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ABSTRACT 

 

Introduction: Palliative care (PC) has been usually offered at end-life stage, although the 

World Health Organization recommends providing PC as earlier as possible in the course of 

the disease. A recent study has shown that early PC (EPC) provides a meaningful effect on 

quality of life and surprisingly on overall survival (OS) over standard treatment to patients 

with metastatic lung cancer. Whether EPC benefit also applies to patients with metastatic 

upper gastrointestinal (GI) cancers is unknown.  

Methods and analysis: EPIC is a randomized phase III trial comparing EPC plus standard 

oncologic care versus standard oncologic care in the setting of metastatic upper GI cancers. 

Its primary objective is to evaluate the efficacy of EPC in terms of OS. Secondary objectives 

are to assess the effect of EPC in terms of patient-reported outcomes (quality of life, 

depression and anxiety), and 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 one-year OS (40% vs 50.3%, 

HR=0.75; logrank test two-sided alpha=5%), leading to a planned sample size of 480 patients 

enrolled over 3 years, with a final analysis at 4 years. The main analysis will be performed on 

the intention-to-treat dataset. 

Ethics and dissemination: The study was approved by the “Comité de Protection des 

Personnes Nord-Ouest I” (April 4th, 2016) and 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 trials results, even inconclusive, will be 

presented at international oncology congresses, and published in peer-reviewed journals. 

Trial registration numbers: EudraCT number: 2015-A01943-46; ClinicalTrials.gov number: 

NCT02853474. 

 

 

 

Strenghts and limitations of this study 

�� Multicentric, nation-wide, academic trial with a randomized design 

�� Overall survival as a primary outcome  

�� Providing an extra survival benefit with early palliative care would be a considerable 

contribution for patients, as would be the same the implementation of these 

practices within the continuum of care of oncology 
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INTRODUCTION 

 

Medical care in the metastatic setting 

Medical oncology aims to increase patient’s survival, even at metastatic stage, in addition to 

reduce disease-related and treatment-related symptoms. However, providing palliative care 

(PC), which includes symptoms management, nutritional support, psychosocial support, as 

well as assistance on end-of-life preferences in order to improve quality of life, may be as 

important as survival issues in such settings. Actually, decades ago, PC services were 

initiated in France in order to provide a medical alternative to the use of questionable 

medical practices regarding the end of life period: abandonment, euthanasia, and 

inappropriate aggressive therapy. According to the French society of palliative care,[1] PC is 

an approach aimed to provide active care, in a holistic approach to the person with a 

serious, progressive or terminal illness. The objective of PC is to relieve pain and other 

distressing symptoms, but also to take into account the psychological, social and spiritual 

suffering. PC offers an interdisciplinary support system to help patients and their 

relatives.[1] PC has been, in France (but also in the US),[3] usually offered late, at end-life 

stage, although the World Health Organization recommends providing PC as earlier as 

possible in the course of the disease, in order to increase quality of life.[2] Actually, PC 

access became a right guaranteed by the law, for patients and their families in 1999 in 

France.[4] This context explains why even nowadays, PC often means « end of life » not only 

for the lay-man but also for caregivers, and many doctors. The last World Health 

Organization recommendations are less restrictive than the outdated 1996 French 

recommendations, as it is stated that PC should be offered as early as possible in the course 

of the disease, in order to increase quality of life, and to positively influence the course of 

illness.[2] The World Health Organization 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 or radiation therapy, and includes those investigations needed to 

better understand and manage distressing clinical complications.[2] 

 

The concept of Early Palliative Care (EPC) 

In a recent randomized study, 151 patients with newly diagnosed metastatic non–small-cell 

lung cancer were enrolled to receive either early PC (EPC) integrated with standard 

oncologic care or standard oncologic care alone.[5] It was hypothesized 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 enrollment and at least monthly thereafter; all patients but one had the first 

visit by the 12
th

 week, with a mean number of visits of 4. In this study, the authors referred 

the PC package to the recommendations of the National Consensus Project for Quality 

Palliative Care.[6] In this setting of metastatic non–small-cell lung cancer, EPC led to 

significant improvements in quality of life and in mood. In addition, EPC led to a significantly 
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longer survival (median survival, 11.6 vs. 8.9 months; HR=0.60, p=0.02), despite less 

aggressive end-of-life care.[5] 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….”.[7] However, it appears that a gap exists (not only in France) between 

these recommendations and current practice. Moreover, there is no consensus on how early 

PC should be integrated into oncologic services, as a randomized trial reported recently a 

non-significant better survival favoring early (30 to 60 days after diagnosis) versus delayed (3 

months later) initiation of PC in 207 patients diagnosed with an advanced cancer of various 

types.[3] The results of the 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 other advanced malignancies than 

metastatic non-small-cell lung cancers. 

 

Metastatic upper gastrointestinal cancers 

The median survival of metastatic upper gastrointestinal (GI) cancers such as pancreatic 

cancers, esogastric cancers, and biliary tract cancers did not exceed 10-11 months, which is 

as poor as reported with metastatic lung cancers. Standard of care in metastatic upper GI 

cancers are well described in European Society of Medical Oncology guidelines.[8-10] Briefly, 

standard of care in metastatic pancreatic cancer in the first-line setting lies on the 

combination of fluorouracil, irinotecan, and oxaliplatin (folfirinox regimen) for patients 

without any cholestasis and in good performance status, and on gemcitabine monotherapy 

in frail patients.[8] In metastatic biliary tract cancers, standard of care lies on gemcitabine-

based regimen (gemcitabine monotherapy, gemcitabine plus cisplatin, or gemcitabine plus 

fluorouracil).[9] Besides HER2 positive metastatic gastric/esogastric patients who present 

with much better prognosis, and should be treated with trastuzumab-based regimen, most 

of patients with metastatic HER2 negative tumors have poor prognosis, with similar survival 

rates than patients with other upper GI malignancies.[10] In that setting, various 

combinations of cytotoxics (fluoropyrimidins, taxanes, platinum compounds) may be offered 

to patients.[10] Several experimental treatments (antiangiogenics, MET inhibitors, 

modulators of immune check points, new cytotoxics, etc...) may be offered to patients in 

that setting, but these are restricted to patients in good health condition who accept to 

participate in clinical trials, and none have produced meaningful survival benefit yet. To 

make short, patients with metastatic upper GI cancers do not benefit much from currently 

available systemic therapies. Providing an extra survival benefit with EPC would be a 

considerable contribution for these patients, as would be the same the implementation of 

these practices within the continuum of care of oncology, in France. 

 

Aim of the study 

We designed a randomized controlled trial, called EPIC, aiming to demonstrate that the use 

of EPC provides a clinical benefit over standard practice to a population of patients with 
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metastatic upper GI cancers. Overall survival (OS) will be used as a primary endpoint. The 

content of palliative care visits will be studied through a specific checklist. Patient-reported 

outcomes (quality of life, depression and anxiety) will be also investigated through dedicated 

and validated questionnaires.  

 

 

METHODS AND ANALYSIS 

 

Study design 

This study was designed as a randomized, open-label, multicenter phase III trial. It is aimed 

to estimate the survival benefit of EPC combined with standard oncologic care (experimental 

arm) over standard oncology care only (standard arm), in patients with metastatic upper GI 

cancers (esogastric/gastric cancer, pancreatic cancer, biliary tract cancers). After the 

participant’s eligibility 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 on-line CS randomization Clinsight software module (Ennov, San 

Francisco, CA, USA) ensuring the concealment of the next patient allocation. Treatments will 

be randomized in a 1:1 ratio, and a minimization procedure will be used to balance patients 

according to: center, performance status (0-1 versus 2) and tumor location 

(esogastric/gastric, pancreas, and biliary tract). Patients will be recruited nationwide, in 17 

university hospitals or cancer centers in France. Written informed consent will be obtained 

by an investigator from the patient before any screening and inclusion procedure. Patient 

will remain on study until one of the following condition applies: study withdrawal (patient 

or sponsor or investigator’s decision), death. 

 

Outcome measures 

Study objectives 

The primary objective of this study is to evaluate the efficacy of EPC in terms of OS curves 

(intent-to-treat analysis). The secondary objectives are to assess (a) the efficacy in terms of 

1-year OS (intent to treat and as per protocol analysis) and OS curves (as per protocol 

analysis), (b) the patient-reported outcomes (quality of life, depression and anxiety) and the 

Time Until Definitive Deterioration (TUDD) for Quality of Life, (c) the number of patients 

receiving  chemotherapy in their last 30 days of life, (d) the actual description of the PC 

package, and (e) the presence or lack of advanced directives in patient files.  

Measurement tools  

OS is defined as the time between the date of randomization and the date of death, 

whatever the cause. Patients alive at cut-off date are censored at that date. Quality of Life is 

assessed with the European Organization for Research and Treatment of Cancer (EORTC) 

QLQ-C30 questionnaire. QLQ-C30 is aimed to measure the overall quality of life, physical 

conditions, and limits to the ability to carry out everyday activities, cognitive, emotional and 

social functioning and the appearance of symptoms frequently associated with cancer or its 
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treatment. Patients are asked to check a scale of one to four (not at all, a little, quite a lot, a 

lot) or seven points (from 1 – very bad – to 7 – excellent). For each dimension, QLQ-C30 

score is considering definitive deterioration if the score decreases by more than 10 points as 

compared with the score at baseline, without later improvement superior to 10 points as 

compared with baseline or if the patient dropped out of the study resulting in missing data. 

Thus, TUDD for Quality of Life scores is defined as the time from randomization to the first 

observation of a definitive deterioration of QLQ-C30 score or death. Depression is assessed 

with the HADS scale (Hospital Anxiety and Depression Scale). HADS is aimed to detect 

anxiety and depressive disorders. It contains 14 items graduated from 0 to 3: 7 items in 

relation with anxiety (score A) and 7 items in relation with depression (score D). The 

maximum note of each score is 21. The number of patients treated with chemotherapy in 

their last 30 days before death will be recorded. PC visits will be performed by PC physicians. 

In both arms, the content of PC visits will be described through a specific check-list filled by 

the PC physician after each visit. The number of patients whom advanced directives are 

identified in medical records will be recorded. 

 

Patient selection criteria 

Inclusion criteria 

Patients must: 

-� Have an upper gastrointestinal metastatic cancer pancreatic, biliary tract or 

gastric (including junctional Siewert 2 and 3 cancers) cancers. 

-� Be aged 18 or older 

-� Have an Eastern Cooperative Oncology Group performance status ≤2 

-� Be planned for treatment with first-line chemotherapy    

-� Have a life expectancy of greater than 4 weeks 

-� Have a good understanding of French language   

-� Have an health insurance coverage 

-� Have signed and dated a written informed consent  

Exclusion criteria 

Patients identified with any of the following conditions or characteristics are excluded from 

the study: 

-� Locally advanced cancer   

-� Junctional Siewert 1 esogastric cancer   

-� Gastric or junctional esogastric cancer with dysphagia m 

-� Gastric or junctional esogastric cancer with unknown or positive HER2 status  

-� Compression of the biliary tract without any bypass procedure 

 

Study description  

Intervention (figure 1) 

Medical oncologists are in charge of the patient for CT administration and for supportive 

care, in accordance with professional practices. PC specialists are in charge of PC/EPC visits. 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In the standard arm (CT alone), a PC visit can be performed, anytime, if needed. In the 

experimental arm (CT + EPC), 5 PC visits are scheduled. The first visit (V1) will be scheduled 

within the first 3 weeks after randomization. V2, V3, V4, and V5 visits will be scheduled every 

month. The content of each of the 5 PC visits will be described by the PC physician, by filling 

a specific check-list built by PC physicians. Briefly, the latter will focus on the following items: 

�� Discussion with the patient focusing on its understanding of its disease, its treatment, 

and the palliative care process 

�� Evaluation of clinical status and symptoms 

�� Evaluation of psychological status 

�� Evaluation of the social environment including its way of living 

�� Stakeholder needs : psychologist, physiotherapist, dietician, social worker … 

�� Caring for the patient and his 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 is left to the choice of the each investigator, but should refer to 

national or international guidelines. If, for any reasons (toxicity, disease progression, or 

deterioration of health status), CT is stopped, the patient remains in the study.  

Data collection 

At baseline, before randomization, patients have to fill the EORTC-QLQ-C30 and the HADS 

questionnaires. During the study, the EORTC-QLQ-C30 and the HADS questionnaires have to 

be filled by patients every 8 weeks since randomization. Then, 24 weeks after 

randomization, the EORTC-QLQ-C30 questionnaire only has to be filled by patients, every 8 

weeks until the end of the study. In both arms, the number of PC/EPC visits performed will 

be collected. The number of patients whom advanced directives are identified in medical 

records will be recorded. 

 

Statistical considerations  

Three hundred eighty-one (381) deaths are required to show with an 80%-power a 

significant difference in OS curves if there is an absolute difference of 10% in one-year OS 

(40% vs 50.3%, HR=0.75; two-sided alpha=5%, logrank test), assuming proportional hazards 

over time. Assuming an exponential distribution of survival time, with accrual duration of 3 

years, a 1 year minimum follow-up and a final analysis at 4 years, it is necessary to 

randomize 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 when approximately 190 

deaths are observed (which is expected to occur 27 months since 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 de Mets alpha-spending function,[11] with an O’Brien Fleming efficacy stopping 

rule.[12] No futility analysis is planned as the proportional hazards assumption may not be 

respected, with possibly a larger treatment effect with longer follow-up than in the first part 

of the survival curves. The interim analysis will also evaluate whether the sample size of the 
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EPIC trial should be increased, considering the observed OS curve in the control group.  

