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LIST OF ABBREVIATIONS 
ACD Dextrose citric acid 

 AE Adverse event 

AFP Alpha-feto protein 

ALT  Alanine aminotransferase (or SGPT: serum glutamic pyruvic transaminase) 

ALP Alkaline phosphatases 

ANSM National agency for the safety of medicines and health products 

AMPAC Ampullary adenocarcinoma 

APHP Assistance Publique- Hôpitaux de Paris 

AST Aspartate aminotransferase (or SGOT: serum glutamic oxaloacetic transaminase) 

BAL Bronchoalveolar lavage 

BCLC Barcelona clinic liver cancer  

BID Bis in die (twice a day) 

BP Blood pressure 

CBC Complete blood count 

CEA carcino-embryonic antigen 

CNIL Commission Nationale de l’informatique et des libertés 

CRB Centre de Ressource Biologique/ Biological ressources center 

CRF Case report form 

CRP C reactive protein 

CT CT scan 

CT DNA Circulating tumor DNA 

CTFG Clinical trial coordination group 

DFS Disease-free survival 

dMMR Deficient MisMatch repair 

DNA Deoxyribonucleic acid 

DPD Dihydropyrimidine deshydrogenase 

DSMB Data safety monitoring board 

EC Ethic committee 

ECG Electrocardiogram 

EDTA Ethylene diamine tetra acetic 

EHS Extrahepatic spread 

EORTC European Organisation For Research And Treatment Of Cancer 

ESMO European society for medical oncology 

EU European union 

FFCD French-speaking federation of digestive oncology 

FFPE Formalin Fixed Paraffin Embedded 

G-CSF Granulocyte-colony stimulating factor 

GGT Gamma glutamyl transpeptidase 

HAS Haute Autorité de Santé 

HbA1C Glycated haemoglobin 

HBV Hepatisis B virus 

HCC Hepato cellular carcinoma 

HCV Hepatitisis C virus 

HIV Human immunodeficiency viruses 

HR Hazard ratio  

IB Investigator brochure  

INCa Institut National du Cancer 

INR International Normalized Ratio 

ITT Intention to treat 

IV Intravenous 

KM Kaplan Meier 

MDRD Modification of Diet in Renal Disease 

MSI Microsatellite instability 



PRODIGE 98-AMPIRINOX- Protocole v1.0 du 24.07.2024  5 

NGS New generation sequencing 

MIV Macrovascular invasion 

MRI Magnetic resonance imaging 

N Normal  

NCI-CTCAE National Cancer Institute -Common Terminology Criteria for Adverse Events 

OR Objective response 

ORR Objective response rate 

OS Overall survival 

PAF Familial adenomatous polyposis 

PBMC Peripheral blood mononuclear cell 

PFS Progression-free survival 

PKC Protein kinase C 

PNN Neutrophilic Polynuclear 

PPC Committee for the Protection of Individuals 

PR Partial response 

PT Prothrombin level 

PUI Internal use pharmacy 

Q1-Q3 Quartiles 

QLQ Quality of Life Questionnaire 

RC Full Answer 

RECIST Response Evaluation Criteria In Solid Tumors 

RLP Infusion-related reaction 

RNA Ribonucleic acid 

SAP Statistical analysis plan 

SAE Serious adverse event 

SC Subcutaneous 

SD Stable Disease  

SmPC Summary products characteristics 

SUSAR Suspected unexpected serious adverse reactions 

T4L Free thyroxine 

TAP scan Thoracic-Abdomino-Pelvic scanner 

TCM  Disease Control Rate 

TSH Thyroid stimulating hormone 

UNL Upper normal limit 

WBC White blood cells 

WHO World Health Organization 

β-HCG Human chorionic gonadotropic hormone 

5-FU 5 Fluorouracile 
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PROTOCOL AGREEMENT FORM 
 

PRODIGE 98 (FFCD 2105) – AMPIRINOX  

Randomized, multicenter Phase 3 trial of adjuvant chemotherapy with modified FOLFIRINOX 

versus capecitabine or gemcitabine in patients with resected ampullary adenocarcinoma  

EU number : 2024-511070-68-01 

Version 1.0 –24.07.2024 

This version of the protocol is approved by: 

The Sponsor/On behalf of the sponsor: Mme Cécile GIRAULT Date: 24.07.2024Signature 

The Coordinator:               Dr Gaël ROTH   Date: 24.07.2024Signature:     

The administrative coordinator:  Pr Sylvain MANFREDI  Date: 24.07.2024Signature  

I, the undersigned, Dr/Pr:   ........................................................................................................................  

 

After having read the requirements of this research, the protocol and its appendices, I hereby certify that 

I will conduct this trial in compliance with Good Clinical Practice (GCP) and in accordance with the 

applicable provisions of the French Public Health Code. 

In particular, I undertake to: 

• to respect the protocol and all modifications/amendments notified to me by the Sponsor 

• agree to supervise the research in the center and to train my collaborators in the conduct of the 

research and to provide a list of my collaborators by name  

• to ask the town halls of birth, in case of lost patients, for the status of the patients at the time of the 

analyses or when the Sponsor will ask me for it 

• to have each patient sign a written consent after having made him/her aware of the information 

note intended for him/her and this before any act for the research 

• report to the Sponsor any serious adverse events or new facts without delay after becoming aware 

of them, and in accordance with the indications of the protocol  

• respect the inclusion and non-inclusion criteria, as well as the start and end dates of the study 

• to participate in the biological part of the study and to send the samples according to the 

recommendations 

• complete all the items in the case report form (CRF), ensure the quality of the data collection and 

the proper management of the products and keep the data and documents related to the research for 

a period of 25 years after the end of the study  

• inform the Sponsor of any conflict of interest that may affect my scientific independence in the 

research 

• to inform the Sponsor without delay of any action, whether amicable or contentious, taken by a 

person involved in the research or his or her beneficiaries, which could call into question the 

responsibility of the Sponsor 

• accept periodic visits from the Sponsor's CRAs or those mandated by the Sponsor, and make 

available to them all source documents and materials relating to the research in order to ensure 

quality control of the data recorded in the case report form and to ensure that the rights and welfare 

of the patient are respected 

• allow the CRA FFCD the time necessary to sign the forms of CRF, answer any questions and take 

action 

• accept audits by the Sponsor or one of its representatives and/or inspections by health authorities  

• respond to requests for corrections or clarifications regarding the case report form 

Date: Signature: 

Stamp of the site: 

 Send the original to the CRGA of FFCD – 7 bd Jeanne d’Arc – BP 87900 – 21079 Dijon Cedex 
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SYNOPSIS 

Title  PRODIGE 98 (FFCD 2105) – AMPIRINOX  

Randomized, multicenter Phase 3 trial of adjuvant chemotherapy with modified 

FOLFIRINOX versus capecitabine or gemcitabine in patients with resected 

ampullary adenocarcinoma 

Sponsor  Fédération Francophone de Cancérologie Digestive (FFCD) 

Design Phase III randomized study - multicenter 

Study objectives Main objective: to assess efficacy of adjuvant mFOLFIRINOX versus single-agent 

chemotherapy (gemcitabine or capecitabine) in improving disease-free survival (DFS) after 

surgical resection of an ampullary adenocarcinoma. 

Secondary objectives: 

• Overall survival (OS)   

• Rate of patients completing 3 and 6-month chemotherapy schedule according to 

percentage of administered dose of each product 

• Assessment of quality of life by EORTC QLQ-C30 and QLQ-PAN26 

• Assessment of toxicities according to NCI-CTCAE v5.0 

• Subgoup analyses on OS and DFS by prespecified subgroups   

Inclusion criteria  • Histologically proven adenocarcinoma on surgical specimen 

• Macroscopically complete surgical resection of an ampullary adenocarcinoma (R0 

or R1)  

• Adenocarcinoma removed within 12 weeks prior to enrollment 

• Patients ≥ 18 years of age  

• Patient without metastatic disease on CT scan < 4 weeks prior to inclusion 

• WHO performance status 0 or 1 (WHO 0 if age >75) 

• Normal values of kalemia, magnesemia and calcemiaPatient able to understand and 

sign the information and informed consent note  

• Women of childbearing age and men who are sexually active with women of 

childbearing age must agree to use highly effective contraception during the trial 

treatment at least until 6 months after the end of experimental treatment. Women of 

childbearing potential must use highly effective contraception at least 9 months after 

the end of treatment with oxaliplatin 

• Patient affiliated to a social security scheme for France, or equivalents in European 

countries 

• CA19.9 level < 180 U/L at inclusion (post-operative level) 

Exclusion criteria  • Neoadjuvant systemic chemotherapy 

• pT1N0M0 tumors 

• Active infection by HBV, HCV or HIV  

• Dihydropyrimidine dehydrogenase deficiency (uracilemia ≥ 16 ng/mL) 

• Pre-existing peripheral neuropathy (grade ≥ 2) 

• Unresolved or uncontrolled concomitant medical conditions 

• Neutrophils < 1500/mm3, platelets < 150 000/mm3, Haemoglobin < 9 g/dL 

• Total bilirubin > 1.5x normal,  

• Creatinine clearance < 50 ml/min according to MDRD 

• AST or ALT > 2.5 x UNL, alkaline phosphatase > 2.5x normal at least 15 days after 

resection 

• Patients with poor nutritional status represented by albuminemia < 30.0g/dl 

• History of myocardial infarction within the last 6 months, severe coronary artery 

disease or severe heart failure 

• Active and/or potentially severe infection  

• Treatment with a strong cytochrome P450 inhibitor within 4 weeks prior to the 

administration of the protocol treatment (Treatment with Hypericum perforatum) 

• Patient under treatment by brivudine, or treated by brivudine within 4 weeks prior to 

beginning of study treatment  

• Concomitant use with St John’s Wort 
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• QT/QTc interval longer than 450msec for men and longer than 470msec for women 

on the ECG  

• Hypersensitivity to any of the study products or their excipients 

• Administration of live vaccines within 28 days prior to randomization 

• Other cancer treated within the last 5 years except adequately treated, in situ cervical 

carcinoma or basocellular/spinocellular carcinoma 

• chronic bowel disease requiring specific treatment and/or intestinal obstruction  

• Pregnant or breastfeeding woman 

• Person under guardianship  

• Inability to undergo the medical follow-up of the trial for geographical, social or 

psychological reasons  

Study treatment Arm A (experimental arm): mFOLFIRINOX every 2 weeks during 12 cycles (24 weeks): 

▪ Oxaliplatin 85 mg/m² 

▪ Irinotecan 150 mg/m² 

▪ Leucovorin 400 mg/m² 

▪ Fluorouracil 2400 mg/m² during 46 hours  

Arm B (control arm): investigator’s choice: 

▪ Capecitabine 1250 mg/m² BID, 2 weeks on, 1 week off during 8 cycles (24 weeks) 

OR 

▪ Gemcitabine 1000 mg/m² in 30 min; 3 weeks on, 1 week of, during 6 cycles ((24 

weeks) 

Randomization Randomization (on a 1:1 ratio) of patients will follow the minimization technique and will 

be stratified by the following factors: 

• Center 

• Stade : I/II versus III 

• Differentiation grade: well differentiated versus moderately differentiated versus 

poorly differentiated and undifferentiated 

• Histological subtype: Intestinal versus pancreatobiliary and mixed/undetermined   

• CA19.9 <90 vs > or = 90 UI/mL at inclusion 

Sample size 

determination 

The hypotheses are:  

- H0: Absence of difference between treatment arms on 2-year DFS 

- H1: Based on ESPAC3 phase 3 trial and the FFCD Ampullome cohort’s data, 2-year DFS rate 

is expected to be 60% in control arm. An increase of 11% on 2-year DFS is expected in favor 

of mFOLFIRINOX arm versus control arm (capecitabine or gemcitabine): change from 60% 

to 71%, HR=0.67 

Based on a two-sided α risk of 5% and a power of 80%, using a Schoenfeld method, 203 events 

are requested.  

With a follow-up of 48 months, a recruitment of 60 months and considering 5% of patients lost 

to follow-up or not evaluable, it is necessary to include 294 patients in total (147 patients/arm). 

Two interim analyses are planned at 33% and 60% of the events for early efficacy or futility. 

P-values will be calculated with O’Brien-Fleming function according to the real number of 

events. 

Statistical analyses 

 

The main criteria will be analyzed on the intent-to-treat population (ITT). 

For baseline characteristics, all the statistics will be done by treatment arms and on the overall 

population. Toxicities and other baseline variables will be described using usual statistics: 

mean, standard deviation, median, inter-quartile interval and range for quantitative variables, 

and frequencies and percentages for qualitative variables. 

Survival analyses will be estimated using Kaplan-Meier method and the two arms will be 

compared using the log-rank test. Hazard ratios will be calculated using Cox models. 

Comparisons between the two arms will be done using Student t test or Wilcoxon for 

quantitative variables (depending on the distribution), and Chi² or Fischer Exact test for 

qualitative variables. 

