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End-of-life (EOL) care is a critical part of sickle cell disease (SCD) management. However, barriers to high-quality EOL care 
remain, including (1) disease-related barriers (prior opioid exposure, risk of vaso-occlusive crises, chronic conditions with 
conflicting needs, and limitations of receiving disease-directed therapy on hospice); (2) communication-related barriers 
(challenges of identifying and responding to religious and spiritual concerns, limited health literacy, and previous health 
care system experience); (3) systemic issues (social determinants of health, structural racism, and mistrust of the medical 
system). However, palliative care and interdisciplinary collaboration can overcome many of these barriers. In addition, 
we can improve EOL care by accounting for opioid exposures, multimodal symptom management, and exploring (1) who 
people want involved in decision-making, (2) the role of religion and spirituality in decision-making, and (3) previous 
experiences with EOL. Systemic barriers can be addressed through the social determinants of health screening, minimiz
ing financial burdens of care, and building longitudinal relationships with people with SCD. This requires the continued 
education of SCD providers about primary palliative care and palliative care providers about SCD. With such strategies, 
high-quality EOL care is possible for this vulnerable population.

LEARNING OBJECTIVES
	 •	 Describe disease-related, communication-related, and systemic barriers to high-quality end-of-life care for people 

with sickle cell disease.
	 •	 Identify strategies to providing high-quality end-of-life care for people with sickle cell disease.
	 •	 Explore communication strategies to elicit decision-making and end-of-life preferences.

CLINICAL CASE
Mr. Jones was a 37-year-old with sickle cell disease (SCD) 
complicated by end-stage renal disease (ESRD), was 
on hemodialysis, and was hospitalized for community-
acquired pneumonia with concern for acute chest syn
drome (ACS). Given his oxygen requirement, an exchange 
transfusion was ordered. The team discontinued home 
methadone and started patient-controlled analgesia, 
though at doses appropriate for an opiate-naive patient, 
leading to inadequate pain control. Exchange transfusion 
was delayed due to difficulty finding compatible blood; 
he was intubated and transferred to the intensive care 
unit (ICU). After several days, he was unable to be weaned 
off the ventilator. When the ICU team met with the health 
care proxy to discuss tracheostomy and gastrostomy-tube 
placement, his proxy was overwhelmed.

Introduction
SCD afflicts millions worldwide,1 most of whom identify as 
Black.2 Despite advances in treatment, people with SCD 
have a reduced life expectancy of 53 years and experience 
suffering and organ dysfunction from both acute (eg, pain 
crises) and chronic (eg, pulmonary hypertension) compli
cations (Table 1).3-5 Therefore, advance care planning (ACP) 
and end-of-life (EOL) care are critical components of SCD 
management.

Here we (1) briefly describe patterns of EOL care in SCD; 
(2) discuss barriers to providing high-quality EOL care for 
this population, including disease-related, communication-
related, and systemic barriers; and (3) identify strategies 
to mitigate these barriers, including palliative care (PC)  
(Figure 1). EOL care for SCD is underresearched; therefore, 
we discuss the limited literature, extrapolate from other 
diseases, and rely on expert opinion. We also use the clin
ical vignette to highlight the challenges and opportunities 
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Table 1. Complications of SCD

CT, computed tomographic; HbSC, hemoglobin SCD; NT-proBNT, N-terminal pro-B-type natriuretic peptide; PYO, person-years of observation; 
TRV, tricuspid regurgitation velocity.

Adapted from Payne Thein and Howard.5
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in EOL care for people with SCD. Although SCD is a global dis
ease,1 we focus on EOL care for eople with SCD in the United 
States, which number over 100 000.2

Patterns of EOL care
As the management of acute complications of SCD has improved, 
so has life expectancy, which has led to more patients dying of 
chronic complications.6 Younger patients tend to die of acute 
complications (eg, infection), while older patients die from 
chronic complications (eg, ESRD, pulmonary hypertension).7 
Common causes of death include cardiac (eg, congestive heart 
failure), respiratory (eg, ACS, pneumonia, pulmonary embo-
lism), renal (eg, ESRD), and multiorgan failure. Iron overload, 
depression, and pulmonary hypertension are independent pre
dictors of early mortality.4 While cancer is an uncommon cause 
of death (<1%),4,8 the increased use of allogeneic hematopoietic 
stem cell transplant (HSCT) may increase the risk of secondary 
malignancies and graft-versus-host disease. Furthermore, the 
acute and long-term complications of gene therapy are under 
study and may also shift patterns of EOL care.