OS curves will be estimated using Kaplan-Meier method. After check of proportional hazards 

assumption, the treatment effect of the experimental arm compared to the control arm in 

terms of OS will be based on the estimation of the Hazard Ratio of death in a Cox model (HR-

death, based on the comparison of the OS curves between the two treatment groups), 

tested against the null hypothesis of no treatment effect using a logrank test with a two-

sided alpha of 5%. The proportional hazards assumption underlying the HR estimate in Cox 

models will be evaluated, using graphic methods and models including interaction with time. 

Appropriate methods for treatment effect estimates will be used if the proportional hazard 

assumption appears violated or questionable (use of restricted mean survival as published 

by Royston and Parmar.[13] Heterogeneity of treatment effect by the stratification factors 

will be evaluated using forest plots and interaction tests. The main analysis will be 

performed on the intention-to-treat dataset, including data of all patients in the treatment 

group allocated by randomization until their last follow-up visit. A sensitivity analysis is also 

planned on the per protocol dataset where patients in the standard arm who got more than 

a PC visit within the first 6 months of treatment since randomization will be censored at the 

date of their second PC visit, and patients in the interventional arm who actually got less 

than 5 EPC visits within the first 6 months since randomization will be censored at the date 

of first missing EPC visit. One year survival rates with their 95% confidence interval will also 

be estimated and compared, both on the intent-to-treat and per protocol datasets. 

Quality of life will be analyzed according to EORTC manual recommendations. For each 

dimension, patients with at least one score are included in the analysis. Patients without 

follow-up QLQ-C30 score are censored just after baseline. Patients without baseline are 

censored at baseline. TUDD curves for both arms are calculated using the Kaplan-Meier 

method and described using median and 95% confidence interval.  

An Independent Data Monitoring Committee will meet when the results of the planned 

interim analysis are available (i.e. when 190 patients will be dead) to review the results of 

the first efficacy interim analysis, and to re-estimate the sample size if the baseline overall 

survival rate differs from the protocol assumptions.  

 

 

ETHICS AND DISSEMINATION 

 

Ethical considerations  

This clinical trial is being conducted in accordance to the Declaration of Helsinki [14] or the 

laws and regulations of the country, whichever provides the greater protection to the 

patient. The study follows the International Conference on Harmonization E6 Guideline for 

Good Clinical Practice, reference number CPMP/ICH/135/95.[15] 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 independent data 
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monitoring committee for the trial will be set, in order 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, April 4th, 2016).  

 

Dissemination 

The study is registered in clinicaltrials.gov (NCT02853474).The protocol and the trial results, 

even inconclusive, will be presented at international oncology congresses, and published in 

peer-reviewed journals.  

 

Trial financing  

This study is supported by unrestricted public grants from Conseil Régional du Nord Pas-de-

Calais and from caregivers Ligue National contre le Cancer.  

 

 

DISCUSSION 

 

This EPIC trial set up in September 2016. It is a randomized trial primarily designed to detect 

an OS benefit with EPC in addition to standard oncologic care over standard oncologic care 

only, in patients with metastatic upper GI cancer. The design of EPIC differs from the one of 

the seminal trial from Temel and colleagues,[5] which demonstrated first that EPC not only 

improves quality of life (the primary objective of their trial) but may also improve OS (a 

secondary objective) in patients with advanced cancers.  

One may argue that the main motivation of many oncologists to engage with EPC surely is to 

enhance the quality of life of their patients throughout the whole cancer journey. This is 

precisely what did Temel et al.[5] With the choice of OS as the primary endpoint of EPIC, as 

we did, there is a theoretical danger that if this study does not meet its OS endpoint it will be 

interpreted as meaning that EPC has “failed” and should be discarded. Our point is clearly 

different. Our country has a strong culture of integrating PC into oncology services. However 

despite efforts of many PC professionals, PC is frequently offered to patients at a late stage 

of their metastatic disease. Some components of PC visit such as visits with a dietician 

and/or with psychologists are usually offered at an earlier stage, but maybe not as 

systematically as it should be. With 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, stricto 

sensu sometime before the concept of EPC be implemented in our country. Furthermore, 

the benefit of EPC has not been validated yet in the population of patient with metastatic 

upper GI cancers. Obviously, 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 co-morbidities as well as their treatment-related symptoms are also different. The 

difference in terms of reduction of risk of death (-25%) that we had chosen for primary 
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outcome derived from one reported by Temel et al. (-40%) in the setting of metastatic lung 

cancers.[5] Reducing this expected reduction of risk of death to 25% should lower the 

theoretical danger that this study does not meet its OS endpoint. 

In the Temel’s trial, the content of the EPC package,[10] in fact rather vague, was adapted 

from American guidelines for the palliative care visits.[6] There are no such 

recommendations in our national context. In order to overcome this, PC specialists have 

built a check-list of all 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 the description of the whole EPC/PC package. At the end, the 

material we will collect in that setting should help us in drafting guidelines for PC in France. 

To conclude, we expect that this study will lead to an earlier integration of PC in oncologic 

care of metastatic GI cancers. 
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FIGURE LEGEND 

 

Figure 1 – Study design 
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3. SYNOPSIS 

See attached documents. 

 
 

 

4. BACKGROUND AND RATIONALE OF THE STUDY 

Medical care in the metastatic setting 

Medical oncology is aimed to increase patient’s survival, even at metastatic stages, in addition to 
disease-related and treatment-related symptoms. However, providing palliative care (PC) which 

includes symptoms management, nutritional support, psychosocial support, as well as assistance on 

end-of-life preferences, may be as important as survival issues to improve quality of life in such 

setting. In France, PC has been traditionally offered late, at end-life stage, although the World Health 

Organization recommends providing PC as earlier as possible in the course of the disease, in order to 

increase quality of life [1]. 
 

Palliative care 

Decades ago, PC services were initiated in France in order to provide a medical alternative to the use 

of questionable medical practices regarding the end of life period: abandonment, euthanasia, and 

inappropriate aggressive therapy. According to the French society of palliative care (Société Française 

d’Accompagnement et de Soins Palliatifs, 1996) [2], PC is an approach aimed to provide active care, 

in a holistic approach to the person with a serious, progressive or terminal illness. The objective of PC 

is to relieve pain and other distressing symptoms, but also to take into account the psychological, 

social and spiritual suffering. PC offers an interdisciplinary support system to help patients and their 

relatives [2]. As mentioned previously, PC has been in France (but also in the US) [3] usually offered 

late, at end-life stage. Actually, PC access became a Right guaranteed by the Law, for patients and 

their families in 1999 (Kouchner law and 1st Program for PC implementation in 1999-2001) [4]. This 

context should explain why even nowadays, PC often means « end of life » not only for the lay-man 

for the general public but also for caregivers, and some doctors.  

The last World Health Organization (WHO) recommendations are less restrictive than the rather dated 

1996 French recommendations, as it is stated that PC should be offered as earlier as possible in the 

course of the disease, in order to increase quality of life, and to positively influence the course of 

illness [1]. The World Health Organization 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 or radiation therapy, and includes those investigations needed to better understand 

and manage distressing clinical complications [1]. 
 

The concept of Early Palliative Care (EPC) 

In a recent randomized study, 151 patients with newly diagnosed metastatic non–small-cell lung 

cancer were randomized to receive either early PC (EPC) integrated with standard oncologic care or 

standard oncologic care alone (Temel JS, N Engl J Med 2010) [5]. It was hypothesized that patients, 

who received EPC, compared with patients who received standard oncologic care only, would have a 

better quality of life (primary endpoint). The first visit with the PC service set up within the first 12 

weeks, and the median number of visits in the EPC group was 4. In this study, the authors referred to 

the recommendations of the National Consensus Project for Quality Palliative Care [6].  Among 

patients with metastatic non–small-cell lung cancer, EPC led to significant improvements in quality of 
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life. In addition, EPC led to significant improvements in mood, as well as in overall survival (median 

survival, 11.6 vs. 8.9 months; HR=0.60, p = 0.02)), despite less aggressive end-of-life care [5]. 

Following the publication of Temel et al. [5], the American Society of Clinical Oncology recommends 

nowadays that “combined standard oncology care and PC should be considered earlier in the course 
of the illness for any patient with metastatic cancer….” [7]. However, it is clear that a gap exists (not 

only in France) between this recommendation and current practice, and that there is no consensus on 

how early PC should integrated in oncologic services, even though an underpowered small 

randomized trial reported recently an insignificant better survival favoring early versus delayed (3 

months later) initiation of PC [3]. 

The results of study of Temel et al. [5], although formally restricted to the field of metastatic non-

small-cell lung cancers, have modified the perception of many oncologists about the objectives of PC. 

However, additional clinical studies should be done before considering EPC as an additional survival 

input in other advanced malignancies. 
 

Metastatic upper gastrointestinal cancers 

The median survival of metastatic upper gastrointestinal (GI) cancers such as pancreatic cancers, 

gastric cancers, and biliary tract cancers did not exceed 10-11 months, which is as poor as reported 

with metastatic lung cancers. Standard of care in the metastatic setting in upper GI cancers are 

described in ad hoc French guidelines, i.e.: “Thésaurus National de Cancérologie Digestive” [8]. 
Briefly, standard of care in metastatic pancreatic cancer in the first-line setting lies on the combination 

of fluorouracil, irinotecan, and oxaliplatin (folfirinox regimen) for patients without any cholestasis and 

in good performance status, and on gemcitabine monotherapy. In metastatic biliary tract cancers, 

standard of care in terms of chemotherapy lies on gemcitabine-based regimen (gemcitabine 

monotherapy, gemcitabine plus cisplatin, or gemcitabine plus fluorouracil). Besides HER2 positive 

metastatic gastric/esogastric patients who present with much better prognosis, and should be treated 

with trastuzumab-based regimen, most of patients with metastatic HER2 negative patients (IHC + or 

IHC ++ with negative fish/sish) have poor prognosis, with similar survival rates than patients with 

other upper GI malignancies. In that setting, several regimens may be offered to patients, such as the 

following: Folfox, EOX/ECX, Folfiri, LV5FU2-cisplatin, Capecitabine-platinum salt or docetaxel-based 

regimen ...) [8]. Several experimental treatments (antiangiogenics, met inhibitors, modulators of 

immune check points, etc...) are currently tested in metastatic gastric/esogastric cancers, but these 

treatments are restricted to patients in good health condition who accept to participate to clinical 

trials, and none have yet produced meaningful survival benefit in the first-line setting. 

To summarize, therapeutic progresses in the setting of metastatic upper GI cancers are infrequent, 

and often modest. Providing an extra survival benefit for these patients with EPC, may contribute to 

deeply modify the practice of care of oncology in France. 
 

Why did we choose OS as the primary endpoint of this trial? 

One may argument that the main motivation of oncologists to engage with EPC surely should be to 

enhance the quality of life of their patients throughout the whole cancer journey. This is precisely 

what did Temel et al. [5]. Moreover, there is a theoretical danger that if this study does not meet its 

OS endpoint it will be interpreted as meaning that EPC has “failed” and should be discarded.  
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Our point is clearly different. Our country has a strong culture of integrating PC into oncology 

services. However despite efforts of many PC professionals, PC is frequently offered to patients at a 

late stage of their metastatic disease. Some components of PC visit such as visits with a dietician 

and/or with psychologists may be offered at an earlier stage, but maybe not as systematically as it 

should be. 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 be implemented in our country. Furthermore, and stricto sensu, 

the benefit of EPC has not been validated yet in the population of patient with metastatic upper GI 

cancers. Obviously, 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 co-morbidities as 

well as their treatment-related symptoms are also different. The difference in terms of reduction of 

risk of death (-25%) that we had chosen for primary outcome derived from one reported by Temel et 

al. (-40%) in the setting of metastatic lung cancers [5]. Reducing this expected reduction of risk of 

death to 25% should lower the theoretical danger that this study does not meet its OS endpoint. 

Finally, as we believe that quality of live is also an important goal in the setting of metastatic upper GI 

cancers, and as we anticipate that EPC may have a positive effect in lowering the quality of life 

degradation, we add to the classical QLQC30 questionnaire, the study of Time Until Definitive 

Degradation (TUDD) of Quality of Life. 

 

5. OBJECTIVES 

5.1. Primary objective 

 Efficacy in term of overall survival (intent-to-treat analysis) 
 

5.2. Secondary objectives 

 Efficacy in term of 1-year survival (intent to treat and as per protocol analysis) and overall 

survival (as per protocol analysis) 

 Patient-reported outcomes (Quality of life, depression and anxiety, …) 
 TUDD (Time Until Definitive Deterioration) for Quality of Life  

 Number of patients on chemotherapy, in their last 30 days of life 

 Description of the content of Palliative Care (PC) 

 

6. STUDY DESIGN 

6.1. Overview 

This prospective, randomized, open-label and multicenter phase III study is aimed to estimate the 

survival benefit of Early Palliative Care (EPC) combined with standard oncology care (including first-

line chemotherapy) (experimental arm) over standard oncology care only (standard arm), in patients 

with metastatic upper gastrointestinal cancers (gastric cancer, pancreatic cancer, biliary tract 

cancers). Patients will be stratified by minimization according to: 

- center,  

- performance status (0-1 versus 2),  

- localization (esogastric/gastric, pancreas, and biliary tract). 
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6.2. Inclusion criteria 

 Patients with an upper gastrointestinal metastatic cancer: pancreatic, biliary tract or gastric 

(including junctional Siewert 2 and 3 cancers) cancers.  

 NB: Esogastric junctional cancers with dysphagia and/or gastric/esogastric cancers with 

 unknown or positive HER2 status are not eligible.  

 Patients planed to be treated with first-line chemotherapy for metastatic disease.  

