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Protocol

AbstrACt
Introduction Palliative care (PC) has usually been 
offered at the end-of-life stage, although the WHO 
recommends providing PC as early as possible in the 
course of the disease. A recent study has shown that 
early PC (EPC) provides a more meaningful effect on 
quality of life and, surprisingly, on overall survival (OS) 
than standard treatment for patients with metastatic lung 
cancer. Whether EPC benefits also apply to patients with 
metastatic upper gastrointestinal (GI) cancers is unknown.
Methods and analysis EPIC is a randomised phase III 
trial comparing EPC plus standard oncologic care versus 
standard oncologic care in patients with metastatic upper 
GI cancers. Its primary objective is to evaluate the efficacy 
of EPC in terms of OS. Its secondary objectives are to 
assess the effects of EPC on patient-reported outcomes 
(quality of life, depression and anxiety) and the effect of 
EPC on the number of patients receiving chemotherapy 
in their last 30 days of life. Assuming an exponential 
distribution of survival time, 381 deaths are required to 
ensure an 80% power for an absolute difference of 10% 
in 1 year OS rates (40% vs 50.3%, HR=0.75; log rank test 
two-sided alpha=5%), leading to a planned sample size of 
480 patients enrolled over 3 years and a final analysis at 4 
years. The main analysis will be performed on the intent-
to-treat dataset.
Ethics and dissemination This study was approved by 
the ‘Comité de Protection des Personnes Nord-Ouest I’ (4 
April 2016), complies with the Helsinki declaration and 
French laws and regulations and follows the International 
Conference on Harmonisation E6 (R1) Guideline for 
Good Clinical Practice. The trial results, even if they are 
inconclusive, will be presented at international oncology 
congresses and published in peer-reviewed journals.
trial registration numbers EudraCT: 2015-A01943-46; 
Pre-results. NCT02853474.

IntroduCtIon 
Medical care in the metastatic setting
Medical oncology aims to increase the 
survival rates of patients, even at metastatic 

stages, in addition to reducing disease-related 
and treatment-related symptoms. However, 
providing palliative care (PC), which includes 
symptom management, nutritional support, 
psychosocial support and assistance with 
end-of-life preferences to improve quality of 
life, may be as important as survival issues at 
metastatic stages. Decades ago, PC services 
were initiated in France to provide a medical 
alternative to questionable medical practices 
regarding the end-of-life period: abandon-
ment, euthanasia and inappropriate aggres-
sive therapy. According to the French Society 
of Palliative Care,1 PC is a holistic approach 

strengths and limitations of this study

 ► Multicentric, nationwide, academic trial with a 
randomised design.

 ► Overall survival as a primary outcome, as it is a 
reliable and precise endpoint which has never been 
previously challenged in such setting.

 ► Providing an extra survival benefit with early palliative 
care (PC) would be a considerable contribution for 
patients, as would the implementation of these 
practices within the continuum of oncological care.

 ► Possible difficulties in recruiting participants due 
to the reluctance of some oncologists to talk about 
PC at diagnosis and possible screen failures due to 
patient refusals. Actions are ongoing to communicate 
on this issue and overcome this hurdle.

 ► Compared with Temel’s pivotal study, the control 
arm in our study may include some components of 
PC visits as this is a clinical practice in France. This 
may lead to a smaller relative difference between 
randomised groups compared with the Temel’s 
publication. The sample size calculation has been 
performed targeting a HR of death of 0.75 compared 
with an observed HR of 0.6 in Temel’s study. The 
study will be underpowered for a smaller effect.

