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BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) Clinical Impact of Neoadjuvant Treatment in Resectable Pancreatic 
Cancer: A Systematic Review and Meta-Analysis Protocol 

AUTHORS Lee, Jong-chan; Ahn, Soyeon; Paik, Kyu-hyun; Kim, Hyoung Woo; 
Kang, Jingu; Kim, Jaihwan; Hwang, Jin-Hyeok 

 

VERSION 1 - REVIEW 

REVIEWER Susanne Merkel  
Department of Surgery, Friedrich-Alexander-Universität Erlangen-
Nürnberg, Erlangen, Germany  

REVIEW RETURNED 25-Nov-2015 

 

GENERAL COMMENTS The manuscript ‘Clinical Impact of Neoadjuvant Treatment in 
Resectable Pancreatic Cancer: A Systematic Review and Meta-
Analysis Protocol Including Non-Randomized Studies.’, submitted by 
Lee et al. presents a very interesting topic. Neoadjuvant treatment in 
resectable pancreatic cancer is still controversial and this review 
may clarify the concerns.  
The protocol is well written and I have only one comment:  
Page 8, Chapter 1.2. Participants: Please define borderline 
resectable pancreatic cancer (BRPC) and locally advanced 
pancreatic cancer (LAPC). 

 

REVIEWER Alessio G. Morganti 
Radiotherapy Center, Alma Mater Studiorum University of Bologna, 
Italy  

REVIEW RETURNED 13-Dec-2015 

 

GENERAL COMMENTS The paper presents the protocol of a systematic review of the 
literature on neoadjuvant treatment of resectable pancreatic cancer. 
It is a hot topic concerning a disease increasingly important, given its 
growing impact on cancer mortality. The text is very analytical and 
methodologically very accurate.  
 
From my point of view I have just two comments to the authors. 
Previous reviews in this field concluded that neoadjuvant treatment 
is not useful in these patients, based on data collected in all the 
available papers. It would be interesting, in my opinion, to limit the 
analysis of literature to most recent years, given the evolution of 
both imaging and therapies (particularly drugs and radiotherapy 
techniques).  
 
Another critical aspect is the selection of patients. The authors want 
to analyze, as it is right, the neoadjuvant treatment in resectable 
patients. Several revisions in the past included "mixed" series 
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including "potentially resectable" or "borderline resectable” patients. 
It would be important that the selection will be very careful in this 
regard, and will be based, if possible, on internationally accepted 
resectability criteria.  
 
Specific comments  
 
Page 4, line 57. “neoadjuvant therapy is systemic treatment …”. 
Talking even about radiotherapy I do not think that the term 
"systemic" is always appropriate.  
Page 5, line 10. “4) differential diagnosis of indeterminant lesions”: 
please clarify. 

 

REVIEWER Sonja Gillen  
Klinikum rechts der Isar, Technical University Munich, Germany  

REVIEW RETURNED 28-Jan-2016 

 

GENERAL COMMENTS This study protocol addressing the Clinical Impact of Neoadjuvant 
Treatment in Resectable Pancreatic Cancer is interesting and 
innovative. The aim of the study is to evaluate whether neoadjuvant 
treatment is effective in resectable pancreatic cancer. This question 
is definitely worth to be discussed substantially.  
The protocol is well conceived and lucidly written. Only minor 
remarks and questions to the authors are:  
- p. 8: participants: “Definition criteria” of resectable pancreatic 
cancer are not defined, and should be specified/categorised, as they 
can vary.  
- p. 8: Outcome parameters are vague and should be defined. 

 

VERSION 1 – AUTHOR RESPONSE 

- Please remove 'Including Non-Randomized Studies' from the title. It does not need to be mentioned 

here.  

Reply #1.  

Thank you for your important comment. We removed that phrase in the revised version of manuscript. 

[page 1]  

Before: Clinical Impact of Neoadjuvant Treatment in Resectable Pancreatic Cancer: A Systematic 

Review and Meta-Analysis Protocol Including Non-Randomized Studies  

After: Clinical Impact of Neoadjuvant Treatment in Resectable Pancreatic Cancer: A Systematic 

Review and Meta-Analysis Protocol  

 

- Please carefully proofread the manuscript, correcting for grammatical/ typographical errors e.g. what 

does "we adopted ‘carefully broader scope’ strategy" mean?  

Reply #2.  

