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VERSION 1 - REVIEW 

REVIEWER MARIETTE Christophe 
University Hospital of Lille  
FRANCE 

REVIEW RETURNED 01-Apr-2016 

 

GENERAL COMMENTS The manuscript reports the protocol of a very interesting and 
scientifically relevant multicenter phase III trial looking at the impact 
of early oral nutrition after esophageal cancer surgery  
 
I’m fully agree with the rational, the relevance and the need to 
question the feasibility and the role of early oral feeding after 
esophageal cancer surgery and a substitute with gastric pull up and 
intrathoracic anastomosis  
 
I think that the paper could be improved with answering to the 
following comments  
1. On a general point of view, the manuscript should report the 
protocol in more details to convince the reader on its scientific 
relevance and to provide at time of results publication the detailed 
method of the trial  
2. The time of randomization need to be given  
3. In the exclusion criteria it is not clear what is behind the 
terminology “inability to oral intake”. If randomization is done before 
surgery, a intention to treat analysis will be done. If it is done after 
surgery, a selected population will be included and if so a detailed 
report of the inclusion/exclusion criteria should be given for further 
reproducibility  
4. Details of the items and calculation of functional recovery should 
be given. In addition the reason for having chosen this judgment 
criteria should be given, since we would expect a criteria directly 
related to oral feeding (as it is the purpose of the trial)  
5. Authors ascertain that the control group is standard of care, 
however in most teams worldwide the nasogastric tube is not 
removed at Day 0 postop  
6. The need( (or no need) for interim safety analysis should be given  
7. The discussion needs to be developed with literature overview, 
possible adverse events, potential benefits …. A synthetic table of 
literature results on the topic could be useful  
8. Regulatory details should be given in the text: funding source, trial 
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registration, ethic committee approval, authorities’ authorizations….  
9. Research ethics should be detailed  
10. Statistical section should be improved 

 

REVIEWER Klappenbach Roberto 
Hospital Simplemente Evita  
Gonzalez Catan, Buenos Aires, Argentina 

REVIEW RETURNED 06-Apr-2016 

 

GENERAL COMMENTS 1. An “Ethics and dissemination” subsection is lacking from methods 
section.  
2. Why limiting to minimally invasive esophagectomy?  
3. When you refer to “safety analysis”, there is any predefined 
stopping rule?  
4. At what time (before or after surgery) the randomization will be 
performed?  
5. What kind of jejunostomy catheter and technique will be used?  
6. How you will define pulmonary complications and leakage.  
7. Consider 90-days morbidity.  
8. I suggest to quantifying the amount of food or calories intake.  
9. A SPIRIT checklist is missing  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer I:  

- On a general point of view, the manuscript should report the protocol in more details to convince the 

reader on its scientific relevance and to provide at time of results publication the detailed method of 

the trial  

With all the corrections and adjuncts made to our protocol after reviewing the manuscript, we believe 

that it contains more details and the scientific relevance of this study is now evident.  

 

- The time of randomization need to be given  

Thank you for pointing this out. We have added the requested information. Randomization will be 

performed before surgery approximately 3 weeks prior to the procedure. (Page 7, lines 17-19)  

 

- In the exclusion criteria it is not clear what is behind the terminology “inability to oral intake”. If 

randomization is done before surgery, an intention to treat analysis will be done. If it is done after 

surgery, a selected population will be included and if so a detailed report of the inclusion/exclusion 

criteria should be given for further reproducibility  

As mentioned above, patients will be randomized before surgery and thus intention to treat analysis 

will be performed. Inability to oral intake can be specified to patients who are not able to feed 

themselves via oral feeding preoperatively. I.e. patients with congenital or traumatic anatomical 

abnormalities prohibiting oral intake. We have specified this in the protocol on (page 6, lines 14-15).  

 

- Details of the items and calculation of functional recovery should be given. In addition the reason for 

having chosen this judgment criteria should be given, since we would expect a criteria directly related 

to oral feeding (as it is the purpose of the trial).  

We’ve incorporated a more detailed description of the term functional recovery in the trial protocol 

(Table 1). Our hypothesis is that patients who start with direct oral feeding will recover faster after 

surgery than patients with tube feeding in the first week (following ERAS principles). We could use 

length of stay to objectify the results, however we have experienced that this parameter is not 

objective and patients may stay longer than strictly necessary for their recovery (weekends, 

organizing homecare or transfer to nursing facilities). Functional recovery criteria measure the 
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recovery of patients after surgery via specific criteria and are considered to be more objective. These 

criteria are used in other clinical trials(1).  

 

- Authors ascertain that the control group is standard of care, however in most teams worldwide the 

nasogastric tube is not removed at Day 0 postop.  

