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Summary
Background Early palliative care (EPC) leads to an improvement in quality of life and an unexpected survival benefit
compared with oncological care for patients with metastatic lung cancer. The Early Palliative Integrated Care (EPIC) is
aimed at examining whether EPC can improve overall survival in patients with metastatic upper gastrointestinal
cancer.

Methods We performed a multicentre, open-label, randomised phase-3 trial. Eligible patients were ≥18 years, had
metastatic upper gastrointestinal cancer and a performance status of 0–2. Patients from 19 French centres were
randomly assigned between 10/10/2016 and 17/12/2021 to receive EPC plus oncological care or standard
oncological care (SOC) alone. EPC was provided by palliative care physicians and included five EPC visits
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scheduled every month, starting within 3 weeks after randomisation. The primary endpoint was overall survival,
analysed by intention-to-treat. This study was registered at ClinicalTrials.gov (NCT02853474).

Findings 470 patients were randomised: 233 and 237 patients in the EPC and SOC groups, respectively. In the EPC
group, 216/233 patients (92.7%) underwent ≥1EPC visit, with 159 EPC visits per protocol (68.2%). The median
follow-up duration was 46 months. We did not observe any overall survival difference between the EPC (median = 7.0
months [95% confidence interval, 6.1–8.8]) and SOC groups (8.6 months [6.8–9.8]) (stratified hazard ratio = 1.04
[0.86–1.26], p = 0.68). No significant heterogeneity was found in primary tumour locations, performance status
groups, sex, age groups, and inclusion periods.

Interpretation Our findings suggested that receiving EPC did not improve the benefit of oncological care with regard
to overall survival in patients with metastatic upper gastrointestinal cancer.

Funding Programme Hospitalier de Recherche Clinique, Ligue Contre le Cancer, Conseil Régional du Nord-Pas-de-
Calais.

Copyright © 2024 The Authors. Published by Elsevier Ltd. This is an open access article under the CC BY-NC-ND
license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

Keywords: Early palliative care; Advanced cancer; Patient-centered care; Upper gastrointestinal cancer; Randomised
trial; Survival
Research in context

Evidence before this study
We searched PubMed for evidence regarding the effectiveness
of early palliative care on survival and on patient related
outcomes in the cancer setting in December 2010. The search
was last updated in December 2023. We used the search
terms “early palliative care”, “palliative care”, “integrated
care”, “integrated palliative care”, “advanced cancer”, and
“oncology”. The reference lists of all identified studies were
examined for additional relevant studies. Randomised
controlled trials on the effect of early palliative care on
survival and patient-related outcomes in oncology were
included as well as metaanalyses, editorials and comments.
We restricted our search to articles published between Jan 1,
2005, and December 1, 2023. Our current study is based on
evidence from one phase 3 randomised trial, in which patients
with advanced lung cancers were offered palliative care in
combination with standard oncological care early in the
disease course, which showed that early integration of

palliative care in oncology care led to significantly improved
survival and other beneficial patient outcomes.

Added value of this study
To the best of our knowledge, EPIC is the first controlled trial
ever designed to primarily estimate the overall survival benefit
of early palliative care vs. standard oncologic care alone in
patients with advanced malignancies. As a result, this large
multicentre study in French patients with advanced upper
gastrointestinal cancers failed to confirm the overall benefit
reported earlier with early palliative care in a monocentric
study in US patients with advanced lung cancers.

Implications of all the available evidence
Our negative findings highlight the interest of studies aiming
at validating striking results through prospective clinical trials
in various settings including various health care systems.
Introduction
The World Health Organization (WHO) defines pallia-
tive care as an approach that improves the quality of life
of patients and their families who are facing problems
associated with life-threatening illnesses.1 Palliative care
is provided in conjunction with other therapies that are
intended to prolong life. Metastatic malignancies are
fatal diseases that benefit from palliative care. In the last
century, palliative care focuses primarily on the end of
life, and to date, international recommendations advo-
cate its introduction as early as possible during the
course of the disease.1–3
A randomised single-centre trial by Temel et al.
published in 2010 was a landmark publication4 that al-
lows experts to favourably consider the implementation
of palliative care early in the course of advanced can-
cers.3,5,6 Among 151 patients newly diagnosed with
metastatic lung cancer, Temel et al.4 showed that early
palliative care (EPC) significantly improved the quality
of life and depression symptoms from baseline to week
12 compared with standard oncological care (SOC). In
addition, although patients receiving EPC had less
aggressive care at the end of life, a survival benefit was
reported for these patients (median survival: 11.6
www.thelancet.com Vol 74 August, 2024
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months vs. 8.9 months, p = 0.02), with a hazard ratio
(HR) for death estimated at 0.59 in the experimental
group compared with the control group. Bakitas et al.7

