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Abstract
Palliative care alongside cancer treatment improves quality of life, reduces depression, and in the landmark trial was associated
with living longer. The obstacle to using it earlier is not the evidence but the word, which patients and clinicians alike hear as an
announcement that treatment has stopped working.

Objectives: To review the published evidence on early integrated palliative care delivered alongside active cancer treatment:
what it changes, when it should begin, what families report afterwards, and how far the evidence extends beyond advanced
disease.

Material and Methods: Narrative review of randomised and cluster-randomised trials, meta-analyses, society guidance and
bereaved-caregiver studies indexed in PubMed and the major oncology and palliative medicine journals. No new patient data
were generated; every estimate quoted is one published by the original investigators.

Results: In the landmark randomised trial of 151 patients with newly diagnosed metastatic non-small-cell lung cancer, early
palliative care integrated with standard oncology improved quality of life at 12 weeks (mean FACT-L 98.0 against 91.5, p =
0.03), reduced depressive symptoms (16 against 38 per cent, p = 0.01), reduced aggressive care at the end of life (33 against 54
per cent, p = 0.05), and was associated with longer median survival (11.6 against 8.9 months, p = 0.02). Later
cluster-randomised and multicentre trials reproduced the quality-of-life findings without consistently reproducing the survival
difference.

Conclusion: The evidence supports early referral in advanced cancer and is strong enough to have changed guidelines. It does
not extend to patients receiving treatment with curative intent, where no randomised trial has been conducted, and the survival
finding in particular has not replicated reliably and should not be used as the reason for referral.

Abbreviations: ECOG – Eastern Cooperative Oncology Group, ESAS – Edmonton Symptom Assessment System, FACT-L –
Functional Assessment of Cancer Therapy - Lung, HADS – Hospital Anxiety and Depression Scale, NSCLC – Non-Small-Cell
Lung Cancer, QOL – Quality of Life.
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Introduction
Palliative care was historically what happened when

oncology stopped. That sequencing was never justified by
evidence, and it produced a familiar pattern: referral in the final
weeks, symptom burden addressed too late to matter, and a
conversation about goals held when the patient was too unwell to
participate in it [1,2]. Patients' understanding of their own
prognosis shifts when palliative input begins early [29], and
qualitative work describes what those consultations contain
[30,31].

The alternative proposition is that specialist palliative input
should run alongside cancer treatment from diagnosis,
addressing symptoms, coping and understanding of prognosis
while treatment continues [3,4]. This was tested formally in
2010, and the result was more striking than its proponents had
predicted [5].

Society guidance now recommends early referral in
advanced cancer [6,7,8]. Uptake remains inconsistent, and the
barriers documented are as much linguistic as structural: the
word itself is understood by patients, families and referring
clinicians as signalling that active treatment has been abandoned
[9,10,11]. This review sets out what the evidence establishes,
and where it stops.

Material and Methods
Search strategy: PubMed and the archives of the major

oncology, palliative medicine and general medical journals were
searched for studies of palliative care delivered concurrently
with cancer treatment. Search terms combined early palliative
care, integrated palliative care and supportive care with
randomised, quality of life, timing of referral, caregiver and
bereavement. Reference lists of society guidance [6,7,8] were
screened by hand for primary sources.

Eligibility: Studies were included if they compared early or
integrated palliative care with usual oncological care, measured
patient or caregiver outcomes with such models, or documented
barriers to referral. Observational studies of end-of-life care
intensity are cited for context and identified as such.

Data extraction and handling: Design, sample size,
tumour type, disease stage, timing of the intervention and
reported outcome were extracted as published. Disease stage and
treatment intent are reported alongside every result, because the
evidence base is almost entirely in advanced disease and the
distinction is central to what can be claimed. No pooling or
re-analysis was performed. Figures 1 to 4 and Tables 1 and 2
reproduce published values only. This is a narrative synthesis
and was not registered as a systematic review.

Results
The landmark trial: One hundred and fifty-one ambulatory

patients with newly diagnosed metastatic non-small-cell lung

cancer were randomised to early palliative care integrated with
standard oncological care, or to standard care alone.
Twenty-seven died by 12 weeks and 107 of the remainder
completed assessments. Quality of life at 12 weeks was better in
the intervention group, with a mean FACT-L score of 98.0
against 91.5 (p = 0.03) (Figure 1) [5].

