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Prognostic accuracy and clinical impact data extraction tables
IBDX
	Item
	Details

	Section 1: Reviewer and study information

	Reviewer name
	Sam Barton

	Study ID (Author name, year)
	Harrell 20101

	Study details (journal, year, volume, page range)
	Gastroenterology, 2010, 138, (5), S529

	Type of report (full paper/only abstract/conference abstract)
	Conference abstract

	Section 2: Study information

	Location and number of sites
	US patient cohort.

	Study sponsor
	Not reported.

	Conflicts of interest
	Not reported.

	Patient enrolment (how patients were enrolled, and date to date of enrolment)
	Tertiary IBD centre.

	Study design (e.g., RCT, cross-over RCT)
	Unclear.

	Study duration (including any period of follow-up)
	Unclear.

	Inclusion criteria
	People with CD.

Disabling disease was defined as at least one of the following criteria:
a) >2 courses of steroids and/or dependence on steroids;
b) surgery for an inflammatory mass, intra-abdominal abscess or intestinal fistula;
c) >1 surgical bowel resection within 5 years for intestinal stricture or clinical bowel obstruction;
d) perianal abscess or fistula requiring surgery;
e) intestinal cancer.

Complicated disease behaviour defined as intestinal fistula and/or stricture.

	Exclusion criteria
	Not reported.

	Subgroups evaluated
	Not reported.

	Definition of response
	Not reported.

	Definition of remission
	Not reported.

	Test
	IBDX

	Number in study, N
	172
124 (72.5%) of patients had disabling disease based on definition,
113 (66.1%) of patients had complicated disease behaviour and/or need for surgery.

Unclear whether number of people in each category is at baseline or during follow up.

	Withdrawals, n (%)
	Not reported.

	Details of follow-up for development of severe course of CD
	Not reported.

	Duration/length of follow-up for development of severe course of CD (mean, with SD/SE if given. If no mean presented, median values with ranges)
	Not reported.

	Baseline patient characteristics
	IBDX

	Mean age, (with SD/SE if given), years (range)
	Not reported.

	Sex (M/F), n (%)
	Not reported.

	Ethnicity, n (%)
	Not reported.

	Disease duration (months)
	Not reported.

	Disease location
	Not reported.

	L1 (ileum)
	Not reported.

	L2 (colon) 
	Not reported.

	L3 (ileum + colon)
	Not reported.

	L4 (upper digestive tract)
	Not reported.

	Predictors of disabling CD
	Not reported.

	Age <40 y
	Not reported.

	Corticosteroid use
	Not reported.

	Perianal lesions
	Not reported.

	Smoking
	Not reported.

	Current 
	Not reported.

	Former
	Not reported.

	Never
	Not reported.

	Perianal examination
	Not reported.

	No lesion
	Not reported.

	Skin tags
	Not reported.

	Fissure or ulcer
	Not reported.

	Simple fistula
	Not reported.

	Complex fistula
	Not reported.

	CDAI score
	Not reported.

	HBI score
	Not reported.

	IBDQ
	Not reported.

	Haemoglobin concentration (g/dL)
	Not reported.

	C-reactive protein concentration (mg/L)
	Not reported.

	Albumin (g/L) 
	Not reported.

	Section 3: Outcomes

	Outcome
	Definition

	Prognostic accuracy 
	Not reported.

	Prognostic yield (number of diagnoses of severe versus non-severe course of Crohn’s disease)
	Not reported.

	Time to test result
	Not reported.

	Number of test failures
	Not reported.

	Number of inconclusive test results
	Not reported.

	Percentage of people for whom early treatment with biologics was offered (‘top-down’) by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates and duration of response and remission by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates and duration of flare-ups and/or relapses by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates and duration of corticosteroid-free remission by subgroup of severe versus non-severe course of disease
	Not reported.

	Cumulative corticosteroid exposure by subgroup of severe versus non-severe course of disease
	Not reported.

	Measures of mucosal healing by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates of and time to treatment escalation by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates of and time to hospitalisation by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates of and time to surgical intervention by subgroup of severe versus non-severe course of disease
	Need for surgery.

	Rates of and time to serious complication (e.g., obstruction, intestinal ulcers, fistula, anal fissure) by subgroup of severe versus non-severe course of disease
	Complicated disease behaviour.

	Composite outcomes formed of hospitalisation, surgery or serious complication (obstruction, intestinal ulcers, fistula, anal fissure) by subgroup of severe versus non-severe course of disease
	Data reported on associations between titres of individual markers and disabling disease.

	Adverse effects of treatment
	Not reported.

	Health-related quality of life by subgroup of severe versus non-severe course of disease
	Not reported.

	Section 4: Data extraction form

	Outcome
	IBDX

	Prognostic test accuracy

	
	N
	N

	
	
	

	Clinical outcomes

	Dichotomous outcomes

	
	N
	N

	Disabling disease course
	124
	Increased titres of anti-L and ACCA were associated with disabling disease course, (p=0.0006 and p=0.0367, respectively).

	Complicated disease behaviour and/or need for surgery
	113
	Elevated titres of ACCA, gASCA IgG, gASCA IgA, Anti-C and Anti-L were all significantly associated with complicated disease behaviour and/or need for surgery (p=0.0022, <0.0001, <0.0001, 0.0003, and 0.0002, respectively).