earlier reported a significant improvement in the qual-
ity of life and mood of patients with advanced cancers
who received EPC. However, they did not find any sta-
tistically significant differences in overall survival be-
tween the two patient groups. Bakitas et al.8 also
investigated the effect of early vs. delayed palliative care
visits on quality of life, with overall survival as a sub-
sequent objective, in a series of 207 patients with
various advanced cancers. Their trial failed to show any
quality of life benefit; they observed no significant
overall survival benefit favouring EPC, but reported a
significant 1-year survival advantage.8 Pooled survival
data analysis from the three aforementioned rando-
mised prospective trials4,7,8 including 680 patients
revealed a significant survival advantage for patients
allocated to EPC compared with SOC with a significant
26% reduction in the risk of death.9 Maltoni et al.10 later
studied the benefit of systematic vs. on-demand EPC on
the quality of life in patients with advanced pancreatic
cancer with overall survival as a secondary endpoint.
They reported a significant improvement in the quality
of life related to EPC, similar to that observed by Temel
et al.,4 but with no significant overall survival benefit.

Notably, none of the four randomised studies that
reported survival data4,7,8,10 were primarily designed to
determine differences in overall survival. Therefore, we
aimed to design the Early Palliative Integrated Care
(EPIC) clinical trial to evaluate, for the first time,
whether EPC integrated with SOC could increase overall
survival as compared with SOC alone in patients with
metastatic upper gastrointestinal cancer.
Methods
Study design and participants
In this prospective, randomised, open-label, multicentre
phase 3 trial, the patients were recruited in France by
medical oncologists working in 19 secondary and ter-
tiary public hospitals between October 10, 2016 and
December 17, 2021. Key eligibility criteria were age ≥18
years, histologically proven oesophageal cancer, an
oesogastric junction or stomach adenocarcinoma
(including duodenum), or pancreatic or biliary tract
adenocarcinomas, a European Cooperative Oncology
Group (ECOG) performance status of 0–2, planned first-
line chemotherapy for metastatic disease, and signed
informed consent (detailed inclusion and exclusion
criteria previously published in Hutt et al.11).

Ethics
The protocol was examined by the Patient Committee
of the National League against Cancer. It was approved
by an independent ethics committee and appropriate
institutional review boards. This study was conducted
www.thelancet.com Vol 74 August, 2024
in accordance with the ethical principles of the Decla-
ration of Helsinki and Good Clinical Practice guide-
lines. This study was registered at ClinicalTrials.gov
(NCT02853474). The full protocol for this study has
been previously published.11

Randomisation and masking
Randomisation 1:1 was performed using an online
centralised randomisation software (CS-Randomization
of Ennov Clinical), ensuring the concealment of the next
patient allocation. It was based on a minimisation al-
gorithm considering the centre, ECOG performance
status (0–1 vs. 2), and primary tumour site (oesogastric/
gastric vs. pancreas vs. biliary tract vs. oesophagus), with
no random factor. The patients and investigators were
not blinded to the treatment assignment.

Procedures
Medical oncologists were in charge of chemotherapy
administration and supportive care in accordance with
professional practices, regardless of the group assign-
ment. Qualified palliative care physicians were respon-
sible for palliative care outpatient visits. To match the
standard practice in France, participants allocated to the
SOC arm were not scheduled to receive palliative care,
but a palliative care visit could be performed anytime
upon request in case of worsening health status. In the
experimental arm, a total of five EPC visits were
scheduled. The first EPC visit was scheduled within the
first 3 weeks after randomisation, followed by monthly
EPC visits.

