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AIM: To discover unknown factors associated with carcinoid syndrome (CS) with the

goal of earlier diagnosis of CS.

Reviewer comments:

1. The nature of retrospective study; case-control study using US administrative claims
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may cause several confounders and details eg. the database is not designed for research,
and may had misclassification. Additionally, the CS cases with minor symptoms such as
cutaneous flushing, diarrhea with few bowel movements/day may underdiagnosed1.

2. The authors have to discuss why the number of 25%of both population of GI-NETS
cases in development dataset and validation dataset had carcinoid syndrome (CS) which
was higher than those previous reports of 3-21% of NET patients1, 2

3. The number of new cases of NETs in 2012 is reported from 6.98 cases per 100,000
individuals thus this study included 2162 cases which should be derived from 30,974,212
population by calculation. Therefore this number is not equivalent to the the information
in methods which mentioned that the newly diagnosed cases with GI NETs is included
during the 1/1/2010 - 12/31/2014 and the PharMetrics Plus database is comprised of
150 million patients enrolled in US health insurance plans, with an annual capture of 40
million. Is it correct?

4. In addition, the key diagnosis of CS is still doubtful, for example the standard
guideline recommends a 24-h urinary 5-HIAA analysis should be performed for all
patients with a small intestinal primary NET, as well as those with symptoms suggestive
of the carcinoid syndrome3 but it’s not well noted in this study.

5. The predictive factor for CS were liver disorder [OR 3.38 (2.07 - 5.51)], enlargement
of lymph nodes [OR 2.13 (1.10 - 4.11)], and abdominal mass [OR3.79 (1.87 - 7.69)] were
interesting and give some new information. However, the tumor burden and the
behavior of aggressive tumor progression may be key important factors instead of the
reported predictors3.

6. Finally, the strength of this study is the high number of sample size in both dataset
compared to previous report4d. In addition, the clinical presentation of this study is
different from the large study from Japan5. The authors should add discussion in this
aspect.
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COMMENTS TO AUTHORS
The manuscript is of good quality and written in good English,Unfortunately the authors did not make a single
reference to the transport system of serotonin that may represent a significant role on the metastasis of carcinoid
tumors ,besides the tumors size .Serotonin Transport (Serotonin Transporter),PMAT,and others have been
exhaustively studied.At present we don't know if these transporters are inactivated in the liver.The work

deserves publication.




