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COMMENTS TO AUTHORS

This is the systemic review which has examined the relationship between esophageal
neoplasia risk and vitamin D exposures; author present the most comprehensive
overview of available evidence to date by including all major personal, environmental,
and genetic factors related to vitamin D. While vitamin D has generally been shown to
be protective for most other cancers, author found serum 25(OH)D3 levels appear to be
associated with higher risk of ESCC and EAC. Moreover, author concluded VDR
expression is increased in BE as compared to EAC or normal squamous epithelium. I ask
some questions to author. 1.I think SCC is due to tobacco and alcohol, ADC is due to
GERD. There is a etiological difference between ADC and SCC. But author found serum
25(OH)D3 levels appear to be associated with higher risk of ESCC and EAC. Please
comment serum 25(OH)D3 levels appear to be associated with higher risk of ESCC and
EAC. 2. Author concluded VDR expression is increased in BE as compared to EAC or
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normal squamous epithelium. Please tell me the reason why VDR expression is
increased in BE as compared to EAC or normal squamous epithelium.
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COMMENTS TO AUTHORS

Dr. Rouphael and the other authors made a comprehensive review of the effects of
vitamin D on esophageal cancer and the precursor lesions.  Despite solid conclusions
regarding the chemopreventive role of vitamin D in esophageal cancer cannot be made,
and problems remained regarding quantification of dietary vitamin D intake and
sunlight, this review can still provide readers a deep insight into the topic. In addition,
authors proposed future studies in the field, including prospective studies with accurate
measurement of vitamin D status before chemoprevention with vitamin D, studies
looking at the incidence of esophageal cancer in patients with pre-cancerous lesions with
vitamin D supplementation. I think the review is suitable for publication in the
Journal.
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COMMENTS TO AUTHORS

Vitamin D in Esophageal Cancer: Is there a role for Chemoprevention? Carol Rouphael
et al. This review is not meta-analysis but just summary of the papers. The paper
presented here showed the results of the correlation between Vitamin D and esophageal
cancer analyzed by different methods. The 4 papers analyzed the correlation by using
serum Vitamin D level, other 3 papers adopted the dietary intake, other 2 papers showed
the results of ultraviolet B radiation. In addition, with genetic analysis there were two
approaches such as Vitamin D receptor expression (3 papers) and Vitamin D receptor
gene polymorphisms (2 papers). Thus, the different analytical methods were reviewed,
and it was uncertain that the results obtained by these different methods were
chemo-preventive or suppressive of development of esophageal cancer. If this
manuscript may be acceptable for publication the author should review much more
papers to obtain the conclusion about chemo-preventive effects of Vitamin D signaling
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because of many different approaches adopted by the authors.



