doses of Opioids for 

Dyspnea in Terminally Ill Cancer Patients? A 

Randomized Continuous Sequential Clinical Trial. 

Journal of Pain and Symptom Management, 17:256–265. 

[37] Lyu X-J, Kan AD, Chong P-H, Lin K, Koh Y-H, Yeo Z-

Z (2022). An open-label clinical trial of oral 

transmucosal haloperidol and oral transmucosal 

olanzapine in the treatment of terminal delirium at home. 

Trials, 23:311. 

[38] Imai K, Ikenaga M, Kodama T, Kanemura S, Tamura K, 

Morita T (2013). Sublingually administered scopolamine 

for nausea in terminally ill cancer patients. Support Care 

Cancer, 21:2777–2781. 

[39] Dobratz MC (2003). Issues and dilemmas in conducting 

research with vulnerable home hospice participants. J 

Nurs Scholarsh, 35:371–376. 

[40] Currow DC, Agar MR, Abernethy AP (2012). Tackling 

the Challenges of Clinical Trials in Palliative Care. 

Pharmaceutical Medicine, 25:7–15. 

[41] Fischer DJ, Burgener SC, Kavanaugh K, Ryan C, 

Keenan G (2012). Conducting research with end-of-life 

populations: overcoming recruitment challenges when 

working with clinical agencies. Appl Nurs Res, 25:258–

263. 

[42] Kavanaugh KL, Campbell ML (2014). Conducting end-

of-life research: strategies for success. Nurs Sci Q, 

27:14–19. 

[43] Mackin ML, Herr K, Bergen-Jackson K, Fine P, 

Forcucci C, Sanders S (2009). Research participation by 

older adults at end of life: barriers and solutions. Res 

Gerontol Nurs, 2:162–171. 

[44] (2014). The Belmont Report. Ethical principles and 

guidelines for the protection of human subjects of 

research. J Am Coll Dent, 81:4–13. 

[45] Rid A, Wendler D (2011). A framework for risk-benefit 

evaluations in biomedical research. Kennedy Inst Ethics 

J, 21:141–179. 

[46] Pech C, Cob N, Cejka JT (2007). Understanding 

institutional review boards: practical guidance to the IRB 

review process. Nutr Clin Pract, 22:618–628. 

[47] Brenner DJ, Doll R, Goodhead DT, Hall EJ, Land CE, 

Little JB, et al. (2003). Cancer risks attributable to low 

doses of ionizing radiation: assessing what we really 

know. Proc Natl Acad Sci U S A, 100:13761–13766. 

[48] Prommer E (2005). Management of bleeding in the 

terminally ill patient. Hematology, 10:167–175. 

[49] Casarett D (2005). Ethical considerations in end-of-life 

care and research. J Palliat Med, 8 Suppl 1:S148–160. 

[50] Abdoler E, Taylor H, Wendler D (2008). The Ethics of 

Phase 0 Oncology Trials. Clinical Cancer Research, 

14:3692–3697. 

[51] Agrawal M, Emanuel EJ (2003). Ethics of Phase 1 

Oncology StudiesReexamining the Arguments and Data. 

JAMA, 290:1075–1082. 

[52] Iskander R, Moyer H, Vigneault K, Mahmud SM, 

Kimmelman J (2024). Survival Benefit Associated With 

Participation in Clinical Trials of Anticancer Drugs: A 

Systematic Review and Meta-Analysis. JAMA, 

331:2105–2113. 

[53] Engelbak Nielsen Z, Eriksson S, Schram Harsløf LB, 

Petri S, Helgesson G, Mangset M, et al. (2020). Are 

cancer patients better off if they participate in clinical 

trials? A mixed methods study. BMC Cancer, 20:401. 

[54] Dean RA, McClement SE (2002). Palliative care 

research: methodological and ethical challenges. Int J 

Palliat Nurs, 8:376–380. 

[55] Haley WE (2002). A commentary-institutional review 

board approval and beyond: proactive steps to improve 

ethics and quality in end-of-life research. Gerontologist, 

42 Spec No 3:109–113. 

[56] Fine PG (2003). Maximizing benefits and minimizing 

risks in palliative care research that involves patients 

near the end of life. J Pain Symptom Manage, 25:S53–

62. 