http://bmjopen.bmj.com/
http://dx.doi.org/10.1136/bmjopen-2017-015904
http://dx.doi.org/10.1136/bmjopen-2017-015904
http://dx.doi.org/10.1136/bmjopen-2017-015904
http://crossmark.crossref.org/dialog/?doi=10.1136/bmjopen-2017-015904&domain=pdf&date_stamp=2018-01-23
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that aims to provide active care to a person with a serious, 
progressive or terminal illness. The objective of PC is to 
relieve pain and other distressing symptoms; moreover, 
PC also accounts for psychological, social and spiritual 
suffering. PC offers an interdisciplinary support system to 
help patients and their relatives.1 In both France and in 
USA,2 PC is usually offered late, at the end-of-life stage, 
although the WHO recommends providing PC as early 
as possible in the course of the disease to increase quality 
of life.3 In 1999, PC access became a right guaranteed by 
the law for patients and their families in France.4 This 
context explains why even now, PC often means ‘end-of-
life’ for the patient and for caregivers and many doctors. 
The last WHO recommendations are less restrictive 
than the outdated 1996 French recommendations that 
stated that PC should be offered as early as possible in 
the course of the disease to increase quality of life and to 
positively influence the course of the illness.3 The WHO 
recommendations add that PC is applicable early in the 
course of illness in conjunction with other therapies that 
are intended to prolong life, such as chemotherapy (Ct) 
or radiation therapy; the recommendations also state that 
investigations are necessary to better understand and 
manage distressing clinical complications.3

thE ConCEpt of EArly pAllIAtIvE CArE
In a recent randomised study, 151 patients newly diag-
nosed with metastatic non-small-cell lung cancer were 
assigned to receive either early PC (EPC) integrated 
with standard oncologic care or standard oncologic care 
alone.5 It was hypothesised that patients who received 
EPC would have a better quality of life (primary endpoint) 
compared with patients who received standard oncologic 
care only. In the EPC group, the first visit with the PC 
services (board-certified PC physicians and advanced 
practice nurses) was planned within 3 weeks after enrol-
ment and at least monthly thereafter; all but one patient 
had the first visit by the 12th week, with a mean of four 
total visits. In this study, the authors referred to the PC 
package presented in the recommendations from the 
National Consensus Project for Quality Palliative Care.6 
For patients with metastatic non-small-cell lung cancer, 
EPC led to significant improvements in quality of life and 
in mood. Additionally, EPC led to a significantly longer 
survival (median survival, 11.6 vs 8.9 months; HR=0.60, 
p=0.02), despite less aggressive end-of-life care.5 Several 
hypotheses for the effect of EPC on survival have been 
raised by Pirl et al,7 such as improving the management of 
medical comorbidities including depression and aiding 
in the discontinuation of inappropriate and possibly 
detrimental cancer treatments at the end of life.

Following the publication of Temel and colleagues,5 the 
American Society of Clinical Oncology recommended 
that ‘combined standard oncology care and PC should 
be considered earlier in the course of the illness for any 
patient with metastatic cancer…’.8 However, it appears 
that a gap exists between these recommendations and 

current practice in France and elsewhere. Moreover, there 
is no consensus on how EPC should be integrated into 
oncologic services; a randomised trial recently reported 
a non-significant increase in survival rate for early (30–60 
days after diagnosis) versus delayed (3 months later) 
initiation of PC in 207 patients diagnosed with various 
types of advanced cancer.2 The results of Temel’s study 
have modified the perception of many oncologists about 
the objectives of PC. However, additional clinical studies 
seem necessary before considering EPC as an additional 
survival input in advanced malignancies other than meta-
static non-small-cell lung cancers.