Thank you for the important remark. We agree with your reasonable question. In regard to ‘carefully 

broader scope’, we initially intended emphasize that the present study does not include only 

randomized-controlled trials (RCTs). The word ‘broader scope’ is an opposite of ‘narrow scope’. While 

the latter means strict inclusion of RCTs only, the former means inclusion of non-randomized studies 

(NRSs) and RCTs. Because this strategy could contain a risk for imprudent inclusion of all the studies 

of low quality, we added the term ‘carefully’, which means reasonable and standardized inclusion 

criteria. However, as you mentioned, this sentence is so imprecise that readers can misunderstand. 

Therefore we revised this sentence with plain expression.  

 

[page 2] Before: Therefore, a ‘carefully broader scope’ of inclusion criteria covering both RCTs and 
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selected non-randomized studies (NRS’s) is needed to overcome probable biases.  

After: Therefore, to overcome probable biases, it would be more reasonable to include not only RCTs 

but also non-randomized studies (NRS’s) with selected criteria.  

 

[ page 3, in box ] Before: Because of the characteristics of this issue, we adopted ‘carefully broader 

scope’ strategy; the RCTs in group I and NRS’s in group II will be assessed and analysed separately. 

After: Because of the characteristics of this issue, we will include RCTs and NRS’s; the RCTs as 

group I and NRS’s as group II will be assessed and analysed separately.  

 

[ page 6, line 10 ] Before: Therefore, a ‘carefully broader scope’ of inclusion criteria that encompass 

specific types of NRS’s are needed to minimize publication bias and heterogeneity.  

After: Therefore, an extended scope of inclusion criteria that encompass specific types of NRS’s are 

needed to minimize publication bias and heterogeneity.  

 

[ page 6, line 19 ]  

Before: we will adopt a ‘carefully broader and more refined’ search strategy.  

After: we will include both RCTs and specific types of NRS’s.  

 

Also, we carefully checked grammatical/ typographical errors again. We added the name of English 

proofreading agency in Acknowledgement section. [page 16]  

 The authors thank the ‘Editage’ by Cactus Communications for English proofreading.  

 

 

- Please fill in a PRISMA-P checklist and include it as a supplementary information file. You can 

download the checklist here: http://www.equator-network.org/reporting-guidelines/prisma-protocols/  

Reply #3.  

Thank you for the kind guidance. Now, we attached a separate ‘PRISMA-P checklist file’ filled with 

applicable page numbers highlighted using red color and bold style.  

 

 

Reviewer: 1  

The manuscript ‘Clinical Impact of Neoadjuvant Treatment in Resectable Pancreatic Cancer: A 

Systematic Review and Meta-Analysis Protocol Including Non-Randomized Studies.’, submitted by 

Lee et al. presents a very interesting topic. Neoadjuvant treatment in resectable pancreatic cancer is 

still controversial and this review may clarify the concerns. The protocol is well written and I have only 

one comment: Page 8, Chapter 1.2. Participants: Please define borderline resectable pancreatic 

cancer (BRPC) and locally advanced pancreatic cancer (LAPC).  

Reply #4.  

Thank you for the important comment. As you mentioned, the more concrete definitions of BRPC and 

LAPC are needed. Basically, we are going to follow the definition of NCCN guideline. However, the 

accurate definition of BRPC is still not unified among various studies. Therefore, if the definition of 

BRPC or LAPC is not clear in certain study, we will check full text to determine the selection of that 

study. We added this description at ‘1.2. Participants’ in Method and Analysis section. [page 8]  

 In regard of the definition of resectability status, we will basically follow the NCCN criteria as 

below.13 However, the accurate definition of BRPC is still not unified among various studies. 

Therefore, if the definition of BRPC or LAPC is not clear in certain study, we will check full text to 

determine the selection of that study. Here, we present summarized definitions of RPC, BRPC, and 

LAPC by NCCN 2015 guideline. In actual selection process of articles, more detailed guideline in 

NCCN will be applied.  

 

(1) RPC: pancreatic tumor without arterial or venous tumor contact. If there is ≤180° venous tumor 

contact without venous contour irregularity, it will be regarded as RPC.  
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(2) BRPC: solid tumor contact with artery of ≤180°. If there is >180° of contact without involvement of 

arota in body/tail cancer, it will be regarded as BRPC. For venous contact, solid tumor with >180° 

contact or venous contour irregularity will be regarded as borderline resectable status.  

(3) LAPC: solid tumor contact of >180° with arteries, and unreconstructible vein due to tumor 

involvement of occlusion.  