 

Ancillary study ▪ We will study the prognostic significance of various blood markers in adenocarcinoma 

of the Ampulla of Vater. Blood samples (plasma serum, PBMC and ctDNA) will be 

collected at inclusion, M3, M6 and in case of recurrence: 

- Extracellular vesicles: serum concentration and biomarker assessment  

- Circulating tumor DNA  
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▪ We will study predictive and prognostic markers on tumor material after surgical 

resection by tumor molecular profiling by DNA NGS and RNA seq, intra tumor 

microbiota study, multiplex immunohistochemistry (IHC) to characterize subtype and 

study optimal IHC panel, transcriptomic analyses to determine transcriptomic signatures 

predictive of response to treatment 

 

▪ Performance of CA19.9 to predict relapse and its relation with survival outcomes (tests 

performed as part of patient follow-up) 

▪ Biobanking of tumour and peripheral blood for tumor and constitutional genetic 

analyses 

Number of subjects 

needed 

294 patients 

Study schedule Planned accrual rate: 5 patients/ month 

Number of investigational centers: 50 

Planned first patient inclusion: October 2024 

Planned last patient inclusion: October 2028 

End of study (primary and secondary endpoint analysis): May 2034 
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CLINICIAL AND FOLLOW-UP EXAMINATION SCHEDULE 

* including sodium, potassium, AST, ALT, GGT, AP, total bilirubin, conjugated bilirubin serum creatinine, creatinine clearance 

** including, sodium, potassium, AST, ALT, GGT, AP, total bilirubin, conjugated bilirubin, albumin, serum creatinine, creatinine clearance 

***at least until 9 months after the end of treatment with oxaliplatin, and until 6 months after the end of treatment with fluorouracil, capecitabine, gemcitabine and irinotecan 

 

Study treatment will be stopped in case of investigator’s 

decision, major toxicity requiring discontinuation of treatment 

(despite protocol adaptations), serious or unexpected event 

requiring discontinuation of protocol treatment, disease 

progression, patient’s refusal, or withdrawal of consent. 

BEFORE 

TREATMENT 

DURING TREATMENT 

or in case of treatment stop before progression (e.g. toxicity or 

patient refusal) 

AFTER TREATMENT DISCONTINUATION 

 

Within 28 days prior to 

1st cycle  

Before each course of 

treatment (D1) 

Every 12 weeks in any treatment arm 

 Until disease progression or end of 

follow-up 

30 days after the end 

of treatment (last 

course) 

 

After disease progression   

Every 3 months until death or end of 

study (48 months after randomization)  

Clinical and biological informed consent X    

CLINICAL ASSESSMENT 

Review of eligibility criteria X     

Height X     

Weight, blood pressure, pulse rate, temperature X X X X (weight only) X 

WHO status X X X X X 

Neurological examination X X X X X 

Evaluation of treatment toxicities   X  X  

Tumor characteristics (cf section 4 of this document) X     

Patients characteristics X     

BIOLOGICAL ASSESSMENT 

CBC, platelets X X X X X 

Biochemistry*, ** X** X* X** X**  X** 

Urine or serum pregnancy test ≤ 72h prior to start of treatment X X  X X*** 

Analysis of DPD deficiency X     

HBV, HIV and HCV serology X     

Tumor markers: CA19-9, CEA X  X  X 

PARACLINICALS ASSESSMENT 

Thoraco-abdomino-pelvic CT scan, or thoracic CT scan plus abdomino-

pelvic MRI if contraindication to contrast-enhanced CT scan 
X  X  X 

ECG X     

Quality of life questionnaires: QLQ-C30 and PAN26 X  X X  

ANCILLARY BIOLOGICAL STUDY (optional) 

ctDNA X  X  (At M3, M6)  X (At progression only) 

Extra-cellular vesicles  X  X  (At M3, M6)  X (At progression only) 

Tumor sample X     

SUBSEQUENT TREATMENT LINES  

The start and end dates of the treatment and the type of treatment of the 

subsequent lines will be completed in the CRF 
  

 
 X 

Patient vital status   X  X 

Recurrence and pattern of recurrence   X  X 

Cause of death   X  X 
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1 RATIONALE OF THE STUDY 

A. Ampullary adenocarcinoma: Epidemiology 

Ampullary adenocarcinoma (AMPAC) is a rare cancer accounting for 0.2% of gastrointestinal cancers [1,2]. Due to its 

anatomical location leading to an early main bile duct obstruction with jaundice, and its distance with arterial axes such 

as the coeliac trunk or the superior mesenteric artery, AMPAC is more often accessible to resection than pancreatic 

adenocarcinoma. For that reason, most available epidemiological data is based on cohorts of patients with locally 

advanced or resectable AMPAC. However, prognosis is still poor as illustrated by the recent results of a nationwide 

population-based cohort study coordinated by the Dutch Pancreatic Cancer Group, which reported a 3-year overall 

survival (OS) rate of only 37% and a median OS of 22.6 months in non-metastatic AMPAC either resected or not [3]. 

Indeed, even after resection, OS is low with a 5-year OS rate ranging from 30% to 67%  [4–6] without significant 

improvement observed in the last 30 years, as illustrated by the results of a large Austrian cohort [7].  

The poor prognosis of AMPAC is largely explained by its high rate of relapse after curative-intent surgery. The median 

disease-free survival (DFS) was 24.0 months (95% confidence interval [CI], 19.5-30.0 months) in the ESPAC3 trial [4], 

in line with the 2 year-DFS rate of 60% in our 400-patient cohort Ampullome-FFCD (Fédération Française de 

Cancérologie Digestive) (NCT03800212; Roth et al., manuscript in preparation). Survival is strongly influenced by 

histological subtype, with reported DFS varying from 20.6 months for pancreatobiliary subtype to 45.7 months for 

intestinal subtype in ESPAC 3. However, no clear consensus has been made on the standard immunohistochemistry 

(IHC) panel that should be used for subtype classification [6,8,9]. The impact of subtype classification on the efficacy 

of chemotherapy (in the adjuvant as well as in the advanced setting) is poorly known. Moreover, most trials to date have 

mixed AMPAC with other periampullary tumors (e.g., distal cholangiocarcinoma, pancreatic or duodenal 

adenocarcinoma).  

B. The role of adjuvant chemotherapy in resected ampullary adenocarcinoma 

The role of adjuvant therapy after curative-intent resection is still debated as no standard of care has been established 

yet. Retrospective data suggest that the benefit of adjuvant therapy varies according to tumor stage. Nassour et al. showed 

in a cohort of 4190 patients that the OS benefit of adjuvant chemotherapy over surveillance alone (median OS, 47.2 vs 

35.5 months; hazard ratio [HR] 0.82) mainly concerned pT3/T4 and/or pN+ tumors [10]. By contrast, other series showed 

that stage I tumors have a spontaneous good prognosis and might not benefit from adjuvant treatment [11,12]. To date, 

ESPAC3 is the only phase 3 trial which attempted to prove the benefit of adjuvant therapy in resected periampullary 

tumors [4]. This trial compared adjuvant 5-fluorouracil (5FU)/leucovorin (LV5FU2 regimen) or gemcitabine (GEM) 

versus surveillance in 428 patients with resected AMPAC (n=297), biliary tract cancers (n=96) or other periampullary 

tumors (n=35). No OS benefit was observed with 5FU (HR 0.95;  CI 0.71-1.28; p=0.74) of GEM (HR 0.77; CI 0.57-

1.05; p=0.10) vs observation. However, an OS benefit was found in multivariate analysis with single-agent 

chemotherapy (5FU and GEM pooled) over surveillance, which was attributable to GEM (HR 0.70; CI 0.51-0.97; 

p=0.03). No difference in DFS was observed after multivariate analysis (median DFS: GEM, 29.1 months; LV5FU2, 

23.0 months; surveillance, 19.5 months; p=0.48). In the AMPAC patient subset, median OS was 84.0 months with GEM, 

57.8 months with LV5FU2 and 40.6 months with surveillance alone; however, no statistical comparisons were made in 

this specific population, leaving the question of the benefit of adjuvant therapy in AMPAC unanswered, as well as the 

choice between 5FU and GEM. Despite the lack of evidence, GEM and 5FU might both be considered as options in the 

adjuvant setting, based on the ESPAC3 multivariate analyses and data from retrospective cohorts. Moekotte et al. have 

also suggested in a retrospective study of 1163 patients with resected AMPAC that multiple-agent regimen might be 
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more efficient to improve survival (HR of multiple-agent regimen versus surveillance, 0.38; CI 0.17-0.83; p=0.015) 

[13].  

In the absence of any validated standard of care in the adjuvant setting, practices vary widely between countries and 

centers. In our French 400-patient cohort Ampullome-FFCD, 46% of patients received adjuvant chemotherapy. 

Therapeutic regimens were as follows: single-agent therapy such as GEM and fluoropyrimidine (either 5FU or 

capecitabine [CAP]) in 24% and 11% of cases, respectively, doublets such as FOLFOX, GEMOX, and GEMCAP in 

4%, 24% and 9% of cases, and FOLFIRINOX in 23% of cases (5% of adjuvant therapy data being missing) (Roth et al., 

manuscript in preparation). Despite the lack of evidence in the literature regarding the selection of the adjuvant 

chemotherapy regimen according to histological subtype, we observed in a national survey conducted in 2022 among 

the French PRODIGE intergroup that respondents mostly proposed FOLFIRINOX (60%), fluoropyrimidine single-agent 

(20%), GEMCAP (10%) or GEM (5%) in case of pancreatobiliary subtype, while FOLFOX (90%) or fluoropyrimidine 

(5%) was preferred in case of intestinal subtype (Roth et al., unpublished data).  

C. FOLFIRINOX, a suitable candidate for all subtypes of ampullary adenocarcinoma 

Modified FOLFIRINOX (mFOLFIRINOX) is the standard of care in the adjuvant treatment of resected pancreatic 

adenocarcinoma [14], and FOLFIRINOX and FOLFOXIRI are standards in the treatment of localized rectal cancer and 

metastatic pancreatic cancer, and metastatic colorectal cancer, respectively [15–17], suggesting that mFOLFIRINOX 

may be effective for AMPAC whatever the subtype (pancreatobiliary, intestinal or mixed). Hence, a randomized phase 

3 trial exploring whether mFOLFIRINOX could improve patient outcomes regardless of histological subtypes seems 

the best strategy to have a wide impact on clinical practice. 

D. How to determine the most relevant control arm? 

Despite the absence of validated standard treatment to date, single-agent 5FU or GEM is the most commonly accepted 

option in the adjuvant setting, based on additional analyses of the ESPAC3 trial [4], with a benefit regardless of the 

histological subtype. Even though in daily practice adjuvant chemotherapy regimens are often chosen by analogy with 

other cancers (i.e., cholangiocarcinoma or pancreatic adenocarcinoma for pancreatobiliary AMPAC and colorectal 

cancer for intestinal AMPAC), there is no evidence in the literature of the benefit of such histology-oriented therapeutic 

decision-making. Therefore, 5FU – or more generally fluoropyrimidines – and GEM appear as equally relevant for a 

study control arm. Orally available fluoropyrimidines such as capecitabine or S-1 are the standard options in the adjuvant 

treatment of resected biliary tract cancer [18–20], and fluoropyrimidine-based regimens (LV5FU2 or capecitabine alone 

or with oxaliplatin) are the mainstay of adjuvant treatment of stage III and high-risk stage II colon cancer [21,22]. 

Adjuvant GEM and 5FU have been shown equally effective in resected pancreatic cancer [23]and GEM-based regimens 

are standard in advanced biliary tract cancers and pancreatic cancer [24,25]. Collectively, these data argue for a control 

arm consisting of capecitabine or GEM as per investigator’s choice, and a consensus has been reached on this point 

among FFCD and PRODIGE scientific committees, a large panel of experts through the PRODIGE national survey 

performed in 2022, and among the European collaborative groups and centers who intend to join this trial. 

We hypothesize that mFOLFIRINOX is a good candidate to treat AMPAC regardless of the histological subtype (i.e. 

bilio-pancreatic, intestinal, mixed or undetermined), and we propose a randomized phase 3 trial comparing 6 months of 

adjuvant chemotherapy with mFOLFIRINOX versus capecitabine or gemcitabine in resected AMPAC. 
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2 STUDY OBJECTIVES 

2.1 Main objective 

To assess efficacy of adjuvant mFOLFIRINOX versus single-agent chemotherapy (gemcitabine or 

capecitabine) in improving disease-free survival (DFS) after surgical resection of an ampullary 

adenocarcinoma. 

 

2.2 Secondary objectives 

The secondary objectives are to evaluate in each treatment arm the following criteria:  

• Overall survival (OS) 

• Rate of patients completing 3 and 6-month chemotherapy schedule according to percentage of 

administered dose of each product 

• Assessment of quality of life by EORTC QLQ-C30 and QLQ-PAN26 

• Assessment of toxicities according to NCI-CTCAE v5.0 
 

Ancillary biological studies include circulating tumor DNA, extra cellular vesicles for RNA analyses as well 

as tissues collection for immunohistochemical and transcriptomic analyses. 

 

2.3 Estimands 

Objectives Estimands Endpoints 

Primary efficacy 

To compare DFS between the 2 

arms of treatments in randomized 

patients 

For all the randomized patients 

whatever the inclusion or non 

inclusion criteria, DFS will be 

estimated by the time between 

randomization and first 

radiological progression or death 

or date of last news in case no 

event occurs 

Radiological evaluation will be 

done by the investigator. 

