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Dear Dr. Kudo
Please see attached a copy of the revised manuscript entitled: “Coadministration of Telaprevir and Transcatheter Arterial Chemoembolization in Hepatitis C Virus-Associated Hepatocellular Carcinoma” (N# 2594) for consideration for publication as Case Report in World Journal of Hepatology.
We thank the reviewers for their constructive criticisms. The reviewers’ concerns and suggestions have been addressed thoroughly (please see the detailed list of revisions below). We highlighted all these changes in an additional copy of the manuscript. 

Should you have any questions or require further information please do not hesitate to contact me at 001-713-792-6503. 

Thank you for considering our work for publication to your journal.

Sincerely,

Harrys A. Torres, M.D., F.A.C.P.
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1515 Holcombe, Unit 1460, Houston TX, USA. 77030
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Manuscript Number 2594 

Reviewer 1

Revised MS “Coadministration of Telaprevir and Transcatheter Arterial Chemoembolization in Hepatitis C Virus-Associated Hepatocellular Carcinoma”
1. Questions/comments: This is a nicely written case report of a condition which may be encountered more frequently in the future, with the increasing use of DAAs for HCV infection. 

Answer(s): Thank you.
2. Questions/comments: One minor point worth more discussion is that the patient still had viremic recurrence after liver transplant. SO did retreatment with Telaprevir really made a difference? Furthermore, how long has this patient been followed after the transplantation?

Answer(s): This particular patient relapsed after treatment; however, we have some other cases with complete clearance of viremia before OLT. In reality, we did not focus this report on the efficacy of the regimen but rather on the lack of clinical interactions between telaprevir and TACE. This patient is still being followed up in our clinic, now being considered for treatment post-OLT due to viral relapse.
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Reviewer 2

Revised MS “Coadministration of Telaprevir and Transcatheter Arterial Chemoembolization in Hepatitis C Virus-Associated Hepatocellular Carcinoma”

1. Questions/comments:“A recent study by Garg et al.[16] concluded that co-administration of telaprevir, a cytochrome P450 3A and P-glycoprotein substrate and inhibitor, and cyclosporine or tacrolimus significantly increased the blood concentrations of these immunosuppressive agents, which could lead to serious or life-threatening adverse events. We did not encounter any clinically relevant adverse effects of administration of the telaprevir-containing regimen during TACE with doxorubicin used and loco-regional therapy. “. Comment these two sentences are difficult to put together. The Authors may be willing to discuss that, according to some Authorities; it is TAE rather than TACE that is responsible for death of liver cancer nodules. 
Answer(s): We thank the reviewer for the comments. Based on that, the introductory paragraph was rewritten.
2. Questions/comments: Is the potential kinetic interaction of telaprevir with doxorubicin important given that the drug is locally delivered? Has any study evaluated the systemic concentrations of doxorubicin following TACE?
Answer(s):  To our knowledge, no one has studied the potential kinetic interaction of telaprevir with doxorubicin used as part of TACE. Our report refers to the lack of potential clinically relevant interaction. Although such interactions remain theoretical, they are possible as systemic concentrations of doxorubicin can be identified following TACE. For example, in one study from our institution using a rabbit liver tumor model, plasma concentration of doxorubicin after TACE was as high as 360.5 ng/ml (Gupta S, et al. Cardiovasc Intervent Radiol. 2011 Oct;34(5):1021-30). In a phase 2 study designed to establish the efficacy and safety of drug eluting beads loaded with doxorubicin for the TACE treatment of HCC patients, doxorubicin Cmax and AUC were 78.97 ± 38.3 ng/mL and 662.6 ± 417.6 ng/mL min respectively (Varela M, et al. J Hepatol 2007;46:474-478). However, this HCC treatment strategy is associated with minimal systemic exposure of the chemotherapeutic agents with negligible systemic toxicity (EASL-EORTC clinical practice guidelines: management of hepatocellular carcinoma. J Hepatol. 2012;56:908-943). The information above and 3 new references were added into the text.
3. Questions/comments: The elevated transaminases were preventing the administration of TACE” Comment: Could the Authors provide any literature data to support their contention? 
Answer(s):  In the study referred above (Gupta S, et al. Cardiovasc Intervent Radiol. 2011 Oct;34(5):1021-30), rabbits in the TACE group showed transient elevation in AST and ALT levels after treatment, reaching peak concentration at 1 day after treatment. AST levels returned to baseline within 3 days after treatment and ALT levels within 7 days after treatment. In human trials and in practice, transaminases up to 5x ULN is acceptable as a general measure of maintained organ functions before systemic or local therapies. 
4. Questions/comments: No details on HCC (size, segment), presumably unifocal. Please specify. 
Answer(s): Patient met the Milan criteria (one lesion up to 5 cm or up to 3 lesions, all less than 3 cm) (Mazzaferro V, et al. N Engl J Med. 1996 Mar 14;334(11):693-9). Information was added into the text.
5. Questions/comments: No imaging. No tables. Please add. 
Answer(s): One image and table were added.
6. Questions/comments: MINOR page 5 – cancern
Answer(s): We thank the reviewer for the comments. Typo was corrected
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Reviewer 3

Revised MS “Coadministration of Telaprevir and Transcatheter Arterial Chemoembolization in Hepatitis C Virus-Associated Hepatocellular Carcinoma”

1. Questions/comments:“The present paper summarizes an interesting case-report since information about concomitant HCV treatment in cancer patients undergoing chemotherapy is scarce. This manuscript describes relevant data and evidences on this very promising topic, and the whole content is very interesting. Minor points: - Please, in page 5, 4th line from the bottom, replace “cancern” with “cancer”.

Answer(s): Typo corrected