At the time of writing our protocol, there were no
equivalents in the French context to the currently
available recommendations of the American [2, 5, 6] or
European guidelines3 regarding the content of pallia-
tive care visit. The content of each of the five EPC
visits was described by the palliative care physician
and recorded in a database following a specific
checklist based on the available evidence,4 focusing on
the following items: discussion with the patient,
focusing on his/her understanding of the disease, its
treatment and the palliative care process, evaluation of
clinical status and symptoms, evaluation of psycho-
logical status, evaluation of the social environment,
including lifestyle, and evaluation of stakeholder
needs (psychologist, physiotherapist, dietician, social
worker, or other health-care professionals). EPC visits
could also include patient and family support, dis-
cussion about the identification of a ‘person of trust’
and advanced directives, and coordination of the
continuum of care.

Outcomes
The primary outcome was the overall survival, which
was defined as the time between the dates of random-
isation and death, regardless of the cause. Patients alive
at the cut-off date were censored at that time.
3
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The European Organisation for Research and Treat-
ment of Cancer Quality of Life Questionnaire Core 30
items (EORTC QLQ-C30; version 3.0)12 measures the
quality of life of patients with cancer. Questionnaires
were completed by the patients at baseline, and then
every 8 weeks thereafter. We investigated changes in
quality of life throughout the course of the disease and
used time until definitive deterioration (TUDD)
curves.13 For the latter approach, the quality of life score
was considered permanently deteriorated if it had
decreased by more than 10 points compared with the
score at baseline, without later improvement superior to
10 points as compared with baseline, or with no further
evaluation available. Thus, the TUDD for quality of life
scores was defined as the time from randomisation to
the first observation of a definitive deterioration in the
QLQ-C30 score or death.

We also studied changes in patients’ mood and
anxiety using the Hospital Anxiety and Depression Scale
(HADS)14 auto-evaluated at baseline and at 8 and 16
weeks thereafter. The HADS is designed to detect and
quantify anxiety and depression. It contains 14 items
scored from 0 to 3: seven items related to anxiety (score
A) and seven items related to depression (score D). The
maximum possible score was 21 points.

Finally, we recorded the number of patients treated
with chemotherapy in the 30 days before death and the
number of patients treated with advanced directives.

Statistical analysis
We anticipated a smaller effect (HR = 0.75) than that in
the study by Temel et al. (HR = 0.59).4 Assuming pro-
portional hazards over time; this was equivalent to an
absolute difference of 10% in the 1 year overall survival
(40.0% vs. 50.3%). A total of 381 deaths were required to
ensure 80% power for the treatment effect, with a two-
sided alpha of 5%. Assuming an exponential distribu-
tion of survival time with an accrual duration of 5 years,
a 1-year minimum follow-up, and a final analysis at 6
years, 480 patients (240 in each group) were rando-
mised. This calculation accounted for a 2% annual loss
to follow-up. An interim analysis was planned after
approximately 190 deaths had been recorded. The sig-
nificance level was fixed at p = 0.003 for the interim
analysis and p = 0.049 for the final analysis (Lan de Mets
alpha-spending function with an O’Brien–Fleming effi-
cacy stopping rule).15

Overall survival curves were estimated using the
Kaplan–Meier method. The treatment effect of the EPC
arm compared with that of the SOC arm was based on
the estimation of the HR of death in a Cox model,
controlling for primary site and performance status
(stratification variables), and tested against the null hy-
pothesis of no treatment effect with a two-sided alpha of
5%. The proportional hazards assumption underlying
the HR estimate in the Cox models was evaluated using
graphic methods and models, including the interaction
with time. Heterogeneity of treatment effects by primary
site and ECOG performance status (pre-planned ana-
lyses) as well as by sex, age group, period of inclusion
(post hoc analysis) was evaluated using forest plots and
interaction tests. The main analysis was performed on
the intention-to-treat dataset, including all patients in
the treatment group allocated by randomisation until
their last follow-up visit, except for those who withdrew
their consent immediately after randomisation. A
sensitivity analysis was also planned on the per-protocol
dataset where i) non-eligible patients were excluded, ii)
patients in the standard arm who received more than
one palliative care visit within the first 6 months of
treatment since randomisation were censored at the
date of their second palliative care visit if unrelated to
the deterioration of clinical status, and iii) patients in the
EPC arm who received less than five palliative care visits
within the first 6 months since randomisation were
censored at the date of the first missing palliative care
visit.

