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[bookmark: _Toc117494057]Table S1. Publications reporting on risk models with DNA, RNA or methylation markers. 
	Author, year
	Stool DNA, RNA, or methylation markers
	
	
	
	Other variables

	
	BMP3
	NDRG4
	KRAS
	Beta-actin
	Vimentin
	TFPI2
	PHACTR3
	miR-421
	miR-27a-3p
	Septin9
	PI3KCA
	BRAF
	FIT
	Hb
	Age
	Sex

	Bosch (2012)
	
	
	
	
	
	
	●
	
	
	
	
	
	●
	
	
	

	Ahlquist (2012)12
	●
	●
	●
	●
	●
	●
	
	
	
	
	
	
	
	●
	
	

	[bookmark: _GoBack]Ahlquist (2012)13
	●
	●
	●
	●
	●
	●
	
	
	
	
	
	
	
	●
	
	

	Lidgard (2013)
	●
	●
	●
	●
	
	
	
	
	
	
	
	
	●
	
	
	

	Imperial (2014)
	●
	●
	●
	●
	
	
	
	
	
	
	
	
	●
	
	
	

	Redwood (2016)
	●
	●
	●
	●
	
	
	
	
	
	
	
	
	●
	
	
	

	Bosch 
(2019)
	●
	●
	●
	●
	
	
	
	
	
	
	
	
	
	●
	
	

	Duran-Sanchon (2020)
	
	
	
	
	
	
	
	●
	●
	
	
	
	●
	
	●
	●

	Eckmann (2020)
	●
	●
	●
	●
	
	
	
	
	
	
	
	
	●
	
	
	

	Anderson (2021)
	●
	●
	●
	●
	
	
	
	
	
	
	
	
	●
	
	
	

	Duran-Sanchon,
(2021)
	
	
	
	
	
	
	
	●
	●
	
	
	
	●
	
	●
	●

	Ebner (2021)
	●
	●
	●
	●
	
	
	
	
	
	
	
	
	●
	
	
	

	Mo (2021)
	●
	●
	●
	
	
	
	
	
	
	●
	●
	●
	●
	
	
	


Hb: hemoglobin, FIT: fecal immunochemical test.
[bookmark: _Toc117494058]Table S2. Publications reporting on risk models with clinical risk factors.
	Author, year
	Clinical risk factors
	
	Other variables

	
	Smoking
	BMI
	Family history of CRC
	Calcium
	Diabetes
	Previous screening participation

	
	FIT
	Hb
	Age
	Sex

	Omata (2011)
	
	●
	
	
	
	
	
	●
	
	●
	●

	Stegeman (2014)
	●
	
	●
	●
	
	
	
	●
	
	●
	●

	Auge (2014
	
	
	
	
	
	
	
	●
	
	●
	●

	Cooper (2018)
	
	
	
	
	
	●
	
	●
	
	●
	●

	Van de Veerdonk (2017)
	
	
	
	
	
	
	
	●
	
	●
	●

	Park (2019)
	●
	
	
	
	●
	
	
	●
	
	●
	●

	Kortlever (2021)
	
	
	
	
	
	
	
	●
	
	●
	●

	Soonklang (2021)
	●
	●
	
	
	
	
	
	●
	
	●
	●







[bookmark: _Toc117494059]Table S3. Publications reporting on risk models with protein markers. 
	Author, year
	Protein markers
	
	
	Other variables

	
	C3
	S100A8
	S100A9
	S100A12
	TIMP-1
	Haptoglobin

	SerpinF2
	
	
	FIT
	Hb
	Age
	Sex

	Karl (2008)
	
	
	
	●
	●
	●
	
	
	
	
	●
	
	

	Kim 
(2014)
	
	
	●
	
	
	
	
	
	
	●
	
	●
	

	De Klaver (2021)
	
	●
	●
	
	
	
	●
	
	
	
	●
	
	
















[bookmark: _Toc117494060]Table S4. Publications reporting on risk models with microbial markers. 
	Author, year
	Microbial markers
	
	
	Other variables

	
	Fn
	Cs
	Ch
	Lachnoclo-stridium spp
	Bc
	Other microbial 
markers
	FIT
	Modified APCS score

	Baxter 
(2008)
	
	
	
	
	
	●
	
	
	●
	

	Wong 
(2017)
	●
	
	
	
	
	
	
	
	●
	

	Xie 
(2017)
	
	●
	
	
	
	
	
	
	●
	

	Liang 
(2019)
	●
	
	●
	●
	●
	
	
	
	●
	

	Zhang 
(2021)
	
	
	
	
	
	●
	
	
	●
	●


Fn = Fusobacterium nucleatum; Cs = Clostridium symbiosum; Ch = Clostridium hathewayi; Bc = Bacteroides clarus; APCS = Asia-Pacific Colorectal Screening


