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VERSION 1 - REVIEW 

REVIEWER Wouter de Herder 
Erasmus MC, Rotterdam, the Netherlands 

REVIEW RETURNED 20-Dec-2015 

 

GENERAL COMMENTS The authors have checked the performance of a well-known and 
applied scoring system: MUST in patients with lung and 
gastroenteropancreatic (GEP) neuroendocrine tumors (NETs).  
 
Fist of all: the authors in the title and their entire paper only write on 
NETs in general. However, they have only studied GEP NETs and a 
very few lung NETs. So please specifiy everywhere. The NET field 
also involves pheochromocytoma, paragangliomas, medullary 
thyroid carcinoma, pituitary adenoma and many more disorders.  
 
The authors state that “This is the first study to systematically 
investigate the tumour-specific characteristics and treatment 
modalities associated with malnutrition risk in patients with 
NET”.Regretfully this is not the case. Recently a nice paper by 
Maasberg and colleagues was published (online): Maasberg S1, 
Knappe-Drzikova B, Vonderbeck D, Jann H, Weylandt KH, Grieser 
C, Pascher A, Schefold JC, Pavel M, Wiedenmann B, Sturm A, 
Pape UF. Malnutrition Predicts Clinical Outcome in Patients with 
Neuroendocrine Neoplasias. Neuroendocrinology. 2015 Dec 8. 
[Epub ahead of print]  
 
Exclude goblet apppendiceal tumors. These are nowadays 
considered as adenocarcinomas and not NET.  
 
Information on informed consent is lacking. After all a lot of 
biochemical markers were assessed many times without any clinical 
indication (gastrin, vasoactive intestinal polypeptide, somatostatin, 
and glucagon). This implies additional blood sampling and, 
therefore, informed consent and more detailed approval of a medical 
ethical committee will be required. In contrast to what the authors 
write these tests are not recommended as routine testing at all. 
Mostly NET specialist will only request these hormonal markers on 
indication. International (ENETS/NANETS) guidelines do not 
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recommend routine measurements of these hormones.  
 
RE, page 9: NET patients who scored ≥ 1 using MUST were 
significantly more often treated with somatostatin analogues as 
compared to patients who did not score using MUST (64 vs 39%; p 
= 0.02) and in agreement with this, showed significantly higher 
plasma somatostatin concentrations (table 1).  
In agreement with this? – No: somatostatin analogue levels 
generally do not cross-react in assays measuring naturally occurring 
somatostatin 14 or 28. So this is not in agreement. Again, it is 
unclear first why routinely somatostatin-levels were assessed – 
since this is not indicated nor recommended. Second it is now 
unclear why elevated? (is this correct) levels (does “higher” mean 
above the reference range or in the high normal range here?) are 
associated with higher MUST scores.  
 
RE, page 9: “MUST positive patients also showed significantly lower 
faecal elastase levels (table 1)”. MUST-positive patients used more 
somatostatin analogues. Somatostatin analogues frequently lead to 
steatorrhoea. So aren’t we just looking at a major confounder?  
READ: “Again, in the entire cohort of NET patients, faecal elastase 
concentrations were also  
significantly lower in the 76 patients who were on treatment with 
somatostatin analogues, as compared with the 102 patients who 
were not on treatment with somatostatin analogues (329  
± 26 vs 421 ± 23 μg/g stool; p = 0.011)”.  
 
RE, Page 11: “This relationship could be causal, related to rapid 
onset suppression of pancreatic exocrine  
secretion by somatostatin and consequent steatorrhoea , and 
reflected by significantly  
lower faecal elastase concentrations in the entire cohort of NET 
patients who were treated  
with somatostatin”. Where it is stated “somatostatin” it should read 
“somatostatin analogues”. Please note again that this is absolutely 
not the same. The pharmacologic preparations Octreotide and 
Lanreotide are entirely different from somatostatin.  
 
RE, Page 12: “Impairment of hepatic bile acid physiology by 
somatostatin” – and its analogues has been reported. Insert “and its 
analogues” here.  
The authors should also look at other vitamin deficiencies which 
might be caused by the administration of somatostatin analogues 
like vitamin D.  
See: Fiebrich HB, Van Den Berg G, Kema IP, Links TP, Kleibeuker 
JH, Van Beek AP, Walenkamp AM, Sluiter WJ, De Vries EG. 
Deficiencies in fat-soluble vitamins in long-term users of 
somatostatin analogue. Aliment Pharmacol Ther. 2010 Dec;32(11-
12):1398-404.  
Some studies in acromegaly do not confirm the findings in the study 
mentioned above, so may be it is caused by bowel resections, 
particularly ileocaecal resections or right-sided hemicolectomies.  
 
