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ANSWERING REVIEWERS

January 2, 2013
Dear Editor,

Please find enclosed the revised manuscript in Word format (file name: 1629-Revision.doc).

Title: Increased international normalized ratio level in hepatocellular carcinoma patients with diabetes mellitus
Author: Hui Zhang, Chun Gao, Long Fang, Shu-Kun Yao
Name of Journal: World Journal of Gastroenterology
ESPS Manuscript NO: 1629
The manuscript has been improved according to the suggestions of reviewers:

1 Format has been updated

2 Revision has been made according to the suggestions of the reviewer
(1) Activation of inflammatory and coagulation pathways is important in the pathogenesis of coronary artery  disease that worsens the prognosis of HCC patients. There is ample evidence that extensive cross-talk between these two systems exists, whereby inflammation not only leads to activation of coagulation, but coagulation also markedly affects inflammatory activity. The main interfaces linking coagulation and inflammation are  beyond the tissue factor pathway and thrombin, the protein C system and the fibrinolytic (or plasminogen-plasmin) system. Proinflammatory cytokines (mainly IL 6) and chemokines can affect all these coagulation mechanisms, and vice versa, activated coagulation proteases and physiological anticoagulants or components of the plasminogen-plasmin system can modulate inflammation by specific cell receptors. The intricate relationship between inflammation and coagulation is extremely clear in NAFLD.
Authors are advised to comment this point quoting the milestone paper published in World J Gastroenterol. 2010 Oct 14;16(38):4773-83. Hepatic steatosis, low-grade chronic inflammation and hormone/growth factor/adipokine imbalance.

Furthermore in Table 1 should be reported the HCC cases with likely NAFLD, taking into account the high figures of Overweight/Obesity, and cirrhosis cryptogenic, likely post NASH.
Answering: 
Thanks very much for this good comment, which has been included in the revised manuscript (Page 14, Line 26-30; Page 15, Line 1-8). The paper published in World J Gastroenterol. 2010 Oct 14;16(38):4773-83 has been quoted as Ref. 36. In addition, the numbers and percentages of fatty liver diagnosed by image examinations in each group have been added in Table 1.
 (2) Angiogenesis is required for tumor growth and metastasis. Activation of the coagulation pathway also enhances tumor growth and metastasis . Procoagulants involved in angiogenesis include TF and thrombin. VEGF, the most potent proangiogenic factor, is an indirect procoagulant; it is capable of inducing vascular hyperpermeability and of increasing TF expression on endothelial cells . Vascular hyperpermeability results in leakage of plasma proteins, including prothrombin and fibrinogen, into the extracellular matrix. Prothrombin converted into thrombin by the activated coagulation pathway may result in platelet activation and the production of fibrin from fibrinogen. Fibrin is also a proangiogenic protein, and it provides an ideal matrix for the migration of endothelial cells . Clinical observations support the contention that coagulation and angiogenic pathways are important in cancer biology. VEGF is reckoned a key factor in NAFLD/NASH.
Authors are advised to comment this point and quote the following paper : Could inflammatory markers help diagnose nonalcoholic steatohepatitis? Eur J Gastroenterol Hepatol. 2009 May;21(5):504-11.
Answering: 
Thanks very much for this good comment, which has been included in the revised manuscript (Page 15, Line 10-19). The paper published in Eur J Gastroenterol Hepatol. 2009 May;21(5):504-11 has been quoted as Ref. 37.
(3) Diagnosis of Diabetes mellitus associated with liver disease is difficult, and it is impossible to use the diagnostic criteria according to the serum glucose levels, especially for those with liver cirrhosis. More than half of the patients included in this study have liver cirrhosis.
Answering: 
We followed strictly the diagnostic criteria recommended by the authorized institutes and used them widely in clinical practice. We believe that our results are more likely applicable in clinical practice. Moreover, as shown in Table 1, the numbers and percentages of liver cirrhosis in each group has been included and compared (P=0.206).
(4) The effect of DM in INR levels in HCC is quite interesting with clinical therapeutic implications.

 My concern is the small number of patients being diabetic compared with the non diabetic (Of the total, 63 (16.8%) patients were diabetic (diabetic group) and 312 (83.2%) patients were diagnosed without diabetes (non-diabetic group).
Answering: 
Thank you for your comment. We have included all the patients who were treated at our hospital in the period from January 2003 to April 2012, and with a hospital discharge diagnosis of HCC, according to the diagnostic, inclusion and exclusion criteria.
(3) Some additional minor comments

Abstract is quite extended and needs to be shorter

The authors claims that compared with patients without DM, the HCC patients with diabetes had an older age. Potential explanation of this finding should be provided.

The finding that Diabetic Patients had a higher level of INR than non-diabetic patients is quite interesting as it makes clear that these group of patients should be monitored for the coagulation function in clinical practice. Did the diabetic patients have fatty liver?
Answering: 
The abstract was written according to the requirement of WJG.
The potential explanation has been included in the revised manuscript (Page 15, Line 21-24).

The numbers and percentages of fatty liver diagnosed by image examinations in each group have been added in Table 1.
Thanks very much for your good comment.
3 References and typesetting were corrected

Thank you again for publishing our manuscript in the World Journal of Gastroenterology.

Sincerely yours,
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Long Fang, MD

Department of Gastroenterology
China-Japan Friendship Hospital, Ministry of Health
No. 2 Yinghua East Road
Beijing 100029, China
Telephone: +86-10-84205313
longfang76@sohu.com 
