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IMPROVEMENT IN OS SINCE 20 YEARS 
However OS remains poor for metastatic pancreatic cancer 
 

Gemcitabine : 5-6 mo 1997 

FOLFIRINOX  : 11-12 mo 2010 

Gemcitabine ; option «doublet »  2005 

Gemcitabine + Abraxane : 9-10 mo 2013 

Before 1997: 3-4 mo 
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First line therapeutic options in 2019 
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First line therapeutic options in 2019 



GEMCITABINE 
1000mg/m2 

3 w/4, 6 cycles 

mFOLFIRINOX 
/ 2 w, 12 cycles 

1:1 

R 

Primary Objective : OS 

Oxaliplatin 85mg/m2 

LV 400mg/m2 

Irinotecan 180mg/m2  
5 FU continu 2,4g/m2 46 h 

n = 342 

Conroy et al, N Engl J Med 2019 

First line treatment for metastatic disease 
FOLFIRINOX the PRODIGE 4 study 

• metastatic 
• chemotherapy 
naïve 
•PS 0 or 1 
• 18-75 year old 
• Bilirubinemia < 
1.5 xN 



FOLFIRINOX the PRODIGE 4 study 

PFS 
6,4 mo vs 3,3 mo 

OS 
11,1 mo vs 6,8 mo 

Conroy T et al. N Engl J Med 2011 

• ORR= 31% vs 9%- DCR= 70% vs 51% 

FIRST LINE TREATMENT FOR METASTATIC DISEASE 



FOLFIRINOX 
 the PRODIGE 4 study 

The FOLFIRINOX regimen 
Was favoured in all subgroups 

Conroy T et al. N Engl J Med 2011 

FIRST LINE TREATMENT FOR METASTATIC DISEASE 



Tolerability 



IS MAINTENANCE POSSIBLE WITH FOLFIRINOX? 
The PRODIGE 35 study 

Dahan L et al, ASCO 2018, Abs #4000 

PFS OS 



IS MAINTENANCE POSSIBLE WITH FOLFIRINOX? 
The PRODIGE 35 study 

Dahan L et al, ASCO 2018, Abs #4000 

PFS OS  
De-escalation, « stop & go » is feasible, 

safe and good for our patients QoL 



GEMCITABINE 
1000mg/m2 

7w/8 then 3 w/4, 6 cycles 

Gem+Nab-
paclitaxel 
3w/4 , 6 cycles 

Stratification:  
PS 

Liver metastases 
Country 

 

1:1 

R 

Primary Objective : OS 

Gemcitabine 1000mg/m2 

Nab-paclitaxel 125 mg/m2  

n = 842 

• metastatic 
• chemotherapy naive 
• KPS ≥70  
• measurable tumor 
• Bilirubinemia normal 

Von Hoff et al., N Engl J Med 2013 
 
 

First line treatment for metastatic disease 
Gem+ Nab-paclitaxel the MPACT study 



Von Hoff et al., N Engl J Med 2013 
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Gem 
HR = 0.69 
95% CI (0.581–
0.821) 
P = 0.000024  
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Gem: 
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nab-P + 
Gem 
Gem HR = 0.72 

95% CI (0.617–
0/835) 
P = 0.000015 

OS 

 
Gem+ Nab-paclitaxel the MPACT study 

• ORR= 29% vs 8%- DCR= 48% vs 33% 

5.5 mo vs 3.7 mo 8.5 mo vs 6.7 mo 

FIRST LINE TREATMENT FOR METASTATIC DISEASE 



FIRST LINE TREATMENT FOR METASTATIC 
DISEASE 

Von Hoff et al., N Engl J Med 2013 
0.12

5 
0.25 0.5 1.0 2.0 

favors nab-P + GEM Favors GEM 

All patients 
Age <65 years 
Age ≥65 years 

Female 
male 

KPS 70-80 
KPS 90-100 

Primary tumor location: head 
Primary tumor location: other 

Liver metastases 
No liver metastases 

1 metastatic site 
2 metastatic site 
3 metastatic site 

>3 metastatic sites 
Normal CA 19-9 

CA 19-9 ULN to < 59 x ULN 
CA 19-9 ≥ 59 x ULN 

Australia 
Eastern Europe 

Western Europe 
North America 

HR  Gem+ Nab-paclitaxel the MPACT study 

The combination  
Gem+ Nab-paclitaxel  
Was favoured in all subgroups 
Except normal CA 19.9 