The Independent Data Monitoring Committee met
when the results of the planned interim analysis were
available (i.e. when 190 patients died) to review the re-
sults of the first efficacy interim analysis and re-estimate
the sample size if the baseline overall survival rate
differed from the protocol assumptions. No futility
analysis was planned, as the proportional hazards
assumption may not be respected, with a possibly larger
treatment effect with a longer follow-up than in the first
part of the survival curves.

The QLQ-C30 questionnaires were analysed accord-
ing to the EORTC manual recommendations. For each
dimension, patients with at least one score were
included in the analysis. Changes over time were rep-
resented graphically, and the difference between the
scores at baseline and 24 weeks was compared between
the treatment groups using covariance analysis. The
TUDD curves were estimated using the Kaplan–Meier
method. The effect of the treatment group on TUDD
was estimated using the HR of definitive deterioration
in quality of life or death in a Cox model.

All statistical analyses were performed using Stata®

software, version 17.0 (StataCorp LLC College Station,
USA).

Role of the funding source
The funders had no role in the study design, data
collection, data analysis, data interpretation, or writing
of the report. All authors had full access to all data in the
study and had the final responsibility for the decision to
submit for publication.
Results
Overall, 473 patients were recruited and randomly
assigned to either the EPC plus oncology care (n = 236)
or SOC alone (n = 237) groups. Recruitment was
www.thelancet.com Vol 74 August, 2024
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stopped before a sample size of 480 patients was ach-
ieved, because the target number of deaths had already
been reached. Because three patients from the EPC arm
withdrew their consent immediately after consenting to
the study, the intention-to-treat population was 470
(Fig. 1). The baseline clinical and treatment character-
istics of the patients are shown in Table 1 and
Supplementary Table S1, respectively. These baseline
characteristics were well balanced between the two study
groups, except for the proportion of patients without
anxiety at baseline, which was lower in patients allocated
to the EPC arm (129/221, 58%, in SOC arm vs. 95/222,
43%, in EPC arm).

In the EPC group, 216/233 patients (92.7%) received
at least one palliative care visit, whereas 17/233 patients
(7.3%) did not. The median time to the first palliative
care visit was 7 days (95% CI: 7–9 days). The mean
number of palliative care visits was 4.7 (standard devi-
ation [sd] = 3.6; range: 0–16; median 4; interquartile
range 2–6), but the mean number of EPC visits on the
first 6 months after randomisation was 3.4 (sd = 1.7;
range 0–5). Overall, in the EPC group, 159/233 patients
(68.2%) had several EPC visits as planned by the pro-
tocol over their survival duration, whereas 74 patients
(31.8%) did not and were classified as a major deviation.

The EPC visits were outpatient visits led by a pallia-
tive care physician for patients allocated to the EPC arm
(n = 213; missing data: 3). Other healthcare pro-
fessionals, such as nurses (125/213, 58.7%) and psy-
chologists (21/213, 9.9%), could have attended palliative
care visits. At more than half of palliative care visits,
patients’ relatives were present. Following the EPC
visits, some patients were referred to other healthcare
professionals. In fact, 31/213 patients (14.6%) also met a
pain doctor, 68/213 (31.9%) a social worker, 118/213
237 paƟents assigned to standard oncologic care, 
SOC arm 

236 paƟe

473 paƟents randomized 

Per-protocol populaƟon, N=237  
including 3 censored observaƟons in

233
Ineligible, N
Major devi

237 paƟents included in the ITT dataset 
Crossover to EPC visits (major deviaƟon), N=3 

* Two paƟents with major deviaƟons for EPC visits had also a major devi
dataset, whereas the 72 paƟents were censored at the date of major dev

