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Mortalité par cancer du pancréas

short-term future cancer burden, particularly where disease
rates exhibit the rather reasonably stable trends observed in
this study.

Results

We estimated that around 111 500 deaths from pancreatic
cancer (55 000 in men, 56 500 in women) will occur in the EU
by 2025, an almost 50% increase in the number of recorded
deaths from the disease in 2010 (45% in males, 49% in
females). The predicted figure is 25% higher than the number
of breast cancer deaths in both males and females in 2025
(90 000 deaths). The models predict that as early as 2017, the
number of pancreatic cancer deaths (91 500) will exceed
those of breast cancer (91 000) in the EU overall (Table 1).
This pattern is replicated in most EU countries, with the year
immediately after intersection of the rates ranging from 2013
(in Hungary) through to 2022 (in Portugal). In three countries
(the Czech Republic, Finland and Sweden) recorded deaths
from pancreatic cancer are already higher than breast cancer
deaths, while in a further seven countries (Belgium, Croatia,
Cyprus, Greece, Lithuania, Luxembourg and Malta) breast can-
cer is predicted to remain above pancreatic cancer through-
out the period 2011–2025 (Table 2). However, breast cancer
mortality will still rank above pancreatic cancer in women
only in the EU in 2025 (89 000 deaths compared to 56 500,
respectively).

Discussion

According to the results presented in this study, by 2017
there will be more deaths annually from pancreatic cancer in
the EU countries than deaths from breast cancer. With a pre-
dicted 91 500 deaths from pancreatic cancer, the disease may
become the third most important cause of cancer death in
the EU after lung and colorectal cancer within the space of a
few years. What has brought about the increasing promin-
ence of pancreatic cancer? There are several drivers, mainly
the substantial reductions in the national mortality rates of
female breast cancer through earlier detection and treatment
in most European countries during the 1990s [6,7]. Although
the estimated number of new cases of breast cancer in the
EU in 2012 was far higher than the corresponding pancreatic
cancer figures (361 000 and 79 000 in both males and
females, respectively) [1], breast cancer prognosis has been
improving in almost all EU-28 countries during recent deca-
des. In contrast, pancreatic cancer survival is consistently low
and mortality trends stable [8,9], with a median survival less
than 18 months even in the highest income countries in
Europe [6]. Observed trends in female breast cancer mortality

rates in the EU are sharply declining whereas equivalent
trends for pancreatic cancer are stable or slightly increasing
(Figure 1).

Clearly better diagnosis and improved treatment is
required, but concerted efforts are needed to better under-
stand the etiology of the disease and enhance the very lim-
ited prospects of primary prevention at present. The most
consistently recognized risk factors for pancreatic cancer are
cigarette smoking, overweight/obesity and diabetes [10,11];
although declines in lung cancer mortality rates have been
observed in a number of the EU countries [6], they do not
match the stable or slowly rising mortality trends of pancre-
atic cancer.

There is a clear need to develop novel research avenues
driven by international collaborations, as well as increase pub-
lic and governmental awareness of the disease. It has been
shown that the development of pancreatic cancer from pre-
cursor lesions to localized disease and further to metastatic
disease takes several years [12]. Therefore, a window of
opportunity is afforded to detect pancreatic cancer at an early
stage, before the tumor becomes symptomatic and when sur-
gical therapy remains an option without major adverse
events. However, due to the low incidence of pancreatic can-
cer, screening is only conceivable in yet-to-be-defined well
specified high-risk populations.

There are evidently caveats in both the data sources and
the methods employed in this study. Using the WHO mortality
database, the validity of pancreatic cancer data is known to
vary across countries and calendar years, and is considered to
be of lower quality than that of breast cancer data in some

Table 1. Recorded (2010) and estimated number of cancer deaths in the EU in
2017 and 2025.

Pancreas Breast

Year
Both male

and female Male Female
Both male

and female Male Female

2010 76 000 38 000 38 000 92 000 1000 91 000
2017 91 500 45 500 46 000 91 000 1000 90 000
2025 111 500 55 000 56 500 90 000 1000 89 000

Table 2. Recorded (2010) and projected number of cancer deaths in the 28 EU
countries (both males and females).