Tolerability 



METASTATIC PANCREATIC CANCER 
Rare subtypes: BRCAness 

POLO study 
NCT02184195 

Phase III 
Maintenance 

Olaparib 



GERMLINE BRCA2 MUTATED PANCREATIC CANCER  
The POLO study 

Placebo 

Pancreatic adenocarcinoma 
Germline Mutated BRCA 1/2 

Treated with a first line platinum 
Without disease progression 

within 16 weeks 

R 

Olaparib 300 mg x 2 /d 

3:2 

N = 145 

Primary objective: Progression free survival 



O
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months 

Data not mature for OS 

Olaparib 

Placebo 

18.9 vs 18.1 mo 
HR = 0,91 [95%CI: 0,56-1,46] p=0,68 

PF
S 

months 

Olaparib 

Placebo 

GERMLINE BRCA2 MUTATED PANCREATIC CANCER  
The POLO study 

OS PFS 
7.4 vs 3.8 mo 

HR = 0,004 [95%CI: 0,35-0.82] p=0,68 



GERMLINE BRCA2 MUTATED PANCREATIC CANCER  

Golan, NEJM 2019 
 
 



Clin can res 2019 

Occurrence not well documented but <5% 



T-cell infiltration 

TGFβ inhibitor 

immunosuppressive cells 

fibrosis 

+ anti-PD(L)1 

Courtesy : C. Neuzillet 

Immune checkpoint inhibitors (PD(L)1 ): 
a way to improve ? 

Currently some small patients cohort MSI+ with positive results 
Otherwise: 

Combinations with Vaccines 



How can we chose the best treatment for 
each individual patient? 



In an expert center 

mPDAC 
management 

FOLFIRINOX 

If MSI (1%) 
Checkpoint 
inhibitors 

Gem + 
Abraxane 

Gemcitabine 

If BRCA1-2 
mutated (4-7%) 

Olaparib 
maintenance 

If RAS WT 
Look for 

NRG1 fusion 
(<5%) 

Afatinib 

Molecular profiling 



FOLFIRINOX VS GEM+ NAB-PACLITAXEL 
Efficacy 
 

Von Hoff et al., N Engl J Med 2013 
 
 

        

        Gem+ Nab-pacli 
 

    

       

      

           

 with gem    3,3 mo 

 3,7 mo 

2nd Line        47% 

 38% 

          

with gem     6,8 mois 6,7 mois 
 

Conroy T et al. N Engl J Med 2011 

FOLFIRINOX Gem+NP 

PS PS2 < 1%  KPS 70-80: 40% 

ORR  31,6%  29% 

DCR 70% 50% 

PFS 6.4 mo 5.5 mo 

OS  11.1 mo 8.5 mo 

OS with gem 6.8 mo 6.7 mo 

2nd line Ttt 38% 47% 



FOLFIRINOX VS GEM+ NAB-PACLITAXEL 
Safety 
 

Von Hoff et al., N Engl J Med 2013 Conroy T et al. N Engl J Med 2011 

FOLFIRINOX Gem+NP 

Plt 9.1% 13% 

PMN  45%  38% 

febrile 3% 
 

5.4% 

Anemia 8% 13% 

Neuropathy 9% 17% 

DIarrhea 13% 6%  

Alopecia  11% 50% 



Williet et al. ther adv in gastroenterol 2019 



The good sequence? 
FFX=> GN or GN=> FFX? 



*University and general hospitals, cancer and reference centres, office-based 
specialists.  
mPAC, metastatic pancreatic adenocarcinoma 

Physicians recruited from nine European countries 
 
 
 
 

Recruitment from different regions and clinical settings* to ensure a balanced selection 

Patient record 
• General disease information and patient 

characteristics 
• Disease characteristics at diagnosis 
• Initial treatment for pancreatic cancer 
• Details of first/second/third-line treatment 

Inclusion criteria 
Completed first-line treatment for mPAC 

between July 2014 and January 2016; age 
≥18 years 

Grouped as 
“North” region 

European Chart review 

Taieb et al. ESMO OPEN 2019 



European Chart review 

Taieb et al. ESMO Open 2019 

More than 70% received a second line (but biased) 

> 2500 patients 



European Chart review 

Taieb et al. ESMO Open 2019 

FFX : 15 months 
G+N :12 months 

(not randomized) 



European Chart review 

Taieb et al. ESMO OPEN 2019 

FFX 15 mo 
G+N 12 mo 



 
• All patients eligible for L2 
• ORR=17% 
• DCR=58% 
• OS= 9 mo 
• OS from L1 = 18 mo 
• Grade 3-4 AE = 40% 