MEtAstAtIC uppEr gAstroIntEstInAl CAnCErs
The median survival time of patients with metastatic upper 
gastrointestinal (GI) cancers, such as pancreatic cancers, 
oesophago-gastric cancers and biliary tract cancers, does 
not exceed 10–11 months,9–11 which is as poor as survival 
rates reported for patients with metastatic lung cancer. 
The standard of care for metastatic upper GI cancers is well 
described in the European Society of Medical Oncology 
guidelines.12–14 Briefly, the standard of care for metastatic 
pancreatic cancer in the first-line includes a combination 
of fluorouracil, irinotecan and oxaliplatin (FOLFIRINOX 
regimen) for patients without any cholestasis who are in 
good performance status; the standard of care includes 
gemcitabine monotherapy for frail patients.12 For meta-
static biliary tract cancers, the standard of care includes a 
gemcitabine-based regimen (gemcitabine monotherapy, 
gemcitabine plus cisplatin or gemcitabine plus fluoro-
uracil).13 Among patients with metastatic oesophago-gas-
tric cancer, a few present with better prognosis and may 
be treated with a trastuzumab-based regimen, because 
they have been classified as HER2-positive tumours.14 For 
patients with metastatic HER2-negative tumours, various 
combinations of cytotoxics (fluoropyrimidines, taxanes, 
platinum compounds) may be offered to patients.12–14 
Several experimental treatments (antiangiogenics, MET 
inhibitors, modulators of immune check points, new cyto-
toxics and so on) may be offered to these patients, but 
these treatments are restricted to patients in good health 
who are willing to participate in clinical trials; none of 
these treatments have produced a meaningful survival 
benefit thus far. In summary, patients with metastatic 
upper GI cancers do not benefit from currently available 
systemic therapies. Providing an extra survival benefit 
with EPC would be a considerable contribution for these 
patients, as would the implementation of these practices 
within the continuum of care of oncology in France.

AIM of thE study
We designed a randomised controlled trial, called EPIC, 
which aims to test the hypothesis that the use of EPC 
provides greater clinical benefits than standard practice 
for a population of patients with metastatic upper GI 
cancers. Overall survival (OS) will be used as a primary 
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endpoint. The content of PC visits will be studied through 
a specific checklist. Patient-reported outcomes (quality 
of life, depression and anxiety) will also be investigated 
using dedicated and validated questionnaires.

MEthods And AnAlysIs
study design
This study was designed as a randomised, open-label, 
multicentre phase III trial. It aims to estimate the survival 
benefits of EPC combined with standard oncologic care 
(experimental arm) compared with standard oncology 
care only (standard arm) for patients with metastatic 
upper GI cancers (oesophago-gastric cancer, pancreatic 
cancer, biliary tract cancer). After the participant’s eligi-
bility is established, informed consent has been obtained 
and stratification factors are defined, the participant will 
be enrolled in the study and the treatment will be centrally 
allocated using the online ClinSight (CS) randomisation 
module from Clinsight software (Ennov, San Francisco, 
California, USA), ensuring the concealment of the next 
patient allocation. Treatments will be randomised in a 
1:1 ratio, and a minimisation procedure will be used to 
balance patients according to centre, Eastern Coopera-
tive Oncology Group (ECOG) performance status15 (0–1 
vs 2) and tumour location (oesophago-gastric, pancreas 
or biliary tract). Patients will be recruited nationwide 
from 17 university hospitals or cancer centres in France. 
Written informed consent will be obtained from the 
patient by an investigator before any screening or inclu-
sion procedures. The patient will remain in the study until 
one of the following conditions applies: study withdrawal 
(patient or sponsor or investigator’s decision) or death.

outcome measures
Study objectives
The primary objective of this study is to evaluate the effi-
cacy of EPC in terms of OS curves (intent-to-treat analysis). 
The secondary objectives are to assess the following: (1) 
the efficacy of EPC in terms of 1-year OS (intent-to-treat 
and per protocol analyses) and OS curves (per protocol 
analysis), (2) the patient-reported outcomes (quality of 
life, depression and anxiety) and the time until definitive 
deterioration (TUDD) for quality of life, (3) the number 
of patients receiving chemotherapy in their last 30 days of 
life, (4) the actual description of the PC package and (5) 
the presence or absence of advanced directives in patient 
files.