	Complicated disease behaviour and/or surgery
	113
	Increasing number of positive antibodies was significantly associated with complicated disease behaviour and/or surgery (OR 3.3, 95% CI not reported; p=0.0005).

	Continuous outcomes

	
	Time-frame
	Mean
	SD/SE
	N

	
	
	
	
	

	Time to event outcomes

	
	Time-frame
	HR
	95% CI
	p value

	
	
	
	
	

	Section 5: Additional comments

	Additional comments
	

	Further information that could be requested from authors
	Are the results of this study published in full elsewhere?

	Abbreviations: CD, Crohn’s disease; CDAI, Crohn’s disease Activity Index; CI, confidence interval; HRQoL, health-related quality of life; IBDQ, Inﬂammatory Bowel Disease Questionnaire score; n, number of patients with the outcome; N, number of patients assessed; OR, odds ratio; RCT, randomised controlled trial; SD, standard deviation; SE, standard error.



	Item
	Details

	Section 1: Reviewer and study information

	Reviewer name
	Sam Barton

	Study ID (Author name, year)
	Paul 20152

	Study details (journal, year, volume, page range)
	J Crohn’s Colitis, 2015, 9, (6), 445–451

	Type of report (full paper/only abstract/conference abstract)
	Full paper

	Section 2: Study information

	Location and number of sites
	Department of Gastroenterology of Saint-Etienne’s University Hospital, France.

	Study sponsor
	None

	Conflicts of interest
	None for most authors. One author had received fees from Merck for lecturing and acting as a consultant.

	Patient enrolment (how patients were enrolled, and date to date of enrolment)
	Consecutive in- and out-patients with IBD were enrolled between September 2009 and October 2010.

	Study design (e.g., RCT, cross-over RCT)
	Cross-sectional study.

	Study duration (including any period of follow-up)
	Not applicable

	Inclusion criteria
	Confirmed diagnosis of IBD for more than 1 year were enrolled.
The diagnosis of IBD was assessed on common endoscopic and histological evidences of the disease, according to the Lennard-Jones criteria.
For CD, disease activity was assessed using the CDAI.

	Exclusion criteria
	Those with indeterminate colitis.

	Subgroups evaluated
	Those with severe CD.

	Definition of response
	Not reported.

	Definition of remission
	Not reported.

	Test
	IBDX

	Number in study, N
	195 (107 with CD and 88 with UC)

	Withdrawals, n (%)
	Not applicable.

	Details of follow-up for development of severe course of CD
	68 people with CD met criteria for severe disease, defined as:
Uncontrolled active disease requiring adjunction of biotherapy with anti-TNF after failure with conventional immunosuppressant 
Two or more IBD-related previous surgeries or bowel resection longer than 70 cm,
Concomitant active perianal disease with complex fistulas or spread bowel disease (spread bowel disease was defined regarding a length of small bowel higher than 50 cm with a damage of diffuse jujenal injury).

	Duration/length of follow-up for development of severe course of CD (mean, with SD/SE if given. If no mean presented, median values with ranges)
	Not applicable.

	Baseline patient characteristics
	IBDX

	Median age (interquartile range), years
	At inclusion: 41.3 (20 to 101)
At diagnosis: 32.9 (9 to 84)

	Sex (M/F), n (%)
	Male: 50/107 (46.7%); Female: 57/107 (53.3%)

	Ethnicity, n (%)
	Not reported.

	Median disease duration at inclusion (interquartile range), years
	9.4 (1 to 44)

	Disease location, n (%)
	

	L1 (ileum)
	14 (19%)

	L2 (colon) 
	12 (15%)

	L3 (ileum + colon)
	52 (66%)

	L4 (upper digestive tract)
	Not reported.

	Disease behaviour, n (%)
	

	Non-stricturing and non-penetrating (B1)
	61 (58.7%)

	Stricturing (B2)
	28 (26.9%)

	Penetrating (B3)
	15 (14.4%)

	Perianal disease
	22 (21.2%)

	Predictors of disabling CD
	

	Age <40 y
	Not reported.

	Corticosteroid use
	First-line: 73 (68.2%)
Concomitant medications: 86 (80.4%) (steroid dependent: 74 [69.2%]; refractory: 18 [16.8%])

	Perianal lesions
	Not reported: perianal disease is reported.

	Smoking
	

	Current 
	42.1%

	Former
	Not reported.

	Never
	Not reported.

	Perianal examination
	

	No lesion
	Not reported.

	Skin tags
	Not reported.

	Fissure or ulcer
	Not reported.

	Simple fistula
	Not reported.

	Complex fistula
	Not reported.

	CDAI score
	Not reported.

	HBI score
	Not reported.

	IBDQ
	Not reported.

	Haemoglobin concentration (g/dL)
	Not reported.

	C-reactive protein concentration (mg/L)
	Not reported.

	Albumin (g/L) 
	Not reported.

	Section 3: Outcomes

	Outcome
	Definition

	Prognostic accuracy 
	Not reported.

	Prognostic yield (number of diagnoses of severe versus non-severe course of Crohn’s disease)
	Not reported, only data for individual antibodies or combination of a few reported.

	Time to test result
	Not reported.

	Number of test failures
	Not reported.

	Number of inconclusive test results
	Not reported.

	Percentage of people for whom early treatment with biologics was offered (‘top-down’) by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates and duration of response and remission by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates and duration of flare-ups and/or relapses by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates and duration of corticosteroid-free remission by subgroup of severe versus non-severe course of disease
	Not reported.