2010 2025

Country Pancreas Breast Pancreas Breast
Year when

pancreas> breast

Austria 1490 1510 2110 1370 2012
Belgium 1600 2370 2100 2480 –
Bulgaria 1000 1130 1300 810 2014
Croatia 670 1000 1060 1430 –
Cyprus 60 100 130 150 –
Czech Republic 1880 1680 2250 930 <2010
Denmark 890 1220 1430 1060 2017
Estonia 220 230 360 200 2014
Finland 1000 890 1430 950 <2010
France 9250 11 980 14 230 12 310 2020
Germany 15 490 17 570 22 400 17 240 2014
Greece 1460 2070 2260 2620 –
Hungary 1850 2040 2580 1550 2013
Ireland 480 640 950 630 2017
Italy 10 510 12 240 13 910 12 970 2021
Latvia 380 430 480 420 2019
Lithuania 450 580 590 830 –
Luxembourg 60 90 100 120 –
Malta 70 80 110 120 –
The Netherlands 2480 3250 4220 2750 2016
Poland 4530 5290 6370 5260 2017
Portugal 1250 1680 2490 1890 2022
Romania 2640 3210 3860 3460 2020
Slovakia 740 800 1310 1000 2014
Slovenia 360 420 830 500 2015
Spain 5720 6370 9120 6760 2015
Sweden 1550 1400 1940 1070 <2010
United Kingdom 7920 11 650 11 520 8960 2020
EU 76 000 91 920 111 440 89 840 2017

2 J. FERLAY ET AL.

+50% de mortalité en 15 ans en Europe 

Ferlay J et al. Acta Oncol 2016



Mortalité par cancer du pancréas

L’an prochain, en France, il y aura plus de morts par 
cancer du pancréas que par cancer du sein

Ferlay J et al. Acta Oncol 2016
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disease takes several years [12]. Therefore, a window of
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stage, before the tumor becomes symptomatic and when sur-
gical therapy remains an option without major adverse
events. However, due to the low incidence of pancreatic can-
cer, screening is only conceivable in yet-to-be-defined well
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Une amélioration de la survie nette standardisée sur l’âge à 5 ans est 
observée pour la plupart des tumeurs solides diagnostiquées entre 
1989 et 2010, à l’exception des cancers du col de l’utérus (cf. 1.11.2) et 
de la vessie (probablement en raison d’une modification de la classifi-
cation histopathologique des tumeurs de la vessie et de leur enregis-

trement par les registres) (Figure 5). Cette amélioration est liée à une 
plus grande précocité des diagnostics et aux progrès thérapeutiques. 
L’amélioration de la survie semble moins marquée chez les sujets 
les plus âgés, notamment pour les cancers les plus fréquents (côlon, 
rectum, sein, prostate).

[Figure 5] Tendances de la survie nette standardisée sur l’âge, à 5 ans, 
par type de tumeur solide : comparaison des périodes de diagnostic 
1989-1993 et 2005-2010 en France métropolitaine

Du fait d’effectifs trop faibles, les résultats de la survie nette standardisée par période de diagnostic sont absents pour les localisations suivantes : 
lèvre, naso-pharynx, hypopharynx, fosses nasales-sinus-annexe de la face-oreille moyenne et interne, mésothéliome pleural, os-articulations et 
cartilages articulaires, vulve et vagin, pénis, mélanome de l’œil.
(1) Inclus les cancers de la cavité orale, de la langue, de l’oropharynx et du nasopharynx.
Source : Partenariat Francim/HCL/Santé publique France/INCa (Cowppli-Bony A, 2016)
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Survie dépendante du stade au diagnostic

Résécable 
d’emblée

10-20% des cas

22-28 mois

« Borderline »

7% des cas

Fonction 
résécabilité

Localement 
avancé

15-20% des cas

9-15 mois

Métastatique

60-70% des cas

6-12 mois



Plan 

• Ce qu’il n’est pas recommandé de faire en 2019 (primum non nocere)

• Ce qu’il est recommandé de faire en 2019 (TNCD)

• Ce dont on ne sait pas (encore) s’il faut le faire (ou ne pas le faire) 
en 2019 (les études)
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22-28 mois
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Localement 
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Ce qu’il n’est pas recommandé de faire en 2019



Drainage biliaire préopératoire systématique

Van Der Gaag NA, et al. NEJM 2010

Chirurgie première

Complications post opératoires
HR = 0.54 (95%CI 0.41-0.71)

Réadmission 
HR = 0.35 (95%CI 0.19-0.65)



Drainage biliaire préopératoire systématique

• Méta analyse (1)
▫ 3 RCT, 13 études prospectives, 20 études rétrospectives
▫ 6286 patients

• Comparaison drainage biliaire premier Vs chirurgie première
• Augmentation des infections periopératoires
• Drainage percutané
▫ Impacte la qualité de vie (2)
▫ Augmentation de la dissémination péritonéale (3)

(1) Scheufele F et al. Surgery 2016
(2) Furukawa K et al. Anticancer Research 2015

(3) Uemura K et al. Ann Oncol 2015



postoperative wound infections in patients
receiving PBD (Fig 3).