[57] Hurst D (2017). Does the Distinctiveness of Palliative 

Care Research Require Distinct Ethical Guidelines? Jahr, 

8:31–57. 

[58] Ross C, Cornbleet M (2003). Attitudes of patients and 

staff to research in a specialist palliative care unit. Palliat 

Med, 17:491–497. 

[59] Nurgat ZA, Craig W, Campbell NC, Bissett JD, Cassidy 

J, Nicolson MC (2005). Patient motivations surrounding 

participation in phase I and phase II clinical trials of 

cancer chemotherapy. Br J Cancer, 92:1001–1005. 

[60] Henry B, Scales DC (2012). Ethical Challenges in 

Conducting Research on Dying Patients and Those at 

High Risk of Dying. Accountability in Research, 19:1–

12. 

[61] Williams CJ, Shuster JL, Clay OJ, Burgio KL (2006). 

Interest in research participation among hospice patients, 

caregivers, and ambulatory senior citizens: practical 

barriers or ethical constraints? J Palliat Med, 9:968–974. 

[62] Dubé K, Shelton B, Patel H, Ndukwe SO, Concha-

Garcia S, Dullano C, et al. (2023). Perceived risks and 



 Morehouse CR., et al.                                                                        Research ethics: adults with a terminal illness 

  

Aging and Disease • Volume 18, Number 3, June 2027                                                                         12 

 

benefits of enrolling people with HIV at the end of life in 

cure research in Southern California, United States. 

Journal of Virus Eradication, 9:100328. 

[63] Bellamy G, Gott M, Frey R (2011). ‘It's my pleasure?’: 

the views of palliative care patients about being asked to 

participate in research. Progress in Palliative Care, 

19:159–164. 

[64] Pessin H, Galietta M, Nelson CJ, Brescia R, Rosenfeld 

B, Breitbart W (2008). Burden and benefit of 

psychosocial research at the end of life. J Palliat Med, 

11:627–632. 

[65] White CD, Hardy JR, Gilshenan KS, Charles MA, 

Pinkerton CR (2008). Randomised controlled trials of 

palliative care - a survey of the views of advanced cancer 

patients and their relatives. Eur J Cancer, 44:1820–1828. 

[66] Head B, Faul A (2007). Research Risks and Benefits as 

Perceived by Persons With a Terminal Prognosis. 

Journal of Hospice & Palliative Nursing, 9:256–263. 

[67] Gysels M, Shipman C, Higginson IJ (2008). Is the 

qualitative research interview an acceptable medium for 

research with palliative care patients and carers? BMC 

Med Ethics, 9:7. 

[68] Paquette ET, Shah SK (2020). Towards Identifying an 

Upper Limit of Risk: A Persistent Area of Controversy 

in Research Ethics. Perspect Biol Med, 63:327–345. 

[69] Rid A (2014). Setting risk thresholds in biomedical 

research: lessons from the debate about minimal risk. 

Monash Bioeth Rev, 32:63–85. 

[70] Resnik DB (2012). Limits on risks for healthy volunteers 

in biomedical research. Theoretical Medicine and 

Bioethics, 33:137–149. 

[71] Wendler D, Emanuel EJ (2005). What is a "minor" 

increase over minimal risk? J Pediatr, 147:575–578. 

[72] Shaw D (2014). The right to participate in high-risk 

research. Lancet, 383:1009–1011. 

[73] Eyal N (2017). How to keep high-risk studies ethical: 

classifying candidate solutions. J Med Ethics, 43:74–77. 

[74] London AJ (2006). Reasonable risks in clinical research: 

a critique and a proposal for the Integrative Approach. 

Stat Med, 25:2869–2885. 

[75] Chaillon A, Gianella S, Dellicour S, Rawlings SA, 

Schlub TE, De Oliveira MF, et al. (2020). HIV persists 

throughout deep tissues with repopulation from multiple 

anatomical sources. J Clin Invest, 130:1699–1712. 

