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Introduction
Cancer is the second leading cause of death in 
the USA and accounts for one in four patient 
deaths annually [American Cancer Society, 
2013]. Patients who present with advanced, met-
astatic disease can have disease control for a 
period of time with chemotherapy and other dis-
ease-directed interventions. However, the dura-
tion of disease control is variable, and most 
patients develop progression of their cancer that 
leads to their death within weeks, months or 
years. Patients with advanced cancer often have 
significant symptom burden, including dyspnea, 
pain, nausea and fatigue that can cause distress 
and decreased quality of life (QOL). Care that is 
aimed at control of symptoms whether from the 
cancer itself or the toxicity of treatment delivered 
concurrently with disease-directed therapies, is a 
key feature of patient-centered care [Glare, 2013; 
Peppercorn et  al. 2011]. Early focus on care 
aimed at improving QOL has been shown to 
improve patient satisfaction, reduce depression 
and anxiety, and lead to care more consistent 
with patient preferences [Higginson and Evans, 
2010]. In addition, early focus on such care may 

improve survival and reduce overall costs of care 
[Connor et al. 2007; Morrison et al. 2011; Temel 
et al. 2010].

Though often thought synonymous with end-of-
life care, palliative care can be defined  as special-
ized medical care for patients with serious medical 
illnesses that focuses on relief from symptoms, 
pain, and psychological distress associated with 
serious illness. In standard oncology practice, dis-
cussions regarding end-of-life care and advanced 
symptom management often occur within days to 
weeks of the patient’s death but the initiation of 
palliative care earlier in the course of disease can 
lead to improved symptom control and reduced 
distress throughout the disease-directed therapy 
[Keating et  al. 2010; Mack et  al. 2010; Wright 
et al. 2008]. In addition, these discussions result 
in increased referral and use of Hospice and 
reduced use of intensive medical care in the end-
of-life setting when the disease is no longer able to 
be controlled [Wright et al. 2010].

Groups including the American Society of Clinical 
Oncology (ASCO), National Comprehensive 
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Cancer Network and European Society of Medical 
Oncology have issued clinical opinions recom-
mending the use of palliative care earlier in the 
course of disease based on evidence of benefit to 
patients or their caregivers and no evidence that 
early palliative care increases patient costs or 
causes patient or caregiver harm [Cherny et  al. 
2003; Levy et  al. 2012; Smith et  al. 2012]. This 
review discusses the evidence supporting these 
recommendations, how this information might 
translate into clinical practice, and directions for 
future research.

Communication of prognosis
One of the goals of integrating palliative care 
earlier in the course of the disease is an effort to 
improve on early communication of patient 
prognosis in the setting of life-limiting illness. 
Having realistic discussions earlier in the course 
of disease has been shown to reduce aggressive 
end-of-life care and improve psychosocial well-
being among patients and families [Wright et al. 
2008]. These discussions can inform and influ-
ence patient choices for care over the course of 
illness.

The need to discuss disease prognosis and goals 
of treatment is demonstrated by studies showing 
that patients often overestimate their prognosis 
and are not clearly aware of the intent of their 
cancer therapy [Weeks et al. 2012]. It has been 
demonstrated that patients’ preferences regard-
ing aggressive end-of-life care (i.e. do you wish 
to be kept alive with a ventilator or to undergo 
attempts at cardiopulmonary resuscitation when 
you are dying?) are influenced by their under-
standing of their prognosis [Mack et  al. 2012; 
Weeks et al. 1998]. Early discussions regarding 
prognosis influence patient choices regarding 
treatment throughout the course of illness and 
at the end of life. Furthermore these discussions 
allow for a better understanding of the patient’s 
wishes by the physician. Patients who are well 
informed of their prognosis and given the oppor-
tunity to express their preferences for care are 
more likely to receive the components of care 
(late line chemotherapy, intensive care unit care, 
ventilator care, or aggressive focus on symptom 
management alone) that best match their pref-
erences as reported by the patient or their car-
egivers [Mack et  al. 2010]. In addition, such 
communication is shown to lead to less distress 
at the end of life for patients and their caregivers 
[Wright et al. 2008].