Most people with SCD die in acute care settings (hospital 
[63%] and emergency department [15%]) and have high inpa
tient utilization in the year preceding death, with an average of 
42 hospitalized days over 5 admissions.9

There are a lack of data about PC utilization in people with 
SCD. The limited literature explores inpatient PC consults: fewer 
than 1% of people admitted with SCD receive PC, although rates 
have been increasing over time.10 Hospice utilization among peo
ple with SCD is likely low given the pattern of health care utiliza
tion prior to death, but to our knowledge, this remains unstudied.

Barriers to quality EOL care
Here we focus on common disease-related, communication, and 
systemic barriers to caring for people with SCD at the EOL.

Disease-related barriers
Of the numerous disease-related barriers to providing high- 
quality EOL care for people with SCD, the most prevalent include 

(1) prior opioid exposure, (2) the risk of vaso-occlusive crises 
(VOCs), (3) the challenges of managing multiple chronic condi
tions, and (4) the limitations of hospice in providing key aspects 
of SCD care.

Opioids are a cornerstone of pain and dyspnea management 
at the EOL. Although there is debate about the best practices 
in opioid use for people with SCD,11 many are not opioid naive. 
About half of people with SCD have at least 1 opioid prescrip
tion every year, with a mean of 4 opioid prescriptions annually.12,13 
People with opioid tolerance, including people with SCD, require 
higher opioid doses than opioid-naive people for symptom man
agement, putting them at risk for poorly controlled pain and/or 
dyspnea when opioids are underdosed.14 Additionally, these high 
opioid doses increase the risk of dose-dependent side effects 
(eg, sedation), particularly in the context of liver and kidney  
dysfunction.

Further, chronic pain is common among people with SCD.15 
It can be important to address if pain is acute vs chronic for 2 
reasons. First, chronic pain may be better addressed with non-
opioid therapies (eg, gabapentinoids, serotonin-norepinephrine 
reuptake inhibitors). Second, some causes of acute pain are 
reversible if the etiology is known, and hence, acute pain may 
require a further workup. VOC pain is a hallmark of SCD. Many 
parts of the EOL trajectory are known triggers for VOCs, includ
ing stress, dehydration, hypoxia, and steroids. Because people 
with SCD are at increased risk of pain crises at the EOL, it can be 
challenging to determine whether it is due to VOC pain crises, 
chronic pain, or other etiologies.

Given the chronic complications associated with SCD (Table 
1),3-5 the management of 1 condition may conflict with another. 
For instance, people with SCD are at risk of chronic kidney 
disease. Depending on the etiology, additional fluids or fluid 
restriction may be recommended; both pose a risk to those with 
SCD. Fluid overload can further compromise a tenuous respi
ratory status, and dehydration increases the risk of VOC. The 
many complications of SCD coupled with the acute or chronic 
nature of the disease make prognostic uncertainty a challenge. 
Therefore, knowing when to initiate EOL decision-making and 

Disease-Related
Barriers
• Prior opioid exposure
• Risk of vaso-occlusive crisis
• Balancing chronic conditions
• Prognostic difficulty
• Interventions precluded by 

hospice enrollment

Facilitators
• Interdisciplinary discussion
• Account for opioid tolerance
• Multimodal symptom 

management
• Generous use of oxygen
• Careful titration of fluids

Communication
Barriers
• Religion/spirituality
• Health literacy
• Prior experiences with serious 

illness
• Reluctance to discuss EOL

Facilitators
• Initiate discussions early outside 

of acute illness with someone 
experienced in SCD care

• Identify medical decision-
making preferences

• Explore the role of 
religion/spirituality

• Understand prior experiences 
with serious illness

Systemic
Barriers

• Social determinant of health 
(SDoH)

• Structural racism
• Distrust of the medical system

Facilitators
• Screen for SDoH
• Develop longitudinal 

relationships to foster trust
• Mentor individuals of 

underrepresented minorities in 
medicine

Palliative Care

Figure 1. Barriers and facilitators of high-quality EOL care for people with SCD.
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to recommend hospice is difficult, particularly in the era of 
improved outcomes with HSCT and gene therapy.