[76] Wang C, Schlub TE, Yu WH, Tan CS, Stefic K, Gianella 

S, et al. (2022). Landscape of Human Immunodeficiency 

Virus Neutralization Susceptibilities Across Tissue 

Reservoirs. Clin Infect Dis, 75:1342–1350. 

[77] Lee K, Lee SJ, Yoon S, Ryoo B-Y, Kim S-W, Choi SH, 

et al. (2019). Feasibility, safety, and adequacy of 

research biopsies for cancer clinical trials at an academic 

medical center. PLOS ONE, 14:e0221065. 

[78] MacKay D, Saylor KW (2020). Four Faces of Fair 

Subject Selection. The American Journal of Bioethics, 

20:5–19. 

[79] Karlawish JHT (2003). Conducting Research That 

Involves Subjects at the End of Life Who Are Unable to 

Give Consent. Journal of Pain and Symptom 

Management, 25:S14–S24. 

[80] Protections SsACoHR (2009). Recommendations 

Regarding Research Involving Individuals with Impaired 

Decision-Making. U.S.D.o.H.a.H. Services, editor. 

[81] SACHRP. 2009. Attachment: Recommendations 

Regarding Research Involving Individuals with Impaired 

Decision-making. 

[82] Grady C (2015). Enduring and Emerging Challenges of 

Informed Consent. New England Journal of Medicine, 

372:855–862. 

[83] Burton CZ, Twamley EW, Lee LC, Palmer BW, Jeste 

DV, Dunn LB, et al. (2012). Undetected Cognitive 

Impairment and Decision-Making Capacity in Patients 

Receiving Hospice Care. The American Journal of 

Geriatric Psychiatry, 20:306–316. 

[84] Kaspers PJ, Onwuteaka-Philipsen BD, Deeg DJH, 

Pasman HRW (2013). Decision-making capacity and 

communication about care of older people during their 

last three months of life. BMC Palliative Care, 12:1. 

[85] Kolva E, Rosenfeld B, Brescia R, Comfort C (2014). 

Assessing decision-making capacity at end of life. 

General Hospital Psychiatry, 36:392–397. 

[86] Casarett DJ (2003). Assessing decision-making capacity 

in the setting of palliative care research. J Pain Symptom 

Manage, 25:S6–13. 

[87] Fine PG (2004). The ethics of end-of-life research. J Pain 

Palliat Care Pharmacother, 18:71–78. 

[88] Parker SM, Clayton JM, Hancock K, Walder S, Butow 

PN, Carrick S, et al. (2007). A Systematic Review of 

Prognostic/End-of-Life Communication with Adults in 

the Advanced Stages of a Life-Limiting Illness: 

Patient/Caregiver Preferences for the Content, Style, and 

Timing of Information. Journal of Pain and Symptom 

Management, 34:81–93. 

[89] Chichua M, Davide M, Eleonora B, and Pravettoni G 

(2023). Prognostic Awareness in Terminally Ill Cancer 

Patients: A Narrative Literature Review of the Processes 

Involved. Cancer Management and Research, 15:301–

310. 

[90] Henderson GE, Churchill LR, Davis AM, Easter MM, 

Grady C, Joffe S, et al. (2007). Clinical Trials and 

Medical Care: Defining the Therapeutic Misconception. 

PLOS Medicine, 4:e324. 

[91] Horng S, Grady C (2003). Misunderstanding in clinical 

research: distinguishing therapeutic misconception, 

therapeutic misestimation, and therapeutic optimism. 

Irb, 25:11–16. 

[92] Dresser R (2009). First-in-human trial participants: not a 

vulnerable population, but vulnerable nonetheless. J Law 

Med Ethics, 37:38–50. 

[93] Wiegand DL, Norton SA, Baggs JG (2008). Challenges 

in conducting end-of-life research in critical care. AACN 

Adv Crit Care, 19:170–177. 

[94] Emanuel EJ, Fairclough DL, Wolfe P, Emanuel LL 

(2004). Talking With Terminally Ill Patients and Their 

Caregivers About Death, Dying, and Bereavement: Is It 

Stressful? Is It Helpful? Archives of Internal Medicine, 

164:1999–2004. 