Please also note that adaptation to some physiologic mechanisms 
(like gastric acid secretion and bile secretion) which initially occur 
with somatostatin analogues develops within days-weeks. Probably 
most patients were already treated with somatostatin analogues for 
a longer period of time. So, most probably some of these acute 
inhibitory actions of somatostatin analogues were overcome already.  
Please state the period of duration of somatostatin analogue 
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treatment for your patient cohorts.  
 
Please also state how many patients with “lower” – again is this 
lower then the reference range or lower in the normal range- 
elastase levels were suffering from pancreatic NETs most likely in 
the head or body.  
 
Please also state how many patients with “lower” elastase levels had 
undergone bowel resections – particularly ileocaecal resections or 
right-sided hemicolectomies. 

 

REVIEWER Prof Liz Isenring 
Bond University,  
Robina,  
Australia 

REVIEW RETURNED 03-Jan-2016 

 

GENERAL COMMENTS This is a well written manuscript and the topic is of interest. The 
paper will be improved by consideration of the following:  
Abstract-ln 23- rephrase sentence re MUST eg either scored at risk 
with MUST or identified as at malnutrition risk ...  
Abstract conclusions- 14% malnutrition risk is not that high 
compared with other groups. I would reword this to indicate that 
screening for malnutrition using MUST is useful for identifying 
patients who would benefit from full nutrition assessment and 
intervention....  
 
Intro- I question the objective of exploring the utility of malnutrition 
screening. Has anyone performed detailed nutrition assessments, is 
the malnutrition prevalence in NET known? (if so include details and 
references). If not then i think exploring the prevalence of 
malnutrition risk may be more appropriate. Especially if other 
measures such as feasibility, acceptability, time to complete, # of 
nutrition referrals were not investigated.  
Pg 5, ln 10- Data are plural ie if editorial agree change to Data were  
Methods- requires more detail re MUST tool and scoring. I would 
move some of the detail in the results earlier to methods & possibly 
stats section.  
Stats-any sample size calculations used?  
 
How did the anthro data come into it? Was dietary intake and 
physical exam performed?  
 
Discussion, pg 11, ln 25-disease specific as well as general risk 
factors, such as SES, age, support systems, mental health eg 
depression  
Discussion- somatostatin analogues predictor of MUST negative. 
Compare with literature- anyone identified this? -Practical 
implications?  
Conclusion- include increased malnutrition risk as identified by 
MUST-(didn’t conduct a full ax so can’t say predispose to some 
degree of malnutrition in patients with NET). Please provide more 
detail re future recommendations and directions. 

 

REVIEWER Bruno Pereira, PhD Biostatistics 
University Hospital Clermont-Ferrand, France 

REVIEW RETURNED 07-Feb-2016 
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GENERAL COMMENTS According to the NICE recommendations which encourages the 
malnutrition screening in adult inpatients and outpatients in at risk 
groups 2, the authors proposed to identify NET patients at risk of 
malnutrition using MUST, and whether MUST positive patients 
showed specific disease or treatment related characteristics using a 
cohort of 178 patients. Thanks to give me the opportunity to review 
this nice work. From a statistical point of view, this work is well 
constructed and the methods are used appropriately. However, 
some points must be more detailed, presented and discussed:  
 
1. The authors say that they “investigated in a large cohort of 178 
patients”. This cohort is it really so large to identify disease and 
treatment-related characteristics of patients with NET who score 
using MUST and should be directed to detailed nutritional 
assessment? In “Strenghts and limitations of this study”, it’s 
indicated “[…] with attendant limitations on availability of data 
subsets and power in regression analyses.” Please give some 
details about sample size and/or statistical power, particularly 
according to unbalanced comparison between MUST negative and 
positive patients. Statistical Considerations part and Discussion 
should be clarified.  
 
2. The part about “Correlation analyses” is questionable.  
** Correlations analyses give some information but overall, they are 
all moderate to low.  
** Why present p-value associated to Treatment with long acting 
somatostatin analogues at 0.056 and pathological NET tumors 
markers in urine and plasma at 0.06…?  
** Even if it’s interesting, it does not seem totally agree with 
multivariate analyses for which MUST score was considered as a 
dichotomous variable. I think that it’s more logical to choice to 
present (i) multivariate multiple linear regressions according to 
correlation analyses or (ii) univariate results corresponding to 
multivariate logistic models.  
 
3. It seems that multivariate analyses were performed according to 
univariate results and clinical relevance. Some covariables were 
included in multivariate analysis despite non-significance in 
univariate analyses. It’s appreciable. Automated variable selection 
procedures like stepwise selection used to be very popular. Today 
an increasing number of analysts criticize such methods. Selection 
of covariates should be based on the research question at hand and 
on substantial knowledge such as what is biologically plausible. 
Please discuss.  
 