Secondary efficacy 

To compare OS between the 2 

arms of treatments in randomized 

patients 

For all the randomized patients 

whatever the inclusion or non 

inclusion criteria, OS will be 

estimated by the time between 

randomization and death (all 

causes) or date of last news for 

alive patients 

 

To compare Rate of patients 

completing 3 and 6-month 

chemotherapy schedule according 

to percentage of administered 

dose of each product 

For all the randomized patients 

whatever the inclusion or non 

inclusion criteria. Patients not 

receiving any treatment, whatever 

the reason, will be considered as 

not completing the chemotherapy 

schedule 

All data will be derived regarding 

the dose indicated in the CRF and 

the planned doses in the protocol. 

Primary Safety 
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To evaluate the safety profile of 

the experimental arm and the 

standard arm on the study 

population 

In patients receiving at least one 

dose of treatment. Patients will be 

analyzed according to real 

treatment received. The toxicities 

will be reported using NCI-CTC 

v5.0 coding and presented 

regarding System organ class 

(SOC) and preferred term (PT) 

All AEs will be collected 

whatever the grade and the 

causality 

3 PATIENT SELECTION FOR REGISTRATION 

3.1 Inclusion criteria 

1. Histologically proven adenocarcinoma on surgical specimen 

2. Macroscopically complete surgical resection of an ampullary adenocarcinoma (R0 or R1)  

3. Adenocarcinoma removed within 12 weeks prior to enrollment 

4. Patients ≥ 18 years of age  

5. Patient without metastatic disease on CT scan < 4 weeks prior to inclusion 

6. WHO performance status 0 or 1 (WHO 0 if age >75) 

7. Normal values of kalemia, magnesemia and calcemia 

8. Patient able to understand and sign the information and informed consent note  

9. Women of childbearing age and men who sexually active with women of childbearing age must agree 

to use highly effective contraception during the trial treatment and at least until 6 months after the end 

of the experimental treatment. Women of childbearing potential must use highly effective 

contraception at least 9 months after the end of treatment with oxaliplatin 

10. Patient affiliated to a social security scheme for France, or equivalents in European countries 

11. CA19.9 level < 180 U/L at inclusion (post-operative level) 

3.2 Exclusion criteria 

1. Neoadjuvant systemic chemotherapy 

2. pT1N0M0 tumors 

3. Active infection by HBV, HCV or HIV  

4. Dihydropyrimidine dehydrogenase deficiency (uracilemia ≥ 16 ng/mL) 

5. Pre-existing peripheral neuropathy (grade ≥ 2) 

6. Unresolved or uncontrolled concomitant medical conditions 

7. Neutrophils < 1500/mm3, platelets < 150 000/mm3, Haemoglobin < 9 g/dL 

8. Total bilirubin > 1.5x normal,  

9. Creatinine clearance < 50 ml/min according to MDRD 

10. AST or ALT > 2.5 x ULN, alkaline phosphatase > 2.5x normale au moins 15 j après la résection 

11. Patients with poor nutritional status represented by albuminemia < 30.0g/dl 

12. History of myocardial infarction within the last 6 months, severe coronary artery disease or severe 

heart failure 

13. Active and/or potentially severe infection  

14. Treatment with a strong cytochrome P450 inhibitor within 4 weeks prior to the administration of the 

protocol treatment 

15. Patient under treatment by brivudine, or treated by brivudine within 4 weeks prior to beginning of 

study treatment  

16. Concomitant use with St John’s Wort 

17. QT/QTc interval longer than 450msec for men and longer than 470msec for women on the ECG  
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18. Hypersensitivity to any of the study products or their excipients 

19. Administration of live vaccines within 28 days prior to randomization 

20. Other cancer treated within the last 5 years except adequately treated, in situ cervical carcinoma or 

basocellular/spinocellular carcinoma 

21. Chronic bowel disease requiring specific treatment and/or intestinal obstruction  

22. Pregnant or breastfeeding woman 

23. Person under guardianship  

24. Inability to undergo the medical follow-up of the trial for geographical, social or psychological reasons 

4 INCLUSION ASSESSMENT 

The biological, clinical and morphological inclusion assessment must be performed within 28 days prior to 1st cycle. 

Randomization is done within 7 working days before 1st cycle of treatment. 

 

• Clinical examination: 

o Review of eligibility criteria 

o Height, weight, blood pressure, pulse rate, temperature 

o WHO status 

o Neurological examination 

o ECG 

 

• Biological assessment including: 

 

o CBC, platelets 

o Biochemistry: blood ionogram (sodium, potassium), AST, ALT, GGT, AP, total bilirubin, conjugated bilirubin, 

albumin, serum creatinine, creatinine clearance 

o Analysis of DPD deficiency according to ANSM INCa and HAS recommendations (Opinion 

n°2018.0053/AC/SEAP of 28 November 2018) 

o HIV, HBV and HCV serology 

o CA19-9, CEA 

o Urine or serum pregnancy test for women of childbearing age ≤ 72h prior to treatment’s initiation. 
In case of a “urine pregnancy test”, it must be a highly sensitive urine pregnancy test, in accordance with the 

recommendations of the CTFG regarding pregnancy risk management (Recommendations related to 

contraception and pregnancy testing in clinical trials). 

 

• Radiological assessment: 

Thoraco-abdomino-pelvic CT scan, or thoracic CT scan plus abdomino-pelvic MRI if contraindication to 

contrast-enhanced CT scan,  

• Tumor characteristics: 

o Date of diagnosis, date of resection, type of resection (T, N, M) 

o Vascular and lymphatic emboli  

o Resection margins  

o Tumor size  

o Degree of differentiation (well-differentiated, moderately, poorly/undifferentiated) 

o Histological subtype based on morphology  

o Histological subtype by immunohistochemistry: CK7/CK19/CK20/CDX2/MUC1/MUC2/Other (positive-

negative or not done) 

o MSI/dMMR status if known (part of routine care) 

 

Patients characteristics: 

• PAF familial adenomatous polyposis 

• Lynch syndrome 

• Other syndromes  

• History of previous cancer (type and diagnosis date) 

 

Quality of life questionnaires: 

QLQ-C30 and PAN26 questionnaires completed by the patient at inclusion 
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• If participation to the ancillary biological studies (at baseline M3, M6 and progression): 

o Circulating tumour DNA and extra cellular vesicles: blood sampling of 2 cell free DNA tubes  

o FFPE sample of resected tumour to send to CRB EPIGENTEC (once at inclusion only) 

 

The rationale and logistics of this study are described in Chapter 9, respectively. 

5 PATIENT INCLUSION AND RANDOMIZATION 

After information has been given and patient has agreed to participate, both patient and site investigator must sign the 

informed consent form. Then patients will be recorded on the study the investigational site and identified by a patient-

ID. 

Registration of patients is made by the site on the FFCD e-CRF tool: RAMDAM (http://ramdam.ffcd.fr ). After 

completing the registration form, the site will receive an e-mail confirming their patient’s registration. Access codes to 

the eCRF are sent to the investigators and the research team upon request by the investigator site (eCODE request form).  

During the following period after registration, the investigator will confirm the patient’s eligibility for the study by 

conducting the assessments detailed in the following chapter (section 10 “patient follow-up”). 

After the patient randomization, treatment should be started as soon as possible and within a maximum of 7 working 

days. 

Pseudonymization must be carried out in the investigating center before any document is transferred to the sponsor by 

eCRF or other means (post, fax, secure e-mail).  

Pseudonymization involves identifying the patient by the first two letters of his given name and the first letter of his first 

name, as well as the date of birth in month/year format, according to the MR001 (CNIL declaration). 

Stratification 

Randomization (1:1 ratio) of patients will be done using the minimization technique according to the following 

stratification factors:  

• Center 

• Stade : I/II versus III 

• Differentiation grade: well differentiated versus moderately differentiated versus poorly differentiated and 

undifferentiated 

• Histological subtype: Intestinal versus pancreatobiliary and mixed/undetermined   

• CA19.9 <90 vs > or = 90 UI/mL at inclusion 

http://ramdam.ffcd.fr/
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6 DESIGN OF STUDY  

7 TREATMENTS 

7.1 Product description, packaging and labelling  

It is important to refer to the updated versions of the SmPCs (Appendix 6) of the products used for the 

management of patients, particularly with regard to contraindications, patient monitoring and drugs that are 

prohibited or to be used with precautions.  

The treatments are not supplied as part of the study and must be taken from the commercial stock of the PUI 

of the investigating center. Chemotherapy cycles will be repeated until progression, unacceptable toxicity 

(grade 4 non-haematological toxicity or grade 3 toxicity after 2 dose adjustments), patient refusal or 

investigator decision, or treatment completion (24 weeks). 

6.1.1 IRINOTECAN 

Irinotecan should be administered diluted in either 0.9% sodium chloride or 5% glucose solution. The solution 

may be administered via a Y-tube. 

6.1.2 OXALIPLATIN 

Oxaliplatin should only be diluted with 5% glucose solution. It is administered as an intravenous infusion, in 

Y, with the intravenous infusion of folic acid diluted in 5% glucose solution, over 2 hours, always before the 

5FU.  
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Oxaliplatin should not be mixed with other drugs in the same bag or infusion line, except for folic acid with 

which it can be co-administered via a Y-tube. It should not be mixed with alkaline drugs (5-fluorouracil, 

trometamol salts), saline solutions or other solutions containing chloride ions. Oxaliplatin should not be 

administered with aluminum-containing material. 

The infusion line should be flushed after administration of oxaliplatin, and before administration of the other 

study products (5-fluorouracil). For information on the stability of the solution after dilution, please refer to 

the product's SmCP (appendix 6). 

5-FLUOROURACIL (5FU) 

5FU is administered either as a 10-minute bolus or continuously intravenously over 46 hours, after dilution in 

5% glucose solution, by portable infuser, pump or syringe pump. 

Fluorouracil should not be mixed with other solutions or drugs in the same infusion except as indicated in 

paragraph 6.6 of the SmCP (appendix 6). 

GEMCITABINE 

Gemcitabine is administered as a 30-minute infusion, after dilution in sterile 0.9% sodium chloride solution 

for injectable preparations. If well tolerated, it can be administered in outpatient setting. This drug must not 

be mixed with other drugs. 

CAPECITABINE 

Capecitabine is administered orally with water within 30 minutes of eating. Pills must not be crushed or cut. 

If the patient is randomized to arm B, treatment will be prescribed by the investigator (gemcitabine or 

capecitabine at the discretion of the investigator), and a compliance diary will be provided if the patient is 

treated by capecitabine. Patients have to collect their treatment from their local pharmacy. The compliance 

diary must be completed by the patient after each course of treatment. The patient must bring the completed 

booklet with him when he visits the institution. 

7.2 Arm A: Polychemotherapy mFOLFIRINOX (experimental Arm)  

One cycle every 2 weeks (C2D1=D15) during 12 cycles (24 weeks). 

At each cycle, intravenous infusion of the following drugs (doses depend on tolerance): 

• Oxaliplatin 85 mg/m² 

• Leucovorin 400 mg/m²  

• Irinotecan 150 mg/m² 

• Fluorouracil 2400 mg/m² during 46 hours 

7.3 Arm B (control arm):  

• Oral capecitabine (1250 mg/m² BID; 14/21 days) during 8 cycles 

OR 

• Intravenous Gemcitabine during 6 cycles (1000 mg/m² in 30 min; 3 weeks on 4 during 24 weeks) 

The choice of treatment in arm B is left to the discretion of the investigator 

 

8 DOSE ADJUSTMENT ACCORDING TO ADVERSE EVENT  

Adverse event (toxicities) requiring dose adjustment will all be assessed using the NCI-CTCAE v5.0 scale 

(Appendix 5). 
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8.1 Criteria required before any course (D1 of each course) 

Dose adjustments are based on toxicities observed during the intercourse depend on the maximum grade of 

toxicity observed during the treatment and the intercourse period, dosage adjustments need to be considered 

at each injection according to patient’s tolerance.  

Investigators must refer to SmPC of the products used in this trial for the management of patients, especially 

concerning the following topics:  special warnings and precautions, posology adaptation in case of toxicity, 

monitoring. 

 

The occurrence of a treatment-related grade 4 toxicity (NCI-CTC V5.0) will require permanent discontinuation 

of the studied treatment unless the investigator considers that there is a benefit to continue the treatment after 

adjustment of the studied treatment dosage and optimization of supportive treatments. In all cases, patients 

will continue to be followed according to the protocol for a maximum of 4 years from their inclusion in the 

study. 

8.1.1 Dose adjustment for ARM A mFOLFIRINOX 

Each session can be administered within +/- 2 days of the scheduled theoretical date. If > 2 days, treatment 

cancelled and postponed to the next (theoretical) cycle. There should be no less than 12 days between two 

treatments. 

Patients experiencing study drug-related toxicities that require a delay in scheduled mFOLFIRINOX dosing 

for more than 2 cycles, treatment must be permanently discontinued (except oxaliplatin discontinuation for 

peripheral neuropathy), and will be followed-up (up to 48 months from randomization). In case of toxicity 

related to a specific drug requiring its discontinuation, patients might continue to be treated by the following 

schemas: mFOLFOX, mFOLFIRI, LV5FU2.  