 Age ≥ 18 years 
 Life expectancy ≥ 1 month 

 Performance status (OMS) ≤ 2 

 Good understanding of French language 

 Signed and dated informed consent 

 Patients covered by government health insurance 
 

6.3. Non inclusion criteria 

 Locally advanced cancer 

 Junctional Siewert 1 esogastric cancer  

 Gastric or junctional esogastric cancer with dysphagia 

 Gastric or junctional esogastric cancer with unknown or positive HER2 status (IHC: +++ or IHC 

++ and FISH/SISH +) 

 Compression of the biliary tract requiring a bypass 

 Patients included in a clinical trial with an anticancer agent 

 

6.4. Patient enrolment 

The following procedures should be performed before the registration of the patient: 

 Informed consent leaflet should be signed by both patient and investigator before starting any 

study procedure ; 

 All selection procedures should be performed as per protocol ; 
 

A randomization request form is to be filled in by the investigator in order to ensure that the patient 

meets ALL the selection criteria. BEFORE STARTING TREATMENT, the investigator must fax the 

randomization request form to the Sponsor:        

Clinical Research Integrated Unit / Sponsor Unit 

Centre Oscar Lambret – Lille - France 

Tel: 33 (0)3 20 29 59 18 - Fax: 33 (0)3.20.29.58.96 
 

After checking all the inclusion and non-inclusion criteria, an identification number will be allocated to 

the patient. This number will then be retained for the whole duration of the trial. A confirmation of 

inclusion and the arm to which the patient has been randomly assigned will be sent to the 

investigator.  
 

After patient registration, the patient identification number and treatment arm allocated will be 

retained within the study even if the patient is withdrawn from the study before the first study drug 

administration. 
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6.5.  Withdrawal from study 

The study will continue until one of the following applies: 

 Patient’s choice 

 Investigator’s decision 

 Sponsor’s decision  

 Patient’s death 

 AT ANY TIME DURING THE STUDY TREATMENT:  

- Patient’s death should be immediately notified to the sponsor in order to plan 
the interim analysis. 

 

7.  ENDPOINTS 

7.1. Primary endpoints 

- Overall survival (as intent-to treat analysis) 

The overall survival is defined as the time between the date of randomization and the date of death, 

whatever the cause.  
 

7.2. Secondary endpoints 

a. One year survival rate (intent-to treat and per protocol analyses), and overall 

survival (per protocol analysis) 

One year survival rates with their 95% confidence interval in both intent-to-treat and per protocol 

analyses, as well as OS curves in per protocol analysis will be given. 
 

b. Quality of life 

The Quality of Life is assessed with the QLQ-C30 questionnaire at baseline, 8and 16 weeks after 

inclusion, as well as every 8 weeks thereafter.  

The QLQ-C30 by EORTC (European Organization for Research and Treatment of Cancer) measures 

the quality of life of patients suffering from cancer. It includes 30 items with measure the overall 

quality of life, physical conditions, and limits to the ability to carry out everyday activities, cognitive, 

emotional and social functioning and the appearance of symptoms frequently associated with cancer 

or its treatment. The participants reply on a scale of one to four (not at all, a little, quite a lot, a lot) 

or seven points (from 1 – very bad – to 7 – excellent).  
 

c. Depression assessed with the HADS score 

The depression is assessed with the HADS scale (Hospital Anxiety and Depression Scale) at baseline, 

and then 8 and 16 weeks after inclusion.  

HADS is a tool which detects anxiety and depressive disorders. It contains 14 items graduated from 0 

to 3: 7 items in relation with anxiety (score A) and 7 items in relation with depression (score D). The 

maximum note of each score is 21. 
 

d. TUDD (Time Until Definitive Deterioration) 

For each dimension, QLQ-C30 score is considering definitive deterioration if the score decreased by 

more than 10 points as compared with the score at baseline, without later improvement superior to 10 
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points as compared with baseline or if the patient dropped out of the study resulting in missing data. 

Thus, TUDD for Quality of Life scores was defined as the time from randomization to the first 

observation of a definitive deterioration of QLQ-C30 score or death. Median TUDD and 95% 

confidence interval are given for both arms. 
 

e. Presence or lack of advanced directives  

The number of patients whom advanced directives are written in their medical records will be 

recorded. 
 

f. Actual contain of PC visits  

A PC visit is a visit done by a PC physician. Any kind of visits done by other professionals (i.e: 

dieticians, nurses, social workers, psychologists, pain specialists, etc.) IS NOT a PC visit. 
 

In both arms, some specific items will be collected: 

 Actual number of PC visits within the first six months since randomization 

 Actual timing of PC visits within the first six months since randomization 

 Total number of PC visits until death 
 

Only in Arm B (interventional arm), the content of each PC visit will be described by the PC physician 

at the end of the visit, by filling a specific check-list (Cf. appendix 3) built by an ad hoc working-group 

of PC physicians. Briefly, the latter will focus on the following items: 

 Discussion with the patient focusing on its understanding related to its disease, its treatment, 

and the palliative care process. 

 Evaluation of clinical status and symptoms 

 Evaluation of psychological status 

 Evaluation of the social environment including its way of living 

 Stakeholder needs : psychologist, physiotherapist, dietician, social worker … 

 Caring for the patient and his family 

 Discussion about the identification of the “person of trust” and about advanced directives 

 Coordination and continuum of care 
 

g. Chemotherapy in the last 30 days before death 

The number of patients treated with chemotherapy in their last 30 days before death will be recorded. 

 

8. EVALUATION ASSESSMENT 

8.1. Baseline assessment (T0) 

Patients are included by a medical oncologist within 4 weeks after the diagnosis disclosure. 

For each patient, before randomization (T0):  
- EORTC-QLQ-C30 questionnaire 
- HADS questionnaire 

 

8.2. Assessment during study procedure 

For both arms (Arm A and Arm B): 

- every 8 weeks (T3 and T5) : EORTC-QLQ-C30 questionnaire and HADS questionnaire 
 

For Arm B only: 
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- every 4 weeks (T1, T2, T3, T4, T5): PC visit  
The content of each PC visit will be described by the PC physician at the end of the visit, by filling a 
specific check-list (Cf. appendix 3: PC grid): 

 Discussion with the patient focusing on its understanding related to its disease, its treatment, 
and the palliative care process. 

 Evaluation of clinical status and symptoms 
 Evaluation of psychological status 
 Evaluation of the social environment including its way of living 
 Stakeholder needs : psychologist, physiotherapist, dietician, social worker … 
 Caring for the patient and his family 
 Discussion about the identification of the “person of trust” and about advanced directives 
 Coordination and continuum of care 

 

8.3.  Follow-up assessment (after 24 weeks) 

For both arms (Arm A and Arm B), every 8 weeks until the end of the study 

- EORTC-QLQ-C30 questionnaire 
 

9.  STUDY DESCRIPTION 

9.1.  Scheme   

See appendix 2. 
 

9.2. Chemotherapy  

The choice of first-line CT is left to the choice of the each investigator, but should refer to regional, 

national or international guidelines. 

The treatment begins within 10 days after the inclusion of the patient. If, for any reasons (toxicity, 

disease progression, or deterioration of health status), the first-line CT has to be stopped, the patient 

remains in the study. 
 

9.3. Study arms 

a. Arm A: CT alone (standard arm) 

The medical oncologists (or gastroenterologist physician) are in charge of the patient for 

chemotherapy administration, and for the management of symptoms related to the disease and/or the 

treatment, in accordance with professional practices.  

If needed (any time), a PC visit could be performed.  
 

b. Arm B: CT + EPC (Early Palliative Care) (interventional arm) 

Again, medical oncologists (or gastroenterologist physician) are in charge of the patient for CT 

administration, and for the management of symptoms related to the disease and/or the treatment, in 

accordance with professional practices. In addition, PC visits will be scheduled. 
 

PC visits at times T1, T2, T3, T4 and T5: PC visits will be performed by a PC physician.  

The first visit (T1) will be scheduled within the first 3 weeks after randomization. The following visits 

(T2, T3, T4, T5) will be scheduled approximately every month. At best, these visits will be organized 

at the same time as standard medical oncology visits.  

All these visits will be recorded (cf. §15 annex 2). 
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If needed, a dedicated visit could be scheduled with other professionals (i.e.: dieticians, nurses, social 

workers, psychologists, pain specialists, etc.) but will not be considered as a PC visit. 
 

NB: There is no equivalent in the French context to the recommendations of the National Consensus 

Project for Quality in Palliative Care [6]. Therefore, in our study, the content of each PC visit will be 
described by the PC physician at the end of the visit, by filling a specific check-list (built by an 
ad hoc working-group of PC physicians). 
 

9.4. Concomitant treatment 

Non-authorized treatment 

None 

Authorized treatment 

Any therapy deemed to be necessary for the patient’s well-being. 

All concomitant prescription will be documented in the eCRF. 

 

10. PATIENT’S SAFETY AND SAFETY REPORTING 

Only adverse events related to clinical research (PC visits, questionnaires) will be collected in the eCRF 

according to CTCAE version 4.0. 
 

10.1. Definition  

An adverse event (AE) is defined as any untoward medical occurrence in a patient or clinical trial 

subject and which does not necessarily have a causal relationship with this clinical investigation. 

A serious adverse event (SAE) is defined as any AE which results in death, is life-threatening, 

results in persistent or significant disability / incapacity, requires or prolongs patient hospitalization, is 

a congenital anomaly / birth defect.  

The following events do not have to be reported as SAE:  

- Hospitalization planned before the beginning of the trial and/or planned by the protocol;  

- Hospitalization in accordance with standard procedures of the site;  

- Hospitalization for pre-existing conditions in absence of worsening;  

- Hospitalization or prolonged hospitalization for administrative or social reasons, in absence of an AE.  

An event which is part of the natural course of the disease (i.e. progressive disease or hospitalization 

related to progressive disease) or related without doubt to a concomitant treatment (chemotherapy) 

should not be reported as a SAE.  

However, AT ANY TIME DURING THE STUDY TREATMENT, patient’s death whatever the 
cause should be immediately notified to the sponsor in order to plan the interim analysis. 
 

10.2. Investigator’s responsibilities 

The investigator must evaluate for each adverse event reported during the study:  

 its seriousness  

 its causal relationship with the clinical investigation.  
 

- Notification to the sponsor of serious adverse events (SAE)  

In the event of the occurrence of any SAE between signature of informed consent form and the end 

of the 28-day follow up period after last sampling, the Investigator informs the Sponsor’s Safety Desk 
immediately, i.e. within 24 hours of awareness of the event(s) by e-mail or by fax. 
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Clinical Research Unit – Sponsor Unit - Safety Desk 

Tél. : 03 20 29 59 18 - Fax : 03 20 29 58 96 

E-mail: vigilanceEC@o-lambret.fr  
 

- Follow-up of SAE  

The investigator has to follow each SAE until its resolution and to transmit follow-up information 

(detailed description and a final evaluation of the case, including copies of hospital reports, autopsy 

reports, or other relevant documents) to the Sponsor’s Safety Desk.  

The investigator has to answer to additional information requested by the Sponsor’s Safety Desk or 
the monitor.  
 

10.3. Sponsor’s responsibilities  
- Determination of expectedness/unexpectedness of SAE  

Expected Serious Adverse Events  

The risk for apparition of Expected Serious Adverse Events related to study procedures is low. 

Unexpected Serious Adverse Events (SUSAR)  

Suspected Unexpected Serious Adverse Events are all adverse events not listed above. Nevertheless, 

all expected adverse event which differs on intensity, evolution or frequencies will be considered as 

unexpected.  
 

- Recording of vigilance data and immediate reporting of Suspected Unexpected Serious 

Adverse Events (SUSAR)  

The sponsor will update and store all vigilance data regarding the study. He will also notify all 

Suspected Unexpected Serious Adverse Events to regulatory authorities (National Competent Authority 

and Ethic Committee) and inform all investigators, in accordance with applicable laws and regulations.  
 

- Periodic Safety Reports  

The Sponsor will prepare and submit appropriate periodic safety reports to regulatory authorities 

(National Competent Authority and Ethic Committee), in accordance with applicable laws and 

regulations. 

 

11. STATISTICAL ANALYSIS AND SAMPLE SIZE 

11.1.  Sample size 

Three hundred eighty-one (381) deaths are required to show an absolute difference of 10% in one 

year overall survival (40% vs 50.3%, HR=0.75; two-sided alpha=5%) with an 80%-power, 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 at 4 years, it is necessary to 

randomize 480 patients (240 in each group), corresponding to an accrual of 13 patients per month. 

This calculation takes into account a yearly 2% loss to follow-up rate. An interim analysis is planned 

when approximately 190 deaths are observed (which is expected to occur 27 months since 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 de Mets alpha-spending function, with an O’Brien Fleming efficacy stopping rule).  
Patients will be stratified by minimization technical according to: 

- Center 
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- Performance status (0-1 versus 2) 

- Tumor location (esogastric or gastric versus pancreas versus biliary tract) 

 

As the expected baseline overall survival is uncertain in the control group, the sample size will be re-

estimated at the interim analysis, blinded to the observed effect size 
 

11.2. Statistical analysis 

Baseline characteristics will be presented as summary tables. Categorical variables will be presented 

as frequencies and percentages. Continuous variables will be presented as medians (range) and 

means (standard deviation) if justified. Missing data will be indicated.  

Overall survival corresponds to the time interval between date of randomization and date of death. All 

causes of deaths are considered as events. Patients alive at cut-off date are censored at that date. 

 

After check of proportional hazards assumption, the treatment effect of the experimental arm 

compared to the control arm will be based on the estimation of the Hazard Ratio of death in a Cox 

model (HR-death, based on the comparison of the OS curves between the two treatment groups), 

tested against the null hypothesis of no treatment effect using a logrank test with a two-sided alpha 

of 5%. 

The proportional hazards assumption underlying the HR estimate in Cox models will be evaluated, 

using graphic methods and models including interaction with time. Appropriate methods for treatment 

effect estimates will be used if the proportional hazard assumption appears violated or questionable 

(use of restricted mean survival as published by Royston and Parmar). 