	Cumulative corticosteroid exposure by subgroup of severe versus non-severe course of disease
	Not reported.

	Measures of mucosal healing by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates of and time to treatment escalation by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates of and time to hospitalisation by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates of and time to surgical intervention by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates of and time to serious complication (e.g., obstruction, intestinal ulcers, fistula, anal fissure) by subgroup of severe versus non-severe course of disease
	Not reported.

	Composite outcomes formed of hospitalisation, surgery or serious complication (obstruction, intestinal ulcers, fistula, anal fissure) by subgroup of severe versus non-severe course of disease
	Not reported.

	Adverse effects of treatment
	Not reported.

	Health-related quality of life by subgroup of severe versus non-severe course of disease
	Not reported.

	Section 4: Data extraction form

	Outcome
	IBDX

	Prognostic test accuracy

	
	n
	N

	Positive for at least one anti-glycan Antibody
	70
(65.4%)
	107

	Differentiating severe from non-severe course of disease
	As reported
	The authors report that, using manufacturers’ cut-offs, they found that a significant number of patients with severe CD had positive ASCA and anti-glycan AMCA antibodies (n=32 and n = 35, respectively) when compared with the number of patients who had none of the predefined criteria of severity in their past medical history disease (n=8 and n=8, p=0.011 and p=0.003, respectively). In CD, ASCA and AMCA antibodies had the best validity for association with a non-severe course, stable from severe disease, with an AUC of 0.63 for ASCA and 0.65 for AMCA antibodies. On combining both antibodies, the authors obtained a better diagnostic precision with an AUC of 0.71.

	Differentiating severe from non-severe course of disease
	Unclear
	A titre of antibody higher than the threshold of 63 U/ml for ASCA, 50.7 U/ml for ACCA and 77.4 U/ml for AMCA antibodies was significantly associated with severe disease (OR 3.5: 95% CI; 1.37 to 9.2, p=0.0009; OR 2.8: 95% CI; 1.12 to 7.39, p=0.027; OR 4.3: 95% CI; 1.69 to 11.03, p=0.0022, respectively, for ASCA, ACCA, and AMCA antibodies). ASCA, ACCA, and AMCA antibodies were the best serological markers to diagnose severe CD with an AUC of 0.68 for ASCA, 0.66 for ACCA, and 0.68 for AMCA antibodies. The combination of the three antibodies [ASCA, ACCA, and AMCA] improved the diagnosis value associated with severe CD course with an AUC of 0.79.

	Clinical outcomes

	Dichotomous outcomes

	
	n
	N

	CD-related surgery
	NR
	Among all the panel of tested antibodies, only AMCA antibodies tended to be associated with higher risk of CD-related surgery with an odds of 2.1 (95% CI 0.8 to 5.1) but the level of significance was not reached (p=0.10).

	Continuous outcomes

	
	Time-frame
	Mean
	SD/SE
	N

	
	
	
	
	

	Time to event outcomes

	
	Time-frame
	HR
	95% CI
	p value

	
	
	
	
	

	Section 5: Additional comments

	Additional comments
	Clinical data analyses and serological assessments were performed in a blinded manner without knowledge of the patients’ diagnosis and medical history.
Study included a healthy control group [N=45] who were age- and gender-matched to IBD group. Consecutive healthy volunteers were selected from blood donors. Other than glucocorticosteroids, other first-line medications were anti-TNF therapy (1 [0.95%]), immunosuppressants (8 [7.5%]), and 5-ASA (25 [23.4%]).
Other concomitant medications were: anti-TNF therapy (19 [17.8%]), immunosuppressants (50 [46.7%]), IBD-related surgery (41 [38.3%]).

	Further information that could be requested from authors
	Are any other outcomes available?

	Abbreviations: ACCA, anti-chitobioside antibodies; AMCA, anti-mannobioside antibodies; ASA, aminosalicylate; ASCA, anti-Saccharomyces cerevisiae antibodies; AUC, are under curve; CD, Crohn’s disease; CDAI, Crohn’s disease Activity Index; CI, confidence interval; HRQoL, health-related quality of life; IBDQ, Inﬂammatory Bowel Disease Questionnaire score; n, number of patients with the outcome; N, number of patients assessed; OR, odds ratio; RCT, randomised controlled trial; SD, standard deviation; SE, standard error; TNF, tumour necrosis factor.



	Item
	Details

	Section 1: Reviewer and study information

	Reviewer name
	Sam Barton

	Study ID (Author name, year)
	Rieder 2010b3

	Study details (journal, year, volume, page range)
	Inflamm Bowel Dis, 2010, 16, 263–274.
Related paper: Rieder 2011a PLoS ONE, 2011, 6, (5), e18172 (presents data on subgroup of people reported in Rieder 2010b).
Related paper: Rieder 2010d Gastroenterology, 2010, 138, (5), S522 (conference abstract for Rieder 2011a).

	Type of report (full paper/only abstract/conference abstract)
	Full paper.

	Section 2: Study information

	Location and number of sites
	IBD Centre of the Department of Internal Medicine I, University of Regensburg, Germany.

	Study sponsor
	Supported by the German Ministry of Education and Research and the Competence network “Inflammatory Bowel Disease”.

	Conflicts of interest
	Four authors were employees of Glycominds Ltd.