When a dose reduction is required, no dose re-escalation will be permitted for the duration of study treatment. 

Hematological toxicities  

Hematological toxicity 

on the day of the course 
DISCONTINUE 

COURSE 

DOSE REDUCTION 

Irinotecan Oxaliplatin LV5FU2* 

PNN  1,500/ mm3 

and platelets  

100,000/mm3 

GRADE 1 

No cycle delay  

No dose reduction 

1000 < PNN 

<1500/mm3 

GRADE 2 

Regarding patient’s 

condition and investigator 

evaluation, consider 

treatment discontinuation  

until PNN > 1,500/mm3 or 

dose reduction with 

intensification of G-CSF 

if possible**. 

 

If not 

recovered on D29 

(=Cn+1D1) despite optimal 

G-CSF administration, 

discuss discontinuation 

of treatment or 

maintenance by LV5FU2 

1st episode: reduce 

dose to 120 mg/m2 
 

2nd episode: maintain 

dose at 120 mg/m2 

 

3rd episode: Discuss 

treatment stop or 

maintenance 

LV5FU2  

 

1st episode: no dose 

reduction  
 

2nd episode: reduce 

dose to 65 mg/m2 

 

3rd episode: Discuss 

treatment stop or 

maintenance 

LV5FU2 

1st episode: No 

dose reduction 

PNN< 1000/mm 

Grade 3 

Treatment discontinuation until PNN > 1,500/mm3 and reintroduction at the lower level dose 

according to recommendations. 

Platelets < 

100.000/mm3 

Discontinue treatment 

until recovery 

(platelets > 

100,000/mm3). 

 If not recovered on D29, 

1st episode: no dose 

reduction 
 

2nd episode: reduce 

dose to 120 mg/m2 

1st episode: reduce 

dose to 65 mg/m²  
 

2nd episode: maintain 

dose reduction  

1st episode: no 

reduction of 

dose 

2nd episode: 
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discuss discontinuation 

of treatment. 

 

3rd episode: discuss 

treatment stop or 

maintenance LV5FU2  

 

 

3rd episode: discuss 

treatment stop or 

maintenance 

LV5FU2  

 

reduce the 

continuous 

infusion 

dose by 20% 

*Folinic acid + continuous infusion of 5-FU 

**To be discussed between the patient and the clinical investigator.  

Maximum hematological toxicity observed during intercourses 

EVENTS REDUCE DOSE AT NEXT COURSE 

- Isolated febrile neutropenia* 

-Grade 4 neutropenia > 7 days 

- Infection with concomitant grade 3-4 neutropenia 

 

1st episode: reduce the dose of irinotecan to 120mg/m² and 

adapt G-CSF 

2nd episode: in addition, reduce the dose of oxaliplatin to 65 

mg/m², and adapt G-CSF if necessary  

3rd episode: maintain only LV5FU2 if necessary, and adapt 

G-CSF if necessary 

Grade 3-4 thrombocytopenia 1st episode: reduce the dose of oxaliplatin to 65 mg/m² 

 

2nd episode: in addition, reduce the dose of irinotecan to 

120 mg/m² and the dose of continuous 5-FU by 20% 

3rd episode: discontinue oxaliplatin and irinotecan, 

continue LV5FU2 

*Definition: occurring during a period of medullar hypoplasia (neutrophils <500/mm3) with fever >38.5°C.  

Treatment will be continued at the same doses, but with the addition of G-CSF: The first dose should not be given within 

24 hours after the end of cytotoxic chemotherapy. 

Gastrointestinal toxicities 

EVENTS REDUCE DOSE AT NEXT COURSE 

Resistant diarrhea grade 1-2 Intensify anti-diarrhea treatment 

No dose reduction for irinotecan or oxaliplatin nor 5-FU after 

recovery unless grade 3-4 diarrhea or diarrhea + fever and/or 

grade 3-4 neutropenia* 

- Grade 3-4 diarrhea or persistent grade 2 diarrhea (> 

48 h) despite anti-diarrhea treatments optimization 

 

Dose adjustment: 

1st episode: reduce the dose of irinotecan to 120 mg/m² 

 

2nd episode: reduce the dose of oxaliplatin to 65 mg/m² and 

the dose of continuous 5-FU by 20% 

 

3rd episode: discontinue irinotecan 

 

In case of grade 3-4 diarrhea, or grade ≥ 2 with fever and/or 

severity criteria, consider to hospitalize the patient. 

 

In case of occurrence of gastrointestinal ulceration, hemorrhagic or not, treatment with 5-fluorouracil should be stopped 

until disappearance of symptoms. 

 

Pulmonary toxicities  

In patients with risk factors for interstitial lung disease, the occurrence of respiratory symptoms should be 

closely monitored before and during treatment. 

 

Dose adjustment in case of bilirubin elevation 

If bilirubin increase is > 1.5 UNL, it is preferable to discontinue irinotecan, because it is eliminated via biliary 

pathway, and check the presence of a tumoral relapse or obstruction of bile duct. Indication of chemotherapy 

will be retained if these two diagnoses are eliminated. However, it will be preferable to stop irinotecan if 

bilirubin elevation is persistent. 

For patients with deficient glucuronidation of bilirubin, such as Gilbert’s syndrome, dose reduction of irinotecan should 
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be considered (recommendation). 

 

Mucositis or hand-foot syndrome 

This type of adverse event is due to the administration of 5-FU. If it reaches a grade 3-4, the dose of continuous 

5-FU should be reduced by 20% for subsequent courses. 

 

Cardiotoxicities 

• In case of angina pectoris or myocardial infarction, 5-FU treatment shall be stopped. The 

reintroduction of 5-FU is not allowed. 

• In case of QT/QTc prolongation > 500 msec: Oxaliplatin will be stopped. Patients will be referred 

to a cardiologist and monitored in a hospital with continuous cardiac activity recording performed 

until resolution to grade 1 or baseline. 

Oxaliplatin-related peripheral neuropathy  

Neurological toxicity will be assessed using the NCI-CTC V5.0. 
TOXICITY TOXICITY DURATION 

< 7 days > 7 days et 

< 14 days 

Persistent between 

courses 

Paraesthesia/dysaesthesia without 

functional impairment (Grade 1) 

No change 

Paraesthesia/dysesthesia with 

Moderate symptoms; limiting  

instrumental ADL (Grade 2 NCI) 

No change No change 65 mg/m2 

If no improvement: 

discontinue 

Paraesthesia/dysesthesia with pain or 

functional alteration affecting 

activities of daily living (Grade 3 

NCI) 

65 mg/m2 65 mg/m2 Discontinue 

Acute laryngopharyngeal dysesthesia 

 

Extend the next infusion time to 4hours. 

 

If oxaliplatin is discontinued due to neurotoxicity, irinotecan and 5-FU should be maintained according to 

tolerance.  

In case of a dose reduction for toxicity, the dose should not be increased again when the adverse event recovers. 

If an adverse event requires a third dose reduction, permanent discontinuation of the treatment should be 

applied. 

 

In case of allergic reaction or other toxicities ≥ grade 3, or considered significant by the investigator, 

oxaliplatin should be permanently discontinued. 

 

Recommendations in case of other toxicities: 

Other toxicities with > grade 2, except anemia and alopecia, may justify a dose reduction of 20% (reduction 

of irinotecan to 120 mg/m2 and/or oxaliplatin to 65 mg/m2 and/or 5-FU decreased by 20%) if considered as 

necessary by the investigator. 

8.1.2 Dose adjustment for ARM B CAPECITABINE OR GEMCITABINE  

When a dose reduction is required, no dose re-escalation will be permitted for the duration of study treatment. 

In case of temporary discontinuation due to treatment-related toxicity, the current treatment session is 

considered as cancelled and it is required to wait for the next planned treatment administration (following 

perfusion for gemcitabine, next cycle [Cn+1D1] for capecitabine) to reintroduce chemotherapy with a dose 

reduction according to recommendations.  If the treatment is discontinued for longer than 30 days then 

treatment must be permanently discontinued, and patient will be followed according to surveillance protocol 

detailed in section 8 (up to 4 years from their inclusion) 

GEMCITABINE 
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When a dose reduction is required, no dose re-escalation will be permitted for the duration of study treatment. Dose 

adjustment in this arm: gemcitabine according to SmPC (Summary of Product Characteristics Appendix 6).  

Hematological toxicities  

CBC before each course CYCLE DELAY DOSE REDUCTION 

PNN > 1 x 109 /l and platelets > 

100 x 109 /l 

No change 100% of total dose 

0,5 < PNN ≤ 1 x 109 /l or 50 < 

platelets ≤ 100 x 109 /l 

No change 75% of total dose (25% reduction) 

PNN ≤ 0,5 x 109 /l or platelets 

≤ 50 x109 /l 

Postpone the treatment until recovery 

of 0.5 x 109/l PNN and of 50 x109/l 

platelets 

No change 

 

Liver toxicities 

Increases in hepatic transaminases are frequently observed: 

• If transaminases (ALT or AST or both) increase by less than 5 X UNL, gemcitabine is continued 

without dose reduction.  

• If transaminases (ALT or AST or both) increase by more than 5 to 20 X UNL, the dose of 

gemcitabine should be reduced by 25%.  

• If the transaminases (ALT or AST or both) increase by more than 20 X UNL, gemcitabine must be 

permanently discontinued. 

Other toxicities 

 GRADE 2* GRADE 3 GRADE 4 

1ST APPEARANCE 

Interrupt treatment until 

resolved to grade 0- 1, then 

continue gemcitabine at 

original dose, with 

prophylaxis if possible 

and/or optimization of 

supportive treatments 

Interrupt treatment until 

resolved to grade 0- 1, then 

continue at 80% of original 

dose with prophylaxis if 

possible and/or 

optimization of supportive 

treatments 

Discontinue treatment, unless 

investigator considers it to be in 

the best interest of the patient to 

continue at 50% of the original 

dose, once toxicity has resolved to 

Grade 0-1. 

Consider prophylaxis if possible 

and/or optimization of supportive 

treatments 

2ND APPEARANCE 

Interrupt treatment until 

resolved to grade 0- 1, then 

continue at 80% of original 

dose with prophylaxis if 

possible and/or 

optimization of supportive 

treatments 

Interrupt treatment until 

resolved to grade 0- 1, then 

continue at 50% of original 

dose with prophylaxis if 

possible and/or 

optimization of supportive 

treatments 

Discontinue treatment 

3RD APPEARANCE 

Interrupt treatment until 

resolved to grade 0-1, then 

continue at 50% of original 

dose with prophylaxis if 

possible and/or 

optimization of supportive 

treatments 

Discontinue treatment 

 
 

4TH APPEARANCE Discontinue treatment   
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CAPECITABINE 

When a dose reduction is required, no dose re-escalation will be permitted for the duration of study treatment. 

Anaemia 

All grade: no dose reduction, to be treated as clinically indicated 

Hand-Foot Syndrome 

In case of hand-foot syndrome grade 1, intensify topic supportive care treatments.  

In case of hand-foot syndrome grade 2, administration of capecitabine should be interrupted until the event resolves or 

decreases in intensity to grade 1, intensify topic supportive care treatments and consider dose reduction.  

In case of hand-foot syndrome grade 3, intensify topic supportive care treatments, discontinue capecitabine until 

symptoms resolve or regress to grade 1 and re-introduce capecitabine at a lower level dose.  

For grade 2, 3 and 4: dose reduction to be carried out according to the Capecitabine dose reduction table. 

Diarrhea, nausea, vomiting 

For grade 2/3 diarrhea, nausea, vomiting:  

• Stop capecitabine and treat symptomatically (recommended use of Loperamide for diarrhea).  

• Restart at 100% of original dose if considered adequately controlled within 2 days of initiation of treatment. 

• If control takes longer, then the dose should be modified according to next table (NOTE: diarrhea of > 2 days 

requires medical evaluation, including relevant diagnostic procedures, alternative treatment and possible 

investigation of DPD deficiency). 

• If the adverse event recurs despite prophylaxis then dose modifications should also be made according to the 

Capecitabine dose reduction table 

Liver Function 

• Drug-related Hyperbilirubinaemia  

For drug related grade 2/3/4 elevations in bilirubin: administration of capecitabine should be immediately 

discontinued. Dose modifications should be managed according to the next table. 

Capecitabine dose reduction table 

 GRADE 2* GRADE 3 GRADE 4 

1ST APPEARANCE 

Interrupt treatment until 

resolved to grade 0- 1, then 

continue capecitabine at 

original dose, with 

prophylaxis if possible 

and/or optimization of 

supportive treatments 

Interrupt treatment until 

resolved to grade 0- 1, then 

continue at 75% of original 

dose with prophylaxis if 

possible and/or 

optimization of supportive 

treatments 

Discontinue treatment, unless 

investigator considers it to be in 

the best interest of the patient to 

continue at 50% of the original 

dose, once toxicity has resolved to 

grade 0-1.  