There is concern that frank discussion of patient 
prognosis could reduce patient hope and cause 
patient distress. However, studies have demon-
strated that hope is not diminished after such dis-
cussions occur, even when bad news is delivered 
[Mack et  al. 2007; Smith et  al. 2010]. Realistic 
discussion of patient prognosis early in the disease 
course then allows for better understanding and 
increased awareness of the seriousness of the ill-
ness at a time when emergent decisions regarding 
end-of-life care are not required, which allows for 
patients to determine preferences regarding their 
treatment and care given their understanding of 
prognosis, and can lead to less intensive medical 
care at the end of life.

Evidence for early palliative care: 
involvement of palliative care teams
In addition to studies focusing on early discussion 
of prognosis between physician and patient, stud-
ies of specialty palliative care have demonstrated 
an impact on patient satisfaction and QOL, use of 
services and costs for end-of-life care. Trials have 
evaluated palliative care services in inpatient and 
outpatient settings, and have identified benefits as 
well as limitations of these interventions.

In a randomized controlled trial of in-home 
palliative care compared with standard care, 
Brumley and colleagues found that participants 
randomized to the in-home palliative care arm 
were more satisfied with care at 30 and 90 days 
after enrollment than their usual care counter-
parts. Additionally, 26% of participants in the 
intervention arm used emergency department 
services compared with 33% of those in the usual 
care arm (p = 0.01). Thirty-six percent of partici-
pants in the palliative care arm were hospitalized 
during their time in the study compared with 
59% of those receiving standard care (p < 0.001). 
These differences, which were shown not to be 
attributable to differences in follow up, resulted 
in an average of around 4 fewer days in hospital 
and 35% fewer emergency room visits for patients 
receiving home palliative care [Brumley et  al. 
2007].

Rabow and colleagues randomly assigned outpa-
tients with chronic illness with a life expectancy of 
1–5 years to usual care versus usual care plus 
involvement of a comprehensive palliative care 
team (CCT) which consisted of physicians, a 
nurse, social worker, chaplain, pharmacist, psy-
chologist, art therapist and volunteer coordinator. 
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Thirty-three percent of the participants carried a 
cancer diagnosis. There was a range of interven-
tions, including classes, support groups, visits and 
telephone calls. Participants in the CCT arm 
reported less dyspnea, anxiety and improved sleep 
quality and spiritual wellbeing, however had no 
change in pain, depression or QOL. Part of the 
lack of improvement in pain and depression may 
be explained by the lack of implementation of 
CCT recommendations by the primary care phy-
sician. This study additionally demonstrated 
fewer primary care and urgent care visits by par-
ticipants in the intervention arm without an 
increase in emergency room visits, hospitaliza-
tions or number of days in the hospital. This study 
demonstrated improvement in some symptoms 
but also demonstrated some of the challenges of 
implementing comprehensive palliative care, 
including the issue of communication between 
the palliative care team and the primary care pro-
viders. For example, in this study, a great majority 
(91%) of patients had no documentation of 
implementation of palliative care recommenda-
tions for pain management. Barriers to imple-
mentation of palliative care recommendations 
must be better understood or we may continue to 
underestimate the potential impact these inter-
ventions could have on patient outcomes [Rabow 
et al. 2004].

The benefits of inpatient specialty palliative care 
teams for patient satisfaction and healthcare utili-
zation have also been demonstrated. Gade and 
colleagues demonstrated in a multicenter rand-
omized controlled trial of participants in an inte-
grated health plan that inpatient palliative care 
services (ICPS) composed of physicians, nurses, 
social workers and chaplains improved patient 
satisfaction, led to increased duration of hospice 
care and fewer intensive care unit admissions 
among those who were randomized to the ICPS 
intervention [Gade et al. 2008]. However, dem-
onstration of improvement in patient symptoms 
as a result of receipt of these services has been less 
clear. Pantilat and colleagues randomized patients 
with chronic illness to receive an inpatient pallia-
tive medicine consultation versus standard disease 
management. All participants in this study had 
improvements in symptoms over the course of 
time, including pain, dyspnea and anxiety. There 
was no significant difference in symptom improve-
ment between participants receiving the interven-
tion versus standard care. As seen in previous 
studies, there were issues regarding implementa-
tion of palliative care recommendations. It is 

possible that the benefits of specialized palliative 
care involvement may be confined to a subset of 
patients with specific needs or symptom burden 
that must be identified in further studies [Pantilat 
et  al. 2010]. However, adherence to treatment 
recommendations was low, thus it is possible that 
the lack of differences between arms may be due 
to barriers to implementation of palliative care 
recommendations as opposed to the impact of the 
recommended interventions themselves. This 
issue clearly requires elucidation and further 
study.