	Patient enrolment (how patients were enrolled, and date to date of enrolment)
	All CD in- and out-patients seen at the clinic between 2000 and 2006 were asked to participate in the serum repository.

	Study design (e.g., RCT, cross-over RCT)
	Prospective cohort.

	Study duration (including any period of follow-up)
	Not applicable. 

	Inclusion criteria
	Diagnosis of CD was made based on clinical, radiographic, endoscopic, and histopathologic criteria.

	Exclusion criteria
	Indeterminate colitis.

	Subgroups evaluated
	Not reported.

	Definition of response
	Not reported.

	Definition of remission
	Not reported.

	Test
	IBDX

	Number in study, N
	363 people with CD (890 serum samples, multiple samples were available for 209 people) and a control group that comprised 461 people, 130 with ulcerative colitis, 74 with other gastrointestinal diseases, and 257 controls with no IBD, no gastrointestinal disorder, or no apparent disease.
Longitudinal analysis of a subgroup of people (859 serum samples of 253 people with IBD [207 CD, 46 ulcerative colitis] reported in Rieder 2011a.74

	Withdrawals, n (%)
	None.

	Details of follow-up for development of severe course of CD
	Not applicable.

	Duration/length of follow-up for development of severe course of CD (mean, with SD/SE if given. If no mean presented, median values with ranges)
	Time of follow-up was defined as months between CD diagnosis and occurrence of first complication or IBD-related surgery, or 1 April 2007 if no complication or surgery occurred.

	Baseline patient characteristics
	IBDX

	Mean age (SD), years
	At study: 35.7 (12.2)
At diagnosis: 28.3 (12.0)

	Sex (M/F), n (%)
	Male: 170 (46.8%)
Female: 193 (53.2%)

	Ethnicity, n (%)
	Not reported.

	Median disease duration at inclusion (interquartile range), months
	66.8 (11 to 141)

	Disease location (non-exclusive), n (%)
	

	Jejunum, prox. Ileum
	40 (11.2%)

	Ileocecal
	109 (30.0)

	Colon w/o cecum
	54 (14.9%)

	Ileum and colon
	199 (55.0%)

	Upper digestive tract)
	40 (11.1%)

	Rectum
	131 (36.3%)

	Disease behaviour, n (%)
	

	Inflammatory
	87 (24.0%)

	Stricturing 
	90 (24.8%)

	Fistulae
	186 (51.2%)

	Predictors of disabling CD
	

	Age <40 y
	Not reported.

	Corticosteroid use
	Not reported.

	Perianal lesions
	Not reported.

	Smoking
	

	Current 
	Not reported.

	Former
	Not reported.

	Never
	Not reported.

	Perianal examination
	

	No lesion
	Not reported.

	Skin tags
	Not reported.

	Fissure or ulcer
	Not reported.

	Simple fistula
	Not reported.

	Complex fistula
	Not reported.

	CDAI score
	Not reported.

	HBI score
	Not reported.

	IBDQ
	Not reported.

	Haemoglobin concentration (g/dL)
	Not reported.

	C-reactive protein concentration (mg/L)
	Not reported.

	Albumin (g/L) 
	Not reported.

	Section 3: Outcomes

	Outcome
	Definition

	Prognostic accuracy 
	Not reported; data reported only for CD versus no CD, or versus individual control groups.

	Prognostic yield (number of diagnoses of severe versus non-severe course of Crohn’s disease)
	Not reported.

	Time to test result
	Not reported.

	Number of test failures
	Not reported.

	Number of inconclusive test results
	Not reported.

	Percentage of people for whom early treatment with biologics was offered (‘top-down’) by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates and duration of response and remission by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates and duration of flare-ups and/or relapses by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates and duration of corticosteroid-free remission by subgroup of severe versus non-severe course of disease
	Not reported.

	Cumulative corticosteroid exposure by subgroup of severe versus non-severe course of disease
	Not reported.

	Measures of mucosal healing by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates of and time to treatment escalation by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates of and time to hospitalisation by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates of and time to surgical intervention by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates of and time to serious complication (e.g., obstruction, intestinal ulcers, fistula, anal fissure) by subgroup of severe versus non-severe course of disease
	Complicated disease behaviour was defined as the occurrence of fistulae or stenosis before or during follow-up (249 [68.6%] people had a complication before or at the time of sample procurement).
Internal penetrating disease was retrospectively distinguished from perianal penetrating disease.
Disease behavioural phenotype was assigned based on the Vienna classification.

	Composite outcomes formed of hospitalisation, surgery or serious complication (obstruction, intestinal ulcers, fistula, anal fissure) by subgroup of severe versus non-severe course of disease
	Not reported.

	Adverse effects of treatment
	Not reported.

	Health-related quality of life by subgroup of severe versus non-severe course of disease
	Not reported.

	Section 4: Data extraction form

	Outcome
	IBDX

	Prognostic test accuracy

	
	n
	N

	Number of positive markers (%)
	
	363

	0
	22.6
	

	1
	24.2
	

	2
	25.9
	

	3
	10.5
	

	4
	10.7
	

	5
	3.9
	

	6
	2.2
	

	Number of positive markers
	The authors reported that positivity for an increasing number of antibodies raised the likelihood for the occurrence of complicated disease behaviour and IBD-related surgery.

