
the accuracy of pre-treatment CA19.9, neutrophil lymphocyte ratio (NLR) and platelet
lymphocyte ratio (PLR) as markers of prognosis patients with locally advanced
atic cancer.

Methods: A retrospective cohort study was conducted for 66 patients with locally
advanced pancreatic cancer who received chemotherapy only (C), chemotherapy plus
radiotherapy (CRT) or chemotherapy plus radiotherapy then surgery (CRTS) between
January 2014 and February 2017. After excluding 31 patients’ due to insufficient data,
35 of them were analysed for full blood count, NLR and PLR, prior to starting treatment
and CA19.9 level before and during treatment. Patients were divided according to the
type of treatment they received (C [n¼ 15], CRT [n¼ 12] or CRTS [n¼ 15]).

Results: Using the C only patients as a control group, there was a significant difference
in the mean PLR between C and CRT (196.7 vs 121.0, p¼ 0.008), and C and CRTS
groups (196.7 vs 129.1, p¼ 0.025). No significant difference in means seen between
CRT and CRTS for PLR, nor for NLR amongst the three groups. The pre-treatment
level of CA19.9 did not appear to correlate if a patient who underwent chemotherapy,
progresses to radiotherapy or surgery. Median survival for the C group was 17 months,
CRT was 26 months and CRTS group has not yet been reached.

Conclusion: This retrospective study showed that the platelet lymphocyte ratio was the
only predictor of prognosis in our locally advanced pancreatic cancer cohort. Once
median survival has been reached in the group receiving trimodality therapy (CRTS)
we may be able to provide further data on PLR, NLR and rate of change in CA19.9 in
predicting resection and survival. We aim to further expand our locally advanced
cohort and hope to develop a novel formula may be predictive of prognosis and likeli-
hood of resection.

P� 134 Antibodies matter: A meta-analysis of the prognostic value of
human equilibrative nucleoside transporter 1 (hENT1) antibodies in
pancreatobiliary cancer
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Introduction: Gemcitabine, the primary drug for the treatment of pancreatobiliary
cancer (PC), requires human equilibrative nucleoside transporter 1 (hENT1) to enter
cells. High tumoral hENT1 expression has been linked to improved survival among PC
patients treated with gemcitabine, however this finding has been inconsistent and stud-
ies used different anti-hENT1 immunohistochemistry (IHC) antibody assays.

Methods: We reviewed the literature for studies that examined hENT1 and clinical out-
come in PC. Of the 138 publications, we identified 45 studies, 36 of which used immu-
nohistochemistry (IHC) with one of eight anti-hENT1 protein antibody assays, while 9
used polymerase chain reaction for hENT1 RNA expression. In order to assess the con-
tribution of antibody choice on outcomes and the prognostic value for gemcitabine
benefit in PC we only examined the studies that utilized IHC. Three of the studies were
excluded because they were ampullary or gallbladder cancer treated with surgery only
and an additional 4 studies were removed from the analysis for population redundancy.
Twenty-nine studies underwent detailed review.

Results: Among the 29 studies that underwent detailed review, 22 were in the adjuvant
or neoadjuvant setting and 7 were of patients with locally advanced, metastatic, or
recurrent disease. Of the 29 studies, 27 reported median overall survival (OS) values
with p-values in 26, 22 reported progression-free survival (PFS). disease-free survival
(DFS), or time to treatment failure (TTF) (21 of which reported p-values), and 19
reported p-values for both. High hENT1 expression was found in an average of 52%
(range 24-92%) of tumor samples examined. Among studies that examined hENT1
expression and OS, 58% (15/26) showed an association between high tumoral hENT1
and improved OS for gemcitabine-treated patients. Among 10D7G2 antibody studies,
88% (7/8) demonstrated an association. Studies with other antibodies – in particular
SP120 (2/9) – were less consistent. The ability to detect an association between high
hENT1, with the 3 most commonly used antibodies (10D7G2, SP120, and PAB2255),
and improved survival was antibody-dependent (Chi-square p¼ 0.0237). The
progression-free survival (DFS) and recurrence-free survival (RFS) results were similar
with 71% (15/21) of studies demonstrating an association between high tumoral
hENT1 expression and improved survival. Among 10D7G2 antibody studies, 100% (6/
6) demonstrated an association while only 43% (3/7) of studies that used SP120 dem-
onstrated an association between high hENT1 and improved PFS/DFS. Pooled hazard
ratio (HR) analyses of all antibody studies still demonstrate a link between high hENT1
tumor expression and improved OS (HR for death 0.754, 95% CI 0.665-0.854) and
DFS (HR for relapse 0.832, 95% CI 0.709-0.976).