Figure 1: Quality of life at 12 weeks on the FACT-L scale, early
palliative care against standard oncological care [5]

Mood and end-of-life care: Depressive symptoms were
reported by 16 per cent of the intervention group against 38 per
cent of the standard care group (p = 0.01), and aggressive care at
the end of life, defined as chemotherapy within 14 days of death,
no hospice care, or hospice admission within three days of death,
occurred in 33 against 54 per cent (p = 0.05) (Figure 2) [5].
Patients receiving early palliative care also received less
chemotherapy, made fewer emergency department visits and
were more likely to die at home [12].

Figure 2: Depressive symptoms and aggressive care at the end
of life in the landmark trial [5]

The survival finding: Median survival was 11.6 months
(95% CI 6.4 to 16.9) in the early palliative care group against 8.9
months (6.3 to 11.4) with standard care (p = 0.02), and group
assignment remained a significant predictor after adjustment for
age, sex and performance status, with a hazard ratio for death of
1.70 in the standard care group (Figure 3) [5]. This is the finding
that made the trial famous, and it is also the one that has proved
least reproducible.
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Figure 3: Median overall survival with 95% confidence
intervals in the landmark trial [5]

What replicated: A cluster-randomised trial across 24
oncology clinics found improved quality of life and satisfaction
with care at three months [13]. A trial of concurrent oncology
palliative care in advanced cancer reported improved quality of
life and mood [14,15], and a multicentre trial of early integration
in advanced cancer reported improvements in patient-reported
outcomes [16], as did European trials of systematic early
integration [32,33]. Meta-analyses find consistent benefit for
quality of life and symptom burden, and inconsistent or absent
effect on survival [17,18,34]. The quality-of-life finding is the
robust one.
Study Design and cohort Principal reported finding

Temel et al. 2010
[5]

RCT, 151 patients,
metastatic NSCLC

QOL 98.0 vs 91.5; depression
16% vs 38%; survival 11.6 vs
8.9 months

Greer et al. 2012
[12]

Secondary analysis of the
same trial

Less chemotherapy near death;
more likely to die at home

Zimmermann et al.
2014 [13]

Cluster RCT, 24 oncology
clinics

Improved quality of life and
satisfaction at 3 months

Bakitas et al. 2015
[15]

ENABLE III, early vs
delayed referral

Compared timing directly;
survival difference at one year

Temel et al. 2017
[16]

RCT, advanced lung and
gastrointestinal cancer

Improved patient-reported
outcomes with early integration

Kavalieratos et al.
2016 [17]

Systematic review and
meta-analysis

Consistent QOL and symptom
benefit; survival evidence weak

Ferrell et al. 2017
[6]

ASCO clinical practice
guideline update

Recommends early referral in
advanced cancer

Table 1: Principal studies reviewed, with the finding as reported
by the original investigators

Does timing matter within advanced disease: The
ENABLE III trial addressed this directly, randomising patients
with advanced cancer to palliative care initiated immediately or
three months later. Patient-reported outcomes did not differ
substantially between the arms, while one-year survival favoured
the earlier group [15]. That pattern, an effect on survival without
a corresponding difference in the measured patient-reported
outcomes, is difficult to explain mechanistically and should be
treated cautiously.

What families report: Caregiver outcomes are measured
less often than patient outcomes but point consistently in one
direction. Bereaved caregivers of patients who received early
palliative care report lower depression scores and better quality
of life [19,20], and caregiver burden and distress are reduced
when symptom management and prognostic communication
occur earlier [21,22]. Observational work links aggressive
treatment in the final weeks with worse bereavement outcomes
in the family, independently of the patient's own experience
[23,24]. Since aggressive end-of-life care is exactly what early
referral reduces, this is a plausible pathway by which the
intervention reaches people who were never the patient.