	Clinical outcomes

	Dichotomous outcomes

	
	n
	N

	Analyses based on median number of positive markers: OR reported for median positive markers present 2.0 (1.0 to 3.0) versus median positive markers absent 1.0 (0.0 to 2.0)

	OR for complication (95% CI; p value)
	Unclear
	1.5 (1.3 to 1.9; p<0.001)

	OR for CD-related surgery (95% CI; p value)
	Unclear
	1.5 (1.3 to 1.8; p<0.001)

	OR for early disease onset (95% CI; p value)
	Unclear
	1.4 (1.1 to 1.8; p=0.003)

	Complications
	Unclear
	In univariate analysis, anti-L had the strongest association.

	Complications
	Unclear
	In multivariate analysis gASCA, AMCA and anti-L were all independently associated with complications.

	CD-related surgery
	Unclear
	In univariate analysis, anti-L and anti-C had the strongest associations.

	CD-related surgery
	Unclear
	In multivariate analysis gASCA, AMCA, anti-C and anti-L were all independently associated with surgery.

	Results from longitudinal analysis74
Analysis based on 75 people with CD for whom at least four serum samples were available during follow-up.
Data presented below are for the validity of markers for association with disease phenotypes over time in individual patients and values are median (25th percentile, 75th percentile).

	
	Ileum involvement
(n=67)
	No ileum involvement
(n=8)
	p value

	First sample
	
	
	

	Sum of quartiles
	16.0 (13.5 to 19.5)
	10.0 (8.0 to 14.0)
	<0.001

	Number of positive markers
	2.0 (1.0 to 3.0)
	0.0 (0.0 to 1.0)
	<0.001

	Second sample
	
	
	

	Sum of quartiles
	15.5 (12.0 to 19.0)
	10.0 (8.0 to 14.0)
	<0.001

	Number of positive markers
	2.0 (1.0 to 3.0)
	0.0 (0.0 to 1.0)
	<0.001

	Third sample
	
	
	

	Sum of quartiles
	15.0 (12.0 to 19.0)
	10.0 (8.0 to 14.0)
	<0.001

	Number of positive markers
	2.0 (1.0 to 3.0)
	0.0 (0.0 to 1.0)
	<0.001

	Fourth sample
	
	
	

	Sum of quartiles
	15.0 (12.0 to 19.0)
	10.0 (8.0 to 14.0)
	<0.001

	Number of positive markers
	2.0 (1.0 to 3.0)
	0.0 (0.0 to 1.0)
	<0.001

	
	Complication
(n=65)
	No complication
(n=10)
	p value

	First sample
	
	
	

	Sum of quartiles
	17.0 (13.0 to 20.0)
	10.0 (8.0 to 14.0)
	<0.001

	Number of positive markers
	2.0 (1.0 to 4.0)
	0.0 (0.0 to 1.0)
	<0.001

	Second sample
	
	
	

	Sum of quartiles
	16.0 (12.0 to 19.0)
	10.0 (8.0 to 13.0)
	<0.001

	Number of positive markers
	2.0 (1.0 to 3.0)
	0.0 (0.0 to 1.0)
	<0.001

	Third sample
	
	
	

	Sum of quartiles
	15.0 (12.0 to 19.0)
	9.0 (7.0 to 13.0)
	<0.001

	Number of positive markers
	2.0 (1.0 to 3.0)
	0.0 (0.0 to 1.0)
	<0.001

	Fourth sample
	
	
	

	Sum of quartiles
	15.0 (12.0 to 19.0)
	10.0 (8.0 to 14.0)
	<0.001

	Number of positive markers
	2.0 (1.0 to 3.0)
	0.0 (0.0 to 1.0)
	<0.001

	
	Surgery
(n=60)
	No surgery
(n=15)
	p value

	First sample
	
	
	

	Sum of quartiles
	17.5 (14.0 to 21.0)
	14.0 (10.0 to 16.0)
	0.003

	Number of positive markers
	2.0 (1.0 to 4.0)
	1.0 (0.0 to 2.0)
	0.002

	Second sample
	
	
	

	Sum of quartiles
	16.5 (13.0 to 19.5)
	12.0 (12.0 to 15.0)
	0.004

	Number of positive markers
	2.0 (1.0 to 3.0)
	1.0 (0.0 to 2.0)
	0.003

	Third sample
	
	
	

	Sum of quartiles
	16.5 (13.0 to 19.0)
	11.0 (8.0 to 15.0)
	0.004

	Number of positive markers
	2.0 (1.0 to 3.0)
	1.0 (0.0 to 2.0)
	0.006

	Fourth sample
	
	
	

	Sum of quartiles
	15.0 (13.0 to 20.0)
	13.0 (10.0 to 16.0)
	0.02

	Number of positive markers
	2.0 (1.0 to 3.0)
	1.0 (0.0 to 2.0)
	0.025

	Continuous outcomes

	
	Time-frame
	Mean
	SD/SE
	N

	
	
	
	
	

	Time to event outcomes

	
	Time-frame
	HR
	95% CI
	p value

	
	
	
	
	