Measurement tools
OS is defined as the time between the date of randomisa-
tion and the date of death, no matter the cause of death. 
Patients who are alive at the cut-off date will be censored 
at that date. Quality of life will be assessed with the Euro-
pean Organisation for Research and Treatment of Cancer 
(EORTC) QLQ-C30 questionnaire. The QLQ-C30 aims 
to measure a person’s overall quality of life, physical 
conditions and limits to the ability to carry out everyday 

activities; the questionnaire also assesses cognitive, 
emotional and social functioning as well as the appear-
ance of symptoms frequently associated with cancer or its 
treatment. Patients are asked to check a scale that ranges 
from 1 to 4 (not at all, a little, quite a lot, a lot) or from 1 
to 7 (from 1—very bad to 7—excellent). For each dimen-
sion, the QLQ-C30 score indicates definitive deterioration 
if the score decreases by more than 10 points compared 
with the score at baseline, without later improvement that 
is greater than 10 points compared with baseline unless 
the patient dropped out of the study, resulting in missing 
data. Thus, TUDD for the quality of life scores is defined 
as the time from randomisation to the first observation 
of a definitive deterioration of the QLQ-C30 score or 
the time from randomisation to death. Depression will 
be assessed with the HADS scale (Hospital Anxiety and 
Depression Scale). HADS aims to detect anxiety and 
depressive disorders. It contains 14 items with response 
options ranging from 0 to 3: seven items assessing anxiety 
(score A) and seven items assessing depression (score 
D). The maximum score for a patient is 21. The number 
of patients treated with chemotherapy in their last 30 
days before death will also be recorded. PC visits will be 
performed by PC physicians. In both arms, all the dates 
of PC visits will be recorded in the database. The content 
of PC visits will be described through a specific checklist 
that will be completed by the PC physician after each visit. 
The number of patients in whom advanced directives are 
identified in medical records will be recorded.

patient selection criteria
Inclusion criteria
Patients must:

 ► have an upper GI metastatic cancer, including pancre-
atic cancer, biliary tract cancer or gastric cancer 
(including junctional Siewert 2 and 3 cancers) (an 
amendment is being submitted to our ethic committee 
in order to include other oesophageal cancers, too),

 ► be 18 years of age or older,
 ► have an ECOG performance status ≤2,
 ► be planned for treatment with first-line Ct,
 ► have a life expectancy of more than 4 weeks,
 ► have a good understanding of the French language,
 ► have health insurance coverage,
 ► sign and date a written informed consent form.

Exclusion criteria
Patients with any of the following conditions or character-
istics are excluded from the study:

 ► locally advanced cancer,
 ► junctional Siewert one oesophago-gastric cancer (An 

amendment is being submitted to our ethic committee 
in order to include these cancers together with other 
oesophageal cancers),

 ► gastric or junctional oesophago-gastric cancer with 
dysphagia,

 ► gastric or junctional oesophago-gastric cancer with 
unknown or positive HER2 status,
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 ► compression of the biliary tract without any bypass 
procedure.

study dEsCrIptIon
Intervention

Medical oncologists will be in charge of the patient for 
Ct administration and for supportive care, in accordance 
with professional practices. PC specialists will be in charge 
of PC/EPC visits. In order to match with standard practice 
in France, participants allocated to the standard arm (Ct 
alone) are not scheduled to meet with the PC service, but 
a PC visit can be performed anytime if requested by the 
patient, the family or the oncologist. In the experimental 
arm (Ct + EPC), five PC visits are scheduled (figure 1). 
The first visit (V1) will be scheduled within the first 3 
weeks after randomisation. The remaining four visits will 
be scheduled every month. The content of each of the 
five PC visits will be described by the PC physician and 
documented in the database following a specific check-
list developed by PC physicians. In part, the visits will 
focus on the following items:

 ► Discussion with the patient, focusing on his/her 
understanding of the disease, its treatment and the 
PC process.

 ► Evaluation of clinical status and symptoms.
 ► Evaluation of psychological status.
 ► Evaluation of the social environment, including the 

patient’s way of living.
 ► Stakeholder needs: psychologist, physiotherapist, 

dietician, social worker, and so on.
 ► Caring for the patient and his/her family.

 ► Discussion about the identification of the ‘person of 
trust’ and about advanced directives.

