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SPECIFIC COMMENTS TO AUTHORS

The article "Circulating tumor cells with epithelial-mesenchymal transition markers as
potential biomarkers for the diagnosis of lung cancer" is an interesting article. The
statistics in the figure should be drawn separately for both positive vs control, and
negative vs control. The discussion and the flow of story should be more concise and

clear.
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SPECIFIC COMMENTS TO AUTHORS

This is an interesting, well written paper that suggests a role for detecting circulating
tumor cells (CTCs) in diagnosing lung adenocarcinomas. = While, as the authors
indicated, further studies will be necessary to confirm how significant this finding will
be as a front-line diagnostic tool, the results are encouraging. A few questions remain.
1) It was not clear how any of the tissue and blood sampling was "blinded" as to its
derivation, and how such labeling could play any role in biasing the results. 2) The
data show that "benign" tumors were a source of CTCs and the authors indicated that
such cells "can be shed" and thus collected and analyzed. Is anything known about the
nature of these "benign" tumors such that perhaps they were not as "benign" as
originally described, or that the tumors were perhaps in a pre-malignant stage? 3)
Ground glass opacities (GGO) are a common finding in lungs with scarring and ongoing
fibrogenesis. Since the lung cancers in concert with GGO in this study were likely to
yield CTCs, a question could be asked about the degree of ongoing fibrogenesis and how
its severity might have correlated with the finding of CTCs. Since many tumors are
found in a background of tumor- induced fibrosis, a question could be asked to whether
the fibrosis was due to the tumor or perhaps by the original carcinogens and how this

point might correlate with the CTC findings.
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SPECIFIC COMMENTS TO AUTHORS
Jang and colleagues applied the CanPatrol technique coupled to RNA-ISH to classify

CTCs using EMT markers in patients with lung cancer. Compared with healthy controls
and benign tumors, CTCs with mesenchymal features were more commonly found in
patients in the advanced stages of the disease, showing acceptable specificity and
sensitivity of the method. The work is interesting and adequately presented, adding new
clues to the possibility for implementing the CanPatrol protocol in early diagnosis of
lung cancer. As the authors mentioned, the study will necessitate of further validation in

bigger and prospective cohorts.
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The authors have done a good job following the substantive suggestions of all three

reviewers. The paper has clearly been improved.
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The manuscript is worth of publication in this reviewer's opinion
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