	Section 5: Additional comments

	
	For people with multiple visits, the serum samples of the earliest timepoint were used for cross-sectional analysis.
After a median follow-up (after sample procurement) of 59 months, 277 people had experienced a complication. 196 people with complications had more than one complication during their disease course. 116 people with complicated disease behaviour had both fistulae and stenoses. Twenty percent of the sera were collected within 6-months of CD diagnosis and 30% within 1-year.
At time of first sample, 154 patients (74.4%) had undergone CD-related surgery.
CD-associated abdominal surgery was separated from CD-related perianal surgery (e.g., perianal abscess drainage or perianal fistula treatment).
257 (70.8%) people required IBD-related surgery (224 at the time of sample procurement and 33 during follow-up).
Samples were analysed in a blinded manner. 
Marked changes in the levels of anti-glycan antibodies were noted over time (median time between procurement of samples was 6.2 months (interquartile range 3.5 to 12.2 months). However, stability in marker status (positive or negative for a particular antibody) was stable — between 74.2% and 89.0% of people with CD had same antibody status in subsequent samples as in their initial sample.
Longitudinal analysis
The occurrence of first time complicated CD behaviour, first time CD-related surgery, active disease or the start of immunosuppressive medication did not influence the overall immune response or the levels of the individual markers.
Independent of the time of sample procurement over the follow-up period the overall immune response remained to be associated with ileal involvement, complicated CD behaviour or CD-related surgery.
The authors reported that the strengths of the study are the prospective follow-up design, blinded data abstraction, availability of up to 11 samples per patient and a longitudinal analysis paired with detailed clinical information. 
Limitations were reported as the cohort was derived from a single university hospital, the first serum sample per patient was not in all cases taken close to diagnosis (corrected for in statistical analysis), follow-up samples were taken at arbitrary visits to the hospital and not in a fixed relation to certain events such as complications or surgery. Using this method, patients with a more severe disease course could be selected out, as only they have to come to a referral centre for multiple treatments. The length of time in which immunosuppressive medication was taken by the patients before sample procurement was unknown.
The authors concluded, “Considering the follow-up time of our study we cannot recommend serial measurements, when considering the marker status and claim to use the overall immune response (QSS) with caution for disease stratification, due to strong fluctuations in a subgroup of CD subjects”.
Two people with CD did not have any CRP measures during follow-up.

	Further information that could be requested from authors
	

	Abbreviations: AMCA, anti-mannobioside antibodies; anti-C, anti-chitin antibody; anti-L, anti-laminarin antibody; ASCA, anti-Saccharomyces cerevisiae antibodies; CD, Crohn’s disease; CDAI, Crohn’s disease Activity Index; CI, confidence interval; CRP, C-reactive protein; HRQoL, health-related quality of life; IBDQ, Inﬂammatory Bowel Disease Questionnaire score; n, number of patients with the outcome; N, number of patients assessed; RCT, randomised controlled trial; SD, standard deviation; SE, standard error.



	Item
	Details

	Section 1: Reviewer and study information

	Reviewer name
	Sam Barton

	Study ID (Author name, year)
	Rieder 2010c4

	Study details (journal, year, volume, page range)
	Inflamm Bowel Dis, 2010, 16, (8), 1367–1375.

	Type of report (full paper/only abstract/conference abstract)
	Full paper.

	Section 2: Study information

	Location and number of sites
	IBD Centre of the Department of Internal Medicine I, University of Regensburg, Germany.

	Study sponsor
	Funding came from the German Ministry of Education and Research (BMBF) via the Kompetenznetz ‘‘Chronisch entzu ¨ndliche Darmerkrankungen’’.

	Conflicts of interest
	Four authors are employees of Glycominds Ltd.

	Patient enrolment (how patients were enrolled, and date to date of enrolment)
	All CD in- and out-patients seen at the clinic between 2000 and 2006 were considered for participation in the study.
Clinical data collected included:
age at diagnosis;
body mass index (BMI);
gender;
date of sample procurement;
date and type of first complication and surgery;
disease location.

	Study design (e.g., RCT, cross-over RCT)
	Prospective cohort.

	Study duration (including any period of follow-up)
	Unclear.
In July 2008 , all patient charts and the database were reviewed and clinical data updated.

	Inclusion criteria
	Diagnosis of CD was made based on clinical, radiographic, endoscopic, and histopathologic criteria. People with CD were included if they did not have a complication of CD (defined as fistula or stenosis), and had not undergone CD-related surgery before or within 20 days of sample procurement. 

	Exclusion criteria
	Excluded if time to sample procurement to event was ≤20 days or if they had a pure inflammatory disease course with a follow-up of less than 3 years.

	Subgroups evaluated
	People with no previous complication and no prior surgery;
People progressing to first complication after previous CD-related surgery;
People progressing to first surgery after previous complication.

	Definition of response
	Not reported.

	Definition of remission
	Not reported.

	Test
	IBDX

	Number in study, N
	76 with no prior complication or surgery, 33 with prior surgery or complication and progression to new event and 33 with prior surgery or complication and no new event (149 patients in cohort, 7 excluded for not meeting inclusion criteria, 17 with prior surgery but no complication and 49 with prior complication but no surgery)

	Withdrawals, n (%)
	None.

	Details of follow-up for development of severe course of CD
	People were followed for development of an event, which was defined as complication or surgery. 

	Duration/length of follow-up for development of severe course of CD (mean, with SD/SE if given. If no mean presented, median values with ranges)
	Median follow up was 53.7 months in those with no prior complication or surgery.