Why referral is late: The obstacles are documented and
mostly not logistical. Oncologists report reluctance to raise
palliative care for fear of removing hope or implying that
treatment has failed [9,10]. Patients and families associate the
term with imminent death, and services renamed supportive care
receive earlier referrals than identical services that were not
renamed [11,25]. Availability is genuinely constrained in many
centres [26,27], but attitudinal barriers appear at least as
important as capacity.
Outcome Evidence status Basis

Quality of life Robust; replicated Multiple RCTs and meta-analysis
[5,13,16,17]

Depressive
symptoms

Well supported 16% vs 38% in the landmark trial
[5]

Aggressive care at
end of life

Well supported 33% vs 54%; less chemotherapy
near death [5,12]

Overall survival Not reliably replicated Significant in one trial; inconsistent
since [5,17,18]

Caregiver and
bereavement
outcomes

Supported, less studied Lower depression in bereaved
caregivers [19,20]

Benefit in
curative-intent
treatment

Untested No randomised trial in this
population

Table 2: Outcomes attributed to early palliative care and the
evidential status of each

Discussion
Three claims are commonly made for early palliative care,

and they have very different evidential standing. That it
improves quality of life and mood is established, replicated and
the reason it belongs in guidelines [5,13,16,17]. That it reduces
aggressive treatment at the end of life is well supported and, on
the caregiver data, may be where much of the benefit to families
originates [12,23]. That it makes people live longer rests
principally on one trial of 151 patients [5].

The survival finding deserves specific handling because it is
the one most often quoted. It was statistically significant, it
survived adjustment, and it is biologically plausible through
several routes: less toxic treatment near death, better symptom
control, earlier recognition of complications. It has nonetheless
not replicated consistently, and meta-analyses find the survival
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evidence weak while the quality-of-life evidence holds [17,18].
Using it as the argument for referral is unwise. If a subsequent
trial reports no survival difference, an oncologist who referred
on that basis has lost their rationale, when the rationale that
actually holds was never survival.

The more significant limitation for this article's question is
one of population. The entire randomised evidence base
concerns advanced, incurable disease. The landmark trial
enrolled patients with newly diagnosed metastatic disease;
subsequent trials enrolled advanced lung, gastrointestinal and
mixed cancers [5,13,16]. Not one randomised trial has tested
integrated palliative care alongside treatment given with curative
intent (Figure 4). Patients receiving curative-intent
chemoradiotherapy for head and neck, oesophageal or
haematological malignancy carry symptom burdens comparable
to those in the trials, and the argument that they would benefit is
reasonable, and timing of referral is known to shape the quality
of care received at the end of life [35]. It is an argument by
extrapolation, and it should be labelled as one.

Figure 4: Patients randomised in the landmark trial by treatment
intent, illustrating the gap in the evidence base [5]

There is also a specific risk in that extrapolation. In
advanced disease, referral carries an implicit prognostic message
that is, however unwelcome, accurate. In curative-intent
treatment the same referral carries a message that is not accurate,
and patients may reasonably infer that their clinicians have
privately concluded the treatment will fail [9,11]. Services that
address this by renaming, or by embedding symptom support
within the oncology clinic rather than referring outward, appear
to achieve earlier involvement [25,28].

Study limitations
The limitations belong to the underlying literature. The

landmark trial randomised 151 patients at a single centre, in one
tumour type, in an ambulatory and predominantly white
population, and was not powered for survival [5]. Blinding is
impossible in trials of a consultation, so patient-reported
outcomes are vulnerable to expectation effects [13,17]. The
intervention is heterogeneous between studies, ranging from
monthly specialist visits to nurse-delivered telephone coaching,

which limits pooling [15,17]. Attrition is high and differential by
definition in a dying population, and missing data handling
varies. Caregiver outcomes are usually secondary and often
collected only from those who consented to bereavement
follow-up [19,20]. Comparator usual care differs substantially
between health systems. And no randomised evidence exists for
curative-intent populations, which is the principal gap [6,17].

Conclusion
Palliative care delivered alongside cancer treatment from the

point of diagnosis improves quality of life and mood and reduces
the intensity of treatment in the final weeks, and the family
evidence suggests the benefit extends past the patient. Those
findings are solid and should drive referral. The survival result
from the landmark trial is the weakest part of the case and the
part most often cited, which is the wrong way round. And the
evidence stops at the boundary of incurable disease: for a patient
receiving chemotherapy intended to cure them, integrating
palliative care is a reasonable inference from adjacent evidence
rather than a demonstrated benefit, and the conversation
introducing it has to be handled with that in mind.
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