[bookmark: _Toc117494061]Search strategy
	Pubmed

	#
	Searches

	1
	("Colorectal Neoplasms"[Mesh]  OR "Colonic Diseases/diagnosis"[Mesh] OR colorectal cancer*[tiab] OR colonic lesion*[tiab] OR advanced colorectal neopla*[tiab] OR  advanced colorectal adenoma*[tiab] OR advanced adenoma*[tiab] OR colorectal advanced neoplas*[tiab]) 

	2
	("Mass Screening"[MeSH] OR "Early Detection of Cancer"[Mesh] OR screening[tiab] OR detect*[tiab])

	3
	("Models, Statistical"[Mesh] OR "Models, Theoretical"[Mesh] OR "Risk Factors"[Mesh] OR "Risk Assessment"[Mesh:NoExp] OR model*[tiab] OR scoring[tiab] OR score*[tiab]  OR risk stratification[tiab] OR risk profiling[tiab] OR risk factor*[tiab] OR diagnostic algorithm*[tiab] OR prediction rule*[tiab] OR precision screening*[tiab] OR validation[tiab])

	4
	("Feces/chemistry"[Mesh] OR "Feces/diagnosis"[Mesh] OR  "Feces/genetics"[Mesh] OR  "Feces/immunology"[Mesh] OR  "Feces/metabolism"[Mesh] OR  "Feces/microbiology"[Mesh]  OR fecal immunochemical test*[tiab] OR faecal immunochemical test*[tiab] OR fecal immuno  chemical test*[tiab] OR faecal immuno chemical test*[tiab] OR FIT[tiab] OR occult blood[tiab])


	5
	1 AND 2 AND 3 AND 4

	6
	(("Animals"[Mesh] OR "Animal Experimentation"[Mesh] OR "Models, Animal"[Mesh] OR rat[tiab] OR rats[tiab] OR mice[tiab] OR mouse[tiab] OR dog[tiab] OR dogs[tiab] OR pig[tiab] OR pigs[tiab] OR cow[tiab] OR cows[tiab] OR monkey[tiab] OR monkeys[tiab]) NOT ("Humans"[Mesh] OR human*[tiab]))


	7
	("Letter" [Publication Type] OR "Editorial" [Publication Type] OR "Comment" [Publication Type] OR  letter[ti] OR  comment[ti] OR  editorial[ti])

	8
	6 OR 7

	9
	5 AND 8








	Embase (Ovid)

	#
	Searches
	Results

	1
	colorectal cancer/ or colorectal carcinoma/ or (colorectal cancer* or colonic lesion*).ti,ab,kw. or (advanced adj3 (neoplas* or adenom* or colorectal cancer*)).ti,ab,kw.
	205628

	2
	screening/ or antibody screening/ or cell screening/ or dna screening/ or high throughput screening/ or exp mass screening/ or rescreening/ or screening test/ or early cancer diagnosis/ or cancer screening/ or (screening or detect*).ti,ab,kw.
	3624020

	3
	theoretical model/ or scoring system/ or cancer risk/ or risk assessment/ or risk factor/ or (model* or scoring or score* or risk stratification or diagnostic algorithm* or prediction rule* or precision screening* or risk profiling or validation or risk factor*).ti,ab,kw.
	6371644

	4
	exp feces analysis/ or occult blood/ or (fecal immunochemical test* or faecal immunochemical test* or fecal immuno chemical test* or faecal immuno chemical test* or FIT or occult blood).ti,ab,kw.
	204287

	5
	1 and 2 and 3 and 4
	2938

	6
	limit 5 to conference abstract status
	670

	7
	5 not 6
	2268

	8
	(exp animal/ or exp animal experiment/ or exp animal model/ or (rat or rats or mice or mouse or dog or dogs or pig or pigs or cow or cows or monkey or monkeys).ti,ab,kw.) not human/
	5979118

	9
	7 not 8
	2255

	10
	editorial/ or letter/ or (letter or comment or editorial).ti.
	1736029

	11
	9 not 10
	2121






	Cochrane Central Register of Controlled Trials

	#
	Searches
	Results

	1
	(colorectal neoplasm* or advanced colorectal neopla* or advanced colorectal adenoma* or advanced adenoma* or colorectal cancer or colorectal advanced neoplas* or colonic lesion*):ti,ab,kw
	15478

	2
	(screening or detect*):ti,ab,kw
	125377

	3
	MeSH descriptor: [Mass Screening] explode all trees
	3702

	4
	MeSH descriptor: [Early Detection of Cancer] explode all trees
	1080

	5
	#2 or #3 or #4
	125385

	6
	(Statistical model* OR theoretical model* OR risk assessment OR model*  OR scoring  OR score*   OR risk stratification  OR diagnostic algorithm*  OR prediction rule*  OR precision screening*  OR risk profiling  OR validation  OR risk factor):ti,ab,kw
	401010

	7
	MeSH descriptor: [Fecal Microbiota Transplantation] explode all trees
	36

	8
	(fecal immunochemical test* or faecal immunochemical test* or fecal immuno chemical test* or faecal immuno chemical test* or FIT or occult blood):ti,ab,kw
	12064

	9
	#7 or #8
	12100

	10
	#1 and #5 and #6 and #9 in Trials
	285