Conclusion: High tumoral hENT1 expression on IHC with 10D7G2 is a strong and
reproducible prognostic marker for improved OS among gemcitabine-treated patients
with PC. The use of other antibodies should be discouraged.

P 135 The impact of inflammatory biomarkers on overall survival of
patients with pancreatic cancer treated with chemoradiation

Conill
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Introduction: Systemic inflammation is a recognised feature of cancer progression and
some inflammatory biomarkers such as Neutrophil-to-Lymphocytes Ratio (NLR)
emerge as important prognostic factors of survival outcomes and several studies were
carried out to explore NLR in pancreatic cancer. Despite the great interest in the role
played by neutrophils in antitumour immunity, other subpopulations of leukocytes,
such as eosinophils, seem to be overlooked in cancer setting. We evaluated the prognos-
tic value of NLR in patients diagnosed with pancreatic carcinoma and treated with che-
moradiation in our institution, and subsequently we proposed new eosinophil-based
ratio expressed as Eosinophil-to-Lymphocyte Ratio (ELR), and we analysed its impact
on overall survival of the same cohort of patients.

Methods: A total of 60 consecutive patients diagnosed with pathologically-confirmed
locally advanced pancreatic cancer in stage I-III and treated with chemo-radiotherapy
in our institution from September 2010 to November 2017 were retrospectively eval-
uated. Three patients who did not complete radiotherapy were eliminated, hence the
analysis was based on the data of 57 patients. We analysed the relation between overall
survival (OS) and systemic inflammatory biomarkers in blood tests at cancer diagnosis.
The ELR was calculated as follows: eosinophil count/lymphocyte count. All patients
were divided into two groups using the most discriminative cut-off value of 1.9 for
NLR and 0.11 for ELR according to the ROC curves. Statistics: Chi2, Kaplan-Meier test
(SPSSv.23), p-value 0.1.

Results: Median age at diagnosis was 66.0 years (range 43-83), 33 patients were males
(57.9%). Cancer stage at diagnosis was IA in 5 patients (8.8%), IB-5 (8.8%), IIA-9
(15.8%), IIB-30 (52.6%), III-8 (13.5%). Main histology was adenocarcinoma 44
patients (77.2%), localised in the head of the pancreas (41 patients, 71.9%). All patients
were treated with chemoradiation based on weekly gemcitabine and External Beam
Radiotherapy (EBRT) at a dose of 45Gy (range 32 – 45Gy). Twenty six patients under-
went surgery. After a median follow-up of 15.6 months (range 3.4 – 122.0, mean 18.9,
SD 16.8), 47 patients (82.5%) were dead at the time of data collection. Kaplan-Meier
analyses showed that a high NLR (� 1.90) correlated significantly with a shorter OS of
cancer patients showing a median OS of 14.6 months in group with NLR� 1.90 (IC
95% 10.8 – 18.4) vs. 26.2 months (IC 95% 13.4 – 38.9) in group with NLR< 1.9
(p¼ 0.033 Log Rank test, Chi2¼4.3, p¼ 0.019 Breslow, Chi2¼5.1). However, a high
ELR (� 0.12) were associated with better OS, showing a median OS of 21.4 months (IC
95% 11.0 – 31.7) vs. 15.6 months (IC 95% 11.5 – 19.7) in a low ELR group (p¼ 0.067
Log Rank test, Chi2¼3.4, p¼ 0.057 Breslow, Chi2¼3.6).

Conclusion: Increased value of NLR was related with worse OS but high ELR correlated
with better survival outcome in pancreatic cancer treated with chemoradiation. These
results could help identifying patients with higher risk of progression, with the addi-
tional benefit that both NLR and ELR are inexpensive and easy to get from the pre-
treatment analysis. To our best knowledge, this is the first report evaluating the prog-
nostic value of ELR in pancreatic cancer.
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Introduction: Triplet chemotherapies, with fluoropyrimidines, platin derivatives and
irinotecan, represent an option for first line treatment of metastatic/advanced pancre-
atic ductal adenocarcinoma (PDAC). FOLFIRINOX was often considered difficult to
handle in common clinical practice, due to toxicity profile and features of PDAC
patients, often frail with symptomatic disease. To increase tolerability and dose inten-
sity (DI), we previously developed an alternative way of administration of
5Fluorouracil (5FU), with nocturnal “timed-flat infusion” (TFI) (from 10:00 PM to
10:00 AM), in several combination-schedules (breast, colorectal and gastric cancers).
TFI mimics the chronomodulation of 5FU, without the dose-spike at 04.00 AM, 5FU
bolus and folinic acid.