PBD does not increase the risk of pancreatic
fistula. In the retrospective studies, 247 out of
2,385 (10.4%) patients with PBD developed a
pancreatic fistula in contrast to 244 of 2,274
(10.7%) patients in the SF group with an OR of
1.05 (95% CI: 0.86–1.28; P = .62). In the random-
ized controlled trial, pancreatic fistula rates were
8/102 (7.8%) and 11/94 (11.7%) in the PBD
and SF group, respectively, with an OR of 0.64
(95% CI: 0.25–1.67; P = .36). The analysis of all
studies revealed pancreatic fistula rates of 255/
2,487 (10.3%) and 255/2,368 (10.8%) in the
PBD and SF group, respectively, with an OR of
1.03 (95% CI: 0.85–1.25; P = .76), showing no

significant difference in the incidence of postoper-
ative pancreatic fistulas between patients receiving
PBD and the SF group (Fig 4).

Incidence of intra-abdominal abscess formation
is not increased in preoperatively drained patients.
We elucidated, moreover, the postoperative inci-
dence of intra-abdominal abscess (IAA) formation.
In the retrospective studies, 178 of 2,363 (7.5%)
patients with PBD developed an IAA in compari-
son to 173 of 1,942 (8.9%) in the SF group with an
OR of 0.84 (95% CI: 0.66–1.06; P = .14). The inci-
dence of an IAA in the randomized controlled tri-
als was 2 of 102 (2.0%) and 3 of 94 (3.2%) in the
PBD and SF group, respectively, resulting in an
OR of 0.61 (95% CI: 0.10–3.71; P = .59). Analysis
of all studies of IAA formation showed an

Fig 2. Preoperative biliary drainage increases postoperative overall complication rate. Subsection 1.1.1 shows incidence
of overall complications in retrospective cohort studies (RCS). Subsection 1.1.2 depicts incidence of overall complica-
tions in randomized controlled trials (RCT). Overall complication rate was increased in retrospective studies after PBD
with an OR of 1.24 (95% CI: 1.05–1.46; P = .01), whereas RCT show a significantly increased OR of 3.65 (95% CI: 2.16–
6.16; P < .00001). Meta-analysis of all studies shows an increment of postoperative overall complications in patients
receiving PBD with an OR of 1.40 (95% CI: 1.14–1.72; P = .002). (Color version of this figure is available online.)
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Complications périopératoires
+40%

Drainage biliaire préopératoire systématique



Drainage biliaire préopératoire : parfois utile
• Augmentation de 100umol/l par semaine (1)
• La vrai vie…
▫ Angiocholite
▫ Doute anapath
▫ Délai opératoire
▫ Réduction de la cholestase (améliorer la fonction rénale)
▫ Traitement « néoadjuvant » (borderline)
▫ Renourrir le patient

Mansfield S et al. HPB 2016



C’EST MIEUX AVEC DU METAL ! 

49 patients traités par stents métalliques 
 

Taux de complications liés au drainage pré opératoire : 
24% stent métal vs. 46% stent plastique 

(RR =1,9, 95% CI 1,1 à 3,2 p=0,01) 

Etude prospective – Comparaison avec les 
populations historiques de l’étude du NEJM 

Tol J, et al. Gut 2015 

Drainage biliaire préopératoire : parfois utile
• Augmentation de 100umol/l par semaine (1)
• La vrai vie…
▫ Angiocholite
▫ Doute anapath
▫ Délai opératoire
▫ Réduction de la cholestase (améliorer la fonction rénale)
▫ Traitement « néoadjuvant » (borderline)
▫ Renourrir le patient

• Préférer la voie endoscopique +++
▫ Stent métallique > plastique (2)
▫ Complications : 24% VS 46% (1)Mansfield S et al. HPB 2016

(2) Tol J et al. Gut 2015



En pratique, drainage possible si

• Angiocholite

• Taux de bilirubine >250umol/l

• Traitement néoadjuvant

• Chirurgie différée (>3-4 semaines)



Ce qu’il est recommandé de faire en 2019



Chimiothérapie adjuvante

• 80% des patients vont récidiver (1)

• Indication : quel que soit le stade
▫ A débuter dans les 3 mois post opératoires
▫ Pour une durée totale de 6 mois

• Nouveauté 2018 : FOLFIRINOX
▫ Survie médiane 35à54 mois

Hishinuma et al., J Gastrointest Surg 2005



Chimiothérapie adjuvante

• 80% des patients vont récidiver (1)