Fig. 1: Flow
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(55.4%) a dietician, 68/213 (31.9%) a nurse, 38/2131
(7.8%) a physiotherapist, 2/213 (0.9%) a chaplain, 110/
213 (51.6%) a psychologist or psychiatrist, and 33/213
(15.5%) other healthcare professionals (39/213, 18.3%).
In the SOC group (n = 237), only three patients (1.3%)
had at least one palliative care visit within the first 6
months after randomisation for reasons other than
worsening of their health condition and were classified
as a major deviation (crossover to the EPC arm). In
addition, as anticipated in the protocol, some patients
allocated to the SOC arm (54/237, 22.7%) received at
least one palliative care visit because of worsening
health conditions. The mean number of palliative care
visits was 0.6 (sd = 1.5; range: 0–10; median 0; inter-
quartile range 0–0). The distribution of time to the first
palliative care visit for both EPC and SOC patients is
shown in Supplementary Figure S1. A graphical repre-
sentation of the EPC content is shown in Fig. 2. For
most patients, the EPC visits included information on
illness, prognostic understanding, palliative care objec-
tives, and coping strategies. Symptom management was
addressed at least once in almost all patients, mainly at
the first visit. EPC visits also include the patient’s
perspective. However, we observed that some topics,
such as the identification of a trusted person, decision-
making support, and end-of-life wishes, were
addressed by a minority of patients. In terms of family
support, illness understanding was frequently
addressed, in contrast to palliative care objectives,
prognostic disclosure, and burnout screening.

At the time of data cut-off (November 7, 2022), with a
median follow-up of 46 months, 435/470 patients died.
We did not observe any overall survival difference be-
tween arms (EPC arm: median overall survival = 7.0
months [95% CI: 6.1–8.8 months] and 1-year overall
nts assigned to experimental treatment 
Early PalliaƟve Care, EPC arm 

 

Per-protocol populaƟon, N=231  
cluding 72 censored observaƟons 

Consent withdrawal at study entry: 3 

 paƟents included in the ITT dataset 
=2 

aƟons for EPC visits, N=74* 

aƟon for eligibility criteria and were excluded from the per protocol 
iaƟon 

chart.
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Characteristics SOC EPC

N = 237 N = 233

Sexa

Male 142 (59.9%) 131 (56.2%)

Female 95 (40.1%) 102 (43.8%)

Age–median (interquartile range) 68 yrs (61–74) 67 yrs (60–73)

18–64 years 91 (38.4%) 95 (40.8%)

>64 years 146 (61.6%) 138 (59.2%)

ECOG—Performance status

0 54 (22.8%) 50 (21.5%)

1 137 (57.8%) 141 (60.5%)

2 46 (19.4%) 42 (18.0%)

Interval between diagnostic and randomization–median (interquartile range) 0.4 mo (0.2–0.7) 0.4 mo (0.2–0.7)

Primary tumour site

Oesophagus 20 (8.4%) 19 (8.2%)

Gastric and oesogastric junction 25 (10.5%) 23 (9.9%)

Pancreas 149 (62.9%) 148 (63.5%)

Biliary tract 43 (18.1%) 43 (18.5%)

Sites of metastases

Peritoneum 60 50

Liver 154 162

Lung 57 55

Other 59 54

HADS, anxiety (N) N = 221 N = 222

Anxiety score–median (interquartile range), 7 (4–10) 8 (5–11)

No anxiety (score ≤7) 129 (58.4%) 95 (43.2%)

Doubtful anxiety (score between 8 and 10) 46 (20.8%) 54 (24.5%)

Definite anxiety (score ≥11) 46 (20.8%) 71 (32.3%)

HADS, depression (N) N = 222 N = 220

Depression score–median (interquartile range) 6 (3–10) 7 (4–11)

No depression (score ≤7) 133 (59.9%) 125 (56.8%)

Doubtful depression (score between 8 and 10) 48 (21.6%) 30 (20.7%)

Definite depression (score ≥11) 41 (18.5%) 29 (20.0%)

Global Health Status (EORTC QLQ-C30), N 225 219

Mean (standard deviation) 56.2 (22.1) 53.7 (21.6)

SOC, standard oncological care alone; EPC, early palliative care; N: number of patients; ECOG performance status, Eastern Cooperative Oncology Group performance status;
HADS, hospital anxiety and depression scale; EORTC QLQ-C30, European Organisation for Research and Treatment of Cancer Quality-of-Life Questionnaire Core 30 items.
aSex: as reported by the patient upon admission to hospital.

