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COMMENTS TO AUTHORS

The aim of this retrospective study on 449 patients with distal cholangiocarcinoma was
to investigate the prognostic impact of lymph nodes (LNs) metastasis and to determine
the optimal retrieved LNs cut-off number. To do this the authors have divided patients
with a different number of retrieved LNs into three groups. In the results, this study
denoted that retrieving more than 9 LNs did not indicate a better prognosis in patients
with node-negative distal cholangiocarcinoma. An increase in terms of all-cause
mortality risk and cancer cause-specific mortality risk was observed compared with
retrieving 4 to 9 LNs. Patients with distal cholangiocarcinoma, retrieving too many LNs
did not obtain better outcomes. This paper is well conducted and focused on an
interesting topic because it is clear that lymph node status is a strong predictor for the
prognosis of patients with distal cholangiocarcinoma, but the number of LNs should be
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retrieved is still under debate. The result of this study was contrary to the previous data
that a better prognosis was always associated with higher retrieved LN counts. For this
reason this paper could stimulate further area of research on this topic.
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COMMENTS TO AUTHORS

1. It was not easy to understand this manuscript because of complex statistical formulas.
2. The authors insisted that retrieved LN counts more than 9 led to a worse prognosis
than retrieved LN counts 4-9 in patients with NO distal bile duct cancer. It was verified
by using complex statistical formulas. However, even the authors could hardly explain
why. I hope the authors be able to clearly explain why before this manuscript is
published. 3. More specifically in Table 2, OS and CSS were the best when the number
of retrieved nodes was 7 in NO patient group. However, in the case of 5 retrieved LN
(belong to the best tier according to the 3 tier system in this manuscript), OS and CSS
were quite low, 30% and 37.5%, respectively. These figures were worse than the cases of
retrieved LN number 1, 3, 11, 13, 21 and 25. And the distribution of OS and CSS in the
case of 11 ~ 25 did not show a constant trend. Although the results showed a statistical
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significance, it should be judged more carefully. It is possible confounding factors were
behind the scene.
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COMMENTS TO AUTHORS

This manuscript describes an interesting finding that a medium number (4-9) of lymph
nodes dissected predict better overall and cancer specific survival of patients with
node-negative distal cholangiocarcinoma than other groups. It may impact us on how
extensive lymph node dissection should be. Several questions and comments. 1.
The number of lymph nodes retrieved may depend upon the type of surgical procedures,
i.e. open location resection, Whipple's procedure, and laparoscopy resection, and also
rely on lymph node dissection skill in each individual institution (grossing by resident
vs. practicing pathologists or pathologist assistant). The lymph nodes distant from the
lesion (for example, nodes from Whipple's procedure) may not have the same predicting
value as these from local or limited resection specimen. It will be helpful if authors can
consider above parameters (i.e. types of procedure and setting of surgery such as tertiary
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or community hospitals) into analysis. 2. In line 20 and 21, the statement "most

patients underwent extensive surgery and chemotherapy" is ambiguous. Authors need
to clarify whether "chemotherapy" is neoadjuvant therapy or post-operative therapy. In
the context of the manuscript, patients included in the study should not undergo
neoadjuvant therapy. 3. The manuscript provides information that the predictive value
of the number of lymph nodes is independent from pathological T stage. Patients with
node-negative carcinoma can be classified as clinical stage I, II, IIB, or IIB. Have
authors compared the survival among the groups of patients with 4-9 lymph nodes and
others based upon clinical stage? 4. Does the tumor grade or differentiation correlate
with the number of lymph nodes dissected? Is there difference of tumor grade or
differentiation between the groups of patients with 4-9 lymph nodes and other groups?



