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The authors conducted a case-control study with hepatocellular carcinoma (HCC) patients and
hospital-based controls to clarify the effect of rs17401966 in KIF1B on HCC and further examined the
potential interaction between variants in KIF1B and environmental factors on the risk of HCC in a

high-risk region. They found the gene-environment interaction between the KIF1B rs17401966 variant

and alcohol consumption in the development of HCC in Chinese individuals. Their findings add

valuable knowledge in the field of hepatology. There are a few issues to be addressed. Major 1. As

the authors mentioned, the hospital-based samples as control may lead to selection bias of

participants. It may be useful to present the clinical characteristics in detail such as the reasons (or

diseases) to visit hospital. 2. In Table 1 showing the characteristics of study subjects, more than 25%

of HCC patients were without HBV infection. It is recommended to present the etiology or detailed

background of patients with HCC (case) such as HCV, alcohol consumption, nonalcoholic

steatohepatitis, and so on. 3. There must be correlation among status of HBV, family history of HBV

infection, and family history of HCC as variables in Table 1. Minor 1. In the “Genetic variant
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genotyping” section, was the genomic DNA extracted from leukocytes but not lymphocytes?
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Major Comment: Drawbacks of this study are a relatively small sample size and a potential
selection bias, further studies would be required, but this is duly mentioned by the authors at the end
of the discussion. However, more information on the control group should be provided. Minor
Comments: The references are not consistent with the style described in the Instructions for
Authors. Table 1 (footnote): “ORs and 95%Cls was calculated by logistic regression models adjusted

age.” - Please correct this sentence. Page 11, first paragraph: "prolyhydroxylase" -> "prolyl
hydroxylase"?
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The current study was initiated to look for variants of KIF1B (rs17401966 and rs3748578)with HCC.
The authors id not find a significant association between rs17401966 and HCC while a significant

additive interaction was observed between rs17401966 and alcohol intake. This result is not consistent

with the result reported by Zhang et al. thus it is negative finding. The study samples were made

up of individuals with different genetic architectures. Additionally, according to evolutionary theory,

individual common variants often exert modest effects on common diseases.

The meta-analysis of

rs17401966 and HCC of 7,596 HCC cases and 9,614 controls supported Zhang et al., indicating a
significant association between rs17401966 and HCC. If there is no indication of association the

authors must show some correlations with other loci to make a presentable work. Perhaps, they

have to show some mechanism(s) how alcohol intake (metabolism) may influence the outcome of

HCC
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The manuscript regarding "Interactions between environmental factors and KIF1B genetic variants on

the risk of hepatocellular carcinoma in a Chinese cohort" is very interesting and the results are very

stimulating fr further research in this area.

The manuscript is well written, but some parts need to be expanded.

The suggested significant association between rs17401966 genotypes and expression of KIF1B in liver

tissues, with carriers of the G allele having greater KIF1B level than individuals with no G allele (AA

carriers) is a quite controversial finding. This part should be discussed more.

It has been hypothesized that KIF1B can act as a tumor suppressor. Can you have pleiotroic effects of

a tumor suppressor gene?

The gene-environment interaction between the KIF1B rs17401966 variant and alcohol consumption

may contribute to the development of HCC in Chinese individuals, but it may be interesting to have

a figure showing the alcohol consume in China and HCC rates as well.

The mechanism of carcinogenesis should be expanded to other hypotheses and probably a drawing
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showing the different actions and steps.
In genetics and genetic nomenclature, genes and proteins have different writing (e.g. Italic). There is
no uniformity in the manuscript and this should be rectified.



