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Background: A more accurate identification of tumors by image-guided radiation
therapy (IGRT) and improved radiation delivery by advanced technology have led to a
wider use of hypofractionated radiation schedules for the treatment of locally advanced
pancreatic cancer (LAPC). The aim of this prospective phase II study was to evaluate
the effect of neoadjuvant GEMOX plus accelerated hypofractionated radiotherapy on
the resectability of LAPC.

Methods: From April 2011 to August 2016, a total of 42 patients with non resectable
LAPC were enrolled onto the study, of whom 40 were evaluable. Median age was 67
years (range 41-78). Patients were treated as the following: gemcitabine (GEM)
1000 mg/m2 on day 1, and oxaliplatin (OX) 100 mg/m2 on day 2, every two weeks
(GEMOX regimen) for 4 cycles, 15 days off, hypofractionated radiotherapy, 15 days off,
a further 4 cycles of GEMOX, restaging. Radiotherapy was delivered by helical tomo-
therapy at a dose of 35 Gy (with an inhomogeneous dose distribution inside the target
volume of up to 30% of the prescription dose) in 7 fractions (one fraction per day) over
9 days on the gross tumor volume; 28 Gy-35 Gy was administered on the clinical target
volume (CTV) 1-2 on the basis of nodal status.

Results: Overall 5 patients (12.5%) obtained a partial tumor response and 20 (50%) a
stable disease. Of these, 9 underwent surgical laparotomy (5 radical pancreatic resection

1 termoablation and 3 explorative laparotomy), 1 patient became operable but refused
surgery. The overall resectability rate was 25%, while the R0 resection rate was 12.5%.
Toxicity to GEMOX was similar to that reported elsewhere. Radiotherapy was well tol-
erated and the most frequently encountered adverse events were mild to moderate nau-
sea and vomiting, abdominal pain and fatigue. At a median follow-up of 50 months,
the median progression free survival and overall survival were 9.3 (95% CI 6.2-14.9)
and 15.8 (95% CI 8.2-23.4) months, respectively.

Conclusions: Our results show the feasibility of using accelerated hypofractionated
radiotherapy on tumor volume and locoregional lymph nodes in LAPC. Treatment was
well tolerated and survival rates are promising.

Clinical trial identification: EudraCT / RSO2010-020379-22.
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Background: The NAPOLI-1 phase 3 trial (NCT01494506) reported significantly
increased median OS with nal-IRIþ5-FU/LV vs 5-FU/LV (6.1 mo vs 4.2 mo;
HR¼ 0.67; p¼ 0.012) in mPDAC patients who progressed after gemcitabine-based
therapy. We report subgroup analysis outcomes in NAPOLI-1 patients who had under-
gone prior surgery and by disease stage at diagnosis.

Methods: This post-hoc analysis investigated outcomes with or without prior surgery,
and by disease stage at diagnosis (stage IIA, IIB, or III, vs IV). P values are descriptive.

Results: In the NAPOLI-1 trial, OS and PFS were increased in ITT patients who had
undergone prior surgery compared to those who did not (Table). In patients with prior
surgery receiving nal-IRIþ5-FU/LV (n¼ 40), OS and PFS were increased vs 5-FU/LV
(n¼ 43) (HR¼ 0.84 and 0.72). Patients without prior surgery had significantly
increased OS and PFS with nal-IRIþ5-FU/LV (n¼ 77) vs 5-FU/LV (n¼ 76)
(HR¼ 0.56, p¼ 0.003 and HR¼ 0.47, p< 0.001). OS was significantly increased in ITT
patients with disease stages IIA (n¼ 36, HR¼ 0.59, p¼ 0.013), IIB (n¼ 77, 0.54,
<0.001), and III (n¼ 75, 0.57,<0.001) vs stage IV (n¼ 213). A consistent OS increase
was also seen in patients treated with nal-IRIþ5-FU/LV: stage IIA (HR¼ 0.63, ns) stage
IIB (HR¼ 0.50, p¼ 0.024) and stage III (HR¼ 0.43, p¼ 0.021) vs stage IV.

Conclusions: OS and PFS were increased in ITT patients who had undergone surgery
prior to trial inclusion. Patients treated with nal-IRIþ5-FU/LV showed a consistent
increase in OS and PFS vs 5-FU/LV. ITT patients with stages IIA, IIB, and III had signif-
icantly improved OS vs those with stage IV disease. Treatment with nal-IRIþ5-FU/LV
showed a survival benefit across disease stages IIA, IIB, and III, vs stage IV. Limited
patient numbers should be taken into consideration when interpreting these findings.

Clinical trial identification: NCT01494506.
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