4. P-values are overused and overemphasized in medical research 
as well as many other applied sciences. Please quantify findings, 
particularly for multivariate results, and present them with 
appropriate indicators of measurement error or uncertainty: such as 
regression coefficients (or odds-ratios) and confidence intervals. 
Please avoid relying solely on statistical hypothesis testing, such as 
p values, which fail to convey important information about effect size 
and precision of estimates.  
 
5. The authors present p9l34 results from ANOVA analyses. There 
are not presented and discussed in Statistical Considerations part.  
 
6. Excuse me but I don’t understand the result about « Treatment 
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with SSA » presented in table 1 and discussed p9. This is a 
quantitative or a binary variable? Is it suitable to perform ANOVA?  
 
7. When I see results about Plasma somatostatin presented in Table 
1, I’m a little surprised that assumptions of anova are really checked 
(normality and homoscedasticity).  
 
8. Why results were expressed differently as mean ± SD for 
anthropometric data and as mean ± SE for all other data?  
 
9. No discussion about missing data. Please confirm if missing data 
and how they are take into account.  
 
10. Without an external validation, I strongly encourage the 
investigators to perform bootstrapping. Please discuss. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

 

Reviewer Name  

Wouter de Herder  

 

Institution and Country  

Erasmus MC, Rotterdam, the Netherlands  

 

Please state any competing interests or state ‘None declared’:  

None declared  

 

Please leave your comments for the authors below  

The authors have checked the performance of a well-known and applied scoring system: MUST in 

patients with lung and gastroenteropancreatic (GEP) neuroendocrine tumors (NETs).  

 

Only two patients with lung NET were included in the initial cohort. We have removed these patients 

in the revised version of the manuscript, to keep the focus on GEP-NET.  

 

First of all: the authors in the title and their entire paper only write on NETs in general. However, they 

have only studied GEP NETs and a very few lung NETs. So please specifiy everywhere. The NET 

field also involves pheochromocytoma, paragangliomas, medullary thyroid carcinoma, pituitary 

adenoma and many more disorders.  

 

We have clarified in the revised manuscript that we focus on GEP NET only. In line with a further 

comment of the reviewer, we have now excluded patients with a diagnosis of goblet cell carcinoma; 

and also have excluded the few patients with lung NETs.  

 

The authors state that “This is the first study to systematically investigate the tumour-specific 

characteristics and treatment modalities associated with malnutrition risk in patients with NET”. 

Regretfully this is not the case. Recently a nice paper by Maasberg and colleagues was published 

(online): Maasberg S1, Knappe-Drzikova B, Vonderbeck D, Jann H, Weylandt KH, Grieser C, Pascher 

A, Schefold JC, Pavel M, Wiedenmann B, Sturm A, Pape UF. Malnutrition Predicts Clinical Outcome 

in Patients with Neuroendocrine Neoplasias. Neuroendocrinology. 2015 Dec 8. [Epub ahead of print]  

 

Many thanks for highlighting this very recent and interesting paper of Maasberg and colleagues. We 

had submitted our manuscript for peer review 4th December 2015 and mentioned paper was 
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published first online 8th December 2015. We are pleased to now be able to include this important 

reference in the revised manuscript and also refer to it in our discussion.  

 

Exclude goblet apppendiceal tumors. These are nowadays considered as adenocarcinomas and not 

NET.  

 

This has been addressed and we have also removed patients with lung NET. Furthermore, where 

relevant we have updated characteristics of GEP-NET patients (i.e. when histology reports or other 

important information became available since the initial submission of the manuscript). We have re-

calculated all data in the cohort of patients with a diagnosis of GEP NET only (n = 161).  

 

Information on informed consent is lacking. After all a lot of biochemical markers were assessed many 

times without any clinical indication (gastrin, vasoactive intestinal polypeptide, somatostatin, and 

glucagon). This implies additional blood sampling and, therefore, informed consent and more detailed 

approval of a medical ethical committee will be required. In contrast to what the authors write these 

tests are not recommended as routine testing at all. Mostly NET specialist will only request these 

hormonal markers on indication. International (ENETS/NANETS) guidelines do not recommend 

routine measurements of these hormones.  

