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Nice paper. Authors must discuss better the role of biopsy to avoid these mutilating

procedures in the majority of patients.

RESPONSE:

We thank the Reviewer for his/her comments. In the Discussion, we had previously
described the shortcomings of intraoperative frozen-section analysis to try to
differentiate XGC from GBC, in cases where doubt might exist preoperatively:

1) Gallbladder carcinoma may be simultaneously present in up to a third of cases of XGC
and, due to sampling error, may be missed on perioperative biopsy and only found on
definitive analysis of the surgical specimen (see Kwon ] Gastroenterol 2007, Ueda ]
Nippon Med Sch 2011, Yabanoglu Eur Rev Med Pharmacol Sci 2014, Deng World ]
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Gastroenterol 2015).

2) In order to biopsy the mucosa, the gallbladder needs to be opened. Cutting across the
mucosa of a potentially cancerous gallbladder, however, runs the risk of disseminating
cancerous cells.

3) Retrospective case reports and series of XGC that describe opening and biopsying the
gallbladder mucosa are biased in that they only describe the cases that were ultimately
benign but do not describe the cases in which an ultimately cancerous gallbladder was
opened (and if doing so resulted in tumor dissemination, for example).

When preoperative studies are highly suggestive for XGC, the best option is to perform
simple cholecystectomy without opening the gallbladder intraoperatively. Contiguous
organ involvement may necessitate performing more extensive resection, however, even
when it is known preoperatively that the underlying disease process is entirely benign.
The three cases presented in our series were rather complex, due to the presence of
widely infiltrative hilar masses with vascular affectation and retrograde biliary dilatation
and jaundice (“xanthogranulomatous choledochitis”), and the surgeries that were
performed were necessary to remove the masses and adequately relieve biliary
obstruction. This clarification has been added to the text of the manuscript.

Regarding the language of the manuscript, the second author (AJH) is a native speaker
of English (originally from the United States) and has extensively reviewed the language
and grammar once again to look for any previously undetected errors. However, if the
Reviewer continues to note flaws in the text, we would appreciate that he/she list them
specifically in order that we might rectify them.
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Congratulations on good work and well written article.
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