To,

The Editor-in-Chief

Annals of Gastroenterology

Respected sir,

We thank you for the considering our manuscript for editorial review as well as for the prompt response to manuscript submission. We have gone through the criticisms and concerns of both of the reviewers. Some of the available negative investigations were not included in the initial manuscript due to constraints in word counts. However the reviewers seem to be interested to know the details of all investigations. Hence we had revised the manuscript to incorporate those investigations as well. Most of the modifications suggested by the reviewers have been accepted and appropriate modifications were made in the manuscript. A detailed point to point explanation to the concerns and queries of the reviewers are also included herein.   

The manuscript is uploaded as a single file in the following sequence:

1. Explanation to the queries and concerns of reviewers

2. Title page

3. Abstract and Keywords

4. Manuscript proper including references (Revised version)
Explanation to the queries and concerns of reviewers

Reviewer A:

1. The definition of SBP in the Abstract and Introduction sections is not correct.

The definition has been changed. The currently mentioned definition is adopted from the AASLD guidelines “Management of Adult Patient with Ascites Due to Cirrhosis” published in Hepatology March 2004 (Bruce A. Runyon). Same definition is quoted in Sleisinger and Fordtans Gastrointestinal and Liver Disease (9th edition)

2. English should be improved, e.g. “Though SBP usually occurs in a
background of cirrhosis; it affects rarely patients without cirrhosis
also”
We have revised the manuscript and tried our level best to improve the language. Hope it is acceptable now.
3. A diagnosis of secondary peritonitis is probable when at least two of the Runyon’s criteria are present: glucose level < 50 mg/dL; protein concentration > 10 g/L; or lactate dehydrogenase > 225 mU/mL. Were these determinations performed?
Complete ascitic fluid analysis was done for both patients. All normal results were not included in the initial manuscript because of constraints in the number of words. 
Patient 1: Ascitic fluid TC 2400 cells/mm3, PMN 1680 cells/mm3, total protein 1.9gm/dl, albumin 0.8gm/dl (SAAG 2.3), glucose 87mg/dl, LDH 160U/L and triglyceride 38mg/dl. 

Patient 2:  Ascitic fluid TC 1600 cells/mm3, PMN 1472 cells/mm3, total protein 2.5gm/dl, albumin 1.4gm/dl (SAAG 1.9), glucose 65mg/dl, LDH 120U/L, triglycerides 45mg/dl.

Both patients had normal ascitic fluid amylase and ADA levels.   

4. When secondary peritonitis is suspected, an abdominal computerized
tomography should be performed. US may not be enough sensitive for the
diagnosis perforation or inflammation of an intra-abdominal organ.
For the first patient CECT was not performed. CECT of the abdomen was performed during hospital stay in the second patient and same didn’t reveal any free air nor any organ specific inflammation. USG abdomen and X ray abdomen was performed for both patients. US reports have been mentioned in the manuscript. X ray abdomen was normal in both the patients. Serum amylase and lipase values were normal in both patients ruling out pancreatitis with reasonable certainty. Ascitic fluid SAAG was high in both patients which is uncommon in secondary peritonitis. Ascitic fluid glucose, LDH and amylase were also normal in both cases; these findings are also against the possibility of secondary bacterial peritonitis. Ascitic fluid culture in secondary bacterial peritonitis tends to be polymicrobial unlike in our cases where it was monomicrobial, again favoring the diagnosis of SBP. The prompt response to medical treatment without any surgical interventions also favors the possibility of SBP rather than secondary bacterial peritonitis.      
5. Diagnosis of SBP is based on the demonstration of an absolute number of polymorphonuclear cells in ascitic fluid equal to or greater than 250/mm. Bacteriological cultures may be negative.
Both of our patients fulfilled the criteria for SBP (Polymorphonuclear count >250/cmm and a positive monomicrobial ascitic fluid culture)
6. Abbreviations should be spelled out in the text on the first use.
We are sorry for the error. Appropriate corrections are made in the manuscript

Reviewer B:

1. The authors do not mention the cause of EHPVT in both cases.
Both patients were previously evaluated for antiphospholipid antibodies (APLA), protein C, protein S, antithrombin 3 deficiencies and factor V Leiden and prothrombin gene mutations, but all these investigations were non contributory. Published studies on   EHPVO with onset in early age demonstrate that 90% of cases are idiopathic in India. (Poddar U, Thapa BR, Singh K. Endoscopic sclerotherapy in children: experience with 257 cases of extrahepatic portal venous obstruction. Gastrointest Endosc. 2003;57:683–6.) No specific cause could be identified in our patients although the possibilities like umbilical infection or sepsis during infancy cannot be ruled.    

2. How sure are the authors that patients did not develop cirrhosis during all time elapsing from diagnosis to the present admission. Do they have a biopsy? Do they have imaging results or elastography excluding cirrhosis?
USG abdomen with Doppler study was done for both patients and it did not show any features to suggest cirrhosis of liver. The first patient had an MRI with MRCP done for evaluating portal biliopathy as part of a clinical trial protocol two months after the episode of SBP but had no features to suggest cirrhosis. CECT abdomen was done for the second patient which did not show evidence of cirrhosis of liver. However liver biopsy and elastography was not done for the patients. The LFT and prothrombin time were normal in both patients pointing to an apparently normal liver function. In spite of the presence of ascites, both patients had no pedal edema or other stigmata of chronic liver disease nor did they develop any hepatic encephalopathy after gastrointestinal bleed indicating preserved liver functions. To the best of our knowledge both patients lack clinical, laboratory or imaging features to suggest cirrhosis of liver. With the available data it seems fair to exclude the possibility of underlying cirrhosis. We agree that liver biopsy was not done in both cases.
3. Transient ascites in EHPVT is actually well documented but the timing is wrong. Ascites commonly becomes evident in the acute phase of EHPVT and disappears thereafter. Both patients had developed ascites many decades after first diagnosis of EHPVT and one of them had distended abdomen. Ascites in EHPVT is usually mild.
Transient ascites develops in upto 13% of patients with EHPVO, more common in adults than children and is often associated with GI bleed or surgery. Both of our patients developed ascites in relation with GI bleed. Ascites was also transient in both patients; both patients are under regular follow up and they did not have any recurrence of ascites thereafter. This phenomenon has been reported in literature (Sarin SK, Aggarwal SR. Idiopathic portal hypertension. Digestion 1998;59: 420-423). Ascites has also been reported in EHPVO by Webb (1979) and Rangari (2003). Very often ascites is mild but rarely large and even intractable ascites in the absence of hepatic dysfunction has been described in literature (Ref: Extra Hepatic Portal Venous Obstruction in Children. Narendra K. Arora and Manoja K. Das. The INCLEN Trust International, New Delhi, India; http://www.intechopen.com)