Table 1: Baseline clinical characteristics.
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survival = 33.1% [27.1–39.2]; SOC arm: median overall
survival = 8.6 months [6.8–9.8 months] and 1-year
overall survival = 32.3% [26.4–38.3]; stratified
HR = 1.04 [0.86–1.26], p = 0.68) in the intent-to-treat
population (Fig. 3). As shown in Supplementary
Figure S2, the survival findings were similar in the
per-protocol dataset. We did not observe any significant
heterogeneity in this finding across sexes (interaction
test, p = 0.77), age groups (p = 0.49), primary tumour
locations (interaction test, p = 0.24), ECOG performance
status groups (p = 0.17), and period of inclusion
(p = 0.69) (Fig. 4).

Of the 470 patients, 452 (96.2%) completed the
EORTC QLQ-C30 questionnaire at baseline. Among the
286 patients still alive at 24 weeks, compliance with the
quality of life questionnaires was 71.5% in both arms
(98/137 in the EPC arm and 106/149 in the SOC arm).
As shown in Fig. 5A for the evaluation at 24 weeks and
detailed in Supplementary Figure S3 for all time points,
quality of life did not seem to improve in patients allo-
cated to the EPC compared with those allocated to the
SOC group. Moreover, all dimensions of the EORTC
QLQ-C30 functioning scores remained stable
throughout the study course without any differences
between the arms. Finally, the TUDD analysis did not
reveal any difference between the treatment arms for
any of the quality of life dimensions, as shown in the
TUDD curve for global health status (Supplementary
www.thelancet.com Vol 74 August, 2024
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Fig. 4: Heterogeneity of treatment according to stratification factors, sex, age and timing of inclusion (intention-to-treat analysis).
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Figure S4) and summarised for the 15 dimensions in
Fig. 5B. With regard to mood, as detailed in
Supplementary Table S3, the percentage of patients
without anxiety or depression showed a similar trend in
both arms. When looking at markers of aggressiveness
of care at the end of life, the percentage of patients who
received chemotherapy in the last month of life (67/218,
30.7% in the SOC arm vs. 77/214, 36.0% in the EPC
arm) and the percentage of patients who completed an
advanced directive (26/215, 12.1% in the SOC arm vs.
38/212, 17.9% in the EPC arm) did not significantly
differ between the study groups (p = 0.25 and p = 0.091,
respectively).
Discussion
This large, multicentre, randomised trial of EPC inte-
grated with SOC in patients with metastatic upper
gastrointestinal cancers did not show any overall sur-
vival advantage compared with patients treated with
SOC only in the intent-to-treat population or in the per-
protocol population. In addition, EPC did not result in a
higher quality of life throughout the course of the dis-
ease, delay quality-of-life deterioration, or reduce anxiety
and depression. We also did not observe any differences
between the two groups with regard to the percentage of
patients who received chemotherapy in the last month
of life or those who wrote advanced directives.

To the best of our knowledge, this is the first
controlled trial designed to estimate the overall sur-
vival benefits of EPC vs. SOC alone in patients with
advanced malignancies. This study was adequately
powered to detect a 25% reduction in the risk of death
with EPC compared with SOC, which was largely
below the overall survival benefit reported in the
Temel et al. trial (approximately 40%).4 Similar to
most randomised trials which had reported survival
data in this setting,7,10,16–18 our study failed to confirm
overall survival improvement with EPC. The study by
Temel et al. published in 2010 remains the only trial to
clearly conclude a significant survival benefit of EPC,
based on the analysis of 151 patients with advanced
lung cancer.4 Hence, if Bakitas et al.8 reported a 15%
difference at 1 year (EPC, 63% vs. delayed palliative
care visits, 48%; p = 0.04) in patients with various
advanced cancers, no significant difference was found
when considering the entire overall survival (p = 0.14).
Despite some uncertainties about the survival benefit,
the trial by Temel et al.4 had a major impact on the
oncology community, and major academics requested
www.thelancet.com Vol 74 August, 2024