 

Heterogeneity of treatment effect by the stratification factors will be evaluated using forest plots and 

heterogeneity tests. 

 

The main analysis will be performed on the intention-to-treat dataset, including all patients included 

the treatment group allocated by randomization until their last follow-up visit. 

 

A sensitivity analysis is also planned on the per protocol dataset where patients in the standard arm 

who got more than a PC visit within the first 6 months of treatment since randomization will be 

censored at the date of their second PC visit, and patients in the interventional arm who actually got 

less than 5 PC visits within the first 6 months since randomization will be censored at the date of first 

missing PC visit. 

 

Quality of life will be analyzed according to EORTC manual recommendations. 

 

TUDD is defined as the time interval between date of randomization and date of first definitive 

deterioration or death. For each dimension, patients with at least one score are included in the 

analysis. Patients without follow-up QLQ-C30 score are censored just after baseline. Patients without 

baseline are censored at baseline. TUDD curves for both arms are calculated using the Kaplan-Meier 

method and described using median and 95% confidence interval. 
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The IDMC will meet when the results of the planned interim analysis are available (i.e. when 190 

patients will be dead) to review the results of the first efficacy interim analysis, and to re-estimate the 

sample size if the baseline overall survival rate differs from the protocol assumptions. No futility 

analysis is planned as the proportional hazards assumption may not be respected, with possibly a 

larger treatment effect with longer follow-up than in the first part of the survival curves 
 

11.3. Data management 

Data Management will be undertaken by the data management team of the North-West Cancéropôle 

Data Treatment Centre situated in Caen, France at the François Baclesse Cancer Centre, where the 

database will be located.  

A trial-specific database will be created, tested and validated before the start of data capture. This 

database will be developed using Clinsight (ENNOV), which is a software package designed for the 

overall management of clinical studies, and which meets the regulatory requirements for clinical trials. 

A data validation plan will be developed and will describe in detail the checks to be performed for 

each significant variable and a list of obvious authorized corrections.  

The essential data necessary for monitoring the primary and secondary endpoints will be identified 

and managed at regular intervals throughout the trial in collaboration with the coordinator and the 

COL Sponsorship Unit.  

The electronic case report forms (eCRF) will be subjected to data entry at each investigator site. 

The data will be monitored by the team responsible for data management by using the error 

messages from validation programs. Obvious errors will be corrected. Other errors, omissions or 

inconsistencies will be listed on data correction forms (DCF) to be sent to the medical investigator for 

resolution. When the UMB receives the medical investigator’s reply, the corrections will be included in 
the database. A statistical data analysis plan will be established in collaboration between the data-

management, the Sponsorship Unit and the trial coordinator.  

The database will be frozen after final quality control, and then exported to the STATA statistical 

software by an automated and validated procedure. 

  

12. LEGAL AND ETHICAL ASPECTS 

This clinical trial will be conducted in accordance with the protocol, the ethical principles laid down by 

the 18th World Medical Assembly (Helsinki, 1964) and all applicable amendments laid down by the 

World Medical Assemblies; the International Conference on Harmonization (ICH) consolidated 

Guideline E6 for Good Clinical Practice (CPMP/ICH/135/95), and all applicable laws and regulations. 

Τhis clinical trial will be recorded in the public registry website clinicaltrials.gov before the enrollment 
of the first patient. The registry will contain basic information about the trial sufficient to inform 

interested patients (and their healthcare practitioners) how to enroll in the trial. 
 

12.1. Investigator's responsibilities 

The principal investigator of each concerned center undertakes to manage the clinical trial in 

accordance with the protocol approved by the local ethic committee and the national competent 

authority. The investigator must not make any modification to the protocol without the sponsor's 
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authorization and without the local ethic committee and the national competent authority approving 

the proposed modifications. 

The investigator is responsible: 

- for providing the sponsor with his/her curriculum vitae, along with those of his/her co-

investigators, 

- for identifying the members of his/her team who are to take part in the trial and for defining their 

responsibilities, 

- for initiating patient recruitment after receiving the sponsor's authorization, 

- for making all necessary efforts to include the required number of patients, within the limits of the 

defined enrolment period. 
 

Each investigator is responsible: 

- for obtaining informed consent, personally dated and signed by the patient, prior to any trial-

specific selection procedure, 

- for regularly updating the case report forms (CRF) for each patient included in the trial and for 

providing the Clinical Research Associate (CRA) with direct access to the source documents to 

validate the CRF data,  

- for dating, correcting and signing any CRF corrections for each patient included in the study, 

- for welcoming regular visits from the CRA and, if applicable, those of auditors mandated by the 

sponsor, or by regulatory authority inspectors. 
 

The study will be conducted in accordance with the protocol. Study personnel involved in conducting 

this trial will qualified by education, training and experience to perform their respective task(s).   

All documentation relative to the study (protocol, consent forms, CRF, investigator’s files, etc…) along 
with original documents (laboratory results, x-ray, consultation reports, clinical examinations reports, 

etc.) must be kept in a safe place and considered confidential. 

The investigator is responsible for data archiving in accordance with current legislation. The latter 

must keep the data along with a patient identification list, for at least 15 years after the end of the 

study.  
 

12.2. Ethic Committee  

The clinical study protocol, along with its various amendments, is submitted by the study sponsor, or 

its representative, to an ethic committee according to the national legislation. 
 

12.3. Participant information and consent 

Prior to performing biomedical research on an individual, the latter's voluntary written informed 

consent must be obtained, after having been informed of the aims of the research, of the progress 

and duration of the study, of the potential study benefits, risks and requirements of the study, along 

with the type of product under study and the opinion given by the local ethic committee and the 

national competent authority. 

The consent form must be personally dated and signed by the patient and investigator, or by the 

physician representing the investigator (original filed by the investigator, a copy shall be issued to the 

patient or his/her legal representative). 
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The rights safety and well-being of the trial patients are the most important considerations and should 

prevail over interests of science and society.  

The patient information sheet will include all elements required by ICH, GCP and applicable regulatory 

requirements.  

The investigator or his/her designee must provide the patient with a copy of the consent form and 

written full information about the study in a language that is non-technical and easily understood. The 

investigator should allow enough time for the patient or his/her legally acceptable representative to 

inquire about the details of the study. Then, the informed consent must be freely signed and 

personally dated by the patient and by the person who conducted the informed consent discussion 

before the beginning of the study. The patient should receive a copy of the signed informed consent 

and any other written information provided to the patient prior to participation in the trial.  

During his/her participation in the trial, any updates to the consent form and to the written 

information will be provided to the patient.  

If a new consent needs to be obtained from the patients, the investigator or his/her designee should 

inform the patient of any new information relevant to his/her willingness to continue participation in 

the study before obtaining the written consent.   
 

12.4. Patients Committee 

The protocol will be examined by the Patient Committee of the National League against Cancer 

(LNCC) paying particular attention to the quality of the information letter, the availability of a 

treatment and monitoring plan and suggestions for measures to improve the comfort of the patients. 
 

12.5. Independent Data Monitoring Committee (IDMC) 

An independent data monitoring committee (IDMC) for the trial will be established in order to 

guarantee protection of the patients, to ensure that the trial is conducted in an ethical fashion, to 

evaluate the risk/benefit ratio of the trial by reviewing the scientific results during the trial. In fact, the 

IDMC will meet when the results of the planned interim analysis are available (i.e. when 190 patients 

will be dead) to confirm or not the statistical hypotheses. This committee will be composed of a 

medical oncologist in charge of gastrointestinal oncology, a biostatistician and a PC physician. 
 

12.6. Confidentiality 

In accordance with the Public Health Code, the investigators and all individuals are required to 

collaborate in the study shall be held to professional secrecy concerning, in particular, the nature of 

the products used, the study itself, the test subjects and the results obtained. The investigator must 

ensure that his/her patients remain anonymous. The investigator shall keep a confidential patient 

identification list. 
 

12.7. Archiving 

The archiving of all study relevant documents at the trial site, at the trial offices and the coordinating 

investigator's site will be handled according to the requirements of the ICH-GCP, the EU Commission 

Directive 2005/28/EC of 8th April 2005 and national laws.  
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13. OPERATIONAL MANAGEMENT OF THE STUDY 

13.1. Study organization 

This study is sponsored by Centre Oscar LAMBRET (COL), Lille, France. 

 Administrative and regulatory, project management, data monitoring (monitoring): Integrated 

Clinical Research Unit / Sponsorship cell Centre Oscar Lambret - LILLE (S CLISANT, M 

VANSEYMORTIER) 

 Data management and analysis : Data Processing Center “Cancéropôle” Northwest - Biostatistics 

and Methodology Unit Centre Oscar Lambret - LILLE (E BOGART) 
 

13.2. Research costs and additional costs 

Any additional cost as stated in the Public Health Code is covered by an agreement negotiated 

between the COL and the centre representative, with consideration for the COL's financial means in 

the context of its sponsoring activity. 

The COL shall, however, organize the study and shall provide the following materials (protocol, case 

report forms, investigator file) required for managing the study. 
 

13.3. Case reports forms - Monitoring 

Data are collected in a case report form (CRF) under the investigator's responsibility. These data are 

entered and validated in accordance with the study specifications. The Clinical Research Associate 

(CRA) assists the investigator in conducting the study. The CRA mandated by the sponsor makes a 

series of setup, follow-up and closure visits, in accordance with GCP. 
 

13.4. Quality assurance 

The sponsor is responsible for implementing and maintaining a quality assurance system, as described 

in the COL procedures, in order to ensure that the study is conducted in accordance with the protocol 

and with GCP. 
 

13.5. Use of information and publication 

At the end of the study, a report will be written by the study coordinator and statistician. No 

publication or presentation of the results of this trial will be done without the permission of the 

sponsor.  

The sponsor is interested in the publication of the results of every study it performs. All relevant 

aspects regarding publication will be part of the contract between the sponsor and the 

investigator/institution. The sponsor has made the information regarding the study protocol publicly 

available on the internet at www.clinicaltrials.gov. 

 

14. REFERENCES 
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15. APPENDIX 
 

15.1. Appendix 1 – Flowchart 

 

 

 Baseline 
< 4 weeks before 

randomization 
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N
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IO

N
  

<
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 w
e

e
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s 
a

ft
e
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e
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ia
g

n
o

si
s 

Arm A 

(Standard 

arm) 

Arm B 

(Interventional 

arm) 

Informed consent X - - 

Inclusion/exclusion criteria X - - 

Prior medical/surgical history & 

cancer history 

Prior medication history 

X - - 

Standard treatment (first-line 

chemotherapy for metastatic disease)  
- X 

(a)
 X 

(a)
 

Quality of life: questionnaire QLQ-C30 X X
(b)

 X
(b)

 

Depression : questionnaire HADS X X
(c)

 X
(c)

 

PC visit  - 
(d)

 X
(e)

 

 

a) The chemotherapy should begin within 10 days after randomization.   

b) Every 8 weeks after randomization (T3, T5) and then every 8 weeks until the end of 

study. 

c) Every 8 weeks after randomization (T3 and T5).  

d) Only if needed. The number of PC visits will be recorded but the check-list will not be 

completed. 

e) The first PC visit should be performed within the first 3 weeks after randomization (T1) 

and then every 4 weeks (T2, T3, T4, T5) and the check-list will be completed for these 5 

visits. After T5, the number of PC visits will be recorded but the check-list will not be 

completed. 

 
 

AT ANY TIME DURING THE STUDY, patient’s death, whatever the cause, should be 
immediately notified to the sponsor in order to plan the interim analysis. 
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15.2. Appendix 2 – Study scheme 

 

 

STUDY SCHEME

W
IT

H
D

R
A

W
A

L

TX

Questionnaire

TX

Questionnaire

Every 8 weeks

Follow up 24 weeks after randomization: 
Questionnaire EORTC-QLQ-C30: Arm A and Arm B, every 8 weeks until the withdrawal from the study

Diagnostic

Questionnaire

Randomization

Standard arm (A): 

CT alone

QuestionnaireQuestionnaire

4 weeks max

8 weeks8 weeks

Start of the CT

Bras expérimental (B) : 

CT

+
EPCC

QuestionnaireQuestionnaire

Start  of the CT

T1
EPCC

T2
EPCC

T3
EPCC

T4
EPCC

T5 
EPCC

4 weeks

3
 w

e
e

k
s

m
a

x
 

 

Page 37 of 41

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

BMJ Open

1

2

3

4

5

6

7

8

9

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

28

29

30

31

32

33

34

35

36

37

38

39

40

41

42

43

44

45

46

47

48

49

50

51

52

53

54

55

56

57

58

59

60

 on A
pril 24, 2024 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2017-015904 on 23 January 2018. D

ow
nloaded from

 

http://bmjopen.bmj.com/


For peer review
 only

 

Protocol: EPIC-1511 –  
    Version n°2.2 of December 06th, 2016                                                                                                              Page 24/25 

Confidential 
 

15.3. Appendix 3 – PC grid 
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ABSTRACT 

 

Introduction: Palliative care (PC) has usually been offered at the end-of-life stage, although 

the World Health Organization 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 randomized 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 

one-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” (April 4th, 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 number: 2015-A01943-46; ClinicalTrials.gov number: 

NCT02853474. 