Evidence for early palliative care in lung 
cancer
A pivotal 2010 study by Temel and colleagues 
demonstrated the benefit of early palliative care in 
patients newly diagnosed with metastatic non-
small cell lung cancer. In this study, participants 
were randomized to standard oncological care 
versus standard care integrated with palliative care 
(EPC) at the time of diagnosis. Those randomized 
to the EPC arm had visits with a palliative care 
team consisting of board-certified physicians and 
nurse practitioners within 3 weeks of study enroll-
ment and were followed at least monthly along 
with standard oncologic care. The focus of the 
palliative care intervention was attention to symp-
toms and goals of care. Patients assigned to the 
standard oncological care arm did not receive 
evaluations by palliative care physicians unless 
requested by the patient, family or provider.

Patient outcomes were evaluated using the 
Functional Assessment of Cancer Therapy – Lung 
(FACT-L), the Lung Cancer Subscale (LCS) and 
the Trial Outcome Index (TOI) to assess QOL, 
and the Health and Depression Scale, and Patient 
Health Questionnaire 9 survey were used to assess 
participant mood. Healthcare utilization was also 
measured. After 12 weeks, participants rand-
omized to the EPC group had statistically signifi-
cant differences in the three measures of QOL 
(FACT-L score 98 EPC, 91.5 SC, p = 0.03; LCS 
score 21.0 EPC versus 19.3 SC, p = 0.04; and TOI 
score 59.0 EPC versus 53.0 SC, p = 0.009). 
Participants in the palliative care arm reported 
fewer depressive symptoms than participants who 
received standard oncological care. In addition to 
improved QOL and decreased symptoms, partici-
pants in the early palliative care arm were less 
likely to receive aggressive end-of-life care (33% 
versus 54%, p = 0.05) and were more likely to 
have their preferences regarding resuscitation 
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documented in the medical record (53% versus 
28%, p = 0.05).

A provocative finding of this study was that 
patients in the EPC arm lived longer than their 
counterparts receiving standard care. Though 
participants in the early palliative care arm 
received less aggressive care at the end of life, the 
median survival of participants in this arm of the 
study was 11.6 months compared with 8.9 months 
for those who received standard care (p = 0.02). 
While this was not a primary endpoint, this result 
suggests that early palliative care may help to con-
trol symptoms and improve QOL which then 
translate into a survival advantage without the use 
of aggressive medical care. This important finding 
suggests to physicians and patients that a focus on 
palliative care need not translate into ‘giving up’ 
or a focus on QOL alone, as some fear, and may 
prolong survival while also achieving other goals 
of care.

This study demonstrated the benefit of early pal-
liative care in patients with metastatic non-small 
cell lung cancer. Participants were recruited 
within a short period from diagnosis and, for 
those in the EPC arm, this meant involvement of 
the palliative care team before symptoms were out 
of control or when the end of life was imminent. 
Though a valuable study, it should be noted that 
it may have limited generalizability as it was per-
formed at a single academic medical center and 
enrolled patients with a single diagnosis. There 
was not an attention control arm to help demon-
strate that the palliative care intervention was 
effective for its content rather than for the addi-
tional time and attention (which might be deliv-
ered with fewer resources) directed towards the 
participant aside from standard oncologic care. 
While there were general guidelines for the inter-
vention, there was latitude within the palliative 
care intervention to allow for individualization of 
the intervention to address symptoms, psychoso-
cial issues, and goals of care. This allowed for 
greater individualization of the intervention, but 
it complicates determination of which portions of 
the intervention were most effective. However, 
community-based palliative care consisting of 
outpatient specialty trained palliative care physi-
cians, nurses and social workers is not available as 
standard in clinical practice for patients receiving 
active therapy, and so better understanding the 
components of the intervention that were most 
helpful is critical to achieve the benefits seen in 
this study on a wider scale.