• Indication : quel que soit le stade
▫ A débuter dans les 3 mois post opératoire
▫ Pour une durée totale de 6 mois

• Nouveauté 2018 : FOLFIRINOX (2)

(1)Hishinuma et al., J Gastrointest Surg 2005
(2) Conroy T et al. ASCO 2018

35 mois

54 mois

Survie globale



Ce dont on ne sait pas (encore) s’il faut le faire 
(ou ne pas le faire) en 2019 (les études)



Traitement néoadjuvant
• Intérêts :
▫ Identifier les patients avec tumeur agressive (30%)
▫ Augmenter le taux de R0
▫ Traiter précocément des micrométastases
▫ Tester la chimiosensibilité de la tumeur

• Prodige 48 – PANACHE 01 



Radiochimiothérapie adjuvante ?

• Essai RTOG-0848
▫ Intérêt pour les résections R1 ?

• Pour l’instant, pas de place pour RTCT



Résécable 
d’emblée

10-20% des cas

22-28 mois

« Borderline »

7% des cas

Fonction 
résécabilité

Localement 
avancé

15-20% des cas

9-15 mois

Métastatique

60-70% des cas

6-12 mois



Ce qu’il est recommandé de faire en 2019



Traitements d’induction (pas néoadjuvante)

• Pas de traitement de référence

• Chimiothérapie d’induction FOLFIRINOX 
▫ Méta-analyse de 13 études (1)
� BL : Taux de resection 68.5% 
� Taux de R0  parmi les réséqués : 93%

� LA : Taux resection 26%
� Taux de R0 : 86%

• 3 études : survie 13,7-24,2
• 6 études : survie médiane non atteinte

Petrelli F et al. Pancreas 2015



Chimiothérapie + radiochimiothérapie d’induction

• FOLFIRINOX +/- RTCT en induction 
▫ Cohorte AGEO French 
▫ 106 patients Borderline + 97 Loc. avancés
▫ CT seule (50%) ou CT puis RTCT

• Résection R0 = 83,3%
• Chimiothérapie adjuvante : 57%
• Récidive tumorale : 64%
• Survie médiane 45,4 mois (BL=LA)

Pietrasz D et al. Ann Surg Oncol 2019



Apport de la radiochimiothérapie d’induction

35,5 mois

Pietrasz D et al. Ann Surg Oncol 2019

57,8 mois

Survie globale 

Facteurs pronostiques identifiés

Radiochimiothérapie préopératoire (HR 0,61)
Absence d’envahissement VMS (HR 0,67)



Ce dont on ne sait pas (encore) s’il faut le faire 
(ou ne pas le faire) en 2019 (les études)



Cancer du pancréas borderline
• Induction : Etude PRODIGE 44 - PANDAS 
▫ mFOLFIRINOX Versus mFOLFIRINOX +/- Radiochimiothérapie avant 

chirurgie

• Intérêt de la chimiothérapie adjuvante après induction puis chirurgie ?



Cancer du pancréas localement avancé

• Essai PRODIGE 29 NEOPAN

R

GEMCITABINE

FOLFIRINOX SUIVI

SUIVI



Résécable 
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15-20% des cas

9-15 mois
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6-12 mois



Ce qu’il est recommandé de faire en 2019



Soins de support : toujours !



Cancer du pancréas métastatique : un peu d’histoire

Burris A et al. JCO 1997

5FU Versus Gemcitabine
Survie médiane : 4,41 à 5,65 mois p=0,0025



Cancer du pancréas métastatique : un peu d’histoire

Burris A et al. JCO 1997

5FU Versus Gemcitabine
Survie médiane : 4,41 à 5,65 mois p=0,0025

à Survie = objectif secondaire de cette étude



Cancer du pancréas métastatique : un peu d’histoire

Burris A et al. JCO 1997

Objectif principal = amélioration de la qualité de vie
BURRIS ET AL

Fig 1. Flow diagram for
assessment of clinical benefit.

creases in hemoglobin, two with incorrect pathology, one
with elevated creatinine, and one with ascites), 10 patients
in whom pain control could not be achieved, four patients
who developed other medical problems precluding their
entry onto the study, and three patients who decided not
to proceed with further evaluation.

Of the 126 patients who were randomized to treatment,
63 received gemcitabine and 63 received 5-FU (Table 2).
The two groups were well balanced for prognostic factors.
Most patients had pain at entry; 43 (68%) on gemcitabine
and 39 (62%) on 5-FU had a baseline pain intensity score
greater than 20 points. Sixty patients (95%) in each group
required more than 10 morphine-equivalent mg/d for control
of pain. Similarly, most patients had an impaired performance
status at entry. A Karnofsky performance status of 50 to 70
was recorded in 44 (70%) and 43 (68%) patients randomized
to gemcitabine and 5-FU treatment, respectively.