 

The availability of a “full gut hormone profile” in patients in our cohort in the Arden NET Centre 

ENETS CoE has historical reasons, i.e. a full profile was provided by the external biochemical 

laboratories in most cases due to their standard practice of running their assays in a single panel, 

although in many patients only CgA was needed/requested. Other markers such as CgB, gastrin or 

certain pancreatic markers were delivered additionally but not used for clinical decision making. For 

our study outlined here, we had sought official approval form the University Hospitals Coventry and 

Warwickshire NHS Trust (UHCW) audit department (audit number 1133/2015; July 2015). We also 

have Generic Ethics approval from the Arden Tissue Bank for NET related research (ethics number 

12/SC/2596, August 2015), which involves the use of stored plasma, serum, urine and tissue samples 

(which are anonymised and coded, as usual practice); however, given that we have not used stored 

samples from the Arden Tissue bank for additional analyses in this research, we have not provided 

information about Ethics approval and individual consent.  

 

RE, page 9: NET patients who scored ≥ 1 using MUST were significantly more often treated with 

somatostatin analogues as compared to patients who did not score using MUST (64 vs 39%; p = 

0.02) and in agreement with this, showed significantly higher plasma somatostatin concentrations 

(table 1).  

In agreement with this? – No: somatostatin analogue levels generally do not cross-react in assays 

measuring naturally occurring somatostatin 14 or 28. So this is not in agreement. Again, it is unclear 

first why routinely somatostatin-levels were assessed – since this is not indicated nor recommended. 

Second it is now unclear why elevated? (is this correct) levels (does “higher” mean above the 

reference range or in the high normal range here?) are associated with higher MUST scores.  

 

We agree with the reviewer and in addition to the absence of clinical need for the somatostatin levels 

also concur that the analysis and discussion were confusing and have removed this statement in the 

revised version of the manuscript.  

 

RE, page 9: “MUST positive patients also showed significantly lower faecal elastase levels (table 1)”. 

MUST-positive patients used more somatostatin analogues. Somatostatin analogues frequently lead 

to steatorrhoea. So aren’t we just looking at a major confounder?  

READ: “Again, in the entire cohort of NET patients, faecal elastase concentrations were also  

significantly lower in the 76 patients who were on treatment with somatostatin analogues, as 

compared with the 102 patients who were not on treatment with somatostatin analogues (329  
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± 26 vs 421 ± 23 μg/g stool; p = 0.011)”.  

 

Somatostatin is known to cause steatorrhea by inhibiting exocrine pancreatic function, whereas faecal 

elastase is an established marker for impaired exocrine pancreatic function. We therefore feel that it is 

reasonable to view faecal elastase as a marker for (possibly somatostatin induced) impairment of 

exocrine pancreatic function, rather than as a potential confounder. In the revised cohort (after 

exclusion of patients with goblet cell and lung tumours), there was only a trend to lower faecal 

elastase concentrations in patients who were treated with somatostatin analogues. We have 

highlighted this in the revised manuscript (p. 12, lines 1-4).  

 

RE, Page 11: “This relationship could be causal, related to rapid onset suppression of pancreatic 

exocrine  

secretion by somatostatin and consequent steatorrhoea , and reflected by significantly  

lower faecal elastase concentrations in the entire cohort of NET patients who were treated  

with somatostatin”. Where it is stated “somatostatin” it should read “somatostatin analogues”. Please 

note again that this is absolutely not the same. The pharmacologic preparations Octreotide and 

Lanreotide are entirely different from somatostatin.  

 

We agree with the reviewer and have re-phrased this throughout the revised manuscript.  

 

RE, Page 12: “Impairment of hepatic bile acid physiology by somatostatin” – and its analogues has 

been reported. Insert “and its analogues” here.  

 

This has been addressed, thank you for highlighting this (page 12, lines 2-3)  

 

The authors should also look at other vitamin deficiencies which might be caused by the 

administration of somatostatin analogues like vitamin D.  

See: Fiebrich HB, Van Den Berg G, Kema IP, Links TP, Kleibeuker JH, Van Beek AP, Walenkamp 

AM, Sluiter WJ, De Vries EG. Deficiencies in fat-soluble vitamins in long-term users of somatostatin 

analogue. Aliment Pharmacol Ther. 2010 Dec;32(11-12):1398-404.  

We have now briefly discussed the role of somatostatin analogues in other vitamin deficiencies (p 14, 

lines 8-9) and also include the suggested reference in the revised manuscript.  

 

Some studies in acromegaly do not confirm the findings in the study mentioned above, so may be it is 

caused by bowel resections, particularly ileocaecal resections or right-sided hemicolectomies.  

We agree with the reviewer that this could be an important aspect. We now provide this additional 

information but in our here presented cohort, no significant effects of prior ileocaecal resection or right 

hemicolectomy on the prediction of MUST score were detected (and also no effect of any prior 

abdominal surgery). We have included this information in the revised manuscript (p. 7, last line; p. 9, 

lines 8-9; and p. 10, line 15).  