www.thelancet.com/digital-health


p = 1.0 p = 0.45 p = 0.26 p = 0.90 p = 0.92 p = 0.80

−
10

0
−

50
0

50
10

0
S

co
re

 d
iff

er
en

ce

Global health
status

Physical
functioning

Role
functioning

Emotional
functioning

Cognitive
functioning

Social
functioning

p = 0.71 p = 0.88 p = 0.48 p = 0.91 p = 0.11 p = 0.47 p = 0.17 p = 0.55 p = 0.93−
10

0
−

50
0

50
10

0
S

co
re

 d
iff

er
en

ce

Fatigue Nausea and
vomiting

Pain Dyspnea Insomnia Appetite
loss

Constipation Diarrhea Financial
difficulties

SOC EPC

In favor of EPC arm In favor of SOC arm

 
Global health status

Physical
Role

Emotional
Cognitive

Social
Fatigue

Nausea/vomiting
Pain

Dyspnoea
Insomnia

Appetite loss
Constipation

Diarrhoea
Financial difficulties

.6 .8 1 1.2 1.4
Hazard ratio and 95% confidence interval

A

B

Fig. 5: Quality-of-life analysis (QLQ-C30). A. Box plot of differences in QLQ-C30 scores between baseline and week 24 for the 15 dimensions of
the QLQ-C30 questionnaire. B. Relative treatment effect on the time until definitive deterioration of quality of life for the 15 dimensions of the
QLQ-C30 questionnaire (details in Supplementary Table S2).

Articles
for the early integration of palliative care into the
SOC.3,5,6

As Temel et al. reported,4 numerous studies have
found improvements in the quality of life of patients
receiving EPC7,10,19–22; however, others did not,8,23 similar
to ours. This heterogeneity of results could be related to
the duration of the quality of life follow-up as suggested
by Hoomani Majdabadi et al.24 In fact, Hoerger et al.9

reported that the allocation to EPC is associated with
www.thelancet.com Vol 74 August, 2024
better quality of life in their meta-analysis on 1398 pa-
tients from five high-quality studies. This benefit dis-
appeared when the follow-up period of time exceeded 10
months as observed by Hoomani Majdabadi et al.24 in a
subsequent meta-analysis on 25 studies including 5160
patients. In our study, we did not observe a decrease
over time in anxiety/depression scores, favouring the
EPC arm, contrary to what was reported by Temel et al.4

and later by Huo et al.25 in their meta-analyses.
9
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However, when looking closely at the four clinical trials
that were pooled into the meta-analysis of Huo et al., the
overall benefit in decreasing depression scores was
driven by only one study4 while one reported an increase
in depression scores,8 and two were even.17,23 In fact,
expecting a favourable effect on anxiety/depression
scales from EPC is difficult when the quality of life is
not enhanced by the intervention, as in our study and
three others.8,17,23 Regarding markers of aggressiveness
at the end of life or end-of-life planning, we observed no
significant differences between randomised groups,
similar to Vanbutsele et al.,22 Maltoni et al.10 and Scarpi
et al.,18 but in contrast with the findings of another
study.4

