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SPECIFIC COMMENTS TO AUTHORS

The authors clearly demonstrated that P-Rex1 expression was increased in HCC and
P-Rex1 is a diagnostic and favorable prognosis biomarker; however, there are several
issues for acceptance in this study. Major points 1. Ninety HCC patients were included
in this study; however, the detailed clinical backgrounds are not described. The authors
should describe the patient’s background, such as tumor size and numbers, BCLC stage,
vascular invasion, and Child Pugh grade, which are associated with HCC prognosis.
Especially, vascular invasion plays an important role in HCC prognosis, thus authors
should evaluate P-REX1 expression in patients with positive or negative vascular
invasion. 2. Why are the patients with HBV infection higher P-Rex1 expression? 3.
P-Rex1 expression was significantly higher in patients with positive of lymph node
invasion and distance metastasis, and high AFP level (Figure 2 B, C, and D). These
findings seemed to indicate that P-Rex1 is a poor prognostic factor for HCC patients;
however, the results are contrary to the expectation as Figure 5 shown. The authors
should discuss these discrepancy. 4. The authors should discuss the reason why P-Rex1
is associated with a favorable outcome, such as overall survival, progression free
survival, and relapse free survival in HCC patients. Minor point Figure 3B and C are

not mentioned in RESULTS.
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SPECIFIC COMMENTS TO AUTHORS

- The authors explore the expression of P-Rex1 in HCC, and further evaluate its potential
application in the diagnostic and predictive prognosis for HCC, especially in the
diagnosis in HBV-related patients -The idea is very good. The study is well-designed.
The manuscript was well, concisely and coherently organized but I want to clarify some
points. 1- what is the temperature of the refrigerator? Do you put the resected specimens
as a whole in the refrigator or you cut the specimens and then preserve the slices in the
refrigator). 2- Did you do resection of the tumour for patients have lymph node
invasion, distant metastasis????) 3-(How you do score of the immunohistochemistry
staining and please can you add a figure of these staining in the tumour and the
adjacent tissue) 4-You do not explain how you divide the cases into low or high
expression. 5-You do not even mention if the staining is nuclear or cytoplasmic. 6-
Please you do not mention figures in the discussion) 7-(please , how you can explain the
prolong survival time in higher P-Rex1 expression and in the same time, the P-Rex1 high
expression was associated with lymph node invasion and distant metastasis which are

bad prognostic factors)
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This manuscript was well revised according to the comments. Minor point The
detailed information of the patients including its table should be described in
“RESUTLS”.



