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Treatment of metastatic PDAC

First line chemotherapy
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Aggressiveness of end-of-life care and palliative care 

Intensive neoadjuvant  multimodal treatment of BRPC/LAPC 

Intensive neoadjuvant treatment for resectable PDAC

Intensive adjuvant treatment for resectable PDAC



Vecchi e nuovi regimi di chemioterapia



Gemcitabina

p: 0.0002 p: 0.0025

N TREATMENT mDFS (mos) mOS (mos) RR (%)

63 Gemcitabine 2.33 5.65 5.4

63 5-FU 0.92 4.41 0.0





Oltre le doppiette: PEFG



Oltre le doppiette: PEFG

Reni M, Lancet Oncol 2005



FOLFIRINOX

Ychou M et al, Ann Oncol 2003; Conroy T et al, J Clin Oncol 2005; Conroy T et al, N Engl J Med 2011



OS: 11.1 vs 6.8 months

PFS: 6.4 vs 3.3 months









OS: 8.5 vs 6.7 months

PFS: 5.5 vs 3.7 months















Molte opzioni: come scegliere?
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It should be considered that most of these clinical trials included patients with 

good or excellent performance status (ECOG PS 0 or 1) while, in the real 

world setting, this group of patients is the minority with subjects ineligible for 

clinical trials due to age and/or performance status, presenting a very poor 

median survival 















Nanoliposomal CPT-11 (nal-IRI), a novel 
nanoparticle/liposome construct 

Cancer Res 2006; 66(6): 3271-7

nanoparticle/liposome construct 
containing CPT-11









Treatment of metastatic PDAC

Second-line therapies may have a relevant role in the treatment 
algorithm for PDAC patients
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Initial induction chemotherapy aims to prevent a systemic progression and is 

followed by CRT to aim for the highest R0 rate

As 30% of patients with LAPC develop metastatic disease within 3 

months, induction chemotherapy for 3-4 months could help to select a 

subgroup of patients without early metastatic course who may potentially 

benefit from CRT



Globally, although none of the above studies had resection as an endpoint, an 
increased complete/partial response ratio was documented using gemcitabine-

based chemotherapy regimens compared to gemcitabine alone



8 cycles of FOLFIRINOX





mOS: 24·2 months

mPFS: 15 months

R0 resection: 78.4%
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Theoretical benefits of neoadjuvant approach:

the improvement of R0 resection rate and the observation of the 

biology of the neoplasm with pre/post treatment tissue collection biology of the neoplasm with pre/post treatment tissue collection 

represent the most relevant advantages of a neoadjuvant treatment; 

the possible missed opportunity for surgical resection as a 

consequence of progression of the disease during treatment can 

represent a paradoxical benefit for the patient who avoids the 

morbidity and mortality associated with a pancreatic resection that may 

not correlate with a survival advantage



<br />Pancreatic Cancer is Locally Invasive:  R1 Resection Rates

Presented By Robert Wolff at TBD



Conclusion: for proximally located PDAC, the frequency of unanticipated 
metastasis increases with greater imaging-to operation interval
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Combination chemotherapy in the adjuvant setting: may intensification 

represent a step forward?

Based on the assumption of the early dissemination of pancreatic cancer 

cells, several ongoing clinical trials are evaluating combination cells, several ongoing clinical trials are evaluating combination 

chemotherapy regimens, which are efficacious in the advanced setting, after 

primary disease resection



Although producing more haematological toxicities, the combination 

regimen yielded interesting results in terms of median DFS (15.2 months), 1-

year DFS rate (69.4%), and median OS (29 months)



ONGOING TRIALS

GIP-2: Gem vs FolfOxIri

PRODIGE 24: Gem vs  mFolfIrinOx

ESPAC 4: Gem vs CAPEGEM (???)ESPAC 4: Gem vs CAPEGEM (???)

APACT: Gem vs nab-paclitaxel+Gem

NCI01077427: Gem vs Gem-Cis + ipertermia

Courtesy by Michele Reni
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