[95] Grbich C, Abernethy AP, Shelby-James T, Fazekas B, 

Currow DC (2008). Creating a research culture in a 

palliative care service environment: a qualitative study 



 Morehouse CR., et al.                                                                        Research ethics: adults with a terminal illness 

  

Aging and Disease • Volume 18, Number 3, June 2027                                                                         13 

 

of the evolution of staff attitudes to research during a 

large longitudinal controlled trial (ISRCTN81117481). J 

Palliat Care, 24:100–109. 

[96] Campbell SM, Ulrich CM, Grady C (2016). A Broader 

Understanding of Moral Distress. Am J Bioeth, 16:2–9. 

[97] Hill RC, Dempster M, Donnelly M, McCorry NK 

(2016). Improving the wellbeing of staff who work in 

palliative care settings: A systematic review of 

psychosocial interventions. Palliat Med, 30:825–833. 

[98] Hickey J (2022). Interventions to Reduce Nurses' Moral 

Distress in the Intensive Care Unit: An Integrative 

Review. Dimensions of Critical Care Nursing, 41:274–

280. 

[99] Imbulana DI, Davis PG, Prentice TM (2021). 

Interventions to reduce moral distress in clinicians 

working in intensive care: A systematic review. 

Intensive and Critical Care Nursing, 66:103092. 

[100] 2014. A Phase 1 Study of Substance P-Saporin in 

Terminal Cancer Patients With Intractable Pain. 

[101] Dudgeon DJ, Bruera E, Gagnon B, Watanabe SM, Allan 

SJ, Warr DG, et al. (2007). A phase III randomized, 

double-blind, placebo-controlled study evaluating 

dextromethorphan plus slow-release morphine for 

chronic cancer pain relief in terminally ill patients. J Pain 

Symptom Manage, 33:365–371. 

[102] Kako J, Morita T, Yamaguchi T, Kobayashi M, 

Sekimoto A, Kinoshita H, et al. (2018). Fan Therapy Is 

Effective in Relieving Dyspnea in Patients With 

Terminally Ill Cancer: A Parallel-Arm, Randomized 

Controlled Trial. Journal of Pain and Symptom 

Management, 56:493–500. 

[103] Hui D, De La Rosa A, Wilson A, Nguyen T, Wu J, 

Delgado-Guay M, et al. (2020). Neuroleptic strategies 

for terminal agitation in patients with cancer and 

delirium at an acute palliative care unit: a single-centre, 

double-blind, parallel-group, randomised trial. Lancet 

Oncol, 21:989–998. 

[104] Agar MR, Lawlor PG, Quinn S, Draper B, Caplan GA, 

Rowett D, et al. (2017). Efficacy of Oral Risperidone, 

Haloperidol, or Placebo for Symptoms of Delirium 

Among Patients in Palliative Care: A Randomized 

Clinical Trial. JAMA Internal Medicine, 177:34–42. 

[105] Johnson SB, Butow PN, Bell ML, Detering K, Clayton 

JM, Silvester W, et al. (2018). A randomised controlled 

trial of an advance care planning intervention for patients 

with incurable cancer. Br J Cancer, 119:1182–1190. 

[106] Tang ST, Chen JS, Wen FH, Chou WC, Chang JW, 

Hsieh CH, et al. (2019). Advance Care Planning 

Improves Psychological Symptoms But Not Quality of 

Life and Preferred End-of-Life Care of Patients With 

Cancer. J Natl Compr Canc Netw, 17:311–320. 

[107] Skorstengaard MH, Jensen AB, Andreassen P, Brogaard 

T, Brendstrup E, Løkke A, et al. (2020). Advance care 

planning and place of death, hospitalisation and actual 

place of death in lung, heart and cancer disease: a 

randomised controlled trial. BMJ Support Palliat Care, 

10:e37. 