 ► Coordination and continuum of care.
The choice of first-line Ct will be decided by each inves-

tigator but should adhere to national or international 
guidelines. If CT is stopped for any reason (toxicity, 
disease progression or deterioration of health status), the 
patient will remain in the study.

data collection
At baseline, before randomisation, patients will have to 
complete the EORTC-QLQ-C30 and the HADS question-
naires. During the study, the EORTC-QLQ-C30 and the 
HADS questionnaires will be completed by patients every 
8 weeks after randomisation. Then, 24 weeks after rando-
misation, only the EORTC-QLQ-C30 questionnaire will be 
completed by patients every 8 weeks until the end of the 
study. In both arms, the number and the dates of PC/EPC 
visits that are performed will be recorded. The number 
of patients in whom advanced directives are identified in 
medical records will also be recorded.

stAtIstICAl ConsIdErAtIons
To ensure an 80% power, 381 deaths are required to show 
a significant difference in OS curves if there is an abso-
lute difference of 10% in 1-year OS rates (40% vs 50.3%, 
HR=0.75; log rank test two-sided alpha=5%), assuming 
proportional hazards over time. Assuming an exponential 
distribution of survival time, with an accrual duration of 
3 years, a 1-year minimum follow-up and a final analysis 

Figure 1 Study design.
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at 4 years, it will be necessary to randomise 480 patients 
(240 in each group). This calculation takes into account 
a yearly 2% loss to follow-up rate. An efficacy interim 
analysis is planned for when approximately 190 deaths 
are observed (which is expected to occur 27 months from 
the start of the study). The significance level is fixed at 
p=0.003 for the interim analysis and p=0.049 at the final 
analysis (Lan-DeMets alpha-spending function),16 with an 
O’Brien-Fleming efficacy boundary.17 No futility analysis 
is planned as the proportional hazards assumption may 
not be met; there may be a larger treatment effect with a 
longer follow-up period than in the first part of the survival 
curves. The interim analysis will also evaluate whether the 
sample size of the EPIC trial should be increased, consid-
ering the observed OS curve in the control group.

OS curves will be estimated using the Kaplan-Meier 
method. After checking the proportional hazards 
assumption, the treatment effect of the experimental 
arm compared with the control arm, in terms of OS, will 
be based on the estimation of the HR of death in a Cox 
model (HR-death, based on the comparison of the OS 
curves between the two treatment groups) and tested 
against the null hypothesis of no treatment effect using 
a log rank test with a two-sided alpha of 5%. The propor-
tional hazards assumption underlying the HR estimate 
in Cox models will be evaluated using graphic methods 
and models, including interaction with time. Appropriate 
methods for estimating treatment effect will be used if the 
proportional hazard assumption appears to be violated 
or questionable (use of the restricted mean survival as 
published by Royston and Parmar).18 Heterogeneity of the 
treatment effect by stratification factors will be evaluated 
using forest plots and interaction tests. The main analyses 
will be performed on the intent-to-treat dataset, including 
data from all patients in the treatment group allocated 
by randomisation until their last follow-up visit. A sensi-
tivity analysis is also planned on the per protocol dataset 
in which patients in the standard arm who completed 
more than one PC visit within the first 6 months of treat-
ment after randomisation will be censored at the date of 
their second PC visit, and patients in the treatment arm 
who completed fewer than five EPC visits within the first 
6 months after randomisation will be censored at the 
date of the first missing EPC visit. One-year survival rates 
with their 95% CI will also be estimated and compared 
between groups, considering the intent-to-treat and the 
per protocol datasets.

Quality of life will be analysed according to the EORTC 
manual recommendations. For each dimension, patients 
with at least one score will be included in the analysis. 
Patients without a follow-up QLQ-C30 score will be 
censored just after baseline. Patients without baseline 
scores will be censored at baseline. TUDD curves for both 
arms will be calculated using the Kaplan-Meier method 
and described using medians and 95% CIs.