Clinical Benefit

Fifteen (23.8%) gemcitabine patients and three (4.8%)
5-FU patients were classified as positive in the pain cate-

gory (ie, pain intensity and/or analgesic use was reduced)
and 25 (39.7%) gemcitabine patients and 38 (60.3%)
5-FU patients were classified as stable in this category
(ie, both pain and analgesic use were stable) (Fig 2A).
Both pain and Karnofsky performance status improved
in four gemcitabine patients, and 11 other patients taking
gemcitabine had an improvement in pain with no worsen-
ing of performance status (Fig 2B). Therefore, 15 (23.8%)
gemcitabine patients were classified as clinical benefit
responders by their primary measures. On the 5-FU arm,
one patient had an improvement in performance status
and stabilization of pain, and two patients had an im-
provement in pain with stabilization of performance sta-
tus. An additional two patients who had an improved
performance status and one with improved pain had nega-
tive scores by other parameters and, therefore, were not
responders. Therefore, only three (4.8%) 5-FU patients
experienced clinical benefit as assessed by their primary
measures (pain and Karnofsky performance status). With
regard to the secondary measure of clinical benefit, weight
gain (Fig 2C), one patient in the gemcitabine arm and
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Cancer du pancréas métastatique : un peu d’histoire

Burris A et al. JCO 1997

Objectif principal = amélioration de la qualité de vie
BURRIS ET AL

Fig 1. Flow diagram for
assessment of clinical benefit.
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gemcitabine patients were classified as clinical benefit
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one patient had an improvement in performance status
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provement in pain with stabilization of performance sta-
tus. An additional two patients who had an improved
performance status and one with improved pain had nega-
tive scores by other parameters and, therefore, were not
responders. Therefore, only three (4.8%) 5-FU patients
experienced clinical benefit as assessed by their primary
measures (pain and Karnofsky performance status). With
regard to the secondary measure of clinical benefit, weight
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• Echec de multiples essais de phase 2 et 3
▫ Gemcitabine à dose optimisée (1)
▫ Forme conjuguée à un lipide (2)

• Echec association avec thérapie ciblée (3-5)
▫ EGF, IGF, MAPK, Hedgog

• Association avec Erlotinib augmente significativement la survie…
▫ …de 0.33 mois ! (6)

• Succès Gemcitabine en association avec Sel platine, Capécitabine (7-9)
▫ Pour les patients en bon état général

à Gemcitabine = traitement standard du cancer du pancréas métastatique

Cancer du pancréas métastatique : longue série d’échecs

(1) Poplin et al JCO 2009 (2) Poplin et al JCO 2013 (3) Rougier et al Eur J Cancer 2013 (4) Goncalves et al Ann Oncol 2012 
(5) Catenacci et al JCO 2015 (6)  Moore et al JCO 2007 (7) Herrmann JCO 2007 (8) Heineman JCO 2006 (9) Heineman BMC 2008



La révolution :

Doublement de la survie médiane
11,1 versus 6,8 mois

Dégradation de la qualité de vie à 6 mois
66% dans le bras Gemcitabine

31% dans le bras Folfirinox

HR 0,57 (IC95% 0,45-0,73)

FOLFIRINOX = nouveau standard dans le cancer du pancréas métastatique (14 ans plus tard…)

Conroy T et al NEJM 2011



Et depuis ?

Von Hoff et al NEJM 2013

861 patients dans 51 centres

Survie médiane 
Gemcitabine 6,7 mois
Gemcitabine + Nab Paclitaxel 8,5 mois



Ce dont on ne sait pas (encore) s’il faut le faire 
(ou ne pas le faire) en 2019 (les études)



Nouvelles chimiothérapies
• Essai PRODIGE 61 FUNGEMAX

R Nal-Iri + 5FU/LV

Nal-Iri + 5FU/LV Nab-Paclitaxel + 
Gemcitabine

Nab-Paclitaxel + Gemcitabine

Nal-Iri + 
5FU/LV

80 000 molécules d’irinotécan
Par liposome



En conclusion

• Toujours pas de traitement « miracle » dans le cancer du pancréas

• Intérêt de l’intensification thérapeutique chez les résécables, borderline 
ou localement avancés

• Quelques succès, beaucoup d’échecs… encore beaucoup à faire





Merci ! 
(vous êtes en WE!)