[108] Tang ST, Chen CH, Wen FH, Chen JS, Chang WC, 

Hsieh CH, et al. (2018). Accurate Prognostic Awareness 

Facilitates, Whereas Better Quality of Life and More 

Anxiety Symptoms Hinder End-of-Life Care 

Discussions: A Longitudinal Survey Study in Terminally 

Ill Cancer Patients' Last Six Months of Life. J Pain 

Symptom Manage, 55:1068–1076. 

[109] Bruera E, Sala R, Rico MA, Moyano J, Centeno C, 

Willey J, et al. (2005). Effects of Parenteral Hydration in 

Terminally Ill Cancer Patients: A Preliminary Study. 

Journal of Clinical Oncology, 23:2366–2371. 

[110] Nakajima N, Hata Y, Kusumuto K (2013). A Clinical 

Study on the Influence of Hydration Volume on the 

Signs of Terminally Ill Cancer Patients with Abdominal 

Malignancies. Journal of Palliative Medicine, 16:185–

189. 

[111] Bruera E, Pruvost M, Schoeller T, Montejo G, Watanabe 

S (1998). Proctoclysis for Hydration of Terminally Ill 

Cancer Patients. Journal of Pain and Symptom 

Management, 15:216–219. 

[112] Ishiki H, Iwase S, Gyoda Y, Kanai Y, Ariyoshi K, Miyaji 

T, et al. (2015). Oral nutritional support can shorten the 

duration of parenteral hydration in end-of-life cancer 

patients: a randomized controlled trial. Nutr Cancer, 

67:105–111. 

[113] Hu W-Y, Chiu T-Y, Cheng S-Y, Chen C-Y (2004). 

Morphine for dyspnea control in terminal cancer 

patients: is it appropriate in Taiwan? Journal of Pain and 

Symptom Management, 28:356–363. 

[114] Mercadante S, Intravaia G, Villari P, Ferrera P, David F, 

Casuccio A (2009). Controlled Sedation for Refractory 

Symptoms in Dying Patients. Journal of Pain and 

Symptom Management, 37:771–779. 

[115] Chiu T-Y, Hu W-Y, Lue B-H, Cheng S-Y, Chen C-Y 

(2001). Sedation for Refractory Symptoms of Terminal 

Cancer Patients in Taiwan. Journal of Pain and Symptom 

Management, 21:467–472. 

[116] Robert R, Le Gouge A, Kentish-Barnes N, Cottereau A, 

Giraudeau B, Adda M, et al. (2017). Terminal weaning 

or immediate extubation for withdrawing mechanical 

ventilation in critically ill patients (the ARREVE 

observational study). Intensive Care Medicine, 43:1793–

1807. 

[117] Epker JL, Bakker J, Lingsma HF, Kompanje EJO (2015). 

An Observational Study on a Protocol for Withdrawal of 

Life-Sustaining Measures on Two Non-Academic 

Intensive Care Units in The Netherlands: Few Signs of 

Distress, No Suffering? Journal of Pain and Symptom 

Management, 50:676–684. 

[118] Park EJ, Park K, Kim JJ, Oh SB, Jung KS, Oh SY, et al. 

(2021). Safety, Efficacy, and Patient Satisfaction with 

Initial Peripherally Inserted Central Catheters Compared 

with Usual Intravenous Access in Terminally Ill Cancer 

Patients: A Randomized Phase II Study. Cancer Res 

Treat, 53:881–888. 

[119] Park K, Jun HJ, Oh SY (2016). Safety, efficacy, and 

patient-perceived satisfaction of peripherally inserted 

central catheters in terminally ill cancer patients: a 

prospective multicenter observational study. Support 

Care Cancer, 24:4987–4992. 

[120] Kutner JS, Blatchford PJ, Taylor DH, Jr, Ritchie CS, Bull 

JH, Fairclough DL, et al. (2015). Safety and Benefit of 

Discontinuing Statin Therapy in the Setting of 



 Morehouse CR., et al.                                                                        Research ethics: adults with a terminal illness 

  

Aging and Disease • Volume 18, Number 3, June 2027                                                                         14 

 

Advanced, Life-Limiting Illness: A Randomized 

Clinical Trial. JAMA Internal Medicine, 175:691–700. 

