FOLFIRI AS SECOND LINE CHEMOTHERAPY FOR ADVANCED PANCREATIC CANCER:
A GISCAD MULTICENTER  PHASE II STUDY

Purpose
The purpose of the present study was to evaluate the activity and the tolerability of the Folfiri regimen, administered as second-line chemotherapy in patients with locally advanced or metastatic pancreatic cancer after the failure of a gemcitabine-based regimen.
Methods
Folfiri consists of Irinotecan 180 mg/m2 iv on day 1, Leucovorin (l-form) 200 mg/m2 iv on day 1and 2, 5-FU 400 mg/m2 iv bolus on day 1 and 2, 5-FU 600 mg/m2 iv by ci for 22 hours on day 1 and 2, repeated every 2 wks. The primary end point was the response rate.
Results
Between January 2010 to August 2011, 50 patients were included into the study. They were 24 male and 26 female patients (female/male ratio 1,08). Median age was 63 years (range 47-80). Baseline performance status, according to ECOG, was 0 for 29 patients and 1 for 21 pts.
Level of disease accounted for locally advanced cases in 13 pts (26%) and metastatic disease in 37 (74%).Thirty-two out of 37 (86%)patients with metastatic disease had liver metastases. Primary tumour site was pancreatic head in 34 pts (68%), body in 13 pts (26%) and tail in the remaining 3 pts (6%).
First line chemotherapy previously administered was GEMOX in 32 pts, CDDP/GEM in 9 pts, GEM alone in 8 pts and GEM/CAPE in 1 pts.
Chemotherapy regimen was administered for a median of 4 cycles (range 1-16).
Six months survival was 32%. Forty-nine patients were available for toxicity assessment.
Toxicity was manageable with a total of 21 patients experiencing at least one episode of grade3 side effects and 6 patients a grade 4 episode, respectively. One case of febrile neutropenia occurred; no toxic death was reported. 
Conclusion
A limited amount of drugs  has shown clinical activity and measurable benefits for patients with advanced pancreatic cancer after the failure of a gemcitabine-based first-line chemotherapy. In this setting, Irinotecan monotherapy was studied by Yi et al. Among 33 eligible patients, 3PR and 13 SD were achieved for a DCR of 48% with manageable toxicity.
Gebbia et al  performed a retrospective analysis in 40 pts with refractory disease recording 6 PR and 14 SD (DCR 50%) with grade 3-4 diarrhea and mucositis experienced by 15 and 10% of patients respectively[14]. A modified Folfiri regimen (Folfiri.3) was studied by Yoo et al in a randomized phase II study vs a modified Folfox regimen. Among the 31 pts treated with the Folfiri.3 regimen, a DCR of 23% and a six-month survival of 27% were achieved. Similar encouraging results was reported with a little more intensive version of Folfiri.3 by Taieb et al. On the contrary, Cereda et al reported substantially negative results with the Folfiri or xeliri regimens in 34 gemcitabine-resistant patients, with 4 SD only and a median survival of 4 months. Finally, a large retrospective French study was recently presented, involving 70 patients previously treated with gemcitabine and platinum-based chemotherapies, 60 received FolfiriI and 10 Folfiri.3. A DCR of 44% was obtained with mild toxicity. One year survival was 17%.
Our results, obtained in a multicenter community setting, seem to further support the role of the combination of irinotecan and fluorouracil as a second line option for previously treated pancreatic cancer. Toxicity was manageable with no toxic death reported. Our results seem in line with other similar experience with irinotecan and fluorouracil-based regimens. Even if we have not reached our planned goal of a response rate of at least 10%,it should be outlined that 41 out of 50 patients(82%) in our study was pretreated with a gemcitabine+platinoids regimen and only a minority received gemcitabine alone,as allowed in our entry criteria .The lack of cross-resistance between gemcitabine/platinoids combinations and Folfiri further  outlines its potential role as preferred second-line treatment in this patient population.
In our study, one out three patients benefitted from the Folfiri treatment with mild toxicity.
However, for patients pretreated with gemcitabine only, combinations of oxaliplatin and Fluoropyrimidine still represent an equally reasonable option
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