 

 

 

Strengths and limitations of this study 

�� Multicentric, nationwide, academic trial with a randomized 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 would be a considerable 

contribution for patients, as would the implementation of these practices within the 

continuum of oncological care  
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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: abandonment, euthanasia, and inappropriate aggressive 

therapy. According to the French Society of Palliative Care,[1] PC is a holistic approach 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 the US,[3] PC is 

usually offered late, at the end-of-life stage, although the World Health Organization 

recommends providing PC as early as possible in the course of the disease to increase quality 

of life.[2] 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” not 

only for the patient but also for caregivers and many doctors. The last World Health 

Organization 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.[2] 

The World Health Organization 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.[2] 

 

The concept of Early Palliative Care (EPC) 

In a recent randomized study, 151 patients newly diagnosed 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 hypothesized 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 enrollment and at least monthly thereafter; all but one patient had the first visit 

by the 12
th

 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 
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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 early PC should be 

integrated into oncologic services; a randomized trial recently reported a non-significant 

increase in survival rate for early (30 to 60 days after diagnosis) versus delayed (3 months 

later) initiation of PC in 207 patients diagnosed with various types of advanced cancer.[3] 

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 metastatic 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, esogastric cancers, and biliary tract cancers, does not exceed 10-

11 months [9-11], which is as poor as survival rates reported for metastatic lung cancer 

patients. 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 metastatic biliary tract cancers, the standard of care includes a 

gemcitabine-based regimen (gemcitabine monotherapy, gemcitabine plus cisplatin, or 

gemcitabine plus fluorouracil).[13] Most patients with metastatic HER2-negative tumors 

have a poor prognosis with survival rates similar to those of patients with other upper GI 

malignancies; HER2-positive metastatic gastric/esogastric patients present with a much 

better prognosis and should be treated with a trastuzumab-based regimen.[14] For patients 

with upper GI malignancies, 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 cytotoxics, etc.) 

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 
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the implementation of these practices within the continuum of care of oncology in France. 

 

Aim of the study 

We designed a randomized controlled trial, called EPIC, which aims to demonstrate 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 

endpoint. The content of palliative care 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 randomized, open-label, multicenter 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 (esogastric/gastric cancer, pancreatic cancer, biliary tract 

cancer). After the participant’s eligibility 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 CS randomization module from 

Clinsight software (Ennov, San Francisco, CA, USA), ensuring the concealment of the next 

patient allocation. Treatments will be randomized in a 1:1 ratio, and a minimization 

procedure will be used to balance patients according to center, Eastern Cooperative 

Oncology Group (ECOG) performance status [15] (0-1 versus 2) and tumor location 

(esogastric/gastric, pancreas, or biliary tract). Patients will be recruited nationwide from 17 

university hospitals or cancer centers in France. Written informed consent will be obtained 

from the patient by an investigator before any screening or inclusion 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 efficacy of EPC in terms of OS curves 

(intent-to-treat analysis). The secondary objectives are to assess the following: (a) the 

efficacy of EPC in terms of 1-year OS (intent-to-treat and per protocol analyses) and OS 

curves (per protocol analysis), (b) the patient-reported outcomes (quality of life, depression 

and anxiety) and the Time Until Definitive Deterioration (TUDD) for Quality of Life, (c) the 

number of patients receiving chemotherapy in their last 30 days of life, (d) the actual 

description of the PC package, and (e) the presence or absence of advanced directives in 

patient files.  
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Measurement tools  

OS is defined as the time between the date of randomization 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 European Organization 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 appearance of symptoms frequently associated with cancer or its 

treatment. Patients are asked to check a scale that ranges from one to four (not at all, a 

little, quite a lot, a lot) or from one to seven (from 1 – very bad – to 7 – excellent). For each 

dimension, 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 randomization to the first observation of a definitive deterioration of the QLQ-C30 

score or the time from randomization 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: 7 items assessing 

anxiety (score A) and 7 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 data base. 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 gastrointestinal metastatic cancer, including pancreatic 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 
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Exclusion criteria 

Patients with any of the following conditions or characteristics are excluded from the study: 

-� Locally advanced cancer   

-� Junctional Siewert 1 esogastric cancer (An amendment is being submitted to our 

ethic committee in order to include these cancers together with other 

oesophageal cancers) 

-� Gastric or junctional esogastric cancer with dysphagia 

-� Gastric or junctional esogastric cancer with unknown or positive HER2 status  

-� Compression of the biliary tract without any bypass procedure 

 

Study description  

Intervention (Figure 1) 

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), 5 PC visits are scheduled. The first visit (V1) will be scheduled 

within the first 3 weeks after randomization. The remaining four visits will be scheduled 

every month. The content of each of the 5 PC visits will be described by the PC physician and 

documented in the data base 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 palliative care 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, etc. 

�� 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 investigator 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 randomization, patients will have to complete the EORTC-QLQ-C30 and 

the   HADS questionnaires. During the study, the EORTC-QLQ-C30 and the HADS 

questionnaires will be completed by patients every 8 weeks after randomization. Then, 24 

weeks after randomization, 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 
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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, three hundred eighty-one (381) deaths are required to show a 

significant difference in OS curves if there is an absolute difference of 10% in one-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 at 4 years, it will be 

necessary to randomize 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, considering 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 to the control 

arm, in terms of OS, will be based on the estimation of the hazard ratio 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 proportional 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 randomization until their last follow-up 

visit. A sensitivity 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 treatment 

after randomization will be censored at the date of their second PC visit, and patients in the 

treatment arm who completed fewer than 5 EPC visits within the first 6 months after 

randomization will be censored at the date of the first missing EPC visit. One-year survival 

rates with their 95% confidence interval will also be estimated and compared between 

groups, considering the intent-to-treat and the per protocol datasets. 

Quality of life will be analyzed according to the EORTC manual recommendations. For each 

dimension, patients with at least one score will be included in the analysis. Patients without 

Page 8 of 18

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

BMJ Open

1

2

3

4

5

6

7

8

9

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

28

29

30

31

32

33

34

35

36

37

38

39

40

41

42

43

44

45

46

47

48

49

50

51

52

53

54

55

56

57

58

59

60

 on A
pril 24, 2024 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2017-015904 on 23 January 2018. D

ow
nloaded from

 

http://bmjopen.bmj.com/


For peer review
 only

 

9 

 

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% confidence intervals.  

An Independent Data Monitoring Committee will meet when the results of the planned 

interim analysis are available (i.e., when 190 patients have died) to review the results of the 

first efficacy interim analysis and to re-estimate the sample size if the baseline overall 

survival rate differs from the protocol assumptions.  

 

 

ETHICS AND DISSEMINATION 

 

Ethical considerations  

This clinical trial will be conducted in accordance with the Declaration of Helsinki[19] or the 

laws and regulations of the country, whichever provides greater protection to the patient. 

This study follows the International Conference on Harmonization 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 independent 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, April 4th, 2016).  

 

Dissemination 

The study is registered at clinicaltrials.gov (NCT02853474). The protocol and the trial results, 

even if they are inconclusive, will be presented at international oncology congresses and 

published in peer-reviewed journals.  

 

Trial financing  

This study is supported by unrestricted public grants from Conseil Régional du Nord Pas-de-

Calais and from caregivers Ligue National contre le Cancer.  

 

 

DISCUSSION 

 

This EPIC trial was set up in September 2016. It is a randomized 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 not only improves quality of life (the primary objective of their trial) but also may 
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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 

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 co-morbidities 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 

metastatic 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 palliative care 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 metastatic GI cancer patients. 
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FIGURE LEGEND 

 

Figure 1 – Study design 
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ABSTRACT 

 

Introduction: Palliative care (PC) has usually been offered at the end-of-life stage, although 

the World Health Organization 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 randomized 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 

one-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” (April 4th, 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 number: 2015-A01943-46; ClinicalTrials.gov number: 

NCT02853474. 

 

 

 

Strengths and limitations of this study 

�� Multicentric, nationwide, academic trial with a randomized 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 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 palliative care at diagnosis and possible screen failures due 

to patient refusals. Actions are on-going to communicate on this issue and overcome 

this hurdle. 

�� Compared to Temel’s pivotal study, the control arm in our study may include some 

components of palliative care visits as this is a clinical practice in France. This may 

lead to a smaller relative difference between randomized groups compared to the 

Temel’s publication. The sample size calculation has been performed targeting a 

hazard ratio of death of 0.75 compared to an observed HR of 0.6 in Temel’s study. 

The study will be underpowered for a smaller effect. 
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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: abandonment, euthanasia, and inappropriate aggressive 

therapy. According to the French Society of Palliative Care,[1] PC is a holistic approach 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 the US,[2] PC is 

usually offered late, at the end-of-life stage, although the World Health Organization 

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” not 

only for the patient but also for caregivers and many doctors. The last World Health 

Organization 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 World Health Organization 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 (EPC) 

In a recent randomized study, 151 patients newly diagnosed 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 hypothesized 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 enrollment and at least monthly thereafter; all but one patient had the first visit 

by the 12
th

 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 
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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 early PC should be 

integrated into oncologic services; a randomized trial recently reported a non-significant 

increase in survival rate for early (30 to 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 metastatic 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, esophago-gastric cancers, and biliary tract cancers, does not 

exceed 10-11 months [9-11], which is as poor as survival rates reported for metastatic lung 

cancer patients. 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 metastatic biliary tract cancers, the standard of care includes a 

gemcitabine-based regimen (gemcitabine monotherapy, gemcitabine plus cisplatin, or 

gemcitabine plus fluorouracil).[13] Most patients with metastatic HER2-negative tumors 

have a poor prognosis with survival rates similar to those of patients with other upper GI 

malignancies; HER2-positive metastatic esophago-gastric patients present with a much 

better prognosis and should be treated with a trastuzumab-based regimen.[14] For patients 

with upper GI malignancies, 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 cytotoxics, etc.) 

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 
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the implementation of these practices within the continuum of care of oncology in France. 

 

Aim of the study 

We designed a randomized 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 

endpoint. The content of palliative care 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 randomized, open-label, multicenter 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 (esophago-gastric cancer, pancreatic cancer, biliary tract 

cancer). After the participant’s eligibility 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 CS randomization module from 

Clinsight software (Ennov, San Francisco, CA, USA), ensuring the concealment of the next 

patient allocation. Treatments will be randomized in a 1:1 ratio, and a minimization 

procedure will be used to balance patients according to center, Eastern Cooperative 

Oncology Group (ECOG) performance status [15] (0-1 versus 2) and tumor location 

(esophago-gastric, pancreas, or biliary tract). Patients will be recruited nationwide from 17 

university hospitals or cancer centers in France. Written informed consent will be obtained 

from the patient by an investigator before any screening or inclusion 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 efficacy of EPC in terms of OS curves 

(intent-to-treat analysis). The secondary objectives are to assess the following: (a) the 

efficacy of EPC in terms of 1-year OS (intent-to-treat and per protocol analyses) and OS 

curves (per protocol analysis), (b) the patient-reported outcomes (quality of life, depression 

and anxiety) and the Time Until Definitive Deterioration (TUDD) for Quality of Life, (c) the 

number of patients receiving chemotherapy in their last 30 days of life, (d) the actual 

description of the PC package, and (e) the presence or absence of advanced directives in 

patient files.  
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Measurement tools  

OS is defined as the time between the date of randomization 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 European Organization 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 appearance of symptoms frequently associated with cancer or its 

treatment. Patients are asked to check a scale that ranges from one to four (not at all, a 

little, quite a lot, a lot) or from one to seven (from 1 – very bad – to 7 – excellent). For each 

dimension, 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 randomization to the first observation of a definitive deterioration of the QLQ-C30 

score or the time from randomization 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: 7 items assessing 

anxiety (score A) and 7 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 data base. 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 gastrointestinal metastatic cancer, including pancreatic 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 esophageal 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 
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Exclusion criteria 

Patients with any of the following conditions or characteristics are excluded from the study: 

-� Locally advanced cancer   

-� Junctional Siewert 1 esophago-gastric cancer (An amendment is being submitted 

to our ethic committee in order to include these cancers together with other 

esophageal cancers) 

-� Gastric or junctional esophago-gastric cancer with dysphagia 

-� Gastric or junctional esophago-gastric cancer with unknown or positive HER2 

status  

-� Compression of the biliary tract without any bypass procedure 

 

Study description  

Intervention (Figure 1) 

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), 5 PC visits are scheduled. The first visit (V1) will be scheduled 

within the first 3 weeks after randomization. The remaining four visits will be scheduled 

every month. The content of each of the 5 PC visits will be described by the PC physician and 

documented in the data base 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 palliative care 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, etc. 

�� 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 investigator 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 randomization, patients will have to complete the EORTC-QLQ-C30 and 

the   HADS questionnaires. During the study, the EORTC-QLQ-C30 and the HADS 

questionnaires will be completed by patients every 8 weeks after randomization. Then, 24 

weeks after randomization, only the EORTC-QLQ-C30 questionnaire will be completed by 
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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, three hundred eighty-one (381) deaths are required to show a 

significant difference in OS curves if there is an absolute difference of 10% in one-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 at 4 years, it will be 

necessary to randomize 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, considering 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 to the control 

arm, in terms of OS, will be based on the estimation of the hazard ratio 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 proportional 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 randomization until their last follow-up 

visit. A sensitivity 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 treatment 

after randomization will be censored at the date of their second PC visit, and patients in the 

treatment arm who completed fewer than 5 EPC visits within the first 6 months after 

randomization will be censored at the date of the first missing EPC visit. One-year survival 

rates with their 95% confidence interval will also be estimated and compared between 

groups, considering the intent-to-treat and the per protocol datasets. 

Quality of life will be analyzed according to the EORTC manual recommendations. For each 
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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% confidence intervals.  

An Independent Data Monitoring Committee will meet when the results of the planned 

interim analysis are available (i.e., when 190 patients have died) to review the results of the 

first efficacy interim analysis and to re-estimate the sample size if the baseline overall 

survival rate differs from the protocol assumptions.  

 

 

ETHICS AND DISSEMINATION 

 

Ethical considerations  

This clinical trial will be conducted in accordance with the Declaration of Helsinki [19] or the 

laws and regulations of the country, whichever provides greater protection to the patient. 

This study follows the International Conference on Harmonization 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 independent 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, April 4th, 2016).  

