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Format for ANSWERING REVIEWERS

January , 2013
Dear Editor,

Please, you’ll find enclosed the revised manuscript in Word format (file name: manuscript 350 second version Morisco SVR wjg 12-01-2012.doc).

We thank the reviewers for comments and we think that, following their suggestions, the revised version of manuscript is more flowing than the previous one. 

In particular we wish to thank the reviewers for the suggestion about the redundant tables that we removed to improve the article’s comprehensibility. 

We appreciated also the comments about the discussion so we modify it in order to make it less repetitive and more intuitive. 

We trust that the new version of the manuscript is suitable for publication in the World Journal of Gastroenterology. 
Title: Sustained virological response: a milestone in the treatment of chronic hepatitis C
Name of Journal: World Journal of Gastroenterology

Author: Filomena Morisco, Rocco Granata, Tommaso Stroffolini, Maria Guarino, Laura Donnarumma,  Laura Gaeta, Ilaria Loperto, Ivan Gentile, Francesco Auriemma, Nicola Caporaso. 

We add three new authors in order to their contribution.

ESPS Manuscript NO: 350
Point-by point response to reviewers comments.
1. “The virus-eradication lasted up to 20 years” in the ABSTRACT may lead to a misunderstanding. Is it because the range of follow up was 2-19.9 years and no patient had detectable HCV-RNA? If so, it is better to put it after “The median follow-up was 8.6 years. HCV-RNA remained undetectable in all patients, indicating no risk of HCV-recurrence independently from the therapy schedule”, and as “The virus-eradication can last up to 20 years” to indicate not all patients achieve this outcome.

The abstract has been corrected with “The  virus-eradication  can  last  up  to  20  years” as suggested (Abstract section, page 3, lines 21-22)
2. “There  were  100  men  and  50  women  (mean  age  ±  SD,  56.37±12.05)”  in  Patients, MATERIAL  AND  METHODS  does  not  seem  to  match  the  median  age  of  47.59  and  range  of  22-67  in  Table  1.  Please  check  the  numbers  and  statistics

Mean age and SD have been corrected in the table 1. Numbers and statistic have been corrected.

3. “This  assay  is  based  on  the  reverse  transcription-polymerase  chain  reaction  (RT-PCR) method,  followed  by  HCV-RNA  real-time  fluorescent  detection  from  850  ml  of serum”  in  Laboratory  analysis,  Methods,  MATERIAL  AND  METHODS.  Should  it  be 850 microliter  (μl)? 

We changed the sentence “This assay is based on the reverse transcription-polymerase chain reaction (RT-PCR) method, followed by HCV-RNA real-time fluorescent detection from 850 ml of serum” with “This assay is based on the reverse transcription-polymerase chain reaction (RT-PCR) method, followed by HCV-RNA real-time fluorescent detection from 850 µl of serum” (Methods section, page 8, lines 6-8).
4. Table 2 and Table 3 provide no more information than that in the main text, please consider deleting them: Therapy schedules, Methods, MATERIAL AND METHODS: Sixty-six subjects received conventional interferon mono-therapy. Twenty-five patients were treated with conventional interferon plus ribavirin; whether 59 patients were treated with pegylated Interferon plus ribavirin, none of the patients received pegylated interferon alone. In addition, please check the exact number: 66, 25, and 59 in the main text or 66, 26, and 58 in Table 2?Virological Outcomes, RESULTS: No patient had detectable HCV-RNA in serum by RT-PCR in any sample, even in the patients who developed liver-related complications.
Survival and Complications Rates, RESULTS: The complications observed were 2 HCC and one bleeding from esophageal varices. All of the three patients who developed complications had pre-treatment cirrhosis. The two patients who developed HCC were both male, aged 61 and 65 years old, respectively, at the time of complication; and the first one of the two subjects is the one who died from liver-related causes. The patient who developed esophageal bleeding was a female, aged 66 at the time of complication. The complication occurred after 5, 9 and 17 years of follow-up for the two hepatic carcinomas and the bleeding, respectively.

Table 2 and 3 were deleted. 
We checked  numbers and the correct ones were in the main text.

We modified the sentence “The complications observed were 2 HCC and one bleeding from esophageal varices. All of the three patients who developed complications had pre-treatment cirrhosis. The two patients who developed HCC were both male, aged 61 and 65 years old, respectively, at the time of complication; and the first one of the two subjects is the one who died from liver-related causes. The patient who developed esophageal bleeding was a female, aged 66 at the time of complication. The complication occurred after 5, 9 and 17 years of follow-up for the two hepatic carcinomas and the bleeding, respectively.” with the following “The complications observed were 2 HCC and one bleeding from esophageal varices. All of the three patients who developed complications had pre-treatment cirrhosis. The two patients who developed HCC were both male, aged 61 and 65 years old,  respectively, at the time of complication; and the last one died from liver-related causes. The patient who developed esophageal bleeding was a female, aged 66 at the time of complication. The complication occurred after 5, 9 and 17 years of follow-up for the two hepatocellular carcinoma and the bleeding, respectively.” (Results section, page 9, lines 21-27).
5. “Although  there  is  no  universal  parameter  to  define  fibrosis  regression”,  how  was regression  of  fibrosis  determined  in  this  study,  especially  when  comparing  liver  stiffness  by  non-invasive  TE  at  the  end  of  follow-up  to  baseline  biopsy  results?  Was  it  by  comparing  Metavir  score?  Besides,  what  is  the  exact  number  of  cases  with  fibrosis  regression?  It  is  better  to  add  a  column  in  Table  4  describing  the  number  of  cases  with  fibrosis  regression  in  each  row.

Metavir score was used to evaluate fibrosis at basal time and the corresponding value of liver stiffness was calculated. This value was compared with the value of liver stiffness at the end of follow-up. A second biopsy was not performed for ethical reasons (study conducted in real practice).
The exact number of patients with fibrosis regression was added in table 2. 
6. The  range  of  follow-up  in  RESULTS  was  2-19.9  years,  but  in  DISCUSSION,  2-19.8  years.  Please  check  the  numbers.
The correct range of follow-up was 2-19.9 years and it has been corrected in the Discussion section, page 11, line 6. 
7. Several  parts  of  the  DISCUSSION  repeatedly  describe  result  details

The discussion section have been modified according the suggestion of referees, in order to make it more intuitive and less repetitive as suggested.
8. The  manuscript  needs  language  polishing,  e.g.  consistent  use  of  decimal  points;  punctuation  mark,  especially  a  full  stop  after  a  sentence  or  reference;  appropriate paragraphing;  word  spelling,  e.g.  “Before  treatment  21  patients  had  normal  ALT  values  and  129/150  (86%)  had  elevated  ALT  valus....  Seven  patients  had  a  diagnosis  of thyreopathy...  two  had  a  co-infection  of  hepatits  B  (HBV)”,  “...they  were  examined  further  by  computed  tomography,  magnetic  resonance  imaging,  artheriography  or  hepatic  biopsy...”,  hepatits  in  Table  1,  FO  and  C1linical  cirrhosis  in  Table  4,  etc.
Done.

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

Sincerely yours,
Prof. Filomena Morisco
Chair of Gastroenterology
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e-mail: filomena.morisco@unina.it 
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