Finally, when people enroll in hospice, they frequently must 
stop disease-directed therapy for their hospice-qualifying con
dition unless they have concurrent care. Concurrent care allows 
people to enroll in hospice while receiving disease-directed 
therapy; it is mainly limited to children on Medicaid and the Vet-
erans Administration system. In people with SCD, what patients 
can receive on hospice may be limited and varies significantly 
between hospice-qualifying conditions (SCD or a SCD-related 
complications), hospice agencies, and payors. In some instances, 
adults with SCD receiving disease-directed therapies may delay 
hospice enrollment, particularly due to concerns about stopping 
hemodialysis and transfusions. In ESRD the cessation of hemodi
alysis decreases survival.16 Patients on hemodialysis may there
fore have to make a difficult choice between shortened survival 
and hospice services.16 Additionally, individuals receiving chronic 
transfusions or red cell apheresis to mitigate recurrent VOCs put 
themselves at increased risk of acute VOC complications when 
they stop transfusions to enroll in hospice. Although the impor
tance of providing transfusion support for patients with hemato
logic malignancies on hospice is a frequent topic of research and 
debate,17 the challenges of stopping transfusions for people with 
SCD have received less attention.

Communication challenges
Although people with SCD are not a monolith, some communica
tion considerations apply to many Black people and others with 
SCD. That is not to say that everything we discuss below applies 
to everyone with SCD or that it does not apply to patients with
out SCD.

First, religion and spirituality (R/S) are intrinsic to how indi
viduals with serious illness cope, especially among individuals of 
cultural minorities.18,19 In particular, R/S frequently influence EOL 
decision-making for Black patients and families.20,21 However, 
physician- and nurse-reported barriers to providing spiritual care 
include inadequate training to assess for spiritual needs and a 
lack of time and private space to discuss these matters in the 
outpatient setting.22 Thus, clinicians may inadequately identify 
R/S considerations in EOL decisions for people with SCD.

Limited health literacy is associated with poor health out
comes, many of which are critical for high-quality EOL care, 
including health care communication,23,24 illness understand
ing, and engagement in ACP. People living in areas with limited 
health literacy are more likely to receive medically intense EOL 
care and less likely to enroll in hospice.25 Due to a variety of social 
factors, low health literacy disproportionately impacts racial and 
ethnic minorities, including Black patients.26-28 Limited health lit
eracy is further magnified by language barriers and SCD-related 
cognitive disorders.29

Finally, people with SCD often have extensive experience  
with the health care system, which informs medical decision-
making.30 For instance, individuals requiring mechanical intuba
tion for acute respiratory failure related to ACS may not realize its 
implications in chronic respiratory failure from advanced pulmo
nary hypertension. Conversely, experiences with therapy-related 
adverse effects may discourage someone from accepting other 
interventions. Additionally, many people with SCD may know 
others with SCD or other chronic illnesses; their experiences 

with PC, hospice, and other aspects of EOL care invariably influ
ence medical decision-making and openness to discussing EOL 
care preferences.

Systemic issues
We would be remiss in discussing challenges in providing high-
quality EOL care for people with SCD without discussing social 
determinants of health (SDoH), structural racism, and distrust 
of the medical system. SDoH are the “conditions in the envi
ronments where people are born, live, learn, work, play, wor
ship, and age that affect a wide range of health functioning and  
quality-of-life outcomes and risks.” Black patients are more likely 
to have adverse SDoH,31 which have implications for EOL.32 In 
particular, people with adverse SDoH may struggle with med
ication costs as well as transportation costs and may not have 
people who can meet their informal caregiving needs. Closely 
related to SDoH is structural racism, or “the structure, policies, 
practices, and norms resulting in differential access to the goods, 
services, and opportunities of society by race.”33 Structural rac
ism can impact access to care, patient-family interactions with 
the health care system, and toxic stress,34 all central to palliative 
and EOL care.

