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Aleydis Pisa h, Marta Martı́n i, Antonieta Salud j, Esther Falcó k,
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h Sabadell Hospital, Corporación Sanitaria Parc Tauli, Barcelona, Spain
i Santa Creu i Sant Pau Hospital, Barcelona, Spain
j Lleida Arnau de Vilanova Hospital, Lérida, Spain
k Fundación Son Llatzer Hospital, Palma de Mallorca, Spain
l Clı́nico Lozano Blesa Hospital, Zaragoza, Spain
m Germans Trias i Pujol-ICO Hospital, Barcelona, Spain
n Maimonides Institute of Biomedical Research (IMIBIC), Reina Sofı́a Hospital, University of Córdoba, Spanish Cancer
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Abstract Background: Gemcitabine and erlotinib have shown a survival benefit in the first-

line setting in metastatic pancreatic cancer (mPC). The aim of this study was to assess whether

combining capecitabine (C) with gemcitabine þ erlotinib (GE) was safe and effective versus

GE in patients with mPC.

Patients and methods: Previously untreated mPC patients were randomised to receive G

(1000 mg/m2, days 1, 8, 15) þ E (100 mg/day, days 1e28) þ C (1660 mg/m2, days 1e21) or

GE, q4 weeks, until progression or unacceptable toxicity. Primary end-point: progression-

free survival (PFS); secondary end-points: overall survival (OS), response rate, relationship

of rash with PFS/OS and safety.

Results: 120 patients were randomised, median age 63 years, ECOG status 0/1/2 33%/58%/8%;

median follow-up 16.5 months. Median PFS in the gemcitabineeerlotinibecapecitabine

(GEC) and GE arms was 4.3 and 3.8 months, respectively (hazard ratio [HR]: 0.88, 95% con-

fidence interval [CI]: 0.58e1.31; p Z 0.52). Median OS in the GEC and GE arms was 6.8 and

7.7 months, respectively (HR: 1.09, 95% CI: 0.72e1.63; p Z 0.69). Grade 3/4 neutropenia

(GEC 43% versus GE 15%; p Z 0.0008) and mucositis (GEC 9% versus GE 0%; p Z 0.03)

were the only statistically significant differences in grade 3/4 adverse events. PFS and OS were

significantly longer in patients with rash (grade �1) versus no rash (gradeZ 0): PFS 5.5 versus

2.0 months (HR Z 0.39, 95% CI: 0.26e0.6; p < 0.0001) and OS: 9.5 versus 4.0 months

(HR Z 0.51, 95% CI: 0.33e0.77; p Z 0.0014).

Conclusion: PFS with GEC was not significantly different to that with GE in patients with

mPC. Skin rash strongly predicted erlotinib efficacy.

The study was registered with ClinicalTrials.gov: NCT01303029.

ª 2017 Elsevier Ltd. All rights reserved.

1. Introduction

Pancreatic cancer is the eighth most common cancer in

Europe, accounting for 3% of cancers in 2012 [1]. Sur-

vival is poor; 1-year survival has been estimated at 21%

and less than 10% of pancreatic cancer patients survive

for more than 5 years [2].

Since 1997, gemcitabine therapy has been the stan-

dard first-line treatment for patients with unresectable

locally advanced or metastatic pancreatic cancer (mPC)
[3]. Whereas many phase II studies evaluating combi-

nation chemotherapies in patients with advanced

pancreatic cancer have shown promising results, most

subsequent phase III studies have not shown signifi-

cantly improved survival [for review see 4]. However, in

2007, the combination of gemcitabine plus erlotinib

(GE) was shown to modestly, but statistically signifi-

cantly, improve survival compared with gemcitabine

alone, which was the primary objective of the study [5].

A phase III trial conducted by a French consortium
study group in patients with metastatic pancreatic

adenocarcinoma and an Eastern Cooperative Oncology

Group (ECOG) score of 0e1 found that the combina-

tion of 5-FU, folinic acid, oxaliplatin and irinotecan

(FOLFIRINOX) was associated with a median increase

in overall survival (OS) of 4.3 months compared with

gemcitabine [6]. The MPACT study randomised 842

patients with mPC and a Karnofsky Index above 70% to
either gemcitabine or gemcitabine plus nab-paclitaxel

and reported significantly increased OS (8.5 versus 6.7

months) and progression-free survival (PFS) (5.5

versus 3.7 months) with the combination [7].
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