An independent data monitoring committee will meet 
when the results of the planned interim analysis are 
available (ie, when 190 patients have died) to review the 

results of the first efficacy interim analysis and to re-esti-
mate the sample size if the baseline OS rate differs from 
the protocol assumptions.

EthICs And dIssEMInAtIon
Ethical considerations
This clinical trial will be conducted in accordance with 
the Declaration of Helsinki19 or the laws and regulations 
of the country, whichever provides greater protection to 
the patient. This study follows the International Confer-
ence on Harmonisation E6 Guideline for Good Clinical 
Practice, reference number CPMP/ICH/135/95.20 The 
protocol has been examined by the Patient Committee 
of the National League against Cancer, paying particular 
attention to the quality of the information letter, to the 
monitoring plan and to suggestions implemented into the 
protocol to improve the comfort of the patients. An inde-
pendent data monitoring committee for the trial will be 
formed to guarantee protection of the patients, to ensure 
that the trial is conducted in an ethical fashion and to 
evaluate the risk/benefit ratio of the trial by reviewing the 
interim results of the trial. The study protocol has been 
approved by our local ethics committee (CPP Nord-Ouest 
I, 4 April 2016).

dIssEMInAtIon
The study is registered at  clinicaltrials. gov (NCT02853474). 
The protocol and the trial results, even if they are incon-
clusive, will be presented at international oncology 
congresses and published in peer-reviewed journals.

dIsCussIon
This EPIC trial was set up in September 2016. It is a 
randomised trial primarily designed to detect an OS 
benefit due to EPC combined with standard oncologic 
care compared with standard oncologic care only for 
patients with metastatic upper GI cancer. The design of 
EPIC differs from the design of the seminal trials by Temel 
and colleagues,5 which demonstrated that EPC improves 
quality of life (the primary objective of their trial) and 
may improve OS (a secondary objective) for patients with 
advanced cancers.

One may argue that the main motivation for many 
oncologists to engage with EPC is to enhance quality of 
life for their patients throughout the cancer journey. 
This is precisely what Temel et al did.5 When using OS 
as the primary endpoint of EPIC, as we will, there is a 
theoretical danger that if a study does not meet its OS 
endpoint, it will indicate that EPC has ‘failed’ and should 
be discarded. Our point is different. Our country has a 
strong culture of integrating PC into oncology services. 
However, despite efforts from many PC professionals, PC 
is frequently offered to patients at a late stage of their 
metastatic disease. Some components of PC visits, such 
as visits with a dietician and/or with psychologists, are 
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usually offered at an earlier stage but not as systematically 
as they should be. Using OS as the primary endpoint of 
EPIC, we postulate that without a strong ‘signal’, such 
as a survival benefit, sent to medical oncologists and 
colleagues in charge of metastatic patients with upper GI 
malignancies, it would take some time before the concept 
of EPC is implemented in our country. Furthermore, the 
benefits of EPC have yet to be validated in a population 
of patients with metastatic upper GI cancers. Patients 
with metastatic upper GI malignancies are different from 
patients with metastatic lung cancers; they do not present 
the same, and we assume that their comorbidities and 
their treatment-related symptoms are also different. The 
difference in terms of reduced risk of death (−25%) that 
we have chosen for the primary outcome is derived from 
the work reported by Temel et al. (−40%) regarding meta-
static lung cancers.5 Further reducing the risk of death to 
25% should lower the theoretical danger that this study 
may not meet its OS endpoint.

In Temel’s trial,5 the content of the EPC package, which 
was rather vague, was adapted from American guidelines 
for PC visits.6 There are no such recommendations in 
our national context. To overcome this, PC specialists 
have developed a checklist of all of the items that could 
be addressed within PC coverage. Hence, one of the 
secondary endpoints of this EPIC trial will be to make 
an actual description of each EPC/PC visit as well as to 
provide a description of the whole EPC/PC package. At 
the end of the study, the materials we will collect should 
help us in drafting guidelines for PC in France.

To conclude, we expect that this study will lead to 
earlier integration of PC in oncologic care for patients 
with metastatic GI cancer.
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