Pointet et al. CLINRE 2019 



5FU- NalIRI GEM 

GEM+Nab-Pacli 

Non metastatic    L1  L2  L3 

5FU-NalIRI 

FOLFOX or Taxanes 

GEM+Nab-Pacli 

FOLFOX 

? FOLFIRINOX 

Synchronous 
mPDAC 

 
• After FOLFIRINOX, gem+nab-paclitaxel seems to give 

promising results in good condition patients though 
randomized data are still lacking 
 

• After Gem+nab-paclitaxel FOLFIRINOX is rarely feasible 
 

• Issue : access to nab-paclitaxel L2 
 



5FU- NalIRI GEM 

GEM+Nab-Pacli 

Non metastatic    L1  L2  L3 

5FU-NalIRI 

FOLFOX or Taxanes 

FOLFIRINOX 

GEM+Nab-Pacli 

FOLFOX 

? 

GEM adj 

FOLFIRINOX adj 

GEM+Nab-Pacli ? 
Gem Cap? 

FOLFIRINOX 

? 

FOLFIRINOX ? 

GEM+Nab-Pacli ? 

Synchronous 
mPDAC 



A randomised, open-label phase II study of 1st-line  
nal-IRI-containing regimens vs. nab-paclitaxel + 
gemcitabine in metastatic pancreatic cancer 

Patients with 
previously 
untreated, 
metastatic 

adenocarcinoma 
(n = 150) 

R 

nal-IRI+5-FU/LV +  
oxaliplatin 

(80 mg/m2 + 2400/400 mg/m2 Q2W 
[cycle Q4W]; 

oxaliplatin according to part 1) 

nab-paclitaxel + 
gemcitabine 

(125/1000 mg/m2  weekly, 3Q4W) 

nal-IRI+5-FU/LV 
(80 mg/m2 + 2400/400 mg/m2 

Q2W [cycle Q4W]) 

n = 50 

n = 50 

n = 50 
• No prior therapy in 

metastatic setting 
• ECOG PS 0 or 1 
• Aged ≥18 years 

Study endpoints: HR PFS (1°), OS, PFS, 
ORR, CA19-9 response, HRQoL, safety and 
toxicity 
 
2-part study: 
1. Safety run-in of nal-IRI+5-FU/LV + 

oxaliplatin  
2. Randomised efficacy/safety study of  

nal-IRI+5-FU/LV ± oxaliplatin vs. nab-
paclitaxel + gemcitabine 



A randomised, open-label phase II study of 1st-line  
nal-IRI-containing regimens vs. nab-paclitaxel + 

gemcitabine in metastatic pancreatic cancer  
 

FUNGEMAX – PRODIGE 61 

Patients with 
previously 
untreated, 
metastatic 

adenocarcinoma 
(n = 285) 

R 

nal-IRI+5-FU/LV for 2 mo   
Nab-paclitaxel+ gem 2 mo 

In a predefined  
sequential sequence 

nab-paclitaxel + 
gemcitabine 

(125/1000 mg/m2  weekly, 3Q4W) 

nal-IRI+5-FU/LV 
(80 mg/m2 + 2400/400 mg/m2 

Q2W [cycle Q4W]) 

n = 95 

n = 95 

n = 95 
• No prior therapy in 

metastatic setting 
• ECOG PS 0 or 1 
• Aged ≥18 years 
• Normal bilirubine 

level 

Study endpoints: HR PFS (1°), OS, PFS, 
ORR, CA19-9 response, HRQoL, safety and 
toxicity 
 



Conclusion 



• First line treatment of mPDAC depends mainly on patients 
conditions and drugs availability in different countries 

 
• Both FOLFIRINOX and G+N are standards but no 

ransomized comparative trials available 
 

• The landscape of mPDAC treatment is moving, with 
second line options that may be influenced by L1 choices 

 
• Gem or Gem+ nab-paclitaxel are good options after 

FOLFIRINOX (registration issues?) 
 

• Sequencial trials are now mandatory to move forward and 
give patients the best sequence to improve their OS 
 

• Think about rare subtypes (MSI, BRCA2, fusion …) for 
specific treatments/trials. 
 
 



Thank you for your attention ! 
 
 and thanks to Pascal, Cindy, 
Jean Luc and Jean Baptiste for 
their help/slides ;) 
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