 

Dissemination 

The study is registered at clinicaltrials.gov (NCT02853474). The protocol and the trial results, 

even if they are inconclusive, will be presented at international oncology congresses and 

published in peer-reviewed journals.  

 

Trial financing  

This study is supported by unrestricted public grants from Conseil Régional du Nord Pas-de-

Calais and from caregivers Ligue National contre le Cancer.  

 

 

DISCUSSION 

 

This EPIC trial was set up in September 2016. It is a randomized 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 
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that EPC not only improves quality of life (the primary objective of their trial) but also 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 

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 co-morbidities 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 

metastatic 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 palliative care 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 metastatic GI cancer patients. 
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FIGURE LEGEND 

 

Figure 1 – Study design 
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CLINICAL STUDY PROTOCOL 
Study number: 1511 

 

 
 

Protocol title: 
 

Impact of early palliative care on overall survival of patients with metastatic 

upper gastrointestinal cancers, treated with first-line chemotherapy: a 

randomized phase III trial 
 
 

Study code:  EPIC-1511 

NN°°  IIddRRCCBB  NN°°::  22001155--AA0011994433--4466 

  
  

  

  

  

  

SSPPOONNSSOORR  Centre Oscar LAMBRET 

3, rue Frédéric Combemale 

BP 307 - 59020 LILLE CEDEX - France 

Tel : (33)3 20 29 59 18 - Fax : (33)3 20 29 58 96 
  

  

CCOOOORRDDIINNAATTOORR  

  

  

 

Pr Antoine ADENIS 

Department of Gastro-Intestinal Oncology 

Centre Oscar Lambret 

E-mail : a-adenis@o-lambret.fr 
  

CCOO--CCOOOORRDDIINNAATTOORR  Dr Arlette DA SILVA 

Department of Palliative Care 

Centre Oscar Lambret 
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                                               Marie VANSEYMORTIER 
  

  

Confidentiality 
 

 

 

 

 

 

Version 2.2 approved by «CPP Nord-Ouest I» on December 16th, 2016 and by ANSM on December 26th, 2016 

 

 

Page 21 of 45

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

BMJ Open

1

2

3

4

5

6

7

8

9

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

28

29

30

31

32

33

34

35

36

37

38

39

40

41

42

43

44

45

46

47

48

49

50

51

52

53

54

55

56

57

58

59

60

 on A
pril 24, 2024 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2017-015904 on 23 January 2018. D

ow
nloaded from

 

mailto:a-adenis@o-lambret.fr
mailto:a-dasilva@o-lambret.fr
http://bmjopen.bmj.com/


For peer review
 only

 

Protocol: EPIC-1511 –  
    Version n°2.2 of December 06th, 2016                                                                                                              Page 2/25 

Confidential 
 

1. APPROVAL AND PROTOCOL SIGNATURE 
 

Study code: EPIC-1511 
 

SPONSOR REPRESENTATIVE 

 Date Signature 

Pr Eric LARTIGAU 

Director-General 

Centre Oscar Lambret – Lille – France 
 

  

COORDINATING INVESTIGATOR FOR STUDY 

 Date Signature 

Pr Antoine ADENIS  

Coordinator  

  

Dr Arlette DA SILVA 

Co-Coordinator 
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Principal investigator / Site 
 

 

 

Investigator name and address: 
  

 

 

 

 

 

 

 

 

 

 

 

 

 

I have read the present protocol. 

 

I agree: 

 To obtain approval of my Institution to lead the study in the establishment; 

 To maintain confidentiality regarding the contents of this protocol; 

 To conduct the study as outlined in the protocol and in compliance with GCP and with 

applicable regulatory requirements ; 

 To provide the protocol and all drug information provided to me by the sponsor, to all 

physicians responsible to me who participate in this study. I will discuss the material with them 

to ensure that they are fully informed regarding the drug and the conduct of the study; 

 To direct and assist appropriately the staff under my responsibility, who will be involved in the 

study; 

 To use the trial material only according to the instructions of the protocol; 

 To permit monitoring, auditing and inspection; 

 To keep the trial-related essential documents until the sponsor indicates that these documents 

are no longer needed. 
 

 

 

 

 

 

 

 

 
 

Investigator signature:  Date: 
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2. LIST OF TRIAL SITES AND COORDINATING STUDY PERSONNEL 
 

 

 

The list of trial sites will be attached to the protocol. 
 

 

 

 

 

SPONSOR 

Stéphanie CLISANT 

Director of Clinical Research Unit 

Marie VANSEYMORTIER 

Project Manager 

 

Centre Oscar Lambret 

Unité Intégrée de Recherche Clinique - Cellule Promotion 

3 rue Frédéric Combemale  

BP 307 – 59020 LILLE Cedex – France  

Tel: +33 (0) 3 20 29 59 18 - Fax: +33 (0) 3 20 29 58 96 

Email: promotion@o-lambret.fr   

 

Contact for SAE reporting / Safety Desk 

Marie VANSEYMORTIER/ 

Margaux LABROY 

Pharmacovigilance assessor 

Centre Oscar Lambret 

Unité Intégrée de Recherche Clinique - Pharmacovigilance 

Tel: +33 (0) 3 20 29 59 18 - Fax: +33 (0) 3 20 29 58 96  

Email: vigilanceEC@o-lambret.fr 

Contact for data management, randomization, eCRF 

Emilie BOGART 

Biostatistician 

 

 

 

Brice DUBOIS 
Lucie LAROCHE 
Anaïs LELAIDIER 
Data Managers 
 

Unité de Méthodologie et de Biostatistique 

Tel: +33 (0) 3 20 29 58 93 - Fax: +33 (0) 3 20 29 58 75 

Email: e-bogart@o-lambret.fr  

 

 

Centre de Traitement des Données du Cancéropôle Nord-
Ouest 
Centre François Baclesse 
3, avenue du Général Harris - 14076 CAEN Cedex 05  
Tel: +33 (0)2 31 45 52 87  
Email: b.dubois@baclesse.unicancer.fr 
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3. SYNOPSIS 

See attached documents. 

 
 

 

4. BACKGROUND AND RATIONALE OF THE STUDY 

Medical care in the metastatic setting 

Medical oncology is aimed to increase patient’s survival, even at metastatic stages, in addition to 
disease-related and treatment-related symptoms. However, providing palliative care (PC) which 

includes symptoms management, nutritional support, psychosocial support, as well as assistance on 

end-of-life preferences, may be as important as survival issues to improve quality of life in such 

setting. In France, PC has been traditionally offered late, at end-life stage, although the World Health 

Organization recommends providing PC as earlier as possible in the course of the disease, in order to 

increase quality of life [1]. 
 

Palliative care 

Decades ago, PC services were initiated in France in order to provide a medical alternative to the use 

of questionable medical practices regarding the end of life period: abandonment, euthanasia, and 

inappropriate aggressive therapy. According to the French society of palliative care (Société Française 

d’Accompagnement et de Soins Palliatifs, 1996) [2], PC is an approach aimed to provide active care, 

in a holistic approach to the person with a serious, progressive or terminal illness. The objective of PC 

is to relieve pain and other distressing symptoms, but also to take into account the psychological, 

social and spiritual suffering. PC offers an interdisciplinary support system to help patients and their 

relatives [2]. As mentioned previously, PC has been in France (but also in the US) [3] usually offered 

late, at end-life stage. Actually, PC access became a Right guaranteed by the Law, for patients and 

their families in 1999 (Kouchner law and 1st Program for PC implementation in 1999-2001) [4]. This 

context should explain why even nowadays, PC often means « end of life » not only for the lay-man 

for the general public but also for caregivers, and some doctors.  

The last World Health Organization (WHO) recommendations are less restrictive than the rather dated 

1996 French recommendations, as it is stated that PC should be offered as earlier as possible in the 

course of the disease, in order to increase quality of life, and to positively influence the course of 

illness [1]. The World Health Organization 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 or radiation therapy, and includes those investigations needed to better understand 

and manage distressing clinical complications [1]. 
 

The concept of Early Palliative Care (EPC) 

In a recent randomized study, 151 patients with newly diagnosed metastatic non–small-cell lung 

cancer were randomized to receive either early PC (EPC) integrated with standard oncologic care or 

standard oncologic care alone (Temel JS, N Engl J Med 2010) [5]. It was hypothesized that patients, 

who received EPC, compared with patients who received standard oncologic care only, would have a 

better quality of life (primary endpoint). The first visit with the PC service set up within the first 12 

weeks, and the median number of visits in the EPC group was 4. In this study, the authors referred to 

the recommendations of the National Consensus Project for Quality Palliative Care [6].  Among 

patients with metastatic non–small-cell lung cancer, EPC led to significant improvements in quality of 
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life. In addition, EPC led to significant improvements in mood, as well as in overall survival (median 

survival, 11.6 vs. 8.9 months; HR=0.60, p = 0.02)), despite less aggressive end-of-life care [5]. 

Following the publication of Temel et al. [5], the American Society of Clinical Oncology recommends 

nowadays that “combined standard oncology care and PC should be considered earlier in the course 
of the illness for any patient with metastatic cancer….” [7]. However, it is clear that a gap exists (not 

only in France) between this recommendation and current practice, and that there is no consensus on 

how early PC should integrated in oncologic services, even though an underpowered small 

randomized trial reported recently an insignificant better survival favoring early versus delayed (3 

months later) initiation of PC [3]. 

The results of study of Temel et al. [5], although formally restricted to the field of metastatic non-

small-cell lung cancers, have modified the perception of many oncologists about the objectives of PC. 

However, additional clinical studies should be done before considering EPC as an additional survival 

input in other advanced malignancies. 
 

Metastatic upper gastrointestinal cancers 

The median survival of metastatic upper gastrointestinal (GI) cancers such as pancreatic cancers, 

gastric cancers, and biliary tract cancers did not exceed 10-11 months, which is as poor as reported 

with metastatic lung cancers. Standard of care in the metastatic setting in upper GI cancers are 

described in ad hoc French guidelines, i.e.: “Thésaurus National de Cancérologie Digestive” [8]. 
Briefly, standard of care in metastatic pancreatic cancer in the first-line setting lies on the combination 

of fluorouracil, irinotecan, and oxaliplatin (folfirinox regimen) for patients without any cholestasis and 

in good performance status, and on gemcitabine monotherapy. In metastatic biliary tract cancers, 

standard of care in terms of chemotherapy lies on gemcitabine-based regimen (gemcitabine 

monotherapy, gemcitabine plus cisplatin, or gemcitabine plus fluorouracil). Besides HER2 positive 

metastatic gastric/esogastric patients who present with much better prognosis, and should be treated 

with trastuzumab-based regimen, most of patients with metastatic HER2 negative patients (IHC + or 

IHC ++ with negative fish/sish) have poor prognosis, with similar survival rates than patients with 

other upper GI malignancies. In that setting, several regimens may be offered to patients, such as the 

following: Folfox, EOX/ECX, Folfiri, LV5FU2-cisplatin, Capecitabine-platinum salt or docetaxel-based 

regimen ...) [8]. Several experimental treatments (antiangiogenics, met inhibitors, modulators of 

immune check points, etc...) are currently tested in metastatic gastric/esogastric cancers, but these 

treatments are restricted to patients in good health condition who accept to participate to clinical 

trials, and none have yet produced meaningful survival benefit in the first-line setting. 

To summarize, therapeutic progresses in the setting of metastatic upper GI cancers are infrequent, 

and often modest. Providing an extra survival benefit for these patients with EPC, may contribute to 

deeply modify the practice of care of oncology in France. 
 

Why did we choose OS as the primary endpoint of this trial? 

One may argument that the main motivation of oncologists to engage with EPC surely should be to 

enhance the quality of life of their patients throughout the whole cancer journey. This is precisely 

what did Temel et al. [5]. Moreover, there is a theoretical danger that if this study does not meet its 

OS endpoint it will be interpreted as meaning that EPC has “failed” and should be discarded.  
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Our point is clearly different. Our country has a strong culture of integrating PC into oncology 

services. However despite efforts of many PC professionals, PC is frequently offered to patients at a 

late stage of their metastatic disease. Some components of PC visit such as visits with a dietician 

and/or with psychologists may be offered at an earlier stage, but maybe not as systematically as it 

should be. 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 be implemented in our country. Furthermore, and stricto sensu, 

the benefit of EPC has not been validated yet in the population of patient with metastatic upper GI 

cancers. Obviously, 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 co-morbidities as 

well as their treatment-related symptoms are also different. The difference in terms of reduction of 

risk of death (-25%) that we had chosen for primary outcome derived from one reported by Temel et 

al. (-40%) in the setting of metastatic lung cancers [5]. Reducing this expected reduction of risk of 

death to 25% should lower the theoretical danger that this study does not meet its OS endpoint. 

Finally, as we believe that quality of live is also an important goal in the setting of metastatic upper GI 

cancers, and as we anticipate that EPC may have a positive effect in lowering the quality of life 

degradation, we add to the classical QLQC30 questionnaire, the study of Time Until Definitive 

Degradation (TUDD) of Quality of Life. 

 

5. OBJECTIVES 

5.1. Primary objective 

 Efficacy in term of overall survival (intent-to-treat analysis) 
 

5.2. Secondary objectives 

 Efficacy in term of 1-year survival (intent to treat and as per protocol analysis) and overall 

survival (as per protocol analysis) 

 Patient-reported outcomes (Quality of life, depression and anxiety, …) 
 TUDD (Time Until Definitive Deterioration) for Quality of Life  

 Number of patients on chemotherapy, in their last 30 days of life 

 Description of the content of Palliative Care (PC) 

 

6. STUDY DESIGN 

6.1. Overview 

This prospective, randomized, open-label and multicenter phase III study is aimed to estimate the 

survival benefit of Early Palliative Care (EPC) combined with standard oncology care (including first-

line chemotherapy) (experimental arm) over standard oncology care only (standard arm), in patients 

with metastatic upper gastrointestinal cancers (gastric cancer, pancreatic cancer, biliary tract 

cancers). Patients will be stratified by minimization according to: 

- center,  

- performance status (0-1 versus 2),  

- localization (esogastric/gastric, pancreas, and biliary tract). 
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6.2. Inclusion criteria 

 Patients with an upper gastrointestinal metastatic cancer: pancreatic, biliary tract or gastric 

(including junctional Siewert 2 and 3 cancers) cancers.  