	Baseline patient characteristics
	IBDX

	
	Without prior complication or surgery
(N=76)
	With prior surgery or complication and progression to new event 
(N=33)
	With prior surgery or complication and no new event
(N=33)

	Mean age (SD), years
At study entry
At diagnosis
	
33.3 (12.5)
30.4 (12.1)
	
32.3 (11.9)
26.8 (11.2)
	
35.5 (11.6) 
28.0 (11.2)

	Sex (M/F), n (%)
Female
	
41 (54.0%)
	
18 (54.6)
	
21 (63.6)

	Ethnicity, n (%)
	Not reported.

	Median disease duration at time of first sample (interquartile range), months
	10.6 (1.7 to 52.3)
	39.1 (11.7 to 110.9)

	72.7 (16.4 to 122.4)

	Disease location (non-exclusive), n (%)
	

	Jejunum, prox. ileum
	2 (2.7%)
	4 (12.1)
	1 (3.0)

	Ileal involvement
	64 (84.2%)
	27 (81.8)
	29 (87.9)

	Colon w/o cecum
	12 (15.8%)
	6 (18.2)
	4 (12.1)

	Upper digestive tract)
	15 (19.7%)
	3 (9.7)
	5 (15.6)

	Rectum
	12 (16.0%)
	11 (33.3)
	11 (34.4)

	Predictors of disabling CD
	

	Age <40 y
	Not reported.

	Corticosteroid use
	Not reported.

	Perianal lesions
	Not reported.

	Smoking
	

	Current 
	Not reported.

	Former
	Not reported.

	Never
	Not reported.

	Perianal examination
	

	No lesion
	Not reported.

	Skin tags
	Not reported.

	Fissure or ulcer
	Not reported.

	Simple fistula
	Not reported.

	Complex fistula
	Not reported.

	CDAI score
	Not reported.

	HBI score
	Not reported.

	IBDQ
	Not reported.

	Haemoglobin concentration (g/dL)
	Not reported.

	C-reactive protein concentration (mg/L)
	Not reported.

	Albumin (g/L) 
	Not reported.

	Section 3: Outcomes

	Outcome
	Definition

	Prognostic accuracy 
	Not reported.

	Prognostic yield (number of diagnoses of severe versus non-severe course of Crohn’s disease)
	Not reported.

	Time to test result
	Not reported.

	Number of test failures
	Not reported.

	Number of inconclusive test results
	Not reported.

	Percentage of people for whom early treatment with biologics was offered (‘top-down’) by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates and duration of response and remission by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates and duration of flare-ups and/or relapses by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates and duration of corticosteroid-free remission by subgroup of severe versus non-severe course of disease
	Not reported.

	Cumulative corticosteroid exposure by subgroup of severe versus non-severe course of disease
	Not reported.

	Measures of mucosal healing by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates of and time to treatment escalation by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates of and time to hospitalisation by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates of and time to surgical intervention by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates of and time to serious complication (e.g., obstruction, intestinal ulcers, fistula, anal fissure) by subgroup of severe versus non-severe course of disease
	Time to complication.
Complicated disease behaviour was defined as occurrence of fistula or stenoses.

	Composite outcomes formed of hospitalisation, surgery or serious complication (obstruction, intestinal ulcers, fistula, anal fissure) by subgroup of severe versus non-severe course of disease
	Not reported.

	Adverse effects of treatment
	Not reported.

	Health-related quality of life by subgroup of severe versus non-severe course of disease
	Not reported.

	Section 4: Data extraction form

	Outcome
	IBDX

	Prognostic test accuracy

	
	n
	N

	At least 1 positive marker
	
	

	Without prior complication or surgery
	53
	76

	With prior surgery or complication and no new event
	31
	33

	With prior surgery or complication and progression to new event
	27
	33

	At least 2 positive markers
	
	

	Without prior complication or surgery
	28
	76

	With prior surgery or complication and no new event
	19
	33

	With prior surgery or complication and progression to new event
	17
	33

	At least 3 positive markers
	
	

	Without prior complication or surgery
	11
	76

	With prior surgery or complication and no new event
	5
	33

	With prior surgery or complication and progression to new event
	11
	33

	Clinical outcomes

	Dichotomous outcomes

	
	N
	N

	
	
	

	Continuous outcomes

	
	Time-frame
	Mean
	SD/SE
	N

	
	
	
	
	

	Time to event outcomes

	
	Time-frame
	HR
	95% CI
	p value

	Unadjusted analyses for those with no prior complication or surgery

	Time to an event (complication or surgery) (23 people experienced an event)

	At least 1 positive marker
	
	2.3
	0.78 to 6.8
	0.13

	At least 2 positive markers
	
	2.9
	1.3 to 6.7
	0.011

	At least 3 positive markers
	
	3.4
	1.3 to 8.7
	0.01

	Time to a complication (20 people experienced a complication)

	At least 1 positive marker
	
	2.0
	0.65 to 5.9
	0.23

	At least 2 positive markers
	
	2.7
	1.1 to 6.5
	0.028

	At least 3 positive markers
	
	3.0
	1.07 to 8.2
	0.036

	Time to surgery (14 people underwent surgery)

	At least 1 positive marker
	
	2.6
	0.58 to 11.9
	0.21

	At least 2 positive markers
	
	3.6
	1.2 to 10.7
	0.023

	At least 3 positive markers
	
	2.7
	0.81 to 9.1
	0.1

	Adjusted analyses for those with no prior complication or surgery (adjusted for age, sex, BMI, disease activity and duration, age at diagnosis and disease location)

