Oct. 12, 2012

Dear Editor,

Thank you very much for your letter and advice. We have revised the paper, and would like to re-submit it for your consideration. We have addressed the comments raised by the reviewers, and the amendments are highlighted in red in the revised manuscript. We hope that the revision is acceptable, and I look forward to hearing from you soon.
Please find enclosed the edited manuscript in Word format (file name: 186-edit.doc).
Title: Testing for Hepatitis B Infection in Prospective Chemotherapy Patients: A Retrospective Study
Author: Ying Wang, Xin-mei Luo, Dan Yang, Jie Zhang, Hong-yu Zhuo, Jian Zhang, Yu Jiang

Name of Journal: World Journal of Gastroenterology
ESPS Manuscript NO: 186
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). HBV DNA contains a glucocorticoid responsive element that has been suggested to facilitate HBV replication [Tur-Kaspa et al. PNAS 1986;83:1627-31; Liaw et al. J Gastroenterol Hepatol 1998;13:14-20]. The use of chemotherapy regimens containing corticosteroids increases the risk of HBV reactivation [Yeo et al. Br J Cancer 2004;90:1306-11; J Med Virol 2000;62:299-307; Takai et al. Eur J Haematol 2005;74:158-65]. Therefore, the authors would show the relevant data and describe the effects of corticosteroids (including their dose) on HBV reactivation for patients with cancer.
Thank you for your advice. Of the 160 patients who received re-examination, 13 received corticosteroids (all patients were lymphoma) and 61.5% (8 out of 13) developed HBV reactivation. In univariate analysis, HBV reactivation was more likely to occur in patients who received corticosteroids (P=0.023). However, corticosteroids seemed not to be associated with HBV reactivation in multivariate analysis. Further study is needed to analyze the relationship between HBV reactivation and steroids (including their dose).
We have added the relevant data in Results section and added a brief discussion.
(2). Because the difference in the contents of chemotherapy may influence the emergence of HBV reactivation in hematological malignancies and solid tumors, the authors would show the relevant data and describe the effects of differed contents of chemotherapy on the HBV reactivation for patients with cancer. 

Thanks for your advice. HBV reactivation was more likely to occur in patients who received botanical chemotherapeutic drugs (P=0.048) in univariate analysis. However, difference contents of chemotherapy regimens (including corticosteroids) seemed not to be associated with HBV reactivation in multivariate analysis. In multivariate analysis, as shown in Table 4, HBV reactivation was more likely to occur in patients with lymphoma, high levels of HBV DNA, HBeAg positive, and men patients.
We have added the relevant data in Results section.
 (3). It would be interesting to show the kinetics (the time interval between the initiation of chemotherapy and the onset of HBV reactivation) of HBV reactivation which may be differed with chemotherapy regimens, baseline HBV status, and the type of tumors. 

The median onset time of HBV reactivation was 11 weeks (range, 3-25 weeks) after the initiation of chemotherapy. HBV reactivation developed earlier (P< 0.001) in patients with lymphoma (9 weeks, range from 4 to 14 weeks) than patients with other cancers (15 weeks, range from 9 to 21 weeks). The HBV reactivation was also observed to develop earlier (P< 0.001) in patients receiving CHOP (cyclophosphamide, doxorubicin, vincristine, and prednisolone) -like regimen (8 weeks, range from 9 to 23 weeks). Baseline HBV status (positive or negative) was not significantly associated with the time interval between the initiation of chemotherapy and the onset of HBV reactivation.
We have added the relevant data in Results section and added a brief discussion.
  (4). Hepatitis C (HCV) has been suspected to strongly suppress HBV replication (Raimondo et al. Ann Hepatol 2005;4:100-6) and there was high prevalence of occult HBV infection in HCV co-infected patients (Torbenson et al. Lancet Infect Dis 2002;2:479-86; Raimondo et al. J Hepatol 2007;46:160-70). The authors would describe the status of coinfection in the enrolled patients and briefly discuss this issue in this study.

Thank you for the advice. Of 5616 patients, 2679 (47.7%) received Hepatitis C virus (HCV) examination. In this group, 305 and 12 patients were HBsAg positive and HCV-RNA positive respectively. Only 4 out of 305 patients (1.3%) were both HBsAg and HCV-RNA positive and none of them got HBV reactivation.
We have described the status of co-infection in our revised manuscript and briefly discuss this issue in Discussion section.
  (5). Given the baseline HBV viral load as an independent risk factor for the evolution of lamivudine resistance or YMDD mutations [Zoulim et al. J Viral Hepat 2006;13:278-88; Suzuki et al. J Med Viol 2006;78:1025-34; Law et al. Am J Hematol 2006;81:969-72], it would be more informative to show the difference in HBV reactivation rate between antiviral agents with high genetic barrier, such as entecavir or tenofovir and low genetic barrier (lamivudine). 

In this retrospective study, lamivudine was the only used antiviral agent. Therefore, we could not provide the difference in HBV reactivation rate between antiviral agents with high genetic barrier and low genetic barrier in this study. However, we agree that this advice is very important and briefly discuss this issue in Discussion section.
3 References and typesetting were corrected.
Thank you again for publishing our manuscript in the World Journal of Gastroenterology.
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