Years of unethical research practices and suboptimal care 
provided to the Black community due to SDoH, structural racism, 
and other issues have led to distrust of the medical system.35,36 
Trust is necessary at the EOL if patients are to believe a clinician 
who says no curative options are available or for a patient to feel 
comfortable engaging in ACP, including telling clinicians their 
hopes and goals, preferences, and worries regarding EOL care. A 
barrier to trust is that most clinicians do not look like the patients 
with SCD. When clinicians resemble their patients, patients are 
more likely to disclose symptoms, adhere to recommendations, 
and reveal treatment preferences,37-39 all necessary for high-quality 
EOL care. However, only 5.7% of US physicians are Black.40

Facilitators of quality EOL care
Fortunately, these barriers are not insurmountable. In particular, 
a palliative approach to EOL care (with or without subspecialty 
PC) can help address many of these issues. In addition to PC, we 
lay out other strategies for addressing the barriers highlighted 
above (Figure 1).

Palliative care
PC addresses physical, psychological, social, and R/S distress to 
improve quality of life for patients and their families.41 Although 
the EOL is a core component of PC, a palliative approach to 
care is appropriate for anyone with chronic conditions, includ
ing SCD. Early PC is associated with decreased symptom bur
den, improved patient quality of life,42 and decreased patient, 
family, and provider distress.43 Therefore, PC involvement should 
be considered early in the disease trajectory. PC may help peo
ple with SCD with symptom management, goal setting in the 
context of shortened life expectancy, and coping with chronic 
illnesses. Inherent to PC is the concept of “total pain,” wherein 
4 components (physical, emotional, social, and spiritual suffer
ing) underlie the experience of total pain.44 Although PC can 
benefit many with SCD and there are calls for PC integration in 
SCD care,45,46 guidelines are needed to identify when and how 
PC should be integrated within existing models of SCD care. To 
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standardize the process, we propose potential triggers for a PC 
consult for patients with SCD (Table 2). Additionally, although 
SCD providers have positive perceptions of PC,47 little is known 
about people with SCD’s perceptions of and willingness to 
engage with PC. And little is known about the PC capacity for 
and experience with caring for people with SCD.

As to who should provide PC for people with SCD, PC can be 
delivered by those without advanced PC training, such as gen
eral practitioners and hematologists (primary PC), or by those 
with subspecialty PC training (secondary PC). As most studies 
about the benefits of PC focus on secondary PC, clinicians caring 
for patients with SCD should have a low threshold for consulting 
PC. For those patients who do not need or have access to spe
cialty PC or are hesitant about receiving PC, SCD clinicians must 
develop excellent primary PC skills. There are multiple primary 
PC training courses.48-50

Disease-related facilitators
Addressing many of the disease-related considerations requires 
interdisciplinary collaboration. First, working with pharmacists 
experienced in chronic opioid management and/or specialty 
PC can help ensure adequate symptom management. Sec-
ond, discussions with subspecialists can address the complex 
management of multiple chronic diseases and can weigh in on 
the implications on management and prognosis and decision- 
making in EOL care. Third, depending on whether life-sustaining  
therapies are due to the hospice-qualifying condition or not, 
some hospice agencies may continue those therapies. For 
instance, if a patient qualifies for hospice due to SCD and is on 
dialysis due to complications from diabetes, they may not be 
able to continue dialysis on hospice. However, such discussions 
are nuanced and will require conversations with PC and hospice 
providers to ascertain what is available. Finally, as mentioned 
above, PC providers may have limited experience with people 
with SCD. Therefore, providing guidance on what to expect, 
how to manage VOCs, and having open, ongoing communica
tion between hematology and PC/hospice is essential.

Beyond interdisciplinary collaboration, EOL care planning 
for people with SCD should address symptom management, 
incorporating pharmacologic and nonpharmacologic strategies. 
Opioids should be dosed based on prior exposure. Adjunctive 
treatments can be considered for specific pain syndromes (eg, 
nonsteroidal anti-inflammatory drugs, acetaminophen for som
atic pain; gabapentinoids, serotonin-norepinephrine reuptake 

inhibitors for neuropathic pain). Non-pharmacologic therapies 
include fans, massage, mindfulness, oxygen. Fluids should be 
administered cautiously accounting for other co-morbidities.