 

Please also note that adaptation to some physiologic mechanisms (like gastric acid secretion and bile 

secretion) which initially occur with somatostatin analogues develops within days-weeks. Probably 

most patients were already treated with somatostatin analogues for a longer period of time. So, most 

probably some of these acute inhibitory actions of somatostatin analogues were overcome already.  

 

Thank you for this important comment. In the revised manuscript, we have included the mean 

duration of treatment with somatostatin analogues at the time of data analysis. In the regression 

models, duration of treatment with somatostatin did not appear to show a significant influence, 

although some weak trend was apparent. Very short term effects were unlikely spotted in this cross-

sectional analysis. We have included information about duration of treatment with somatostatin 

analogues in the revised manuscript (p. 8, line 1; p. 9, lines 17-18; p. 10, lines 11-13; p. 11, line 5).  
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Please state the period of duration of somatostatin analogue treatment for your patient cohorts.  

 

This has been addressed (please see response to previous comment).  

 

Please also state how many patients with “lower” – again is this lower then the reference range or 

lower in the normal range- elastase levels were suffering from pancreatic NETs most likely in the 

head or body.  

 

We have recorded absolute values for faecal elastase, in mcg/g stool and clarify this in the revised 

manuscript (p. 7, lines 9-10; p.9, lines 18-22; p. 10, lines 8-10). Only n = 15 of the GEP-NET patients 

in the entire cohort showed per definition moderate (faecal elastase < 200 mcg/g stool; n = 1 patient 

with pNET) or severe (faecal elastase < 100 mcg/g stool; n = 6 patients with pNET) exocrine 

pancreatic deficiency, as assessed using faecal elastase measurements. However, given that faecal 

elastase was not a routinely assessed marker in all patients, this may be an underestimate. We have 

mentioned this limitation in the discussion of the manuscript (p. 14, lines 22-24).  

 

Please also state how many patients with “lower” elastase levels had undergone bowel resections – 

particularly ileocaecal resections or right-sided hemicolectomies.  

 

Low faecal elastase was defined as below the lower limit of normal. We have clarified this in the 

revised manuscript (p. 7, lines 9-10). Out of the 15 patients with pathological faecal elastase 

concentrations (below 200 mcg/g stool as the upper limit of normal in the used assay), n = 12 had 

previous abdominal surgery (any), n = 7 had a pNET, n = 3 had previous ileocaecal resection and n = 

1 had previous right hemicolectomy. We provide this information in the revised manuscript (p. 9, lines 

18-22).  

 

Reviewer: 2  

 

Reviewer Name  

Prof Liz Isenring  

 

Institution and Country  

Bond University,  

Robina,  

Australia  

 

Please state any competing interests or state ‘None declared’:  

None  

 

Please leave your comments for the authors below  

This is a well written manuscript and the topic is of interest. The paper will be improved by 

consideration of the following:  

 

Thank you  

 

Abstract-ln 23- rephrase sentence re MUST eg either scored at risk with MUST or identified as at 

malnutrition risk ...  

 

This has been addressed and the abstract amended  

 

Abstract conclusions- 14% malnutrition risk is not that high compared with other groups. I would 
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reword this to indicate that screening for malnutrition using MUST is useful for identifying patients who 

would benefit from full nutrition assessment and intervention....  

 

This has been addressed and the abstract amended  

 

Intro- I question the objective of exploring the utility of malnutrition screening. Has anyone performed 

detailed nutrition assessments, is the malnutrition prevalence in NET known? (if so include details and 

references).  

 

As highlighted by reviewer 1, since we had submitted the first version of our manuscript for peer 

review, one paper dealing with malnutrition in patients with NET has been published. We are not 

aware of any other previous related work. We have now been able to discuss and cite the highlighted 

paper of Maasberg and colleagues in our revised manuscript.  

 

If not then i think exploring the prevalence of malnutrition risk may be more appropriate. Especially if 

other measures such as feasibility, acceptability, time to complete, # of nutrition referrals were not 

investigated.  

 

This has now been addressed (p. 5, last paragraph).  

 

Pg 5, ln 10- Data are plural ie if editorial agree change to Data were  

We agree with the reviewer and have changed this where applicable  

 

Methods- requires more detail re MUST tool and scoring. I would move some of the detail in the 

results earlier to methods & possibly stats section.  

This has been addressed (p. 6, lines 22-24 and reference to figure 1; p. 7, lines 18-20)  

 

Stats-any sample size calculations used?  

 

Given that this was a restrospective cross-sectional analysis, we had not attempted sample size 

calculations. However, in the meantime another paper has been published, as highlighted by reviewer 

1, with a comparable size of the cohort. No sample size calculation was attempted in the paper of 

Maasberg et al as well, presumably related to similar reasons (retrospective cohort and absence of 

previous related studies). Given the reported incidence of GEP-NET of 5.25/100,000 only, we feel that 

a sample size of > 100 patients should be reasonable in this context and both Maasberg et al. as well 

as our study showed significant results, supporting that sample size in both studies was sufficient. We 

would be happy to include a comment to this effect in the methods if the reviewer and/or editor feel 

that this should be added to the manuscript for clarity  

 

How did the anthro data come into it? Was dietary intake and physical exam performed?  