Consider prophylaxis if possible 

and/or optimization of supportive 

treatments 

2ND APPEARANCE 

Interrupt treatment until 

resolved to grade 0- 1, then 

continue at 75% of original 

dose with prophylaxis if 

possible and/or 

optimization of supportive 

treatments. 

Interrupt treatment until 

resolved to grade 0- 1, then 

continue at 50% of original 

dose with prophylaxis if 

possible and/or 

optimization of supportive 

treatments 

Discontinue treatment 

3RD APPEARANCE 

Interrupt treatment until 

resolved to grade 0-1, then 

continue at 50% of original 

dose with prophylaxis if 

possible and/or 

Discontinue treatment 
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optimization of supportive 

treatments 

4TH APPEARANCE Discontinue treatment   

*If a patient experiences recurrent grade 2 toxicity, which resolves to grade 0-1 within the scheduled interval between 

two treatment session, the investigator can decide to continue at the same dose.  

NOTE: For any event/toxicity that was apparent at baseline, the dose modifications will apply according to a 

corresponding shift in toxicity grading, if the investigator feels it is appropriate.  

8.2 Premedication, concomitant treatments and contraindicated treatments (see SmPC of the 

different molecules of the protocol) 

8.2.1 Premedication 

All patients must be pre-treated according to local standard practice and in accordance with ESMO Guidelines 

(Annals of Oncology 27 (Supplement 5): v119–v133, 2016 doi:10.1093/annonc/mdw270). 

However, some recommendations may be proposed as follows: 

ARM A mFOLFIRINOX 

• Recommended antiemetic prophylaxis: 

o Corticosteroids plus dopamine receptors antagonist (e.g: metoclopramide) 

o Plus 5HT3 serotonin receptor antagonist + Neurokinin-1 receptor antagonist, for example:  

▪ Ondansetron 8 mg at D1 + APREPITANT 125mg D1 and 80 mg D2 and D3 

• With APREPITANT, corticosteroids doses should be decreased: 

o The dose of IV and oral dexamethasone should be reduced by 50%. 

o The dose of IV and oral methylprednisolone should be reduced by 25%. 

▪ Or NETUPITAN 300mg + PALONOSETRON 0.5 mg at D1 

• Hypersensitivity and infusion reactions should be treated as per institutional standards.  

o Cholinergic syndrome (manifested as lacrimation, rhinorrhea, miosis, diaphoresis, hot flashes, flushing, 

abdominal cramping, diarrhea, or other symptoms) may occur during or shortly after receiving 

irinotecan. 

o Atropine 0.25-1 mg IV or SC may be used to treat these symptoms (as above). In patients with 

troublesome or recurrent symptoms, prophylactic administration of atropine shortly before irinotecan 

therapy may be considered. 

• Combination anticholinergic medications should be discussed with institutional pharmacy given effect on 

irinotecan metabolism. Anticholinergics should be used with caution in patients with potential 

contraindications (e.g. obstructive uropathy, glaucoma, tachycardia, etc.). 

• Supportive care for neurologic toxicity is allowed at the discretion of the treating physician. 

• Extravasation of oxaliplatin has been associated with necrosis and should be treated according to 

institutional guidelines. 

• Recommended anti-diarrhea in case of diarrhea: diosmectite, loperamide, racecadotril 

It is recommended to provide an anti-diarrhea drug prescription with clear explanations to patients before 

cycle 1 

ARM B (CAPECITABINE or GEMCITABINE) 

Anti-emetics will be given to patients according to local standard practice and in accordance with international 

guidelines. Dexpanthenol has shown some efficacy in the prophylaxis of hand-foot syndrome in patients 

treated with capecitabine. 

Recommended anti-diarrhea in case of diarrhea: diosmectite, loperamide, racecadotril. 

It is recommended to provide an anti-diarrhea drug prescription with clear explanations to patients before cycle 

1. 

8.3 Concomitant treatments 

Treatments considered necessary for the well-being of the patient may be administered at the discretion of the 

investigator (anti-emetic, anti-diarrheal, ...).  
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However, regarding primary neutropenia prevention, systematic use of prophylactic GCSF within 24-48 hours 

of completion of continuous infusion 5-FU is highly recommended with mFOLFIRINOX. Use of biosimilar 

WBC growth factor products is acceptable. Duration and dosage of prophylactic GCSF is left to the discretion 

of the investigator.  

 

In case of febrile neutropenia, curative treatment should be performed as local practice and international 

guidelines. Optimization of GCSF prophylaxis should be considered for following cycles. 

 

8.2.3 Forbidden treatments or to use with caution 

Administration of all the treatments of this protocol are contraindicated in cases of hypersensitivity to the 

active ingredient or any of the excipients. 

As with any chemotherapy,” antiamaril” (yellow fever) and live attenuated vaccines are contraindicated due 

to the risk of potentially fatal systemic particularly in immunocompromised patients. 

 

With mFOLFIRINOX 

• Any other antitumor treatments (chemotherapy, hormonotherapy, immunotherapy, biological response 

modifier, targeted therapy) or approved therapies during this trial or within 30 days, after the last dose 

administration, are prohibited. 

• Herbal medicine and grapefruit juice should be cautiously used and after specialist advice. 

• Pimozide (Orap®) and cisapride (Prepulsid®) are strictly contraindicated: they are associated with a major 

risk of disorder of the ventricular rhythm (notably twisting spuces). 

• Medications that can interact with drug Irinotecan: Strong CYP 3A4 enzyme-inducing agents such as 

rifampicin, phenytoin, carbamazepine, phenobarbital, dexamethasone, and ketoconazole, St-John’s wort 

are forbidden. Antivitamin K is not recommended. Whether vitamin K antagonists are medically indicated, 

INR (International Normalized Ratio) testing should be performed more frequently. 

• Medications that can interact with drug Oxaliplatin: Drugs that prolong QTc and/or cause twisting spikes 

must be used with caution. 

• Main medications that can interact with drug 5FU and Capecitabine: Metronidazole (Flagyl®) and 

ornidazole, Brivudine (forbidden within 4 weeks of stopping 5FU), Allopurinol (Zyloric), Phenytoin, 

Interferon alpha Drugs that may affect dihydropyrimidine dehydrogenase (DPD) activity are not permitted. 

Antivitamin K is not recommended, If vitamin K antagonists are indicated, INR (International Normalized 

Ratio) testing should be performed more frequently. 

Aprepitant is an inducer of CYP2C9 cytochromes and renders oral contraceptives ineffective. An alternative 

method of contraception is therefore necessary for non-menopausal patients. 

With GEMCITABINE 

Gemcitabine has no known drug interactions.  

With CAPECITABINE 

Administration of capecitabine is contraindicated is case of hypersensitivity to one of the components of 

capecitabine, history of severe reaction to fluoropyrimidine treatment. 

Proton pump inhibitors can modify capecitabine efficacy and their use should be considered with caution. 

Main medications that can interact with drug 5FU and Capecitabine: Metronidazole (Flagyl®) and ornidazole, 

Brivudine, Allopurinol (Zyloric), Phenytoin, Interferon alpha Drugs that may affect dihydropyrimidine 

dehydrogenase (DPD) activity are not permitted. Antivitamin K is not recommended, If vitamin K antagonists 

are indicated, INR (International Normalized Ratio) testing should be performed more frequently. 

 

8.2.3 Contraception 
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Patients of childbearing potential or men participants who are sexually active with women of childbearing 

potential, should use effective contraception throughout chemotherapy treatment and for: 

 - Up to 9 months after the end of treatment with oxaliplatin 

 - Up to 6 months after the end of treatment with fluorouracil, capecitabine, gemcitabine and irinotecan  

Effective methods of contraception are:  

- Combined hormonal contraception (containing estrogen and progestin): oral, intravaginal or transdermal  

- Progestin-only hormonal contraception: oral, injectable, implantable 

 - Intrauterine devices  

Men who are sexually active with women of childbearing age should use a condom and ensure that effective 

contraception is used by their partner throughout the study treatment and up to 9 months after the last dose of 

chemotherapy.  

9 LOGISTICS OF THE BIOLOGICAL STUDY(IES) 

For patients who have signed the biological informed consent, the rationale and the different biological 

ancillary studies (circulating DNA and tumour samples) are described in Appendix 2 of this protocol. 

The modalities for sample collection and shipping of samples are defined in the biological procedures 

present in the study documents. 

 

9.1 Ancillary biological study on blood samples (optional for the patient) 

Blood sampled will be collected, regardless of the date of the cure, for ancillary studies on: 

• ctDNA analyses and extra cellular vesicles:  sampling of 2 cell free DNA tubes of 10ml:  

o At baseline, before the first course of treatment 

o At the visit at 12 weeks (M3) 

o At the visit at 24 weeks (M6) 

o At reccurence 

: The blood samples will be sent and stored at the EPIGENETEC CRB to:  

 

CRB EPIGENETEC 

Center de Recherche des Cordeliers 

INSERM U1138 -Eq 26-Pr Laurent-Puig. RdC 

15 rue de l'Ecole de Médecine 

75006 Paris, France  

 

Mailing boxes are provided at the opening of your site and after each shipment. If you have any questions or 

logistical problems, please contact Claire MULOT du CRB EPIGENETEC, au +33 (0)1 42 86 61, 

claire.mulot@parisdescartes.fr or FFCD au +33 (0)3 80 39 34 86. 

9.2 Ancillary biological study on tumor samples (optional for the patient) 

FFPE samples of resected tumors will be collected after inclusion of each patient enrolled in PRODIGE 98-
AMPIRINOX if specific informed consent has been signed. This collection will allow extensive and 

homogeneous analysis to complete the compilation of on-site NGS results already planned to be analyzed as 

secondary endpoint in the main study. The sample will be stored in EPIGENETEC:  

CRB EPIGENETEC 

Center de Recherche des Cordeliers 

INSERM U1138 -Eq 26-Pr Laurent-Puig. RdC 

15 rue de l'Ecole de Médecine 

75006 Paris, France  
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DNA and RNA will be extracted from the samples to allow predictive molecular alteration analysis. A large 

panel of genes together with an RNAseq is planned to be studied, according to the knowledge at the moment 

of the analysis. Up to date proposal will be submitted after the completion of the clinic-biologic cohort. 

Subgroup analyses will be performed according to clinical data. 

Centralized pathological reading will be performed by Pr Jérôme Cros (Pathology department, Beaujon 

Hospital, APHP, University of Paris, INSERM U1149) to study inter-observers’ variability and better 

characterize the optimal IHC panel in this disease. The correlation between the molecular data (mutation/RNA) 

and the morphology could help to improve the markers used for tumor classification.  

10 PATIENT FOLLOW-UP 

10.1 During treatment  

10.1.1 Before each administration of treatment (D1): 

 

• Clinical examination: 

o Height 

o Vital signs: blood pressure, pulse, temperature  

o WHO  

o ECG before and at the end of each intravenous administration of oxaliplatin 

o Neurological examination 

o Evaluation of the toxicities of the last course of treatment  

• Biological examination/assessment (see examination schedule p.11) 

o CBC, platelets 

o Biochemistry: blood ionogram (sodium, potassium), AST, ALT, GGT, ALP, total bilirubin, 

conjugated bilirubin, albumin, serum creatinine, creatinine clearance (MDRD) 

o Urine or serum pregnancy test for women of childbearing age ≤ 72h prior to treatment’s 

initiation 

In case of a “urine pregnancy test”, it must be a highly sensitive urine pregnancy test, in accordance 

with the recommendations of the CTFG regarding pregnancy risk management (Recommendations 

related to contraception and pregnancy testing in clinical trials). 

10.1.1 Assessment every 12 weeks until disease progression or end of follow-up 

Patients will be evaluated every 12 weeks (regardless of the number of cycles completed) until disease 

progression or at the end of the follow-up (48 months after randomization): 

 

• Clinical examination: 

o Weight 

o Vital signs: blood pressure, pulse, temperature  

o WHO 

o Neurological examination 

 

• Biological tumor markers:  

o CBC, platelets 

o Biochemistry: blood ionogram (sodium, potassium) AST, ALT, GGT, ALP, total bilirubin, 

conjugated bilirubin, albumin, serum creatinine, creatinine clearance (MDRD) 

o CA19.9, CEA 

 

• Quality of life questionnaires to be completed by the patient every 3 months until disease 

progression or end of study (Appendix 3): 

o Questionnaire EORTC QLQ-C30  

o Questionnaire QLQ-PAN26 
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• Morphological assessment every 3 months until disease progression or end of study:  

o Thoraco-abdomino-pelvic CT or thoracic CT and abdomino-pelvic MRI if CT with injection 

contraindicated). Use the same technique as for the initial evaluation. 