Methods: We report a retrospective analysis of 19 metastatic PDAC patients treated
with FIr/FOx regimen, a schedule of weekly TFI/5FU for two nights at 900 mg/m2/
night, associated to alternating irinotecan at 160 mg/m2 on days 1 and 15, and oxalipla-
tin at 80 mg/m2 on days 8 and 22, cycles repeated every 4 weeks.

Results: From February 2011 to February 2018, 19 patients were treated: 9 (47.4%)
with standard FIr/FOx and 10 (52.6%) with modified regimens (defined as any pro-
jected dose reduction compared to standard) due to age, PS and comorbidities. Median
age was 65 years (range 54-75), male/female ratio was 11/8. Ten patients (52.6%) had
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ECOG-PS 0/1, 9 patients (47.4%) ECOG-PS 2. Fourteen patients (73.7%) had a pri-
mary/intermediate Cumulative Illness Rating Scale stage, 5 patients (26.3%) a
Secondary one. Sixteen patients (84.2%) had un-resected primary tumor, 9 (47.4%)
were located to the head and 10 (52.6%) to the body/tail. Two patients (10.5%) had
obstructive jaundice at onset (carriers of biliary prosthesis). Thirteen patients (68.4%)
had� 2 involved organs. One patient had a metachronous disease previously treated
with adjuvant gemcitabine and chemo-radiation therapy. Among 17 evaluable patients
ORR was 35.2% (95%CI: 14.2-61.6) ad DCR was 58.8% (95% CI: 32.9-81.5). All
patients were evaluable for efficacy: after a median follow-up of 42.6 months, median
PFS and median OS were 4.4 months (95%CI: 2.3-11.8) and 11.8 months (95%CI: 2.3-
19.9). Median Number of administered cycles was 3 (range: 1-11). The only G4 toxicity
was mucositis in one patient (5.2%); G3 were: leuco/neutropenia (10.5%), asthenia
(10.5%), diarrhea (5.2%), hypokaliemia (5.2%) and hypertransaminasemia (5.2%).
No febrile neutropenia was observed; one patient died as result of adverse events. The
median received DI were� 80% of standard full dose for each drug: Irinotecan 60 mg/
m2/week, oxaliplatin 34 mg/m2/week and 5FU 1380 mg/m2/week. Four patients
(21.1%) were switched to a doublet regimen after the induction (6 months) due to tox-
icities. Two patients (10.5%) underwent ablative locoregional treatments of primary
tumors after FIr/FOx. Nine out of 18 patients who progressed to FIr/FOx underwent a
second line therapy (2 rechallenges with FIr/FOx, 6 gemcitabine-Abraxane, 1
gemcitabine).

Conclusion: Even if requires a careful management, FIr/FOx seems to be a feasible
option for first line treatment of metastatic PDAC patients, particularly in needing of
tumor shrinkage, with significant activity, high rDIs, and acceptable safety profile when
compared to literature.
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Introduction: Unresectable pancreatic cancer is one of the unfavorable prognosis can-
cers with merely one year of median overall survival (OS). Furthermore, the prognosis
becomes even worse with peritoneal metastases due to reduced delivery capacity of
anti-cancer drugs and lots of associated complications. Recently, the efficacy and safety
data of intraperitoneal paclitaxel (ip PTX) in combination with systemic chemotherapy
for gastric cancer with peritoneal metastases has been published by Ishigami at the
ASCO 2016. We have participated in this intraperitoneal chemotherapy study projects
and here we applied this strategy to pancreatic cancer with peritoneal metastases.

Methods: Data from 25 patients with pancreatic cancer with peritoneal metastases who
underwent intraperitoneal chemotherapy from August 2013 to January 2018 at our
hospital were retrospectively analyzed.

Results: Of the 25 patients, 8 were chemotherapy-naı̈ve, and the remaining 17 had been
adopted after prior non-intraperitoneal chemotherapy. 9 patients had undergone pri-
mary tumor resection before peritoneal recurrence. The intraperitoneal regimens were
assigned mainly according to the prior treatment: ip PTX plus S-1/PTX was the most
frequent (8 cases), followed by ip PTX plus FOLFIRINOX (7 cases), ip PTX plus gemci-
tabine (6 cases), and the rest. The median progression free survival (PFS) for all 25
patients was 6.1 months, and the median OS was 17.3 months. The median PFS and OS
for the chemotherapy-naı̈ve group were 8.6 and 17.3 months and for the prior-
chemotherapy group were 3.1 and 11.9 months, respectively. The median PFS and OS
for 11 patients without non-excision factors other than peritoneal metastases were 11.5
and 18.4 months. A point of extreme interest is that 5 of 11 patients achieved conver-
sion surgery after confirmed complete disappearance of peritoneal metastases. Adverse
events of grade 3 or 4 were observed: leukopenia at 40%, neutropenia 64% and anemia
24%, which we attributed to the systemic treatments. 2 cases of localized infection of
peritoneal port were observed specific to intraperitoneal therapy. All treatments were
well tolerable and there were no treatment-related deaths.