 

We clarify that physical examination was performed (p. 6, lines 10-11). Given that this study was 

based on a clinical audit, additional information i.e. about details of dietary intake was not available. 

Anthropomorphic data referred specifically to weight, height and body mass index, which we have 

now clarified (p. 6, lines 10-11).  

 

Discussion, pg 11, ln 25-disease specific as well as general risk factors, such as SES, age, support 

systems, mental health eg depression  

 

This has been addressed (p. 14, lines 11-12), thank you.  

 

Discussion- somatostatin analogues predictor of MUST negative. Compare with literature- anyone 
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identified this? -Practical implications?  

 

To the best of our knowledge, our study is the first to investigate potential effects of treatment with 

somatostatin analogues on risk of malnutrition in patients with GEP-NET. We expand on the possible 

practible implications of our findings in the revised discussion of our manuscript p. 14, lines 8-9 and 

25; p. 15, line 1; and last paragraph).  

 

Conclusion- include increased malnutrition risk as identified by MUST-(didn’t conduct a full ax so can’t 

say predispose to some degree of malnutrition in patients with NET). Please provide more detail re 

future recommendations and directions.  

 

This has been addressed (p. 15, line 7; and revised discussion, p. 14)  

 

Reviewer: 3  

 

Reviewer Name  

Bruno Pereira, PhD Biostatistics  

 

Institution and Country  

University Hospital Clermont-Ferrand, France  

 

Please state any competing interests or state ‘None declared’:  

None declared  

 

Please leave your comments for the authors below  

According to the NICE recommendations which encourages the malnutrition screening in adult 

inpatients and outpatients in at risk groups 2, the authors proposed to identify NET patients at risk of 

malnutrition using MUST, and whether MUST positive patients showed specific disease or treatment 

related characteristics using a cohort of 178 patients. Thanks to give me the opportunity to review this 

nice work. From a statistical point of view, this work is well constructed and the methods are used 

appropriately. However, some points must be more detailed, presented and discussed:  

 

We are grateful for this comment  

 

1. The authors say that they “investigated in a large cohort of 178 patients”. This cohort is it really so 

large to identify disease and treatment-related characteristics of patients with NET who score using 

MUST and should be directed to detailed nutritional assessment? In “Strenghts and limitations of this 

study”, it’s indicated “[…] with attendant limitations on availability of data subsets and power in 

regression analyses.” Please give some details about sample size and/or statistical power, particularly 

according to unbalanced comparison between MUST negative and positive patients. Statistical 

Considerations part and Discussion should be clarified.  

 

This has been addressed. Please also refer to our comment related to sample size and power 

calculation. We have re-written methods: statistical analyses (p.7-8) and have re-calculated all data in 

line with the comments of the reviewer, which includes the use of bootstrapping for correlation and 

regression analyses. We discuss some of the limitations of the work and subgroup analysis in the 

discussion section (p. 14, last paragraph).  

 

2. The part about “Correlation analyses” is questionable.  

** Correlations analyses give some information but overall, they are all moderate to low.  

 

We agree with the reviewer. We have re-written the respective paragraph, using results from 
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bootstrapped analyses. We highlight that all correlations were moderate to low, even if statistically 

“significant” (p. 10, lines 7-12).  

 

** Why present p-value associated to Treatment with long acting somatostatin analogues at 0.056 and 

pathological NET tumors markers in urine and plasma at 0.06…?  

 

We now present all p-values with the same number of digits  

 

** Even if it’s interesting, it does not seem totally agree with multivariate analyses for which MUST 

score was considered as a dichotomous variable. I think that it’s more logical to choice to present (i) 

multivariate multiple linear regressions according to correlation analyses or (ii) univariate results 

corresponding to multivariate logistic models.  

 

We had discussed various approaches and have chosen binary logistic regression for two main 

reasons: (1) most patients with GEP NET do not show major malnutrition, which is also reflected in 

our cohort by either score 0, or only mildly raised MUST scores in most patients. Only n = 2 patients 

in the entire cohort (n = 161 after exclusion of patients with goblet cell carcinomas, in line with 

comments of reviewer 1; and lung NET) had a MUST score > 2; n = 1 scored 3; n = 0 scored 4; n = 1 

scored 5 and n = 0 scored 6). We therefore believe that it is more appropriate to perform pooled 

analyses, separating the total number of mainly mild MUST “scorers” (n = 23) versus MUST non-

scorers (n = 138).(2) This approach we believe makes also sense from a Clinical perspective, aiming 

to identify GEP NET patients who might be at risk for malnutrition as compared with patients who are 

unlikely to be at risk, and subjecting the former to detailed assessment by the Nutritionists.  