We agree that there is a large variety in postoperative protocols and specifically regarding the 

removal of the nasogastric tube. With standard of care we meant the standard of care in our hospital, 

not standard of care worldwide. We realize this may cause confusion and thus we have substituted 

standard of care with delayed oral feeding starting at postoperative day 5 in describing the control 

group (page 6, line 6 and 25; page 14 line 3). In the centers participating in this study, removal of the 

nasogastric tube after surgery is incorporated in the standard postoperative protocols. Evidence is 

based on a RCT by Zhao et al and retrospective studies by Cao et al and Pan et al that compared a 

fast track protocol without nasogastric tube with conventional care with a nasogastric tube during the 

first postoperative day (2-4). No significant changes in complication rate were reported; patients in the 

fast-track protocol did have a shorter length of stay.  

 

- The need (or no need) for interim safety analysis should be given  

A Safety analysis will be conducted after 50 and 100 patients. An independent physician will measure 

differences in anastomotic leakage, (aspiration) pneumonia and mortality rates between the 

intervention and control group. Safety and feasibility was tested in our previous study (‘Nutrient I’ 

trial), in which fifty patients received early oral feeding after an esophagectomy. No differences in 

mortality or morbidity were found in comparison with our retrospective cohort. Stopping rule: more 

than 2 standard deviations in morbidity or mortality between the oral feeding group and the delayed 

oral feeding group. Page 7, lines 6-8.  

 

- The discussion needs to be developed with literature overview, possible adverse events, potential 

benefits …. A synthetic table of literature results on the topic could be useful  

We’ve improved the discussion section with a more detailed overview of the possible adverse events 

of jejunostomy feeding and oral feeding. As well as potential benefits of both types of feeding.  

 

- Regulatory details should be given in the text: funding source, trial registration, ethic committee 

approval, authorities’ authorizations….  

Funding source and trial registration are included on page 3, lines 16-18 and 1-2.  

Ethic committee approval and authorization are now included on page 12, line 2-8.  

 

- Research ethics should be detailed and the Statistical section should be improved.  

By accident the chapters ethical dissemination and statistical analysis were missing in this version of 

the manuscript. We apologize and have now included all necessary chapters.  

 

Reviewer II:  

- An “Ethics and dissemination” subsection is lacking from methods section.  

By accident the chapters ethical dissemination and statistical analysis were missing in this version of 

the manuscript. We apologize and have now included all necessary chapters.  

 

- Why limiting to minimally invasive esophagectomy?  

When assessing the potential beneficial effect of early start of oral nutrition on functional recovery, it 

would be most valuable in our opinion to follow all other ERAS principles that have been proven to 

enhance recovery following esophagectomy. These include minimal invasive surgery, early 

mobilization and omission of the gastric tube. In this way the true addition of early start of oral intake 

is investigated. Many hospitals have implemented these principles in the surgical treatment of 

esophageal cancer. In The Netherlands about 65% of esophagectomies are performed minimally 

invasive, mainly because of a lower pulmonary complications rate.  
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- When you refer to “safety analysis”, there is any predefined stopping rule?  

A Safety analysis will be conducted after 50 and 100 patients. An independent physician will measure 

differences in anastomotic leakage, (aspiration) pneumonia and mortality rates between the 

intervention and control group. Safety and feasibility was tested in our previous study ‘Nutrient I’, in 

which fifty patients received early oral feeding after an esophagectomy. No differences in mortality or 

morbidity were found in comparison with our retrospective cohort. Stopping rule: more than 2 

standard deviations in morbidity or mortality between the oral feeding group and the delayed oral 

feeding group. Page 7, lines 6-8.  

 

- At what time (before or after surgery) the randomization will be performed?  

Randomization will be performed before surgery approximately 3 weeks prior to the procedure. page 

7, lines 17-19  

 

- What kind of jejunostomy catheter and technique will be used?  

We have provided additional information regarding the technique and kind of jejunostomy on page 8, 

lines 5-6.  

 

- How you will define pulmonary complications and leakage.  

Pulmonary complications are defined according to the Uniform Pneumonia Score. Anastomotic 

leakage is defined according to Low et al and defined as any sign of leakage of the esophago-gastric 

anastomosis at endoscopy, re-operation, radiographic investigations, post-mortal examination or 

when gastro-intestinal contents were found in drain fluid. These definitions are described on page 10, 

lines 8-17.  

 

- Consider 90-days morbidity.  

In this trial 30-day and in hospital morbidity is scored, if patients go back home and return within 30 

days we will score the complication as well. We think that this follow-up period will provide us 

sufficient time window to score all complications after surgery. 90-day mortality however is scored 

within this trial.  

 

- I suggest to quantifying the amount of food or calories intake.  