Implications for clinical practice
How early to involve palliative care in the care of 
patients with cancer is subject to debate. The 
ASCO provisional clinical opinion recommends 
introduction of palliative care at the time of diag-
nosis for patients with metastatic lung cancer 
based on the result of the Temel study, demon-
strating evidence of benefit. In other disease types, 
there is more variability in survival even in the set-
ting of metastatic disease. Provisional recommen-
dations have been made to offer palliative care at 
the diagnosis of metastatic disease or in patients 
who have a significant symptom burden. Yet for 
patients with advanced disease experiencing sig-
nificant symptom burden from anxiety, depres-
sion and other forms of distress, it is not clear that 
specialized involvement of a palliative care team 
or physician is always needed or most effective 
compared with existing treatment through psy-
chosocial support programs. Defining the ideal 
time of palliative care intervention (and compo-
nents of that intervention) is likely going to be 
somewhat disease and even patient specific. 
Identification of patients in whom symptom bur-
den is high will require careful evaluation by the 
primary oncologist and is likely to maximize the 
benefits of palliative care. Additionally, studies of 
interventions in other metastatic disease settings 
(including common cancers such as breast and 
prostate) will be important to validate benefits of 
early intervention in other settings, to clarify the 
components of palliative care that are required to 
improve outcomes and determine whether the 
improvements in survival in the Temel study can 
be demonstrated across various disease types. 
Given the demonstrated potential of palliative 
care and the reality of constrained resources and 
difficulty at scaling some of the interventions 
studied to date to the broad population of patients 
with advanced cancer, such research is urgently 
required.

Determining who delivers this care is an impor-
tant step in establishing delivery of early palliative 
care services for these patients. The trials dis-
cussed in this review had specialty trained pallia-
tive care providers delivering the intervention. 
However, demand exceeds supply of these spe-
cialty providers and current systems of reimburse-
ment often do not compensate this type of care 
along with disease-directed therapies. Given this, 
it has been recommended that oncologists have 
additional training in communication as well as 
symptom management to be able to provide 
standard palliative treatments for their patients 
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[Quill and Abernethy, 2013]. Oncologists with 
this training may have ongoing discussions with 
their patients from the diagnosis of metastatic dis-
ease which lead to less use of third- and fourth-
line therapies which are less effective and may be 
more toxic, and may ease the transition from 
cancer-directed therapies to palliative therapies 
for their patients with advance illness [Shanafelt 
et al. 2004]. Additional training in discussion of 
realistic expectations of continued aggressive 
care versus a transition of care to that focused on 
reduction of symptom burden may be what is most 
needed to improve patient outcomes. However, 
whether this does lead to measurable differences in 
patient outcomes is yet to be evaluated.

Directions for the future
Additional research is necessary to further under-
stand the role of early palliative care in various 
cancer types as well as various cancer stages. 
Further studies using multiple centers including a 
greater diversity of patient populations to better 
understand how patient characteristics affect the 
potential benefit of these services are needed. 
Trials that control for patients’ exposure to atten-
tion from the intervention and that evaluate other 
specific components of palliative care will better 
elucidate which portions of a palliative care inter-
vention might be most helpful for patients. 
Furthermore, comparisons of similar services by 
oncologists who have received additional pallia-
tive care training compared with palliative care 
specialists will help to identify whether integra-
tion of these services by primary oncologists is as 
effective as management of consultation by pallia-
tive care teams. Critical workforce issues loom on 
the horizon and research is needed to help deter-
mine what specific services and what specific ser-
vice providers are needed to optimally and 
sustainably deliver palliative care in a scalable 
fashion that may benefit patients with cancer in 
the USA, other high-resource countries and in 
the developing world.

The evidence base to support early palliative 
care is beginning to accumulate. It is clear that 
early discussions regarding disease prognosis 
are a crucial first step in helping patients to bet-
ter understand their treatment choices and goals 
of care. For many patients with advanced can-
cer, it is likely that early involvement of pallia-
tive care will improve outcomes, including QOL, 
and potentially survival. Further research and 
greater awareness of the demonstrated benefits 

of palliative care will help us translate the bene-
fits of palliative care to more patients facing 
advanced cancer.
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