 

3. It seems that multivariate analyses were performed according to univariate results and clinical 

relevance. Some covariables were included in multivariate analysis despite non-significance in 

univariate analyses. It’s appreciable. Automated variable selection procedures like stepwise selection 

used to be very popular. Today an increasing number of analysts criticize such methods. Selection of 

covariates should be based on the research question at hand and on substantial knowledge such as 

what is biologically plausible. Please discuss.  

 

We have clarified the here performed statistical approach in a revised manuscript (p. 7-8). We now 

provide analyses in the full model, using ordinal regression analyses based on 1000 bootstrap 

samples. We additionally briefly refer to the previous step-wise approach, which showed in principle 

comparable results but had the additional advantage of identifying the possible individual role of 

specific markers, such as use of somatostatin analogues, in this context. All markers chosen as 

dependent variables for the prediction of MUST positive versus negative were selected as based on 

biologically plausible assumptions (i.e. age, previous abdominal surgery, functioning status, 

biomarkers indicating functioning status, extent of tumour growth and use and duration of 

somatostatin analogues). We have clarified this important point in the revised manuscript (p. 8, lines 

1-3).  

 

4. P-values are overused and overemphasized in medical research as well as many other applied 

sciences. Please quantify findings, particularly for multivariate results, and present them with 

appropriate indicators of measurement error or uncertainty: such as regression coefficients (or odds-

ratios) and confidence intervals. Please avoid relying solely on statistical hypothesis testing, such as p 

values, which fail to convey important information about effect size and precision of estimates.  

 

This has now been addressed (p. 10, lines 17-25)  

 

5. The authors present p9l34 results from ANOVA analyses. There are not presented and discussed 

in Statistical Considerations part.  
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We apologise, this was an error and the respective phrasing has been corrected. We have not used 

ANOVA analyses in this work.  

 

6. Excuse me but I don’t understand the result about « Treatment with SSA » presented in table 1 and 

discussed p9. This is a quantitative or a binary variable? Is it suitable to perform ANOVA?  

 

Please see response to previous comment. In the revised manuscript, we state: “Non-normally 

distributed metric variables and ordinally scaled variables were analysed using the Mann-Whitney U 

test. For nominally scaled variables, Chi-square tests were applied.” (p. 7, lines 14-16).  

 

7. When I see results about Plasma somatostatin presented in Table 1, I’m a little surprised that 

assumptions of anova are really checked (normality and homoscedasticity).  

 

Please refer to previous comment. We apologise for the error. We had checked for normality and 

homoscedasticity and appropriate tests were applied only (Mann-Whitney U tests, Chi-square tests 

and bootstrapping procedures, as also suggested below)  

 

8. Why results were expressed differently as mean ± SD for anthropometric data and as mean ± SE 

for all other data?  

 

This has been corrected. All data are presented as mean ± SE in the revised manuscript.  

 

9. No discussion about missing data. Please confirm if missing data and how they are take into 

account.  

 

We have not accounted for missing data, i.e. imputation of missing data was not performed. Although 

not all patients had available information about histological tumour grading or biomarkers, other key 

parameters for this research including anthropometrics, age, functioning status, use and duration of 

somatostatin analogues and assessment of MUST score was available in all patients.  

 

10. Without an external validation, I strongly encourage the investigators to perform bootstrapping. 

Please discuss.  

 

We are grateful for this comment and now report bootstrapped results for correlation and regression 

analyses. These analyses have supported and further strengthened our previous conclusions 

(possible role of use of somatostatin analogues in conveying malnutrition). 

 

VERSION 2 – REVIEW 

REVIEWER Wouter de Herder 
Erasmus MC Rotterdam, the Netherlands 

REVIEW RETURNED 01-Mar-2016 

 

GENERAL COMMENTS The authors have significantly improved their manuscript.  
 
I am, however, not satisfied by their explanations of the effects of 
somatostatin analogues in their patients. The authors seem to 
overlook the acute effects of somatostatin analogues – which occur 
in every individual – and the effects of chronic treatment. They cite 
rather old literature and – indeed – it is in the old literature where 
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one can find the answers on the differences between somatostatin-
analogue treatment in the acute and chronic situation.  
 
