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	TITLE 
	

	Title 
	1
	Clinical and pathological characteristics of amoxicillinassociated hemorrhagic colitis
	1

	ABSTRACT 
	

	Structured summary 
	2
	Background and objective: Amoxicillin is an antibiotic with various benefits for patients. However, adverse reactionssometimes occur, and the clinical misdiagnosis rate is highbecause some clinicians have limited knowledge regarding this drug. Combined with literature review, this study explores theclinical pathological features of hemorrhagiccolitis caused by amoxicillin to improveits diagnosis and treatment. 

Methods: “Amoxicillin”, “hemorrhagiccolitis”, “antibioticassociated colitis (AAC) ”, “antibioticassociated hemorrhagic colitis (AAHC) ”were used as the index words to retrieve Pubmed, EMbase, Wanfang Database and Chinese national knowledge infrastructure (CNKI). Related articles were then selected and combined with thepatient information obtained from our department to complete the clinical pathological files.To summarize the clinicopathological data, diagnosis, treatmentof the disease.

Results: A total of 19 articles were included in the study. Patients may have abdominal pain, bloody stools or blood in the stool, but generally no anemia.The laboratory tests for hemoglobin (HGB) and erythrocyte sedimentation rate (ESR) are normal, andC-reactive protein (CRP) is often elevated. Abdominal ultrasound and computed tomography (CT) findings revealed that the intestinal wall wasthickened and presented edema, and some partsexhibited peritoneal effusion.Upper gastrointestinal endoscopy usually has no bleeding changes. A colonoscope was used to reveal the mucosal erosion, mainly found on the right hemicolon and this finding was consistent with acute colitis. The pathology is consistent with acute hemorrhagic colitis.The symptoms were relieved after drug withdrawal and principally with supportive treatment. The patient’s gastrointestinal symptoms usually did not recur.
Conclusion: Patients with acute colitis caused by amoxicillingenerally experienced abdominal cramps and bloody stools, but treatment response was good, and follow-up monitoring revealed norecurrence. The history of antibiotic therpy and early total colonoscopy examination are important to establish the correct diagnosis. Klebsiella oxytoca (K. oxytoca) were cultured in fourteen cases, which is described as a causative organism for AAHC.

	1

	INTRODUCTION 
	

	Rationale 
	3
	Our study explores the clinical pathological features of hemorrhagiccolitis caused by amoxicillin. Klebsiella oxytoca (K. oxytoca) were cultured in fourteen cases(27.4%), which is described as a causative organism for AAHC
	1-2

	Objectives 
	4
	Participants: the patient was finally diagnosed with hemorrhagic colitis

Interventions: treat with amoxicillin oramoxicillin-related drugs.
Comparisons: NO
Outcomes: hemorrhagic colitis
Study design: retrospective study
	1-2

	METHODS 
	

	Protocol and registration 
	5
	no 
	1-2

	Eligibility criteria 
	6
	Studies were included in this review if the following conditions were met:The patient was finally diagnosed with hemorrhagic colitis after treatment with amoxicillin oramoxicillin-related drugs and had detailed clinical and pathological data that could be extracted. 
	3

	Information sources 
	7
	The selected databases including PubMed, EMBASE, Wan Fang and Chinese National Knowledge Infrastructure(CNKI) databases were searched to select the suitable literature related to amoxicillin and related drugs induced hemorrhagic colitis.The search was began in setting up the literature database and ended in April 2019. we tried to trace the references that had been incorporated into the literature and manually retrieve the relevant conference proceedings to identify potential informations that was not retrieved. Unpublished literature was not retrieved.
	3

	Search 
	8
	The search strategy included the following terms: “amoxicillin”, “amoxicillin clavulanate potassium”, “hemorrhagic colitis”, “antibiotic-associated hemorrhagic colitis”. The search language was limited to English. Corresponding Chinese characters were used in Chinese database.
	3-4

	Study selection 
	9
	
[image: image3.jpg]



Flow chart of the selection process of studies for inclusion in this review

	3-4

	Data collection process 
	10
	The following information was extracted from the literature: title, first author names, the year of publication, country, symptoms and signs, accompanying symptoms and laboratory, gastrointestinal and imaging examinations, treatment plan and follow-up information, combined with the clinical data of one patient admitted to our department and clinical characteristics of the disease. All included literature was examined by two reviewers. If any differences arose, then the final results decided through a discussion, or consultation with a third reviewer.
	3-4

	Data items 
	11
	19 articles were included in the study, and the basic characteristics of the included articles were shown in Table S1 and S2.
	4

	Risk of bias in individual studies 
	12
	We used the Cochrane Collaboration's tool for assessing risk of bias.
	

	Summary measures 
	13
	The basic characteristics of the included articles were shown in Table S1 and S2. 
	

	Synthesis of results 
	14
	We just investigate the clinical characteristics of the included articles.
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	Risk of bias across studies 
	15
	Selection bias and attrition bias. 
	

	Additional analyses 
	16
	Not applicable. 
	

	RESULTS 
	

	Study selection 
	17
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	Study characteristics 
	18
	19 articles were included in the study, and the basic characteristics of the included articles were shown in Table S1 and S2. 
	

	Risk of bias within studies 
	19
	Detection bias and repotrting bias. 
	

	Results of individual studies 
	20
	Those were shown in Table S1 and S2. 
	

	Synthesis of results 
	21
	Not applicable.
	

	Risk of bias across studies 
	22
	Performance bias.
	

	Additional analysis 
	23
	Not applicable. 
	

	DISCUSSION 
	

	Summary of evidence 
	24
	Not applicable. 
	

	Limitations 
	25
	First, all the studies included in meta-analysis were retrospective studies, which probably caused selection bias. 

Second, publication bias must be considered as published studies were included.
	7-9

	Conclusions 
	26
	Patients with acute colitis caused by amoxicillingenerally experienced abdominal cramps and bloody stools, but treatment response was good, and follow-up monitoring revealed norecurrence. The history of antibiotic therpy and early total colonoscopy examination are important to establish the correct diagnosis. Klebsiella oxytoca (K. oxytoca) were cultured in fourteen cases, which is described as a causative organism for AAHC.
	7-9

	FUNDING 
	

	Funding 
	27
	Not applicable. 
	9
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