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Dear Editor-in-Chief Christoph-Thomas Germer, 
We have now submitted our manuscript: ”Appendicolith appendicitis is clinically  complicated acute appendicitis – is it histopathologically different from uncomplicated acute appendicitis?” for consideration to be published in Internal Journal of Colorectal Disease. Acute appendicitis is one of the most common causes of abdominal pain in emergency departments. Acute uncomplicated and complicated appendicitis are epidemiologically and clinically different disease entities1 also supporting the idea of a different pathophysiology and prognosis.  The majority (70-80%) of cases are uncomplicated. In recent years, there has been increasing evidence from randomized trials and meta-analyses indicating that patients with uncomplicated acute appendicitis can be treated safely and efficiently with antibiotics. Our recent five-year results of our APPAC trial further support the notion that antibiotic treatment alone is a safe alternative to appendectomy for uncomplicated acute appendicitis also at long-term follow-up (Salminen et al., JAMA 2018; 320:1259-1265, 1- year results Salminen et al. JAMA 2015; 313:2340-2348). 
The presence of an appendicolith has been identified as an independent prognostic risk factor for treatment failure in non-operative treatment of uncomplicated acute appendicitis and it has also been shown to be associated with appendiceal perforation. Appendicolith appendicitis is the most common form of complicated appendicitis recognized such only during the last century. However, despite these clinical findings indicating the important role of an appendicolith in developing of complicated acute appendicitis, little is known about possible histopathological differences between uncomplicated acute appendicitis and acute appendicitis presenting with an appendicolith.  
The aim of our study was to assess these histopathological differences by using a prospective cohort including patients with either computed tomography (CT) confirmed uncomplicated acute appendicitis enrolled in the surgical treatment arm of the randomized APPAC trial or patients with CT-verified complicated acute appendicitis presenting with an appendicolith excluded from the APPAC trial.  To our knowledge, there are no other studies available assessing these histopathological differences between these two epidemiologically and clinically different forms of acute appendicitis.
 The results of our study further confirm the classification of appendicolith appendicitis as complicated acute appendicitis. Appendicolith appendicitis should be assessed by both surgeons and pathologists documenting the appendicolith, and positive cases should be sampled to verify the process due to different etiology and possible differences in the outcomes of uncomplicated acute appendicitis and acute appendicitis presenting with an appendicolith.  
We hereby state that this work has not been published or accepted for publication, and is not under consideration for publication in another journal. Submission for publication has been approved by all authors. All of the listed authors fulfill the required authorship conditions stated in the journal’s policy.  The received funding is described in detail on the title page of the manuscript and the sources of funding do not cause any conflict of interest.  
We hope that our manuscript could be considered for publication in Your distinguished journal.
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