 NB: Esogastric junctional cancers with dysphagia and/or gastric/esogastric cancers with 

 unknown or positive HER2 status are not eligible.  

 Patients planed to be treated with first-line chemotherapy for metastatic disease.  

 Age ≥ 18 years 
 Life expectancy ≥ 1 month 

 Performance status (OMS) ≤ 2 

 Good understanding of French language 

 Signed and dated informed consent 

 Patients covered by government health insurance 
 

6.3. Non inclusion criteria 

 Locally advanced cancer 

 Junctional Siewert 1 esogastric cancer  

 Gastric or junctional esogastric cancer with dysphagia 

 Gastric or junctional esogastric cancer with unknown or positive HER2 status (IHC: +++ or IHC 

++ and FISH/SISH +) 

 Compression of the biliary tract requiring a bypass 

 Patients included in a clinical trial with an anticancer agent 

 

6.4. Patient enrolment 

The following procedures should be performed before the registration of the patient: 

 Informed consent leaflet should be signed by both patient and investigator before starting any 

study procedure ; 

 All selection procedures should be performed as per protocol ; 
 

A randomization request form is to be filled in by the investigator in order to ensure that the patient 

meets ALL the selection criteria. BEFORE STARTING TREATMENT, the investigator must fax the 

randomization request form to the Sponsor:        

Clinical Research Integrated Unit / Sponsor Unit 

Centre Oscar Lambret – Lille - France 

Tel: 33 (0)3 20 29 59 18 - Fax: 33 (0)3.20.29.58.96 
 

After checking all the inclusion and non-inclusion criteria, an identification number will be allocated to 

the patient. This number will then be retained for the whole duration of the trial. A confirmation of 

inclusion and the arm to which the patient has been randomly assigned will be sent to the 

investigator.  
 

After patient registration, the patient identification number and treatment arm allocated will be 

retained within the study even if the patient is withdrawn from the study before the first study drug 

administration. 
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6.5.  Withdrawal from study 

The study will continue until one of the following applies: 

 Patient’s choice 

 Investigator’s decision 

 Sponsor’s decision  

 Patient’s death 

 AT ANY TIME DURING THE STUDY TREATMENT:  

- Patient’s death should be immediately notified to the sponsor in order to plan 
the interim analysis. 

 

7.  ENDPOINTS 

7.1. Primary endpoints 

- Overall survival (as intent-to treat analysis) 

The overall survival is defined as the time between the date of randomization and the date of death, 

whatever the cause.  
 

7.2. Secondary endpoints 

a. One year survival rate (intent-to treat and per protocol analyses), and overall 

survival (per protocol analysis) 

One year survival rates with their 95% confidence interval in both intent-to-treat and per protocol 

analyses, as well as OS curves in per protocol analysis will be given. 
 

b. Quality of life 

The Quality of Life is assessed with the QLQ-C30 questionnaire at baseline, 8and 16 weeks after 

inclusion, as well as every 8 weeks thereafter.  

The QLQ-C30 by EORTC (European Organization for Research and Treatment of Cancer) measures 

the quality of life of patients suffering from cancer. It includes 30 items with measure the overall 

quality of life, physical conditions, and limits to the ability to carry out everyday activities, cognitive, 

emotional and social functioning and the appearance of symptoms frequently associated with cancer 

or its treatment. The participants reply on a scale of one to four (not at all, a little, quite a lot, a lot) 

or seven points (from 1 – very bad – to 7 – excellent).  
 

c. Depression assessed with the HADS score 

The depression is assessed with the HADS scale (Hospital Anxiety and Depression Scale) at baseline, 

and then 8 and 16 weeks after inclusion.  

HADS is a tool which detects anxiety and depressive disorders. It contains 14 items graduated from 0 

to 3: 7 items in relation with anxiety (score A) and 7 items in relation with depression (score D). The 

maximum note of each score is 21. 
 

d. TUDD (Time Until Definitive Deterioration) 

For each dimension, QLQ-C30 score is considering definitive deterioration if the score decreased by 

more than 10 points as compared with the score at baseline, without later improvement superior to 10 
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points as compared with baseline or if the patient dropped out of the study resulting in missing data. 

Thus, TUDD for Quality of Life scores was defined as the time from randomization to the first 

observation of a definitive deterioration of QLQ-C30 score or death. Median TUDD and 95% 

confidence interval are given for both arms. 
 

e. Presence or lack of advanced directives  

The number of patients whom advanced directives are written in their medical records will be 

recorded. 
 

f. Actual contain of PC visits  

A PC visit is a visit done by a PC physician. Any kind of visits done by other professionals (i.e: 

dieticians, nurses, social workers, psychologists, pain specialists, etc.) IS NOT a PC visit. 
 

In both arms, some specific items will be collected: 

 Actual number of PC visits within the first six months since randomization 

 Actual timing of PC visits within the first six months since randomization 

 Total number of PC visits until death 
 

Only in Arm B (interventional arm), the content of each PC visit will be described by the PC physician 

at the end of the visit, by filling a specific check-list (Cf. appendix 3) built by an ad hoc working-group 

of PC physicians. Briefly, the latter will focus on the following items: 

 Discussion with the patient focusing on its understanding related to its disease, its treatment, 

and the palliative care process. 

 Evaluation of clinical status and symptoms 

 Evaluation of psychological status 

 Evaluation of the social environment including its way of living 

 Stakeholder needs : psychologist, physiotherapist, dietician, social worker … 

 Caring for the patient and his family 

 Discussion about the identification of the “person of trust” and about advanced directives 

 Coordination and continuum of care 
 

g. Chemotherapy in the last 30 days before death 

The number of patients treated with chemotherapy in their last 30 days before death will be recorded. 

 

8. EVALUATION ASSESSMENT 

8.1. Baseline assessment (T0) 

Patients are included by a medical oncologist within 4 weeks after the diagnosis disclosure. 

For each patient, before randomization (T0):  
- EORTC-QLQ-C30 questionnaire 
- HADS questionnaire 

 

8.2. Assessment during study procedure 

For both arms (Arm A and Arm B): 

- every 8 weeks (T3 and T5) : EORTC-QLQ-C30 questionnaire and HADS questionnaire 
 

For Arm B only: 
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- every 4 weeks (T1, T2, T3, T4, T5): PC visit  
The content of each PC visit will be described by the PC physician at the end of the visit, by filling a 
specific check-list (Cf. appendix 3: PC grid): 

 Discussion with the patient focusing on its understanding related to its disease, its treatment, 
and the palliative care process. 

 Evaluation of clinical status and symptoms 
 Evaluation of psychological status 
 Evaluation of the social environment including its way of living 
 Stakeholder needs : psychologist, physiotherapist, dietician, social worker … 
 Caring for the patient and his family 
 Discussion about the identification of the “person of trust” and about advanced directives 
 Coordination and continuum of care 

 

8.3.  Follow-up assessment (after 24 weeks) 

For both arms (Arm A and Arm B), every 8 weeks until the end of the study 

- EORTC-QLQ-C30 questionnaire 
 

9.  STUDY DESCRIPTION 

9.1.  Scheme   

See appendix 2. 
 

9.2. Chemotherapy  

The choice of first-line CT is left to the choice of the each investigator, but should refer to regional, 

national or international guidelines. 

The treatment begins within 10 days after the inclusion of the patient. If, for any reasons (toxicity, 

disease progression, or deterioration of health status), the first-line CT has to be stopped, the patient 

remains in the study. 
 

9.3. Study arms 

a. Arm A: CT alone (standard arm) 

The medical oncologists (or gastroenterologist physician) are in charge of the patient for 

chemotherapy administration, and for the management of symptoms related to the disease and/or the 

treatment, in accordance with professional practices.  

If needed (any time), a PC visit could be performed.  
 

b. Arm B: CT + EPC (Early Palliative Care) (interventional arm) 

Again, medical oncologists (or gastroenterologist physician) are in charge of the patient for CT 

administration, and for the management of symptoms related to the disease and/or the treatment, in 

accordance with professional practices. In addition, PC visits will be scheduled. 
 

PC visits at times T1, T2, T3, T4 and T5: PC visits will be performed by a PC physician.  

The first visit (T1) will be scheduled within the first 3 weeks after randomization. The following visits 

(T2, T3, T4, T5) will be scheduled approximately every month. At best, these visits will be organized 

at the same time as standard medical oncology visits.  

All these visits will be recorded (cf. §15 annex 2). 
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If needed, a dedicated visit could be scheduled with other professionals (i.e.: dieticians, nurses, social 

workers, psychologists, pain specialists, etc.) but will not be considered as a PC visit. 
 

NB: There is no equivalent in the French context to the recommendations of the National Consensus 

Project for Quality in Palliative Care [6]. Therefore, in our study, the content of each PC visit will be 
described by the PC physician at the end of the visit, by filling a specific check-list (built by an 
ad hoc working-group of PC physicians). 
 

9.4. Concomitant treatment 

Non-authorized treatment 

None 

Authorized treatment 

Any therapy deemed to be necessary for the patient’s well-being. 

All concomitant prescription will be documented in the eCRF. 

 

10. PATIENT’S SAFETY AND SAFETY REPORTING 

Only adverse events related to clinical research (PC visits, questionnaires) will be collected in the eCRF 

according to CTCAE version 4.0. 
 

10.1. Definition  

An adverse event (AE) is defined as any untoward medical occurrence in a patient or clinical trial 

subject and which does not necessarily have a causal relationship with this clinical investigation. 

A serious adverse event (SAE) is defined as any AE which results in death, is life-threatening, 

results in persistent or significant disability / incapacity, requires or prolongs patient hospitalization, is 

a congenital anomaly / birth defect.  

The following events do not have to be reported as SAE:  

- Hospitalization planned before the beginning of the trial and/or planned by the protocol;  

- Hospitalization in accordance with standard procedures of the site;  

- Hospitalization for pre-existing conditions in absence of worsening;  

- Hospitalization or prolonged hospitalization for administrative or social reasons, in absence of an AE.  

An event which is part of the natural course of the disease (i.e. progressive disease or hospitalization 

related to progressive disease) or related without doubt to a concomitant treatment (chemotherapy) 

should not be reported as a SAE.  

However, AT ANY TIME DURING THE STUDY TREATMENT, patient’s death whatever the 
cause should be immediately notified to the sponsor in order to plan the interim analysis. 
 

10.2. Investigator’s responsibilities 

The investigator must evaluate for each adverse event reported during the study:  

 its seriousness  

 its causal relationship with the clinical investigation.  
 

- Notification to the sponsor of serious adverse events (SAE)  

In the event of the occurrence of any SAE between signature of informed consent form and the end 

of the 28-day follow up period after last sampling, the Investigator informs the Sponsor’s Safety Desk 
immediately, i.e. within 24 hours of awareness of the event(s) by e-mail or by fax. 

Page 34 of 45

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

BMJ Open

1

2

3

4

5

6

7

8

9

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

28

29

30

31

32

33

34

35

36

37

38

39

40

41

42

43

44

45

46

47

48

49

50

51

52

53

54

55

56

57

58

59

60

 on A
pril 24, 2024 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2017-015904 on 23 January 2018. D

ow
nloaded from

 

http://bmjopen.bmj.com/


For peer review
 only

 

Protocol: EPIC-1511 –  
    Version n°2.2 of December 06th, 2016                                                                                                              Page 15/25 

Confidential 
 

Clinical Research Unit – Sponsor Unit - Safety Desk 

Tél. : 03 20 29 59 18 - Fax : 03 20 29 58 96 

E-mail: vigilanceEC@o-lambret.fr  
 

- Follow-up of SAE  

The investigator has to follow each SAE until its resolution and to transmit follow-up information 

(detailed description and a final evaluation of the case, including copies of hospital reports, autopsy 

reports, or other relevant documents) to the Sponsor’s Safety Desk.  

The investigator has to answer to additional information requested by the Sponsor’s Safety Desk or 
the monitor.  
 

10.3. Sponsor’s responsibilities  
- Determination of expectedness/unexpectedness of SAE  

Expected Serious Adverse Events  

The risk for apparition of Expected Serious Adverse Events related to study procedures is low. 

Unexpected Serious Adverse Events (SUSAR)  

Suspected Unexpected Serious Adverse Events are all adverse events not listed above. Nevertheless, 

all expected adverse event which differs on intensity, evolution or frequencies will be considered as 

unexpected.  
 

- Recording of vigilance data and immediate reporting of Suspected Unexpected Serious 

Adverse Events (SUSAR)  

The sponsor will update and store all vigilance data regarding the study. He will also notify all 

Suspected Unexpected Serious Adverse Events to regulatory authorities (National Competent Authority 

and Ethic Committee) and inform all investigators, in accordance with applicable laws and regulations.  
 

- Periodic Safety Reports  

The Sponsor will prepare and submit appropriate periodic safety reports to regulatory authorities 

(National Competent Authority and Ethic Committee), in accordance with applicable laws and 

regulations. 

 

11. STATISTICAL ANALYSIS AND SAMPLE SIZE 

11.1.  Sample size 

Three hundred eighty-one (381) deaths are required to show an absolute difference of 10% in one 

year overall survival (40% vs 50.3%, HR=0.75; two-sided alpha=5%) with an 80%-power, 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 at 4 years, it is necessary to 

randomize 480 patients (240 in each group), corresponding to an accrual of 13 patients per month. 