[121] Dhanani S, Hornby L, Beinum Av, Scales NB, Hogue M, 

Baker A, et al. (2021). Resumption of Cardiac Activity 

after Withdrawal of Life-Sustaining Measures. New 

England Journal of Medicine, 384:345–352. 

[122] Gofton T, Dhanani S, Meade M, Boyd JG, Chamberlain 

E, Chandler J, et al. (2023). Neurologic Physiology after 

Removal of Therapy (NeuPaRT) study: study protocol of 

a multicentre, prospective, observational, pilot feasibility 

study of neurophysiology after withdrawal of life-

sustaining measures. BMJ Open, 13:e073643. 

[123] 2023. Characterizing the Cerebrovascular Physiology of 

Circulatory Death During Withdrawal of Life Sustaining 

Therapies in Humans. 

[124] Fleisher AS, Pontecorvo MJ, Devous MD, Sr., Lu M, 

Arora AK, Truocchio SP, et al. (2020). Positron 

Emission Tomography Imaging With [18F]flortaucipir 

and Postmortem Assessment of Alzheimer Disease 

Neuropathologic Changes. JAMA Neurol, 77:829–839. 

[125] Curtis C, Gamez JE, Singh U, Sadowsky CH, Villena T, 

Sabbagh MN, et al. (2015). Phase 3 Trial of 

Flutemetamol Labeled With Radioactive Fluorine 18 

Imaging and Neuritic Plaque Density. JAMA Neurology, 

72:287–294. 

[126] 2013. Inpatient Hospice With Procurement of Tissue on 

Expiration in Thoracic Malignancies, Bladder Cancer, 

Ovarian Cancer, Epithelial Cancer and Patients Treated 

With an Adoptive Cellular Therapy. 

[127] 2023. Rapid ("Warm") Autopsy Protocol for Patients 

with Small Cell Lung Cancer. 

[128] Cunha GDC, Rosa K, Wiegert EVM, de Oliveira LC 

(2021). Clinical Relevance and Prognostic Value of 

Inflammatory Biomarkers: A prospective Study in 

Terminal Cancer Patients Receiving Palliative Care. J 

Pain Symptom Manage, 62:978–986. 

[129] Suh SY, Ahn HY (2007). Lactate dehydrogenase as a 

prognostic factor for survival time of terminally ill 

cancer patients: a preliminary study. Eur J Cancer, 

43:1051–1059. 

[130] Hui D, dos Santos R, Chisholm G, Bansal S, Silva TB, 

Kilgore K, et al. (2014). Clinical Signs of Impending 

Death in Cancer Patients. The Oncologist, 19:681–687. 

[131] Mori M, Yamaguchi T, Maeda I, Hatano Y, Yamaguchi 

T, Imai K, et al. (2021). Diagnostic models for 

impending death in terminally ill cancer patients: A 

multicenter cohort study. Cancer Medicine, 10:7988–

7995. 

[132] 2024. Decoding Death and Dying in People With 

Dementia by Digital Thanotyping. U. Leiden, U. 

Harvard, U. Yale, U. Tohoku, and k. Bergen, editors. 

[133] Suh S-Y, Choi YS, Shim JY, Kim YS, Yeom CH, Kim 

D, et al. (2010). Construction of a new, objective 

prognostic score for terminally ill cancer patients: a 

multicenter study. Supportive Care in Cancer, 18:151–

157. 

[134] Campbell ML, Yarandi HN (2013). Death rattle is not 

associated with patient respiratory distress: is 

pharmacologic treatment indicated? J Palliat Med, 

16:1255–1259. 

[135] Morita T, Hyodo I, Yoshimi T, Ikenaga M, Tamura Y, 

Yoshizawa A, et al. (2004). Incidence and underlying 

etiologies of bronchial secretion in terminally ill cancer 

patients: a multicenter, prospective, observational study. 

Journal of Pain and Symptom Management, 27:533–539. 

