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Resectable pancreatic cancer 

Adjuvant chemotherapy  Gemcitabine vs Observation (CONKO-001), 2007  

CONKO-001, JAMA. 2013;310(14):1473-1481 
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Resectable pancreatic cancer 

Adjuvant chemotherapy  Gemcitabine vs Observation (CONKO-001), 2007  

CONKO-001, JAMA. 2013;310(14):1473-1481 

DFS OS 

mDFS 

13.4 months 

6.7 months 

mOS 

22.8 months 
20.2 months 

HR 0.55 [0.44-0.69] HR 0.76 [0.61-0.95] 

5yOS rate: 20.7 vs 10.4 



Resectable pancreatic cancer 

Adjuvant chemotherapy  Gemcitabine vs Observation (CONKO-001), 2007  

CONKO-001  



Resectable pancreatic cancer 

Adjuvant chemotherapy  Gemcitabine + Capecitabine vs Gemcitabine (ESPAC-4), 2017  

ESPAC-4, Lancet 2017; 389: 1011–24  

RFS OS 



Resectable pancreatic cancer 

Adjuvant chemotherapy  Gemcitabine + Capecitabine vs Gemcitabine (ESPAC-4), 2017  

ESPAC-4, Lancet 2017; 389: 1011–24  

RFS 5yOS rate 

 (CONKO-001 – ESPAC-4) 

Gem + Cape: 30.7 

Gem: 18.4 – 20.7 

Surgery alone: 10.4 



Resectable pancreatic cancer 

Adjuvant chemotherapy  mFOLFIRINOX vs Gemcitabine (PRODIGE-24), 2018  

PRODIGE24, N Engl J Med 2018;379:2395-406. JAMA Oncol. 2022;8(11):1571-1578 
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Resectable pancreatic cancer 

Adjuvant chemotherapy  mFOLFIRINOX vs Gemcitabine (PRODIGE-24), 2018  

PRODIGE24, N Engl J Med 2018;379:2395-406. JAMA Oncol. 2022;8(11):1571-1578 

DFS OS 

5yOS rate 

 (CONKO-001,ESPAC-4, PRODIGE-24) 

mFOLFIRINOX: 43.2%  

Gem + Cape: 30.7 

Gem: 18.4 - 20.7 - 31.4 

Surgery alone: 10.4 



Resectable pancreatic cancer 
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Borderline resectable pancreatic cancer 
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Borderline resectable pancreatic cancer 

Induction chemotherapy  Chemotherapy and/or Chemoradiotherapy > Surgery and adj CT 

JY Jang. Ann. Surg 2018; E Versteijne J. Clin. Oncol 2020; P Ghaneh Lancet Gastroenterol. Hepatol 2023 

 

NA CRT->Cx vs Cx->Adj CRT  

NA CRT->Cx vs Cx->Adj CT  

NA CT/CRT->Cx vs Cx->Adj CT  



Borderline resectable pancreatic cancer 

Induction chemotherapy  Chemotherapy vs Chemoradiotherapy vs Surgery (ESPAC-5) 

ESPAC-5, Lancet Gastroenterol. Hepatol 2023 

 

NAT vs Surgery FOLFIRINOX vs Gem-Cape vs CRT vs Surgery  



Borderline resectable pancreatic cancer 

Induction chemotherapy  FOLFIRINOX vs Gemcitabine-based CT 

Ann Surg Oncol (2023) 30:4417–4428 



Borderline resectable pancreatic cancer 

Induction chemotherapy  FOLFIRINOX > FOLFIRINOX + RT 

JAMA Oncol. 2022;8(9):1263-1270 

OS EFS 
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Locally advanced pancreatic cancer 

Radiotherapy  consolidation radiotherapy 

JAMA. 2016;315(17):1844-1853  

OS PFS 



Locally advanced pancreatic cancer 

Radiotherapy  consolidation radiotherapy 

JAMA. 2016;315(17):1844-1853  

PFS 

Time without Treatment  
6.1m (4.8- 7.0) vs 3.7m (3.0-4.6) (P = 

.02) 

Local progression 
32% vs 46%, (P = .03)  



Locally advanced pancreatic cancer 

Radiotherapy  SBRT vs CRT 

Biomedicines 2022, 10, 2480 



Locally advanced pancreatic cancer 

Radiotherapy  SBRT vs CRT 

Biomedicines 2022, 10, 2480 

• Higher biological equivalent dose 
 

• Reduced volumen 
 

• Shortened treatment time 
 
 

• Better pain relief  
 

• Improved survival ? 
 



Locally advanced pancreatic cancer 
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Surgery  

Induction QMT 
FOLFIRINOX (GN) 
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Yes No 
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Metastatic pancreatic cancer 
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Metastatic pancreatic cancer 

Systemic chemotherapy  Gemcitabine > 5-FU, 1997 

JCO 1997 

OS PFS 



Metastatic pancreatic cancer 

Systemic chemotherapy  FOLFIRINOX > Gemcitabine, 2011 

Conroy, NEJM 2011 

OS PFS 

mOS 
11.1 months vs 

6.8 months  

mPFS 
6.4 months vs 

3.3 months         



Metastatic pancreatic cancer 

Systemic chemotherapy  FOLFIRINOX > Gemcitabine, 2011 

Conroy, NEJM 2011 

OS 



Metastatic pancreatic cancer 

Systemic chemotherapy  Gemcitabine + nab-Paclitaxel > Gemcitabine, 2013 

NEJM 2013 

mOS 
8.7 months vs 

6.6 months  mPFS 
5.5 months vs 

3.7 months         

OS PFS 



Metastatic pancreatic cancer 

Systemic chemotherapy  FOLFIRINOX vs Gemcitabine + nab-Paclitaxel ? 