Communication strategies
Exploring medical decision-making preferences is essential to 
EOL care. Some patients may not be ready to discuss prefer
ences initially due to their experiences with death and illness 
or their cultural beliefs and values, and some preferences may 
change over time. Therefore, it is essential to discuss prefer
ences early with a familiar provider who understands the sever
ity of the disease and/or complications. Preferences should be 
revisited over time as a patient’s health changes, preferably 
during a period of relative wellness rather than during an acute 
illness. Since general evidence-based practices in difficult con
versations and medical decision-making (eg, responding to 
emotion and exploring values and goals) are outside the scope 
of this manuscript,30,51 we focus on 3 core areas that are partic
ularly relevant for people with SCD, including (1) who they want 
involved with medical decision-making, (2) the role R/S play in 
their decision-making, and (3) their previous experiences with 
serious illness. Because exploring these areas is challenging 
and may be new for many clinicians, each section starts with 
a useful question, and Table 3 includes additional suggestions.

Who they want involved in decision-making: “When I have 
medical updates to share with you, who would you like to have 
there with you?” Most people with SCD in the United States 
identify with cultural minorities, who tend to make medical deci
sions collectively, which contrasts with the model of autono
mous decision-making encouraged by the US medical system.52 
Patients may want individuals from their families or communities 
involved. Therefore, clinicians must know who should be pres
ent when information is disclosed or when medical decisions are 
needed and then facilitate their involvement (eg, flexible sched
uling, permitting extra people at appointments, allowing individ
uals to call into appointments). Similarly, clinicians need to know 
who patients want to make decisions for them should they be 
unable to articulate their wishes.

The role of R/S in medical decision-making: “How may your 
faith affect how you make decisions about your health?” As 
above, it is important to know if individuals want anyone from 
their congregation and/or faith community to be available for 
psychosocial support or medical decision-making.53 Further, it is 
important to discuss how R/S may impact decisions (eg, hoping 

Table 2. Potential triggers for PC consult for people with SCD

• �Diagnosis of end-stage organ dysfunction (eg, congestive heart failure, ESRD, pulmonary hypertension, neurological complications due to 
stroke/sildent infarcts)

• Functional impairment (eg, inability to complete instrumental activities of daily living or activities of daily living)

• Poor health related quality of life

• Unclear goals of care (eg, consistent deference to medical teams’ decisions or nonadherence to SCD-directed therapy)

• Complex medical decision-making

• Increased frequency of emergency room visits and hospitalizations over the past 3-6 months compared to baseline

• ICU unit admission

• Referral for bone marrow transplant or gene therapy
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for a miracle) so providers can match language and tailor rec
ommendations appropriately as well as assess for R/S distress. 
As many providers may feel uncomfortable addressing some of 
these issues,22 it is essential that providers partner with chaplains 
and other spiritual care providers to address unmet needs.18

Previous experiences with serious illness: “Have you experi
enced the loss of a loved one?” Providers cannot know how pre
vious experiences may shape decision-making without asking. 
Therefore, asking about previous experiences, particularly with 
PC and hospice, is essential. Only then can providers appropri
ately address any concerns and make EOL recommendations 
consistent with their preferences.

Systemic solutions
Some of the systemic issues can feel overwhelming, yet pro
viders can take pragmatic steps to counter them. Growing evi
dence supports universal screening for SDoH in clinical settings, 
including which tools to use and how to fit screening into routine 
care.54,55 Therefore, SCD centers that are not routinely screening 
for SDoH should consider how to integrate screening into prac
tice, including at the EOL. In the meantime, providers can work 
to minimize the financial burden of medical care (eg, schedul
ing subspecialist visits on the same day, offering telehealth) and 
partner with social workers to address unmet needs. Finally, pro
viders may need more time and effort to build trust with patients 
who do not look like themselves; continuity of care and building 
longitudinal relationships is critical—including with the primary 
hematology team and specialty PC. Further, educational initia
tives that support developing clinicians sensitive to our patients’ 
needs and the development of a workforce that looks like our 
patients are essential.

Table 3. Example questions for exploring key preferences for EOL

Who they want to have 
involved in decision-making

• Who are the important people in your life?
• If something serious happens, who should know what is happening?a

• When I have medical updates to share with you, who would you like to have here with you?
- How would you like us to involve them in your care?