This calculation takes into account a yearly 2% loss to follow-up rate. An interim analysis is planned 

when approximately 190 deaths are observed (which is expected to occur 27 months since 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 de Mets alpha-spending function, with an O’Brien Fleming efficacy stopping rule).  
Patients will be stratified by minimization technical according to: 

- Center 
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- Performance status (0-1 versus 2) 

- Tumor location (esogastric or gastric versus pancreas versus biliary tract) 

 

As the expected baseline overall survival is uncertain in the control group, the sample size will be re-

estimated at the interim analysis, blinded to the observed effect size 
 

11.2. Statistical analysis 

Baseline characteristics will be presented as summary tables. Categorical variables will be presented 

as frequencies and percentages. Continuous variables will be presented as medians (range) and 

means (standard deviation) if justified. Missing data will be indicated.  

Overall survival corresponds to the time interval between date of randomization and date of death. All 

causes of deaths are considered as events. Patients alive at cut-off date are censored at that date. 

 

After check of proportional hazards assumption, the treatment effect of the experimental arm 

compared to the control arm will be based on the estimation of the Hazard Ratio of death in a Cox 

model (HR-death, based on the comparison of the OS curves between the two treatment groups), 

tested against the null hypothesis of no treatment effect using a logrank test with a two-sided alpha 

of 5%. 

The proportional hazards assumption underlying the HR estimate in Cox models will be evaluated, 

using graphic methods and models including interaction with time. Appropriate methods for treatment 

effect estimates will be used if the proportional hazard assumption appears violated or questionable 

(use of restricted mean survival as published by Royston and Parmar). 

 

Heterogeneity of treatment effect by the stratification factors will be evaluated using forest plots and 

heterogeneity tests. 

 

The main analysis will be performed on the intention-to-treat dataset, including all patients included 

the treatment group allocated by randomization until their last follow-up visit. 

 

A sensitivity analysis is also planned on the per protocol dataset where patients in the standard arm 

who got more than a PC visit within the first 6 months of treatment since randomization will be 

censored at the date of their second PC visit, and patients in the interventional arm who actually got 

less than 5 PC visits within the first 6 months since randomization will be censored at the date of first 

missing PC visit. 

 

Quality of life will be analyzed according to EORTC manual recommendations. 

 

TUDD is defined as the time interval between date of randomization and date of first definitive 

deterioration or death. For each dimension, patients with at least one score are included in the 

analysis. Patients without follow-up QLQ-C30 score are censored just after baseline. Patients without 

baseline are censored at baseline. TUDD curves for both arms are calculated using the Kaplan-Meier 

method and described using median and 95% confidence interval. 
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The IDMC will meet when the results of the planned interim analysis are available (i.e. when 190 

patients will be dead) to review the results of the first efficacy interim analysis, and to re-estimate the 

sample size if the baseline overall survival rate differs from the protocol assumptions. No futility 

analysis is planned as the proportional hazards assumption may not be respected, with possibly a 

larger treatment effect with longer follow-up than in the first part of the survival curves 
 

11.3. Data management 

Data Management will be undertaken by the data management team of the North-West Cancéropôle 

Data Treatment Centre situated in Caen, France at the François Baclesse Cancer Centre, where the 

database will be located.  

A trial-specific database will be created, tested and validated before the start of data capture. This 

database will be developed using Clinsight (ENNOV), which is a software package designed for the 

overall management of clinical studies, and which meets the regulatory requirements for clinical trials. 

A data validation plan will be developed and will describe in detail the checks to be performed for 

each significant variable and a list of obvious authorized corrections.  

The essential data necessary for monitoring the primary and secondary endpoints will be identified 

and managed at regular intervals throughout the trial in collaboration with the coordinator and the 

COL Sponsorship Unit.  

The electronic case report forms (eCRF) will be subjected to data entry at each investigator site. 

The data will be monitored by the team responsible for data management by using the error 

messages from validation programs. Obvious errors will be corrected. Other errors, omissions or 

inconsistencies will be listed on data correction forms (DCF) to be sent to the medical investigator for 

resolution. When the UMB receives the medical investigator’s reply, the corrections will be included in 
the database. A statistical data analysis plan will be established in collaboration between the data-

management, the Sponsorship Unit and the trial coordinator.  

The database will be frozen after final quality control, and then exported to the STATA statistical 

software by an automated and validated procedure. 

  

12. LEGAL AND ETHICAL ASPECTS 

This clinical trial will be conducted in accordance with the protocol, the ethical principles laid down by 

the 18th World Medical Assembly (Helsinki, 1964) and all applicable amendments laid down by the 

World Medical Assemblies; the International Conference on Harmonization (ICH) consolidated 

Guideline E6 for Good Clinical Practice (CPMP/ICH/135/95), and all applicable laws and regulations. 

Τhis clinical trial will be recorded in the public registry website clinicaltrials.gov before the enrollment 
of the first patient. The registry will contain basic information about the trial sufficient to inform 

interested patients (and their healthcare practitioners) how to enroll in the trial. 
 

12.1. Investigator's responsibilities 

The principal investigator of each concerned center undertakes to manage the clinical trial in 

accordance with the protocol approved by the local ethic committee and the national competent 

authority. The investigator must not make any modification to the protocol without the sponsor's 
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authorization and without the local ethic committee and the national competent authority approving 

the proposed modifications. 

The investigator is responsible: 

- for providing the sponsor with his/her curriculum vitae, along with those of his/her co-

investigators, 

- for identifying the members of his/her team who are to take part in the trial and for defining their 

responsibilities, 

- for initiating patient recruitment after receiving the sponsor's authorization, 

- for making all necessary efforts to include the required number of patients, within the limits of the 

defined enrolment period. 
 

Each investigator is responsible: 

- for obtaining informed consent, personally dated and signed by the patient, prior to any trial-

specific selection procedure, 

- for regularly updating the case report forms (CRF) for each patient included in the trial and for 

providing the Clinical Research Associate (CRA) with direct access to the source documents to 

validate the CRF data,  

- for dating, correcting and signing any CRF corrections for each patient included in the study, 

- for welcoming regular visits from the CRA and, if applicable, those of auditors mandated by the 

sponsor, or by regulatory authority inspectors. 
 

The study will be conducted in accordance with the protocol. Study personnel involved in conducting 

this trial will qualified by education, training and experience to perform their respective task(s).   

All documentation relative to the study (protocol, consent forms, CRF, investigator’s files, etc…) along 
with original documents (laboratory results, x-ray, consultation reports, clinical examinations reports, 

etc.) must be kept in a safe place and considered confidential. 

The investigator is responsible for data archiving in accordance with current legislation. The latter 

must keep the data along with a patient identification list, for at least 15 years after the end of the 

study.  
 

12.2. Ethic Committee  

The clinical study protocol, along with its various amendments, is submitted by the study sponsor, or 

its representative, to an ethic committee according to the national legislation. 
 

12.3. Participant information and consent 

Prior to performing biomedical research on an individual, the latter's voluntary written informed 

consent must be obtained, after having been informed of the aims of the research, of the progress 

and duration of the study, of the potential study benefits, risks and requirements of the study, along 

with the type of product under study and the opinion given by the local ethic committee and the 

national competent authority. 

The consent form must be personally dated and signed by the patient and investigator, or by the 

physician representing the investigator (original filed by the investigator, a copy shall be issued to the 

patient or his/her legal representative). 
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The rights safety and well-being of the trial patients are the most important considerations and should 

prevail over interests of science and society.  

The patient information sheet will include all elements required by ICH, GCP and applicable regulatory 

requirements.  

The investigator or his/her designee must provide the patient with a copy of the consent form and 

written full information about the study in a language that is non-technical and easily understood. The 

investigator should allow enough time for the patient or his/her legally acceptable representative to 

inquire about the details of the study. Then, the informed consent must be freely signed and 

personally dated by the patient and by the person who conducted the informed consent discussion 

before the beginning of the study. The patient should receive a copy of the signed informed consent 

and any other written information provided to the patient prior to participation in the trial.  

During his/her participation in the trial, any updates to the consent form and to the written 

information will be provided to the patient.  

If a new consent needs to be obtained from the patients, the investigator or his/her designee should 

inform the patient of any new information relevant to his/her willingness to continue participation in 

the study before obtaining the written consent.   
 

12.4. Patients Committee 

The protocol will be examined by the Patient Committee of the National League against Cancer 

(LNCC) paying particular attention to the quality of the information letter, the availability of a 

treatment and monitoring plan and suggestions for measures to improve the comfort of the patients. 
 

12.5. Independent Data Monitoring Committee (IDMC) 

An independent data monitoring committee (IDMC) for the trial will be established in order to 

guarantee protection of the patients, to ensure that the trial is conducted in an ethical fashion, to 

evaluate the risk/benefit ratio of the trial by reviewing the scientific results during the trial. In fact, the 

IDMC will meet when the results of the planned interim analysis are available (i.e. when 190 patients 

will be dead) to confirm or not the statistical hypotheses. This committee will be composed of a 

medical oncologist in charge of gastrointestinal oncology, a biostatistician and a PC physician. 
 

12.6. Confidentiality 

In accordance with the Public Health Code, the investigators and all individuals are required to 

collaborate in the study shall be held to professional secrecy concerning, in particular, the nature of 

the products used, the study itself, the test subjects and the results obtained. The investigator must 

ensure that his/her patients remain anonymous. The investigator shall keep a confidential patient 

identification list. 
 

12.7. Archiving 

The archiving of all study relevant documents at the trial site, at the trial offices and the coordinating 

investigator's site will be handled according to the requirements of the ICH-GCP, the EU Commission 

Directive 2005/28/EC of 8th April 2005 and national laws.  
 

Page 39 of 45

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

BMJ Open

1

2

3

4

5

6

7

8

9

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

28

29

30

31

32

33

34

35

36

37

38

39

40

41

42

43

44

45

46

47

48

49

50

51

52

53

54

55

56

57

58

59

60

 on A
pril 24, 2024 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2017-015904 on 23 January 2018. D

ow
nloaded from

 

http://bmjopen.bmj.com/


For peer review
 only

 

Protocol: EPIC-1511 –  
    Version n°2.2 of December 06th, 2016                                                                                                              Page 20/25 

Confidential 
 

13. OPERATIONAL MANAGEMENT OF THE STUDY 

13.1. Study organization 

This study is sponsored by Centre Oscar LAMBRET (COL), Lille, France. 

 Administrative and regulatory, project management, data monitoring (monitoring): Integrated 

Clinical Research Unit / Sponsorship cell Centre Oscar Lambret - LILLE (S CLISANT, M 

VANSEYMORTIER) 

 Data management and analysis : Data Processing Center “Cancéropôle” Northwest - Biostatistics 

and Methodology Unit Centre Oscar Lambret - LILLE (E BOGART) 
 

13.2. Research costs and additional costs 

Any additional cost as stated in the Public Health Code is covered by an agreement negotiated 

between the COL and the centre representative, with consideration for the COL's financial means in 

the context of its sponsoring activity. 

The COL shall, however, organize the study and shall provide the following materials (protocol, case 

report forms, investigator file) required for managing the study. 
 

13.3. Case reports forms - Monitoring 

Data are collected in a case report form (CRF) under the investigator's responsibility. These data are 

entered and validated in accordance with the study specifications. The Clinical Research Associate 

(CRA) assists the investigator in conducting the study. The CRA mandated by the sponsor makes a 

series of setup, follow-up and closure visits, in accordance with GCP. 
 

13.4. Quality assurance 

The sponsor is responsible for implementing and maintaining a quality assurance system, as described 

in the COL procedures, in order to ensure that the study is conducted in accordance with the protocol 

and with GCP. 
 

13.5. Use of information and publication 

At the end of the study, a report will be written by the study coordinator and statistician. No 

publication or presentation of the results of this trial will be done without the permission of the 

sponsor.  

The sponsor is interested in the publication of the results of every study it performs. All relevant 

aspects regarding publication will be part of the contract between the sponsor and the 

investigator/institution. The sponsor has made the information regarding the study protocol publicly 

available on the internet at www.clinicaltrials.gov. 
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15. APPENDIX 
 

15.1. Appendix 1 – Flowchart 

 

 

 Baseline 
< 4 weeks before 

randomization 
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<
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 w
e
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s 
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ft
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ia
g
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o
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Arm A 

(Standard 

arm) 

Arm B 

(Interventional 

arm) 

Informed consent X - - 

Inclusion/exclusion criteria X - - 

Prior medical/surgical history & 

cancer history 

Prior medication history 

X - - 

Standard treatment (first-line 

chemotherapy for metastatic disease)  
- X 

(a)
 X 

(a)
 

Quality of life: questionnaire QLQ-C30 X X
(b)

 X
(b)

 

Depression : questionnaire HADS X X
(c)

 X
(c)

 

PC visit  - 
(d)

 X
(e)

 

 

a) The chemotherapy should begin within 10 days after randomization.   

b) Every 8 weeks after randomization (T3, T5) and then every 8 weeks until the end of 

study. 

c) Every 8 weeks after randomization (T3 and T5).  

d) Only if needed. The number of PC visits will be recorded but the check-list will not be 

completed. 

e) The first PC visit should be performed within the first 3 weeks after randomization (T1) 

and then every 4 weeks (T2, T3, T4, T5) and the check-list will be completed for these 5 

visits. After T5, the number of PC visits will be recorded but the check-list will not be 

completed. 

 
 

AT ANY TIME DURING THE STUDY, patient’s death, whatever the cause, should be 
immediately notified to the sponsor in order to plan the interim analysis. 
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15.2. Appendix 2 – Study scheme 
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15.3. Appendix 3 – PC grid 
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