The Oncologist, 2023 

(n = 8358) 
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Systemic chemotherapy  FOLFIRINOX vs Gemcitabine + nab-Paclitaxel ? 

The Oncologist, 2023 
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Metastatic pancreatic cancer 

Systemic chemotherapy  NALIRIFOX > Gemcitabine + nab-Paclitaxel, 2023 

Wainberg, Lancet 2023 

PFS OS 



Metastatic pancreatic cancer 

Systemic chemotherapy  NALIRIFOX > Gemcitabine + nab-Paclitaxel, 2023 

Wainberg, Lancet 2023 

OS 



Gemcitabine 
Gemcitabine 

Nab-Paclitaxel 
FOLFIRINOX NALIRIFOX 

Median OS 6.7 months 9 months 11.1 months 11.1 months 

   12m OS rate 20.6% 39.5% 48.4% 45.6% 

   18m OS rate 6.0% 19.3% 18.6% 26.2% 

Median PFS 3.5 months 5.6 months 6.4 months 7.4 months 

   12m PFS rate 6% 14% 12.1% 27.4% 

   18m PFS rate 0% 3.6% 3.3% 11.4% 

ORR 7% 23% 31.6% 41.8% 

Grade 3/4 AEs 

   Neutropenia 25% 38% 46% 24% 

   Diarrea 2% 6% 13% 20% 



Metastatic pancreatic cancer 
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Adapted from ESMO guidelines 

Palliative QMT 

NALIRIFOX or 
FOLFIRINOX 

FIT for  
Triplet 

UNFIT for 
Triplet 

Gemcitabine +/-  
nab-Paclitaxel 



Metastatic pancreatic cancer 

Targeted therapies  Promising targets 
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Targeted therapies  Promising targets 



Le DT, Science. 2017 Jul 28; 357(6349): 409–413 

Metastatic pancreatic cancer 

Targeted therapies  Checkpoint inhibitor in dMMR/MSI  



J. Taïeb et al. / European Journal of Cancer 188 (2023) 90–97 

Metastatic pancreatic cancer 

Targeted therapies  Checkpoint inhibitor in dMMR/MSI 



Metastatic pancreatic cancer 

Targeted therapies  Promising targets 



Metastatic pancreatic cancer 

Targeted therapies  Promising targets: BRCA and HRDs 

OS PFS 

Golan T, NEJM 2019; Kindler, JCO 2022 
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Metastatic pancreatic cancer 

Targeted therapies  KRAS inhibitors 

Residuos cisteína en bolsillo de unión  
PASIBLE DE MODIFICACIÓN COVALENTE  

RESOLVER EL PROBLEMA DE RAS TIENE ALTA  
PRIORIDAD EN INVESTIGACIÓN ONCOLÓGICA 

KRAS 
Carece de bolsillos de U (accesibles como TK) 
Alta afinidad por GPT (1 millón de veces superior vs BRAF-ATP) 
ON-OFF state 

2013 bolsillo en G12C pasible de ser bloqueado 
 



Metastatic pancreatic cancer 

Targeted therapies  KRAS inhibitors 

• iKRASG12 D 

 

 

 

 

• Inhibidores TRICOMPLEX  

-RMC 7977: pre-clínico 

-RMC 6236 (The first!) 

 RMC 6236001. ESMO 2023 



Vaccination & PDAC Shared neoantigens vaccines 

Pant S, Nature Medicine | Volume 30 | February 2024 | 531–542 

Nature 2024 



Vaccination & PDAC Shared neoantigens vaccines 

Pant S, Nature Medicine | Volume 30 | February 2024 | 531–542 



Metastatic pancreatic cancer 

Targeted therapies  Promising targets 



TRATAMIENTOS APROBADOS (agnóstico / páncreas) 

MSI H: pembrolizumab (1%): KN168. SVm 4 m NO les va tan bien/ Nivo-Ipi / Dostarlimab 

NTRK (1%): 3 ptes tratados con entrectinib con RP (entrectinib, larotrectinib) 

BRCA mut (germinal): 6-7% (hasta 15% en ciertas etnias)  mejor Px, sensibilidad a platino 

ATM, ATR, ATRX, or BAP1, BARD1, BRIP1, CHEK1/2, RAD50/ 51/51B o FANCA/C/D2/F/G/L 

KRAS WT 10% (hasta 38% de hallazgos de mut accionables) 

BRAF 10% (vs 1-2%) dabrafenib-trametinib 

HER2. 2.5% amp, 16-39% sobreexp, 1% mut (DESTINY PAN TUMOR) Trastu Deruxtecan 

ALK 1.3% (vs 0.16%) 

RET 1.35% (vs 0.6%): Libretto 001 Selpercatinib (n 45 PDAC pre-tratados TR 54%) 

NRG1 17% (vs 0.6%) en pacientes jóvenes: Seribantumab , Zenocutuzumab 

CDKN2 16% (on trial PI3K + iciclinas) 

Qué podemos ofrecer ante un hallazgo? 
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