 

• If participation in the ancillary biological study on (at M3, M6 and progression): 

o Circulating tumor DNA and extra cellular vesicles: blood sampling of 2 cell free DNA tubes  

 

10.2 After discontinuation of treatment 

10.2.1 Safety Follow-up 30 (+/- 3) days after the last administration of treatment 

For the evaluation of the toxicity of the last administration of treatment: 

• Clinical examination:  

o Weight 

o Neurological examination 

o other toxicities according to NCI-CTCAE v5.0 

o WHO 

• Biological examination: 

o CBC, platelets 

o Biochemistry: blood ionogram (sodium, potassium,), AST, ALT, GGT, ALP, total bilirubin, 

conjugated bilirubin, albumin 

o Urinary or serum pregnancy test for women of childbearing age ≤ 72h prior to treatment’s 

initiation, and monthly at least until: 

▪ 9 months after the end of treatment with oxaliplatin, 

▪ 6 months after the end of treatment with fluorouracil, capecitabine, gemcitabine 

and irinotecan 

In case of a “urine pregnancy test”, it must be a highly sensitive urine pregnancy test, in accordance with the 

recommendations of the CTFG regarding pregnancy risk management (Recommendations related to 

contraception and pregnancy testing in clinical trials).  

A monthly pregnancy test must be performed until the end of systemic treatment exposure and in accordance 

with the recommendations of the CTFG regarding pregnancy risk, i.e. 3 months after the end of treatment for 

women treated with oxaliplatine. 

o CRP, serum creatinine, creatinine clearance (MDRD) 

• Quality of life questionnaires to be completed by the patient (Appendix 3): 

o Questionnaire EORTC QLQ-C30  

o Questionnaire QLQ-PAN26 

10.2.2 Survival follow-up: patients will be evaluated every 12 weeks from randomization (regardless of the 

number of cycles completed) until tumor progression, death or end of the follow-up (48 months after 

randomization): 

 

• Clinical examination: 

o Weight 

o Vital signs: blood pressure, pulse, temperature  

o WHO 
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o Neurological examination 

 

• Biological tumor markers:  

o CBC, platelets 

o Biochemistry: blood ionogram (sodium, potassium), AST, ALT, GGT, ALP, total bilirubin, 

conjugated bilirubin, albumin 

o Serum creatinine, creatinine clearance (MDRD) 

o CA19.9, CEA 

 

 

• Endpoints collected during follow-up (will be filled in every 12 weeks): 

o Recurrence events and pattern of recurrence (locoregional and/or metastatic) 

o Patient vital status 

o Cause of death  

 

• Morphological assessment every 3 months during adjuvant therapy and surveillance until the end of 

study or disease progression:  

o Thoraco-abdomino-pelvic CT or thoracic CT and abdomino-pelvic MRI if CT with injection 

contraindicated). Use the same technique as for the initial evaluation. 

• If participation in the ancillary biological study on (at M3, M6 and progression): 

o Circulating tumor DNA and extra cellular vesicles: blood sampling of 2 cell free DNA tubes  

10.3 Survival follow up after disease progression  

After disease progression during adjuvant treatment or follow-up, patients will be clinically followed at least 

every 3 months until death or end the study or minimal follow-up (48 months after randomization). 

If chemotherapy is discontinued, further treatment will be at the discretion of the investigator. 

 

Data from subsequent chemotherapy will be collected in the case report form (CRF) to assess the impact on 

overall survival.  

 

o Patient vital status until death or end of treatment 

o Endpoints collected during follow-up (will be filled in every 12 weeks): 

o Recurrence events and pattern of recurrence (locoregional and/or metastatic) 

o Subsequent lines of treatment:  

▪ The start date (D1) of the 1st course 

▪ Date of D1 of the last course 

▪ Drugs used 

o Cause of death  

11 CRITERIA FOR DISCONTINUATION OF TREATMENT 

In accordance with the Declaration of Helsinki a trial participant has the right to withdraw from the study at 

any time and for any reason.  

Every effort should be made to have patients complete the study within the provision of informed consent. 

However, participation must be discontinued at any time during the study when, in the judgment of the 

investigator, sponsor or subject, it is appropriate. For example: 

o Recurrence,  

o Unacceptable toxicity,  

o Patient refusal, 

o Investigator decision, 

o Withdraw of consent, 
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o Death, 

o Pregnancy. 

If the patient stopped the treatment because of tolerability problems, s/he should be under medical supervision 

as long as deemed appropriate by the treating physician.  

If the patient discontinued treatment due to an adverse event, the event will be followed until resolution or 

stabilization. 

 

12 END OF STUDY 

 

The end of the study is defined as the last visit of the last patient randomized in the study (LPLV). Each patient 

is followed up for 48 months from their inclusion in the trial. 

Early study termination can occur, for example, when the Sponsor decides: 

- not to start the study despite the authorization of the ANSM and the approval of an ethics committee (CPP); 

- not to restart the study after having temporarily stopped it or after its suspension by the ANSM. 

 

When the study is stopped earlier, the end of the study must be declared to the authorities.  

 

13 VIGILANCE AND MANAGEMENT OF SERIOUS ADVERSE EVENTS (SAE) 

  

13.1  Définitions   

Adverse event: any untoward medical occurrence in a subject to whom a medicinal product is administered and which 

does not necessarily have a causal relationship with this treatment.  

 

Adverse reaction: any untoward and involuntary drug response having a reasonable possibility of a causal relationship 

with the medicinal product.  

 

Causal relationship: 

o Related: an event is said to be related when a causal relationship between the event and the product 

under study can reasonably be suspected 

o Unrelated: an event is said to be unrelated when a causal relationship between the event and the 

product under study cannot reasonably be suspected 

o Doubtful: Causality is said to be "doubtful" when there is doubt about the causal relationship between 

the event and the product under study (the relationship can then be neither formally excluded nor 

formally affirmed). Doubtful causality is assimilated to the term 'related' in the context of the reporting 

of unexpected serious adverse reactions.  

 

Serious adverse event: means any untoward medical occurrence that at any dose requires inpatient hospitalization or 

prolongation of existing hospitalization, results in persistent or significant disability or incapacity, results in a congenital 

anomaly or birth defect, is life-threatening, or results in death. 

 

“Important medical events” which are medical events that may jeopardize the subject or may require an intervention to 

prevent a serious adverse event should also be considered as ‘serious’. 

 

Unexpected serious adverse reaction: a serious adverse reaction, the nature, severity or outcome of which is not 

consistent with the reference safety information.  

Note that the safety reference information may change during the course of a clinical trial. The version that 

applies is the one in force at the time of receipt of the serious adverse events by the sponsor. This version is 

used for follow-up reporting.  

 

Severity: severity of the events is estimated according to the NCI-CTC classification version 5.0 classification 

(Appendix 5), ranging from grade 1 to grade 5. 

 

Unexpected events which might influence the benefit-risk assessment: any unexpected event that might 

materially influence the benefit-risk assessment of the medicinal product or that would lead to changes in the 
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administration of a medicinal product or in overall conduct of a clinical trial. Examples of such unexpected 

events include an increase in the rate of occurrence of expected serious adverse reactions which may be 

clinically important, a significant hazard to the patient population, such as lack of efficacy of a medicinal 

product, or a major safety finding from a newly completed animal study (such as carcinogenicity). 

13.2 Investigator's responsibilities 

The investigator records all adverse events in the case report form as they become known.  

The investigator shall report all serious adverse events to the sponsor without undue delay but not later than 

within 24 hours of obtaining knowledge of the events.  

The completed serious adverse event report form should be sent by fax to the FFCD's Centre de 

Randomisation Gestion Analyse (CRGA) on 03 80 38 18 41. If it is impossible to send by fax, it is possible 

to send the case by e-mail to the following address: permanencedm@ffcd.fr. 

 

Additional information may be requested by the sponsor. The investigator is careful to document the report as 

accurately as possible.  To this end, all the documents necessary for the analysis of the case must be provided 

as soon as possible: hospitalization report, imaging report, biological analysis results. These documents are 

made anonymous.  

If an adverse event consists of several signs or symptoms that can be represented by a single syndrome or 

diagnosis, it is preferable that the syndrome or diagnosis be included in the report.  

The investigator is responsible for the appropriate medical follow-up of patients until the event is resolved or 

stabilised or the patient dies. This may sometimes mean that follow-up continues after the patient has left the 

study.  

The investigator must send additional information and follow-up on the serious adverse event to the sponsor 

without delay after obtaining it. The investigator should use the Serious Adverse Event Report Form, 

specifying that it is a follow-up report (check box). He/she also sends to the sponsor the last follow-up at the 

resolution, stabilisation or death of the patient.  

 

If pregnancy is discovered after inclusion, the patient should be excluded from the study. The sponsor should 

be informed without delay via the Serious Adverse Event Form (no seriousness criteria should be ticked). The 

patient should be followed until the outcome of the pregnancy and this outcome, whatever it may be, should 

be reported to the sponsor. Similarly, if a pregnancy occurs in the partner of a patient included in the trial, the 

sponsor should be informed in the same way and should try, as far as possible, to follow the pregnancy to 

term. 

13.3 Sponsor’s responsabilities 

In accordance with European Regulation N°536/2014, the sponsor reports electronically and without delay via 

Eudravigilance all Suspected Unexpected Serious Adverse Reactions (SUSAR).  

The period for the reporting of SUSAR shall be as follows:  

• in the case of fatal or life-threatening suspected unexpected serious adverse reactions, as soon as 

possible and in any event not later than seven days after the sponsor became aware of the reaction;  

• in the case of non-fatal or non-life-threatening suspected unexpected serious adverse reactions, not 

later than 15 days after the sponsor became aware of the reaction;  

• in the case of a suspected unexpected serious adverse reaction which was initially considered to be 

non-fatal or nonlife threatening but which turns out to be fatal or life-threatening, as soon as possible 

and in any event not later than seven days after the sponsor became aware of the reaction being fatal 

or life-threatening. 

The minimum criteria for reporting a SUSAR are as follows: 

        - a suspect experimental drug 

- a person who experienced the adverse reaction, identifiable in particular by his/her code number 

in the research concerned, 

- a suspected serious and unexpected adverse reaction 

- an assessment of causality 

- an investigator or other identifiable notifier 

mailto:permanencedm@ffcd.fr
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- a unique research identifier or protocol number assigned by the sponsor 

 

Moreover, the sponsor shall notify the Member States concerned through the EU portal of all unexpected 

events which affect the benefit-risk balance of the clinical trial, but are not suspected unexpected serious 

adverse reaction. That notification shall be made without undue delay but no later than 15 days from the date 

the sponsor became aware of this event. 

 

Once a year for the duration of the study, the sponsor reports to the competent authority and the EC a safety 

report taking into account all the safety information available. Only one annual safety report will be written 

for this study and will contain information on all investigational drugs. 

  

13.4 Research events  

In this trial, adverse events are collected according to the “clinical and follow-up examination schedule”. 

Serious adverse events are collected between the first day of treatment and up to 30 days after the last 

administration of the protocol drug and are identified during clinical, biological or other protocol 

examinations, by questioning by the investigator and by spontaneous reporting by subjects who are informed 

of the need to contact the investigator in case of an adverse event.  

 

Serious adverse events will be collected without time limitation if they are likely to be due to the investigational 

product or procedure under study (e.g. immuno-induced adverse events, cancers, congenital malformations, 

etc). 

 

The following serious adverse events in this trial do not require immediate notification to the sponsor: 

- cancer disease progression: new target, increased target, or clinical deterioration. Adverse events that 

may be related to progression but may also have been caused by the protocol treatment should be 

reported.  

- an event leading to a transient move to a hospital consultation or day hospital, 

- hospitalisations (more than one night on site) or extensions of hospitalizations for the following reasons: 

o programmed hospitalization for routine procedures or treatments that are part of a pre-defined 

monitoring or therapy program, 

o hospitalization or surgery specifically related to the treatment of the disease. However, hospitalization 

or prolongation of hospitalization related to a complication of such treatments should be reported as an 

SAE, 

o hospitalization or intervention required by the protocol, 

o hospitalization performed to simplify study treatments or procedures, 

o hospitalization for exploration not related to a change in the patient's condition 

o comfort hospitalization or hospitalization for social reasons (e.g. hospitalisation of an elderly person 

who is dependent on the spouse who has just been hospitalized) 

o elective hospitalization not associated with a worsening of the clinical condition and not related to the 

objective of the clinical study and taking place during the clinic. 

 

Serious adverse events will be collected without time limitation if they are likely to be due to the investigational 

product or procedure under study (e.g. immuno-induced adverse events, cancers, congenital malformations, 

etc). 

 

In this trial, the reference safety information (Appendix 6) are :  

- For IRINOTECAN: the IRINOTECAN ACCORD® Summary of Product Characteristics (SmPC)  

- For OXALIPLATINE: the OXALIPLATINE TEVA® SmPC  

- For 5FLUOROURACILE: FLUOROURACILE ACCORD® SmPC  

- For GEMCITABINE: the GEMCITABINE ACCORD® SmPC  

- For CAPECITABINE: the CAPECITABINE ACCORD® SmPC  

14 STATISTICAL ANALYSIS 
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14.1 Judgement criteria 

14.1.1 Main efficacy criterion  

 

The primary endpoint is the Disease-free survival.  

DFS will be calculated from date of randomization to the date of first relapse (locally and/or metastatic) or 

date of death (all causes). Patients alive without relapse will be censored at the date of last news. Second cancer 

will not be considered as an event. The relapse will be assessed by the investigator according to RECIST v1.1 

criteria. 