 

In regards of ‘potentially resectable’ pancreatic cancer, some articles use this expression as a same 

meaning with RPC, whereas others use this as a more extended meaning including RPC and BRPC. 

Therefore, we will check the full text of those articles to clarify the inclusion of articles and extraction 

of data.  

 

Reviewer: 2  

The paper presents the protocol of a systematic review of the literature on neoadjuvant treatment of 

resectable pancreatic cancer. It is a hot topic concerning a disease increasingly important, given its 

growing impact on cancer mortality. The text is very analytical and methodologically very accurate. 

From my point of view I have just two comments to the authors. Previous reviews in this field 

concluded that neoadjuvant treatment is not useful in these patients, based on data collected in all the 

available papers. It would be interesting, in my opinion, to limit the analysis of literature to most recent 

years, given the evolution of both imaging and therapies (particularly drugs and radiotherapy 

techniques).  

Reply #5.  

Thank you for the important comment. We agree with your mention, and our pilot searching also 

supported your remark. Actually, if possible, we are going to apply ‘cumulative meta-analysis’, the 

method which can reflect the effect of time [page 2, page 3 (box), page 6, page 9, page 15, reference 

33, reference 49]. Even if it is impossible due to insufficient number of included RCTs, we will review 

this is systemically and try to investigate the relationship between change of treatment modality and 

survival outcome of neoadjuvant treatment. This is one of the important purposes of this study. I 

appreciate your comment again.  

 

 

Another critical aspect is the selection of patients. The authors want to analyze, as it is right, the 

neoadjuvant treatment in resectable patients. Several revisions in the past included "mixed" series 

including "potentially resectable" or "borderline resectable” patients. It would be important that the 

selection will be very careful in this regard, and will be based, if possible, on internationally accepted 

resectability criteria.  

Reply #6. Thank you for the important comment. As an answer for your remarks, we added this 

paragraph at ‘1.2. Participants’ in Method and Analysis section. [page 8]  

 In regard of the definition of resectability status, we will basically follow the NCCN criteria as 

below.13 However, the accurate definition of BRPC is still not unified among various studies. 

Therefore, if the definition of BRPC or LAPC is not clear in certain study, we will check full text to 

determine the selection of that study. Here, we present summarized definitions of RPC, BRPC, and 

LAPC by NCCN 2015 guideline. In actual selection process of articles, more detailed guideline in 

NCCN will be applied.  

(1) RPC: pancreatic tumor without arterial or venous tumor contact. If there is ≤180° venous tumor 

contact without venous contour irregularity, it will be regarded as RPC.  

(2) BRPC: solid tumor contact with artery of ≤180°. If there is >180° of contact without involvement of 

arota in body/tail cancer, it will be regarded as BRPC. For venous contact, solid tumor with >180° 

contact or venous contour irregularity will be regarded as borderline resectable status.  

(3) LAPC: solid tumor contact of >180° with arteries, and unreconstructible vein due to tumor 

involvement of occlusion.  

In regards of ‘potentially resectable’ pancreatic cancer, some articles use this expression as a same 

meaning with RPC, whereas others use this as a more extended meaning including RPC and BRPC. 
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Therefore, we will check the full text of those articles to clarify the inclusion of articles and extraction 

of data.  

Specific comments  

Page 4, line 57. “neoadjuvant therapy is systemic treatment …”. Talking even about radiotherapy I do 

not think that the term "systemic" is always appropriate.  

Reply #7.  

Thank you for the important comment. We fully agree with your remark, and revised that expression. 

[page 4]  

Before: Neoadjuvant therapy is systemic treatment that is performed antecedent to surgery.  

After: Neoadjuvant therapy is systemic or locoregional treatment that is performed antecedent to 

surgery.  

 

Page 5, line 10. “4) differential diagnosis of indeterminant lesions”: please clarify.  

Reply #8.  

Thank you for the important point. This means that indeterminate pancreatic mass (malignancy or not) 

can be clinically evaluated with the response to neoadjuvant treatment. However, it is still not widely 

accepted and it can confuse readers. We decided to remove this phrase. [page 5]  

Before: 3) identification of patients with aggressive or rapidly metastatic disease before surgery, 4) 

differential diagnosis of indeterminant lesions, and 5) increased completion rate of multimodal 

treatment.15 16  

After: 3) identification of patients with aggressive or rapidly metastatic disease before surgery, and 4) 

increased completion rate of multimodal treatment.15 16  

.  