Read: “Furthermore, intravenous somatostatin inhibits glucose, 
triglyceride, amino acid, and calcium absorption by direct effects on 
the intestinal mucosa (REF 12, 13, 24) and decreases gastric acid 
secretion by 90% in healthy volunteers (REF 24). In addition, 
suppression of various gut hormones such as cholecystokinin and 
glucagon like peptide-1 by somatostatin analogues are well 
described (REF 22 25 26)”.  
 
 
Ref 24 Lamrani A, et al. , Ref 12 Evensen D, et al. , Ref 13 Krejs GJ, 
et al. and Ref 26 Schlegel W, et al. all deal with the acute effects of 
somatostatin analogues. This in no way relates to the chronic 
situation, since many of these suppressions of physiology escape 
from somatostatin analogue treatment in the chronic situation. 
Therefore, these mechanisms DO NOT explain the findings in the 
patients described in the present study.  
 
Also Ref 25, Chisholm C & Greenberg GR. is even studying an in 
vitro cell system – this is also not a model for the chronic treatment.  
 
Only Ref 22, Ho PJ, et al. describes chronic, though rather”short 
term” treatment  
 
 
Although somatostatin analogues are known to play a causative role 
in gallbladder stone formation (see Hussaini SH, et al Roles of gall 
bladder emptying and intestinal transit in the pathogenesis of 
octreotide induced gall bladder stones. Gut. 1996;38(5):775-783.), 
the reference 23, Magnusson I, et al. again addresses only the acute 
situation of somatostatin infusion and not chronic treatment. The 
chronic situation is therefore again different from the acute 
“Impairment of hepatic bile acid physiology by somatostatin 
analogues has been reported” as stated by the authors. 

 

VERSION 2 – AUTHOR RESPONSE 

Reviewer: 1  

 

Please leave your comments for the authors below  

The authors have significantly improved their manuscript.  

 

I am, however, not satisfied by their explanations of the effects of somatostatin analogues in their 

patients. The authors seem to overlook the acute effects of somatostatin analogues – which occur in 

every individual – and the effects of chronic treatment. They cite rather old literature and – indeed – it 

is in the old literature where one can find the answers on the differences between somatostatin-

analogue treatment in the acute and chronic situation.  

 

Read: “Furthermore, intravenous somatostatin inhibits glucose, triglyceride, amino acid, and calcium 

absorption by direct effects on the intestinal mucosa (REF 12, 13, 24) and decreases gastric acid 

secretion by 90% in healthy volunteers (REF 24). In addition, suppression of various gut hormones 

such as cholecystokinin and glucagon like peptide-1 by somatostatin analogues are well described 

(REF 22 25 26)”.  

 

Ref 24 Lamrani A, et al. , Ref 12 Evensen D, et al. , Ref 13 Krejs GJ, et al. and Ref 26 Schlegel W, et 
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al. all deal with the acute effects of somatostatin analogues. This in no way relates to the chronic 

situation, since many of these suppressions of physiology escape from somatostatin analogue 

treatment in the chronic situation. Therefore, these mechanisms DO NOT explain the findings in the 

patients described in the present study.  

 

Also Ref 25, Chisholm C & Greenberg GR. is even studying an in vitro cell system – this is also not a 

model for the chronic treatment.  

 

Only Ref 22, Ho PJ, et al. describes chronic, though rather”short term” treatment  

 

We thank the reviewer for additional comments related to acute versus chronic effects of treatment 

with somatostatin analogues, which we address in our comments below and in additional changes 

made to our manuscript. We agree with the reviewer that chronic effects of treatment with 

somatostatin analogues may well be different from the acute situation, related to possible adaptive 

mechanisms; we highlight this important aspect in our revised manuscript (page 13, line 23; page 14, 

lines 1-10).  

However, in our analyses, duration of treatment with somatostatin analogues had not any significant 

effects on the prediction of MUST score, indicating that acute and chronic somatostatin analogue 

induced effects on mild malnutrition could be comparable and arguing against adaptive responses in 

this specific context (please see revised manuscript, results: page 10, lines 21-22; page 11, lines 9-

10; discussion, page 14, lines 18-22).  

 

Although somatostatin analogues are known to play a causative role in gallbladder stone formation 

(see Hussaini SH, et al Roles of gall bladder emptying and intestinal transit in the pathogenesis of 

octreotide induced gall bladder stones. Gut. 1996;38(5):775-783.), the reference 23, Magnusson I, et 

al. again addresses only the acute situation of somatostatin infusion and not chronic treatment. The 

chronic situation is therefore again different from the acute “Impairment of hepatic bile acid physiology 

by somatostatin analogues has been reported” as stated by the authors.  

 

We agree with the reviewer and have highlighted acute versus chronic effects of somatostatin 

analogues in this context; and have included the suggested paper of Hussaini et al. in the revised 

manuscript (page 14, lines 5-7; and reference 28, page 19). 
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