Conclusion: This suggests, the combination of ip PTX with systemic chemotherapy for
pancreatic cancer with peritoneal metastases provides survival benefit superior to con-
ventional chemotherapy. We now only need to confirm these very promising results by
a multicenter trial, and as soon as possible.
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Introduction: Pancreatic cancer is an aggressive tumor with a high mortality rate.
Upon diagnosis only 15-20% of cases are amenable to surgery. Despite achieving a
complete resection, relapse free survival (RFS) and prognosis remain poor (RFS 60% at
12 months and 20% 5-year overall survival (OS)). Several studies suggest that early
recurrence predicts poor prognosis. However, cut-offs to define early relapse (ER) are
variable between reports. The aim of our study is to propose an optimal cut-off for ER
and finding clinicopathological factors that predict ER in resected pancreatic cancer.

Methods: We conducted an observational retrospective study in the Ram�on y Cajal
University Hospital. Patients with resected pancreatic cancer between 2010 and 2016
were identified, and data was collected for predefined variables about patients and
tumor clinicopathological characteristics, treatment procedures, oncological outcomes
and follow up. Hazard ratio for overall survival was estimated for 3, 6, 9 and 12 months
as potential cut-off points for ER. Univariate analysis with logistic regression were per-
formed for factors potentially associated with ER risk. Significant factors identified
were included into a predictive multivariate model using logistic regression. An estima-
tive model for potential confusion factors was made for significant variables in the pre-
vious step. We obtained Kaplan-Meier curves and performed Cox regression for RFS
and OS to confirm prognostic value of variables identified, and screened for confusion
factors.

Results: 67 patients who met inclusion criteria were identified. 54% were women.
Median age at surgical intervention was 70 years old (range 44-85 years). 83.6% of
tumors were located in the pancreatic head and R0 resection was achieved in 38.8%.
70.2% of patients received adjuvant chemotherapy (AC). At a median follow up of 39.2
months, relapse was confirmed in 56.7% of cases, of which 86.8% received further che-
motherapy. The optimal cut-off point to define ER was 6 months in our cohort, as it
showed the greatest difference in overall survival (HR 3.98; 95%CI 1.98-8.00). With
this cut-off point, 2 year OS was 41% in the late relapse group and 10% in the ER group.
AC and postoperative morbidity were identified as predictive factors for ER in the uni-
variate analysis. The multivariate predictive model including these factors only showed
a statistically significant difference for AC (OR 0.10; 95%CI 0.03-0.33; p 0,000).
Additional test for confusion factors on AC effect was negative. Cox regression model
showed a significant effect of AC both in RFS (HR 0.30; 95%CI 0.169-0.562) and OS
(HR 0.303; 95%CI: 0.15-0.60). In a multivariate model, the effect of AC was maintained
for RFS, but not for OS when adjusted for performance status. No other confusion fac-
tors were found.

Conclusion: In our cohort, the best cut-off point to define early relapse in resected pan-
creatic cancer is 6 months. This cut-off point differentiates two groups with different
prognosis. Patients receiving adjuvant chemotherapy were less likely to have an early
relapse, regardless of other factors. Also, adjuvant chemotherapy impacts RFS and OS.
Extrapolation of our results to general population is limited by its retrospective nature.
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Introduction: In recent years, FOLFIRINOX has become one of the primary standard
treatment for unresectable pancreatic cancer (PC) with distant metastasis. OX-IRIS is
the combination therapy of oxaliplatin (L-OHP), irinotecan (IRI) and S-1. It is the use-
ful treatment to dispense with a continuous infusion of 5FU by administering S-1
orally. For establishing OX-IRIS therapy as a new standard treatment, we planned this
study for evaluating dose limiting toxicity (DLT) and maximum tolerated dose
(MTD). Furthermore, we exploratorily considered the efficacy (UMIN ID: 000017002).

Methods: This study was carried out as a multicenter phase I study in 6 institutions.
Chemotherapy-naı̈ve patients with unresectable PC were included. L-OHP and IRI
were administered on day1 and 15, and S-1 was taken twice a day in day1-14, and 14
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