We apologize for this unclarity. We have included in this study that caloric intake and protein intake 

will be measured on postoperative day 2, 5 and 14. On postoperative day 5 a dietician will calculate if 

an intake >50% of the calculated energy expenditure has been met. We have now clarified this in the 

text, page 8, lines 24-25.  

 

- A SPIRIT checklist is missing  

A completed copy of the SPIRIT checklist has been attached as an appendix.  
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VERSION 2 – REVIEW 

REVIEWER MARIETTE Christophe 
University Hospital of Lille, France 

REVIEW RETURNED 05-May-2016 

 

GENERAL COMMENTS Authors have answered all reviewers comments  

 

REVIEWER Klappenbach Roberto 
Hospital Simplemente Evita, Buenos Aires, Argentina. 

REVIEW RETURNED 13-May-2016 

 

GENERAL COMMENTS 1. I understand that ERAS program and minimally-invasive 
esophagectomy are considered better for postoperative recovery but 
if you limit your trial to that indication you could have selection bias 
as more unfavorable patients could be operated on by open surgery. 
Besides, the benefits of early feeding may be more evident with 
open surgery and the external validity of the results might be 
diminished. If you still consider restricting the inclusion criteria 
please explain your reasons in discussion.  
2. It is not clear whether the randomization process will be based 
upon a list (generated by a software) or as a web-randomization.  
3. To prevent concealment allocation bias I suggest performing the 
randomization after the surgery.  
4. If you consider that the intervention is safe why you planned two 
interim analyses, taken into account the small sample size?  
5. There are several statistical methods for stopping rules in interim 
analysis. I suggest you to consider modifying it with a more standard 
Peto (p<0.001) or Pokock (p<0.029) rule when comparing 
categorical safety variables.  
6. Amend figure 1 as you have changed the group´s name “delayed 
feeding” 

 

VERSION 2 – AUTHOR RESPONSE 

Reviewer I:  

No comments mentioned  

 

Reviewer II:  

- I understand that ERAS program and minimally-invasive esophagectomy are considered better for 

postoperative recovery but if you limit your trial to that indication you could have selection bias as 

more unfavorable patients could be operated on by open surgery. Besides, the benefits of early 

feeding may be more evident with open surgery and the external validity of the results might be 

diminished. If you still consider restricting the inclusion criteria please explain your reasons in 

discussion.  

In the participating hospitals almost all (>90%) patients are operated via a minimal invasive approach 

(totally minimal invasive or hybrid procedure). We seldom preform open surgery and only for specific 

indications (such as a colonic interposition or when prior surgery precludes a minimal invasive 

approach. Therefore, we believe that selection bias regarding the surgical approach will be low.  

- It is not clear whether the randomization process will be based upon a list (generated by a software) 
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or as a web-randomization.  

In this trial a web-randomization is used (https://nl.tenalea.net/amc/ALEA/Login.aspx) is used. After 

checking for in/exclusion criteria patients are randomly assigned to the experimental and control 

group. This is stated in the text (Page 7, lines 11-16).  

- To prevent concealment allocation bias I suggest performing the randomization after the surgery.  

Patients are randomized before surgery to give the dieticians, ICU and the ward sufficient time to 

prepare for the specified type of feeding protocol. All surgical procedures follow the same guidelines 

and in all patients a jejunostomy is surgically placed.  

- If you consider that the intervention is safe why you planned two interim analyses, taken into 

account the small sample size?  

In our previous trial in 50 patients investigating the safety of early oral feeding we observed that oral 

feeding does not increase the complication rate. However, this form of feeding is not standard and we 

included these interim analyses to ensure patients’ safety during this trial.  

- There are several statistical methods for stopping rules in interim analysis. I suggest you to consider 

modifying it with a more standard Peto (p<0.001) or Pokock (p<0.029) rule when comparing 

categorical safety variables.  

We would like to thank the reviewer for mentioning this and we have changed the analysis procedure 

after consideration with our statistician. Page 7. Lines 6-7.  

- Amend figure 1 as you have changed the group´s name “delayed feeding”  

We would like to thank the reviewer for stating this error in figure 1. We’ve changed ‘standard of care’ 

with ‘delayed oral feeding’ 

 

VERSION 3 – REVIEW 

REVIEWER Porf Christophe MARIETTE, MD, PhD 
University Hospital of Lille, France 

REVIEW RETURNED 13-Jun-2016 

 

GENERAL COMMENTS All remarks were appropriately answered by the authors  

 

REVIEWER Roberto Klappenbach 
Hospital Simplemente Evita. Buenos Aires, Argentina. 

REVIEW RETURNED 24-Jun-2016 

 

GENERAL COMMENTS I congratulate authors for doing this research  
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