Estimand 

Estimand attribute Definition 

Population Patients with with resected ampullary adenocarcinoma 

Treatment conditions mFOLFIRINOX vs capecitabine or gemcitabine 

Endpoint  Disease-free survival (DFS) 

Population-level 

summary 

Hazard ratio with 95% confidence interval 

Intercurrent events 
The intercurrent events specified will be dealt with via the treatment policy 

strategy*. The intercurrent events anticipated are: 

Failure to initiate treatment  

Wrong/modified dose of treatment or delay to treatment not in line with the 

protocol 

Treatment premature discontinuation 

Start a new anti-cancer therapy prior to an event 

*The treatment policy strategy means that the endpoint is estimated regardless of whether or not the 

intercurrent event occurs, i.e the intercurrent event is consider to be part of the treatment. This reflects the ITT 

principle. 

 

14.1.2 Secondary criteria 

 

Overall survival (OS) rate: 

OS is defined as the time between randomization and death (all causes). Patients alive will be censored at the 

date of last news.  

Estimand 

Estimand attribute Definition 

Population Patients with with resected ampullary adenocarcinoma 

Treatment conditions mFOLFIRINOX vs capecitabine or gemcitabine 

Endpoint  Overall survival  (OS) 

Population-level 

summary 

Hazard ratio with 95% confidence interval 

Intercurrent events 
The intercurrent events specified will be dealt with via the treatment policy 

strategy*. The intercurrent events anticipated are: 

Failure to initiate treatment  

Wrong/modified dose of treatment or delay to treatment not in line with the 

protocol 

Treatment premature discontinuation 

Start a new anti-cancer therapy prior to an event 
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*The treatment policy strategy means that the endpoint is estimated regardless of whether or not the 

intercurrent event occurs, i.e the intercurrent event is consider to be part of the treatment. This reflects the ITT 

principle. 

 

Rate of patients completing 3 and 6-month chemotherapy schedule according to percentage of 

administered dose of each product. Percentage of administrated dose will be calculated as the ratio of dose 

received over dose planned for each product. A completed cycle will be defined by at least 80% of each 

product dispensed 

Estimand 

Estimand attribute Definition 

Population Patients with resected ampullary adenocarcinoma 

Treatment conditions mFOLFIRINOX vs capecitabine or gemcitabine 

Endpoint Rate of patients completing 3 and 6-month chemotherapy schedule 

Population-level 

summary 

Percentage, 95% confidence intervals 

Intercurrent events 
The intercurrent events anticipated are: 

Death : While on treatment  

Lost of follow-up : While on treatment  

Withdraw of consent : While on treatment  

Wrong/modified dose of treatment or delay to treatment not in line with the 

protocol : While on treatment  

 

Toxicities: 

All grade and grade 3-4, will be described using NCI-CTCAE (National Cancer Institute – Common 

Terminology Criteria for Adverse Events) version 5.0 

 

Quality of Life: 

Quality of life will be assessed according to the questionnaire of EORTC QLQ-C30 and PAN26 

questionnaires. 

14.2 Sample Size calculation 

The hypotheses are:  

- H0: Absence of difference between treatment arms on DFS (HR=1) 

- H1: Based on ESPAC3 phase 3 trial and the FFCD Ampullome cohort’s data, 2-year DFS rate is expected to 

be 60% in control arm. An increase of 11% on 2-years DFS is expected in favor of experimental arm 

(mFOLFIRINOX) versus control arm (capecitabine or gemcitabine): change from 60% to 71%, HR=0.67 

 

We consider a two-sided α risk of 5% and a power of 80%, a follow-up of 48 months, a recruitment of 60 

months.  Two interim analyses are planned at 33% and 60% of the total number of events required with Both 

the O'Brien & Fleming type alpha spending and O'Brien & Fleming type beta spending. With these 

considerations, a total of 203 events are requested for the final analysis. Hence, taking into account 5% of 

patients lost to follow-up or not evaluable, it is necessary to include 294 patients in total (147 patients/arm). 

 

Please find the details of information for interim analyses: 

 
Stage                                         1      2      3  
Planned information rate                  33.3%    60%   100%  
Efficacy boundary (z-value scale)         3.710  2.672  1.946  
Futility boundary (z-value scale)                0.828  
Cumulative power                         0.0195 0.3222 0.8000  
Number of subjects                        214.9  279.1  279.1  
Cumulative number of events                67.8  122.1  203.5  
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Analysis time                             46.20  65.41 108.00  
Cumulative alpha spent                   0.0002 0.0076 0.0500  
Cumulative beta spent                         0 0.0825 0.2000  
Two-sided local significance level       0.0002 0.0075 0.0516  

 

The aim of these interim analyses are to prematurely stop the trial if the superiority of the experimental arm 

has been clearly demonstrated (H0 rejected) to have the opportunity to provide the best treatment to patient 

enrolled in the standard arm or if demonstration of a clinically-significant difference is unlikely (H0 accepted) 

not to expose patients to a non-effective treatment 
 

14.3 Statistical analysis plan 

A detailed Statistical Analysis Plan (SAP) will be written before the database lock. 

14.3.1 Analysis Population definition  

Intent-to-treat (ITT) population: all randomized patients, whatever their eligibility and whatever treatment 

they have received. Patients will be analyzed in the treatment arm allocated at randomization, even if they 

receive a different treatment. 

 

Modified Intent-to-treat (mITT) population: ITT patients who have received at least one dose of treatment. 

The patients will be analyzed in the in the treatment arm allocated at randomization, even if they receive a 

different treatment. 

 

Safety population (SP): ITT patients who have received at least one dose of treatment. The patients will be 

analyzed in the treatment arm really received. 

 

Per Protocol population (PP):  ITT patients who have received at least one dose of treatment and who had 

no major violation of inclusion or exclusion criteria. The patients will be analyzed in the treatment arm really 

received. 

 

QoL population (QoL) : ITT patients with at least one questionnaire EORTC QLQ-C30 at baseline and one 

questionnaire during follow-up. 

Statistical analyses for baseline characteristics will be done on ITT population. Efficacy will be performed on 

the ITT (main analysis), mITT and on the PP populations. The safety analysis will be performed on the SP 

population and Quality of life analysis on the QoL population. 

14.3.2 Endpoint evaluation  

 
Evaluation of baseline characteristics (ITT) 

 

All the baseline characteristics will be described on the overall population and by treatment arm. 

  

The quantitative variables are described by the usual statistics as mean (with standard deviation), median (with 

interval inter-quartiles) and minimum-maximum.  

 

The qualitative variables will be described using patient numbers and percentages. 

 

Comparisons between the 2 arms could be done using Student t test, or Wilcoxon (depending on the 

quantitative variable distribution) or Chi² or Fischer Exact test for qualitative variable. 

 

Evaluation of primary and secondary endpoints (ITT, mITT and PP) 
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For survival analyses (DFS, OS), the Kaplan-Meier method will be used to estimate median and curves will 

be plotted. The median and the rates at different times will be described with their 95% confidence interval.  

The two arms will be compared using both the log-rank test and stratified log-rank test 

 

Hazard ratios will be calculated using Cox models. The hazard ratio for the treatment effect will be calculated 

using a Cox model (Cox, 1984).  

Log-linearity assumptions will be checked graphically thanks to residuals (Martingale residuals).  

The hypothesis of proportionality of rates will be verified using the graphical representation and test based on 

Schöenfeld residuals (Grambsch, 1994). The proportional hazards assumptions will be also assessed by 

plotting the hazards over time (i.e. the log cumulative hazard plot) for each treatment arm and using appropriate 

statistical tests. 

If the non-proportionality assumption is not verified then appropriate analyses methods will be investigated. 

For example, restricted mean survival time (RMST) method can be applied. RMST is the expected survival 

time over a specific time horizon, and is an alternative measure for summarizing the survival profile.  

Similarly, alternative tests to take account of HR invalidity have been proposed in the literature and can be 

applied (e.g. Qiu and Shen test or Gehan-Wilcoxon test). 

 

Treatment of missing datas for the survival endpoints 

A sensitivity analysis will be performed to ensure the nature of the censoring pattern, i.e., random or not 

(informative or not). In the case of informative censoring, a multiple imputation method will be applied: the 

imputed times for the censored values are drawn from the distribution of event times conditional on the follow-

up stop time (censoring time). 

 

The median follow-up time will be calculated using the "reverse Kaplan-Meier" method. 

 

Evaluation of safety (SP) 

 

The dose received and the percentages of actual dose received over theoretical dose, as well as the percentage 

of patients with at least one dose modification or at least one administrative report will be described by 

treatment arms. 

Toxicities will be described by treatment arm with the number and percentage of patients according to the 

various grades (grade 1-2 versus grade 3-4-5) by types of toxicities (SOC: System Organ Class) ad Preferred-

term (PT).  

A Serious Adverse Event (SAE) report will be provided by pharmacovigilance.  

 

Rate of patients completing 3 and 6-month chemotherapy schedule: will be described by treatment arms. 

 

Evaluation of quality of life 

 

Quality of life will be evaluated using the EORTC QLQ-C30 questionnaires and PAN26 module.  

The scores will be described at baseline by treatment arms.  

The time until first deterioration of the global health score will be calculated: it is defined as the time 

between the date of randomization and the date of death or date of first deterioration by more than ten points 

on the global health scale in comparison with the score at baseline (without any subsequent improvement). 

Patients alive without deterioration will be censored at date of last news.  

 

Subgroup analyses 

 

Analyses of DFS, OS will be also performed by : 

-Histological subtypes 

-Stade 

-Score AGEO 

-Score Moekotte, if possible 

15 STUDY COMMITTEES 
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15.1 Independent Committee 

An independent committee (Data and Safety Monitoring Board (DSMB)) is constituted and includes at least 

two gastrointestinal oncologists, a statistician or methodologist, and a pharmacovigilance expert. The members 

of the independent committee will be selected by the sponsor and will be independent of the study. 

The Independent Committee (DSMB) will meet at least once a year, or more often if the Sponsor deems it 

necessary in view of the analysis of the SAEs.  

The Committee will make decisions on all safety data submitted to the Sponsor by the site (AEs and/or SAEs). 

It will evaluate the data of all patients included in the trial up to 2 months prior to the date of the independent 

committee meeting.  

15.2 Steering Committee. 

A Steering Committee is established. The president of this committee is the study coordinator. This committee 

also includes the study co-coordinators, the FFCD study project manager, the FFCD statistician, and the 

chairman of the Biological Research Committee. Its mission is, among other things, to take decisions related 

to the management of the research (substantial amendment, premature closure if necessary, extension of the 

study, relevance of the control arm, etc.). This committee will meet as often as necessary throughout the study.  

15.3 Medical Review  

A medical review will be set up to improve the quality of the clinical data collected. In the event of a discrepancy 

between the data provided by the investigator and the medical review, requests for clarification will be sent to the 

investigator by the data manager. 

15.4 Biological Research Committee 

A Biological Research Committee is established and its mission is to answer questions relating to the collection and 

banking of biological samples and the organization of their analysis. The committee will meet regularly and report its 

proposals to the Steering Committee. The committee will include, among others, the study coordinator and a biologist; 

the chairman of the committee will be Prof. Jérôme Cros. 
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16 ADMINISTRATIVE CONSIDERATIONS  

TRIAL SPONSOR AND DELEGATION 

 

The trial sponsor is the Dijon Burgundy University Hospital. The trial is registered under the EU number 2024-

511070-68-01. Management of the trial has been delegated to Fédération Francophone de Cancérologie 

Digestive (FFCD). 

 

REMINDER CONCERNING APPLICABLE REGULATIONS 

This trial will be conducted according to the French law, in accordance with: 

• the ethical principles of the Helsinki declaration of 1964 and its revisions, 

• the Good Clinical Practices (GCP) of the International Conference of Harmonization (ICH-E6, 

17/07/96) 

• the Regulation (EU) N° 536/2014 of the European parliament and of the council of 16 April 2014 on 

clinical trials on medicinal products for human use, and repealing Directive 2001/20/EC on the conduct 

of clinical trials,  

• the modified Huriet law (20/12/98) on the Protection of Persons undergoing Biomedical Research  

• the provisions of the National Commission for Information Technology and Civil Liberties (CNIL – 

Act n°94-548 of 1/07/94 completing Act n°78-17 of 6/01/78) and the Regulation (EU) 2016/679 of the 

European parliament and of the council of 27 April 2016 on the protection of natural persons with 

regard to the processing of personal data and on the free movement of such data, and repealing 

Directive 95/46/EC (General Data Protection Regulation- GDPR) 

REMINDER OF THE LEGAL TEXTS IN FORCE 

 

This trial will be conducted according to the French law in force, in accordance with: 

- the ethical principles of the Helsinki declaration of 1964 and its revisions, 

- the Good Clinical Practices (GCP) of the International Conference of Harmonization (ICH-E6, 17/07/96) 

- the Regulation (EU) N° 536/2014 of the European parliament and of the council of 16 April 2014 on 

clinical trials on medicinal products for human use, and repealing Directive 2001/20/EC on the conduct 

of clinical trials,  

- the modified Huriet law (20/12/98) on the Protection of Persons undergoing Biomedical Research  

- the provisions of the National Commission for Information Technology and Civil Liberties (law n°94-

548 of 1/07/94 completing the law n°78-17 of 6/01/78) and the Regulation (EU) 2016/679 of the 

European parliament and of the council of 27 April 2016 on the protection of natural persons with regard 

to the processing of personal data and on the free movement of such data, and repealing Directive 

95/46/EC (General Data Protection Regulation- GDPR) 

 

PUBLIC LIABILITY INSURANCE 
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An insurance policy was taken out by the sponsor (Dijon Burgundy University Hospital) on 28/02/2024 under 

number 137,681, in accordance with Article L 1121-10 of the Public Health Code (Appendix 10). 

