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The manuscript has now been improved according to the following suggestions of reviewers:

Reviewer #00503748

1.

Reference (ref 6 of the revised manuscript) has been given for the part of introduction: “The
addition of erlotinib, an oral epidermal growth factor receptor (EGFR) tyrosine kinase inhibitor, to
Gem has produced a minimal, albeit statistically significant, improvement in overall survival (OS),
leading to FDA approval of the Gem/erlotinib combination in the setting of advanced, inoperable
PDAC.”

2. The statistical software used for statistics is the SPSS statistical software package version 20.0 (SPSS,
Inc, Chicago, IL, USA). This has now been acknowledged in the Methods section.

3. Approval by the ethics committee has been provided (see below).

4. Tables and figures have been modified according to Journal standards.

5. References and typesetting were corrected.

Reviewer #00069774

1. All patients had pancreatic adenocarcinoma, as assessed by fine needle aspiration cytology in the
majority of patients and by histology in a small proportion of them (see below). Smoking status
was not available. EGFR mutations were not evaluated, as they are a very rare occurrence in
PDAC.

2. Although some patients (approximately 40%) had a biliary stent positioned before treatment start,
no patient required interventions for palliative treatment of bile duct obstruction during treatment;
no other major complications were reported, with the exception of 2 episodes of GI bleeding and 1
duodenal perforation, requiring hospitalization (as reported in the Results - Toxicity section).

3. The majority of patients were diagnosed by fine needle aspiration (FNA) and a few by core biopsy.

4. With regard to the chemotherapeutic regimen, we followed the original scheme of Gemcitabine

infusion [intravenous infusion on days 1, 8,15, 22, 29, 36, and 43 followed by a 1-week rest in cycle
one (8 weeks), and on days 1, 8 and 15 in all subsequent 4-week cycles], as reported by Burris
(Burris HA, 3rd, et al. Improvements in survival and clinical benefit with gemcitabine as first-line
therapy for patients with advanced pancreas cancer: a randomized trial. ] Clin Oncol 1997 Jun;
15(6): 2403-2413. [PMID: 9196156]) and Moore (Moore M]J, et al. Erlotinib plus gemcitabine
compared with gemcitabine alone in patients with advanced pancreatic cancer: a phase III trial of
the National Cancer Institute of Canada Clinical Trials Group. J Clin Oncol 2007 May 20; 25(15):
1960-1966. [PMID: 17452677]).



5. The correct table reporting clinical predictors of response and survival is Table 4.

We removed part of the discussion as suggested by the reviewer.

7. The interval between symptoms and treatment is expressed in weeks (this is now clearly indicated
in Table 1).

8. “Number of administration” refers to the number of every single weekly administration of
Gemcitabine.

9. The column related to the “pure” metastatic population has been removed from Table 2.

o

Moreover, we believe that the language of our manuscript has now reached Grade A and are willing to
certify it by signing the present document.

Thank you again for publishing our manuscript in the World Journal of Gastroenterology.
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