 

Reviewer: 3  

This study protocol addressing the Clinical Impact of Neoadjuvant Treatment in Resectable 

Pancreatic Cancer is interesting and innovative. The aim of the study is to evaluate whether 

neoadjuvant treatment is effective in resectable pancreatic cancer. This question is definitely worth to 

be discussed substantially. The protocol is well conceived and lucidly written. Only minor remarks and 

questions to the authors are:  

p. 8: participants: “Definition criteria” of resectable pancreatic cancer are not defined, and should be 

specified/categorised, as they can vary.  

Reply #9.  

Thank you for the important comment. As an answer for your remarks, we added this paragraph at 

‘1.2. Participants’ in Method and Analysis section. [page 8]  

 In regard of the definition of resectability status, we will basically follow the NCCN criteria as 

below.13 However, the accurate definition of BRPC is still not unified among various studies. 

Therefore, if the definition of BRPC or LAPC is not clear in certain study, we will check full text to 

determine the selection of that study. Here, we present summarized definitions of RPC, BRPC, and 

LAPC by NCCN 2015 guideline. In actual selection process of articles, more detailed guideline in 

NCCN will be applied.  

(1) RPC: pancreatic tumor without arterial or venous tumor contact. If there is ≤180° venous tumor 

contact without venous contour irregularity, it will be regarded as RPC.  

(2) BRPC: solid tumor contact with artery of ≤180°. If there is >180° of contact without involvement of 

arota in body/tail cancer, it will be regarded as BRPC. For venous contact, solid tumor with >180° 

contact or venous contour irregularity will be regarded as borderline resectable status.  

(3) LAPC: solid tumor contact of >180° with arteries, and unreconstructible vein due to tumor 

involvement of occlusion.  

In regards of ‘potentially resectable’ pancreatic cancer, some articles use this expression as a same 

meaning with RPC, whereas others use this as a more extended meaning including RPC and BRPC. 

Therefore, we will check the full text of those articles to clarify the inclusion of articles and extraction 

of data.  
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p. 8: Outcome parameters are vague and should be defined.  

Reply #10.  

Thank you for the important comment. We tried to define the outcome parameters more concretely. 

Because the concept of missing the chance of operation and the completion rate of multimodality 

treatment could not be easily quantified homogeneously, we removed these two parameters from the 

secondary end point of this study. We detailed the adverse effects into each symptom or sign. [page 

9]  

Before: The primary outcomes include overall survival (OS) and disease free survival (DFS) after 

resection of pancreatic cancer. The secondary outcomes include R0 resection rate, the rate of 

missing the chance of operation, and the completion rate of multimodality treatment. If possible, grade 

III–IV toxicities based on the Common Terminology Criteria for Adverse Events (CTCAE) version 4.03 

will be evaluated.37  

After: The primary outcomes include overall survival (OS) and disease free survival (DFS) after 

resection of pancreatic cancer. Because almost RCTs in our pilot search contained the data of OS 

and DFS, we expect we could perform cumulative meta-analysis and synthesize the survival 

outcomes. The secondary outcomes include R0 resection rate, because one of the major purposes of 

neoadjuvant treatment is to improve resectability. If possible, grade III–IV toxicities based on the 

Common Terminology Criteria for Adverse Events (CTCAE) version 4.03 will be evaluated.37 

Because the most frequently used adverse event was neutropenia, febrile neutropenia and vomiting, 

the data each adverse effect will be extracted. 

VERSION 2 – REVIEW 

REVIEWER Susanne Merkel  
Department of Surgery, Friedrich-Alexander Universität Erlangen-
Nürnberg, Erlangen, Germany  

REVIEW RETURNED 18-Feb-2016 

 

GENERAL COMMENTS I am now in full agreement with the manuscript and recommend its 
publication.  

 

REVIEWER Alessio G. Morganti  
Radiotherapy Department, Alma Mater Studiorum, University of 
Bologna, Italy  

REVIEW RETURNED 22-Feb-2016 

 

GENERAL COMMENTS I congratulate the authors for having further improved this interesting 
paper.  

 

REVIEWER Sonja Gillen-Blaumeiser  
Technical University, Munich, Germany  

REVIEW RETURNED 29-Feb-2016 

 

GENERAL COMMENTS This revised study protocol addressing the Clinical Impact of 
Neoadjuvant Treatment in Resectable Pancreatic Cancer is 
interesting and innovative. The aim of the study is to evaluate 
whether neoadjuvant treatment is effective in resectable pancreatic 
cancer. This question is definitely worth to be discussed 
substantially. 
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