• Who would be the best person to help the doctors make decisions if you are too sick to participate?a

- Have you and that person ever spoken about what would be most important to you if you were very sick?

Religion/spirituality • Is religion/spirituality important to you?
• Are you involved with a religious/spiritual community?
• Serious illness can be hard on a person physically. I wonder how it’s been for you spiritually as well.a
• How may your faith affect how you make decisions about your health?
• If discussing wanting a miracle:

- What does a miracle mean to you?
- I would welcome a miracle. What kinds of miracles are you thinking about?a

• If patient/family says “It’s in God’s hands”
- What does that mean to you?

• If patient/family says: “God will tell us”: Tell me about your relationship with God.a 
• Are you at peace?a

Prior experiences with  
serious illness

• Have you ever experienced the loss of a loved one?
- What do you think about the EOL care they received?

• Have you been with family or friends when EOL decisions were made?a

- What went well, and what could have been better?a

• �Every so often, someone suddenly gets very sick, and I can’t talk to them. Have you ever been in this situation 
before?
○ Have you ever been very sick, needing to go to the ICU to receive life support or a (breathing tube or CPR)?
○ What was that like for you?
○ What went well, and what could have been better?
○ If you were in a similar situation in the future, would you do anything differently?

• Do you have any experience with PC? Hospice care?
aDenotes questions or statements from Vitaltalk (https:​/​/www​.vitaltalk​.org​/).

CLINICAL CASE (continued)

Let us revisit how Mr. Jones’ experience could have been differ
ent by addressing some of these considerations.

When his nephrologist recommended hemodialysis, Mr. 
Jones was reluctant. His hematologist referred him to specialty 
PC to discuss goals of care. Mr. Jones was unsure what another 
physician had to offer but agreed. After establishing rapport, the 
PC clinician learned the following.

	1.	 Mr. Jones lived alone and was on disability. He was otherwise 
independent in his activities of daily living and hoped to re-
main in this state of health for as long as possible.

	2.	 He felt he was doing well until he learned about the need for 
hemodialysis.

	3.	 Mr. Jones acknowledged that he had difficulty understanding 
medical information and relied on his neighbor to assist with 
decision-making due to several SCD-related strokes. How
ever, his neighbor was married with children and worked full 
time, which left her little time to attend visits.

	4.	 He identified as Christian and attended weekly services when 
he had transportation. His pastor called him weekly for support.

With Mr. Jones’ permission, his medical team scheduled a call 
with his neighbor; she agreed to be named as his health care 
proxy. Although she was shocked about the recommendation for 
hemodialysis, it confirmed what she had already sensed about 
Mr. Jones’ overall health. Mr. Jones began hemodialysis and toler
ated it well for several months.Ultimately, he was admitted with 
community-acquired pneumonia complicated by ACS. While 
awaiting exchange transfusion, patient-controlled analgesia was 

https://www.vitaltalk.org/
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appropriately dosed based on his methadone regimen with the 
help of PC. The medical team, including PC, alerted Mr. Jones’ 
neighbor and called Mr. Jones’ pastor to offer support. When 
he met his proxy, he reaffirmed his goal to remain independent 
but to prioritize symptom management should his condition 
become irreversible. He was transferred to the ICU and intu-
bated. After 1 week without improvement, the ICU team met 
with his neighbor to discuss tracheostomy and gastrostomy 
tube placement. Recalling Mr. Jones’ goals, she elected a termi
nal extubation for him. Opioids and sedatives were dosed, his 
pastor said a blessing, and he was extubated. He died peacefully 
minutes later, surrounded by his neighbor, pastor, and friends 
from church.

Conclusion
EOL care is central to caring for people with SCD and requires 
acknowledging medical, communication, and systemic chal
lenges. Although we propose strategies to address these chal
lenges, more research is needed in this area, particularly around 
how people with SCD define high-quality EOL care, how best to 
integrate PC into SCD care, and how HSCT and gene therapies 
impact EOL care for people with SCD. Meanwhile, with primary 
and secondary PC, interdisciplinary collaboration, and attention 
to SDoH, high-quality EOL care is possible.
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