[136] Bruera S, Chisholm G, Dos Santos R, Crovador C, 

Bruera E, Hui D (2014). Variations in vital signs in the 

last days of life in patients with advanced cancer. J Pain 

Symptom Manage, 48:510–517. 

[137] Morita T, Tsunoda J, Inoue S, Chihara S (2000). Risk 

factors for death rattle in terminally ill cancer patients: a 

prospective exploratory study. Palliative Medicine, 

14:19–23. 

[138] Brandt HE, Deliens L, Ooms ME, van der Steen JT, van 

der Wal G, Ribbe MW (2005). Symptoms, Signs, 

Problems, and Diseases of Terminally Ill Nursing Home 

Patients: A Nationwide Observational Study in the 

Netherlands. Archives of Internal Medicine, 165:314–

320. 

[139] Morita T, Tei Y, Inoue S, Suga A, Chihara S (2002). 

Fluid status of terminally ill cancer patients with 

intestinal obstruction: an exploratory observational 

study. Supportive Care in Cancer, 10:474–479. 

[140] Rosenfeld B, Pessin H, Lewis C, Abbey J, Olden M, 

Sachs E, et al. (2011). Assessing hopelessness in 

terminally ill cancer patients: development of the 

Hopelessness Assessment in Illness Questionnaire. 

Psychol Assess, 23:325–336. 

[141] Chochinov HM, Hack T, Hassard T, Kristjanson LJ, 

McClement S, Harlos M (2002). Dignity in the 

terminally ill: a cross-sectional, cohort study. The 

Lancet, 360:2026–2030. 

[142] Townsend J, Frank AO, Fermont D, Dyer S, Karran O, 

Walgrove A, et al. (1990). Terminal cancer care and 

patients' preference for place of death: a prospective 

study. British Medical Journal, 301:415–417. 

[143] Breitbart W, Rosenfeld B, Pessin H, Kaim M, Funesti-

Esch J, Galietta M, et al. (2000). Depression, 

Hopelessness, and Desire for Hastened Death in 

Terminally Ill Patients With Cancer. JAMA, 284:2907–

2911. 

[144] Lee MK, Lee WJ, Do YR, Lee KS, Jung KH, Heo DS, et 

al. (2015). Changes in health-related quality of life and 

quality of care among terminally ill cancer patients and 

survival prediction: Multicenter prospective cohort 

study. Palliative and Supportive Care, 13:1103–1111. 

[145] Fordjour GA, Chow AYM, Hui VK-Y, Chan CLW 

(2024). Comparative analysis of symptom burdens and 

influential factors among diverse terminally-ill patients. 

Annals of Palliative Medicine, 13:513–530. 

[146] Vig EK, Pearlman RA (2003). Quality of Life While 

Dying: A Qualitative Study of Terminally Ill Older Men. 

Journal of the American Geriatrics Society, 51:1595–

1601. 

[147] Murphy N, Weijer C, Chandler J, D'Aragon F, Healey A, 

Weiss MJ, et al. (2022). Best foot forward: now is the 

time for Canadian ethical guidance on prospective 

interventional trials of antemortem interventions in 

organ donation. Can J Anaesth, 69:1196–1202. 



 Morehouse CR., et al.                                                                        Research ethics: adults with a terminal illness 

  

Aging and Disease • Volume 18, Number 3, June 2027                                                                         15 

 

[148] Staquicini FI, Cardó-Vila M, Kolonin MG, Trepel M, 

Edwards JK, Nunes DN, et al. (2011). Vascular ligand-

receptor mapping by direct combinatorial selection in 

cancer patients. Proceedings of the National Academy of 

Sciences, 108:18637–18642. 

[149] Gianella S, Taylor J, Brown TR, Kaytes A, Achim CL, 

Moore DJ, et al. (2017). Can research at the end of life 

be a useful tool to advance HIV cure? Aids, 31:1–4. 

[150] Ndukwe SO, Patel H, Shelton B, Concha-Garcia S, 

Dullano C, Solso S, et al. (2024). People with HIV at the 

end-of-life and their next-of-kin/loved ones are willing 

to participate in interventional HIV cure-related 

research. Aids, 38:235–243. 

 

 

 