We acknowledge that some trial characteristics can
be perceived as limitations and need to be discussed.
First, the EPIC was an open-design trial, which may
have induced some bias. If the risk of detection bias is
certainly limited (overall survival as the primary
endpoint with excellent follow-up), it may have led to a
performance bias due to some deviations in the course
of the interventions that we evaluated. However, the
results were stable in our sensitivity analysis; the ob-
servations were censored at the date of deviation. In
addition, masking the intervention is not feasible in
such randomised trials, except when considering cluster
randomised controlled trials in which patients can be
informed about their own study group, ignoring the
existence of another group [19]. Second, among the
several parameters inherent to the design or conduct of
our trial which could have had an impact on the results
of the EPIC, we speculate that the parameter related to
the definition of the EPC package should be key. No
recommendations are available on the ideal number of
EPC visits. We planned five EPC visits in EPIC and
performed a mean number of 4.7 (median 4, inter-
quartile range 2–6) and 3.3 visits (median 4, inter-
quartile range 2–5) in the entire population of patients
allocated to EPC arm and within the first 6 months since
randomisation, respectively. The mean number of
palliative care visits in the experimental group was
within the range (4–6.54) of what was previously re-
ported in similar situations.4,18,20,23 The percentage of
patients receiving at least one palliative care visit in the
SOC group was also rather similar to that in the EPIC
(24.1%) and other studies (14%–34.3%). Moreover, we
cannot ignore the fact that palliative care services,
including those provided early in the course of cancer
care can be characterised by a relative heterogeneity of
practice, despite the publication of guidelines. Whether
this translates to differences in outcomes remains un-
known. We speculate that the multicentre design of our
randomised trial, as compared with the single-centre
design of the trial by Temel et al.,4 may enhance
perceived heterogeneity in palliative care content. The
content of palliative intervention, and more precisely of
EPC, deserves a better definition, at least in the
European context, although valuable efforts have already
been expended.3,26

Beyond overall survival, we did not observe im-
provements in health-related quality of life in the cur-
rent study. This finding may be attributed to the
following arguments: assessment tool used (EORTC
QLQ-C30 questionnaires vs. FACT tools), poor compli-
ance in quality of life assessment, or the use of different
means of comparison (baseline/12 weeks comparison
vs. area-under-the-curve comparison with curves drawn
from multiple quality of life data assessments). How-
ever, we do not share either of these arguments, as no
striking differences have been previously reported with
the use of either FACT or EORTC QLQ-C30 question-
naires.27 Moreover, our patients were rather compliant,
as among patients alive at 24 weeks, 71.5% completed
their quality of life questionnaires in both groups.
Determining a meaningful difference in quality of life
using the TUDD of quality of life analysis is difficult
when no difference is observed in overall survival
because the TUDD of quality of life analysis includes
death as an event. In addition, we cannot rule out that
the lack of quality of life improvement that we observed
was related to the type of tumour included in this study.
This has already been suspected by Temel et al.20 who
were not able to reproduce in gastrointestinal malig-
nancies the favourable impact on the quality of life of
EPC visits observed in lung cancer. Finally, the relatively
long duration of recruitment may have facilitated on-
cologists working in conjunction with palliative care
specialists to develop their own expertise in supportive
care as part of the palliative care package. However,
these results remained stable over time (Supplementary
Figure S2).

Our study failed to demonstrate the benefits reported
by Temel et al.4 in a monocentric study of a specific
population (advanced lung cancer) and in a specific
context (the United States of America). Is this related to
the nature of the disease as suggested by Temel et al.?20

Upper gastrointestinal cancers have a major, rapid, and
deep impact on nutritional status, and early nutritional
support may produce significant overall survival.28 Is
this associated with the differences in societal context
and the healthcare system? In France, over the last few
decades, due to successive national cancer plans,
considerable efforts have been made to integrate sup-
portive care (part of the palliative care package) into the
practice of medical oncology. It is also likely that the
current training of younger oncologists integrates a
deeper education about palliative care than in the past.
Undoubtedly, patients included in the SOC arm in the
present study had access to supportive care. This is
likely because, in France, the health system offers 100%
cost coverage for all care. Our negative findings high-
light the need for studies aimed at validating striking
results through prospective clinical trials in various
settings, including various healthcare systems.
www.thelancet.com Vol 74 August, 2024
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In conclusion, we observed no effect of early inte-
gration of palliative care in patients with metastatic
upper gastrointestinal cancers, either on overall survival
or quality of life. However, this does not mean that the
EPC has no value. In this context, to better understand
why patients (and caregivers) still perceive EPC to be
beneficial,19,29 future studies should focus on other
endpoints, such as the emotional and cognitive per-
ceptions of patients with advanced malignancies.
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