 

ETHICS COMMITTEE (EC) APPROVAL AND HEALTH AUTHORITY (HA)  

 

This trial has been submitted according to the regulation (EU) N°536/2014 of the European Parliament and of 

the council of 16/04/2014 relating to clinical trials on medicinal products for human use and repealing directive 

2001/20/EC.  

In this context, the trial received the authorization of the Health authority reporting member state (ANSM-

France) and the ethics committee (EC-xxxxx) on xx/xx/xxxx (Appendix 11). 

 

PATIENT CONSENT 

The investigator undertakes to obtain the patient's written clinical and biological consent (information sheets 

and consent forms in Appendix 1) before the patient is enrolled in the study. A copy of these consents must 

be kept by the investigator for 25 years, to be presented to the regulatory authorities in case of inspection. A 

copy should be given to the patient. 

In accordance with the recommendations of the Cancer Plan (Measure 5.1.), this document has been submitted 

to the Patients' Committee for Clinical Research (CPRC) of the Ligue Nationale Contre le Cancer. 

HOSPITAL MANAGEMENT AND RESEARCH AGREEMENT 

Prior to the initiating the study in site, the administrative investigating site management will be informed by 

the sponsor of the investigator's interest in participating in this trial. 

A research agreement will be drawn up between the administrator of the investigating site and the sponsor. 

 

DATA AND STUDY DOCUMENTS ARCHIVING 

The files will remain confidential and can only be consulted under the responsibility of the investigator in 

charge of the patients. The sponsor and the health authorities in case of inspection will have direct access to 

these documents.  

At the end of the trial, the study documents will be kept for 25 years by the investigating site. 

 

DATA PROCESSING AND IT SUPPORT 

Patient data is recorded in an eCRF and the FFCD is the controller as defined by the regulations applicable to 

the processing of personal data, the European regulation 2016/679 of 27 April 2016.  

The FFCD is responsible for the management and analysis of the patient and health personnel data and ensures 

that the data will be managed: 

- In accordance with the text of law n° 78-17 of 6 January 1978 modified by the law of 9 August 2004 and 

in accordance with the regulations applicable to the processing of personal data, the European regulation 

2016/679 of 27 April 2016 and the French law n° 78-17 of 6 January 1978, relating to data processing, 

files and freedoms 

- And in accordance to the reference methodology MR 001 (reporting number 2225592). 

Patient personal data and health personnel data collected during clinical research will be processed in order to 

the results of the research are analysed for the purpose of the study and for scientific research purposes. 

 

MONITORING, QUALITY ASSURANCE AND INSPECTIONS BY AUTHORITIES 

The investigator agrees in advance that the records of the patients included in the trial may be consulted by a 

person mandated by the Sponsor and/or by the health authorities to carry out an audit.  

On-site visits of records, scheduled after agreement by the investigator, may take place during or after the 

period of inclusion in the trial. 
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This protocol will be monitored by the FFCD's CRA or other person mandated by the Sponsor. 

17 PUBLICATION RULES 

They will be consistent with those established by the PRODIGE group (Appendix 8). 

18 APPENDICES 
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APPENDIX 1: CLINICAL AND BIOLOGICAL CONSENTEMENT FORM  
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ANNEXE 2: BIOLOGICAL ANCILARY STUDIES RATIONAL 

 

TISSUE-BASED ANCILARY STUDIES 

A tissue block from the tumor of each patient included in the study will be collected and centralized. 

1. Evaluation of current method to assess the impact of tumor subtypes on prognostic 

Two main subtypes of ampullary carcinomas have been described both morphologically and by 

immunohistochemistry (Intestinal CK20+ CDX2+ and Excreto-biliary type CK7+ MUC1+). Some tumors do not fit this 

morphological or immunohistochemical classification and the best markers to define them are still debated. 

- The subtype will be assessed by three independent pathologists solely based on morphology (digitalized slides) 

to evaluate the inter observer variability. Its impact on the DFS and the OS will be assessed. 

- The 4 immunohistochemistries described above will be performed on all case (after the construction of a tissue 

micro array) to class the tumor. The IHC-based subtype impact on DFS and OS will be assessed and compared 

to the morphological classification. 

- Morphological and IHC-based subtypes will be reconciliated to assign a final subtype to each tumor and its 

impact on prognostic. 

 

2. Dissection of the molecular landscape of ampullary carcinomas 

The transcriptomic landscape of pancreatic adenocarcinoma and cholangiocarcinoma has been well described but few 

data are available for ampullary carcinoma. 

- RNA will be extracted from tumor area to perform RNAseq (Takara smarter v3). 

- An unsupervised approach will be carried out to identify tumor molecular subgroups and their prognostic impact. 

The later will be compared to the morphological subgroups defined above. Finally, the driving mechanisms of 

each subgroup will be defined, and new immunohistochemistry-based biomarkers will be developed to identity 

them. These subgroup will be compared to the known subtype of pancreatic adenocarcinomas and intra 

pancreatic cholangiocarcinomas. 

- Depending on the results, an AI model will be developed to identify the relevant subgroups on routine H&E. 

The cohort from the AGEO might be used as a validation cohort. 

 

3.  Test the chemotherapy predictive signatures on ampullary carcinomas 

Transcriptomic signatures predicting the response to the different type of chemotherapy in PDAC have been developed. 

Since similar agents are used in ampullary carcinomas, the predictive efficacy of these signatures will be tested using 

the RNAseq data obtained above. If needed the signature will be refined to fit the potential specificity of ampullary 

carcinomas. In the later case, the cohort from the AGEO might be used as a training cohort. 

BLOOD SAMPLE BASED ANCILLARY STUDIES 

The AMPIRINOX study comprises biological ancillary studies on blood samples aiming to identify and 

validate prognostic and predictive biomarkers of treatment efficacy at baseline, during treatment, and at 

reccurence. 

 

We will analyse biomarkers in blood samples (plasma, serum, PBMC and  ctDNA), will be collected at 

baseline, M3, M6 and in case of recurence to analyse extracellular vesicles and circulating tumor DNA 

Biobanking of tumor and peripheral blood for constitutional genetic analyses. 
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APPENDIX 3: QUALITY OF LIFE  

EORTC QLQ-C30 (version 3.0) – PRODIGE 98- AMPIRINOX 

Nous nous intéressons à vous et à votre santé. Répondez vous-même à toutes les questions en entourant le chiffre qui 

correspond le mieux à votre situation. Il n’y a pas de “ bonne ” ou de “ mauvaise ” réponse. Ces informations sont 

strictement confidentielles.  

Merci de préciser:  Les trois premières lettres de votre nom:  

  Les deux premières lettres de votre prénom:   

 Date de naissance:  
 Date d’aujourd’hui:  
 

 Pas du tout Un peu Assez Beaucoup 

1. Avez-vous des difficultés à faire certains efforts physiques pénibles, comme porter un sac à 

provision chargé ou une valise ? 
1 2 3 4 

2. Avez-vous des difficultés à faire une longue promenade ?  1 2 3 4 

3. Avez-vous des difficultés à faire un petit tour dehors ?  1 2 3 4 

4. Etes-vous obligé de rester au lit ou dans un fauteuil pendant  la journée ?  1 2 3 4 

5 Avez-vous besoin d’aide pour manger, vous habiller, faire votre toilette ou aller au WC ?  1 2 3 4 
 

Au cours de la semaine passée: 

 

Pour les deux questions suivantes, veuillez répondre en entourant le chiffre, entre 1 et 7, qui s’applique le mieux à votre situation 

29. Comment évalueriez-vous votre état de santé au cours de la semaine passée ?  

 1 2 3 4 5 6 7 
 Très mauvais     Excellent 

30. Comment évalueriez-vous l’ensemble de votre qualité de vie au cours de la semaine passée ? 

 1 2 3 4 5 6 7 
 Très mauvais      Excellent 

 

 
 

 

© Copyright 1999  EORTC Quality of Life Study Group, version 3.0  All rights reserved. Tous droits réservés. Version française 
  

 Pas du tout Un peu Assez Beaucoup 

6. Avez-vous été gêné pour faire votre travail ou vos activités de tous les jours ? 1 2 3 4 

7. Avez-vous été gêné dans vos activités de loisirs ? 1 2 3 4 

8. Avez-vous eu le souffle court ?  1 2 3 4 

9. Avez-vous eu mal ? 1 2 3 4 

10. Avez-vous eu besoin de repos ? 1 2 3 4 

11. Avez-vous eu des difficultés pour dormir ?  1 2 3 4 

12. Vous êtes-vous senti faible ?  1 2 3 4 

13. Avez-vous manqué d’appétit ? 1 2 3 4 

14. Avez-vous eu des nausées (mal au cœur) ?  1 2 3 4 

15. Avez-vous vomi ? 1 2 3 4 

16. Avez-vous été constipé ? 1 2 3 4 

17. Avez-vous eu de la diarrhée ? 1 2 3 4 

18. Etiez-vous fatigué ?  1 2 3 4 

19. Des douleurs ont-elles perturbé vos activités quotidiennes ?  1 2 3 4 

20. Avez-vous eu des difficultés à vous concentrer sur certaines choses, par exemple, pour lire le 

journal ou regarder la télévision ?  
1 2 3 4 

21. Vous êtes-vous senti tendu ?   1 2 3 4 

22. Vous êtes-vous fait du souci ?  1 2 3 4 

23. Vous êtes-vous senti irritable ?  1 2 3 4 

24. Vous êtes-vous senti déprimé ?   1 2 3 4 

25. Avez-vous eu des difficultés pour vous souvenir de certaines choses ?   1 2 3 4 

26. Votre état physique ou votre traitement médical vous ont-ils gêné dans votre vie familiale ?  1 2 3 4 

27. Votre état physique ou votre traitement médical vous ont-ils gêné dans vos activités sociales 

(par exemple sortir avec des amis, aller au cinéma…) ?    
1 2 3 4 

28. Votre état physique ou votre traitement médical vous ont-ils causé des problèmes financiers ?  1 2 3 4 
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APPENDIX 4: WHO PERFORMANCE INDEX - CLEARANCE CALCULATION - BMI 

 

WHO PERFORMANCE INDEX 

 

Grade Explanation of activity 

0 Fully active, able to carry on all pre-disease performance without restriction 

1 Restricted in physically strenuous activity but ambulatory and able to carry out work of a light or sedentary 

nature, e.g., light house work, office work 

2 Ambulatory and capable of all selfcare but unable to carry out any work activities. Up and about more than 

50% of waking hours 

3 Capable of only limited selfcare, confined to bed or chair more than 50% of waking hours 

4 Completely disabled. Cannot carry on any selfcare. Totally confined to bed or chair 

5 Dead 

 

CLEARANCE CALCULATION 

MDRD Equation/Formula (Modification of the Diet in Renal Disease) (Levey, 2000):  

186.3 × (creatinine (en µmol/L) / 88.4)-1.154 × age (years)-0.203 (× 0,742 if female × 1,21 if black) 

 

 BODY MASS INDEXES - BMI 

BMI = weight / Height2 

 

IMC Interprétation 

+ de 40 Morbid ou massive obesity  

35 à 40 Severe obesity 

30 à 35 Modered obesity 

25 à 30 Overweight 

18.5 à 25 Normal weight 

16.5 à 18.5 Underweight 

- de 16.5 famine 
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APPENDIX 5: EVALUATION OF TOXICITY (NCI CTC V5.0 ) 

EVALUATION OF TOXICITY NCI-CTC V5.0 

http://evs.nci.nih.gov/ftp1/CTCAE/About.html 

 

http://evs.nci.nih.gov/ftp1/CTCAE/About.html
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APPENDIX 6: SUMMARY PRODUCT CHARACTERISTICS OF THE STUDY   

Accueil - Base de données publique des médicaments (medicaments.gouv.fr) 

 

SUMMARY OF PRODUCT CHARACTERISTICS - IRINOTECAN® 

 

SUMMARY OF PRODUCT CHARACTERISTICS – OXALIPLATINE® 

 

SUMMARY OF PRODUCT CHARACTERISTICS – 5 FLUOROURACILE® 

 

SUMMARY OF PRODUCT CHARACTERISTICS – GEMCITABINE® 

 

SUMMARY OF PRODUCT CHARACTERISTICS – CAPECITABINE® 

https://base-donnees-publique.medicaments.gouv.fr/
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APPENDIX 7: SERIOUS ADVERSE EVENT FORM 
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APPENDIX 8: RULES PUBLICATION (FFCD OR PRODIGE)  
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APPENDIX 9: CERTIFICATE OF INSURANCE 
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APPENDIX 10: ETHICS COMMITTEE  AND HEALTH AUTHORITY(ES) AUTORISATION(S)  

 

 

 