	Time to an event (complication or surgery) (23 people experienced an event)

	At least 1 positive marker
	
	2.2
	0.74 to 6.5
	0.16

	At least 2 positive markers
	
	2.8
	1.2 to 6.4
	0.016

	At least 3 positive markers
	
	3.1
	1.2 to 8.1
	0.019

	Time to a complication (20 people experienced a complication)

	At least 1 positive marker
	
	1.8
	0.61 to 5.4
	0.29

	At least 2 positive markers
	
	2.5
	1.03 to 6.1
	0.043

	At least 3 positive markers
	
	2.6
	0.92 to 7.2
	0.072

	Time to surgery (14 people underwent surgery)

	At least 1 positive marker
	
	2.6
	0.58 to 12.0
	0.21

	At least 2 positive markers
	
	3.6
	1.2 to 11.0
	0.023

	At least 3 positive markers
	
	2.8
	0.80 to 9.6
	0.11

	Section 5: Additional comments

	Additional comments
	Disease activity was determined by the treating physician and patients were grouped according to active versus non-active disease.
Authors retrospectively distinguished internal penetrating from perianal fistulising disease based on the Montreal Classification.
Samples were considered positive at cut off ELISA units of:
· gASCA: 35;
· ACCA: 70;
· ALCA: 60;
· AMCA: 100;
· anti-L: 120;
· anti-C: 50.
Of the 76 people evaluated, 26.3% experienced a complication during follow-up. Median time to complication was 11.6 months.
Median time to surgery was 11.6 months.
Authors reported that CD patients positive for at least 2 antibodies showed a more severe disease course.

	Further information that could be requested from authors
	

	Abbreviations: ACCA, anti-chitobioside antibodies; ALCA, anti-laminaribioside antibodies; AMCA, anti-mannobioside antibodies; ASCA, anti-Saccharomyces cerevisiae antibodies; anti-C, anti-chitin antibody; anti-L, anti-laminarin antibody; AUC, are under curve; CD, Crohn’s disease; CDAI, Crohn’s disease Activity Index; CI, confidence interval; HRQoL, health-related quality of life; IBDQ, Inﬂammatory Bowel Disease Questionnaire score; n, number of patients with the outcome; N, number of patients assessed; RCT, randomised controlled trial; SD, standard deviation; SE, standard error.



	Item
	Details

	Section 1: Reviewer and study information

	Reviewer name
	Sam Barton

	Study ID (Author name, year)
	Rieder 20125

	Study details (journal, year, volume, page range)
	Inflamm Bowel Dis, 2012, 18, (7), 1221–1231.
Related paper: Rieder 2010a Gastroenterology, 2010, 138, (5), S301–S302.
Related paper: Rieder 2011b J Crohns Colitis, 2011, 5, (1), S48 (conference abstract).

	Type of report (full paper/only abstract/conference abstract)
	Full paper.

	Section 2: Study information

	Location and number of sites
	IBD Centre of the Children’s Hospital St Hedwig, University of Regensburg, Germany.

	Study sponsor
	Funding came from the German Ministry of Education and Research (BMBF) via the Kompetenznetz ‘‘Chronisch entzu ¨ndliche Darmerkrankungen’’, the DFG Excellence Cluster Inflammation at Interfaces and by the Deutsche Forschungsgemeinschaft (DFG).

	Conflicts of interest
	Not reported

	Patient enrolment (how patients were enrolled, and date to date of enrolment)
	All paediatric CD in- and out-patients seen at the clinic in 2008 were asked to participate in the serum repository.

	Study design (e.g., RCT, cross-over RCT)
	Cross-sectional analysis

	Study duration (including any period of follow-up)
	Not applicable

	Inclusion criteria
	Diagnosis of CD and age below 18 years.
Diagnosis of CD was made based on clinical, radiographic, endoscopic and histopathologic criteria.
Clinical data collected included:
age at and time of diagnosis;
BMI;
gender;
date of sample procurement;
type of complication (fistula versus stenosis);
disease location;
extraintestinal manifestations;
steroid response;
family history.

	Exclusion criteria
	No exclusion criteria within the CD population.

	Subgroups evaluated
	None

	Definition of response
	Not reported

	Definition of remission
	Not reported

	Test
	IBDX

	Number in study, N
	59 children

	Withdrawals (please specify reasons for withdrawal, including loss to follow-up; use different rows for different reasons), n (%)
	Not applicable.

	Details of follow-up for development of severe course of CD
	Not applicable.

	Duration/length of follow-up for development of severe course of CD (mean, with SD/SE if given. If no mean presented, median values with ranges)
	Not applicable.

	Baseline patient characteristics
	IBDX (N=59)

	Mean age (SD), months
	At study: 151.9 (42.8)
At diagnosis: 124.4 (39.4)

	Sex (M/F), n (%)
	Male: 36 (61.0)
Female: 23 (39.0)

	Ethnicity, n (%)
	Not reported

	Median disease duration (IQR), months
	18.0 (12.0 to 43.0)

	Disease location (non-exclusive), n (%)
	

	L1 (ileum)
	Terminal ileum: 40 (67.8)

	L2 (colon) 
	Colonic involvement: 56 (94.9)

	L3 (ileum + colon)
	Not clear

	L4 (upper digestive tract)
	42 (71.2)

	Disease behaviour, Vienna classification
	

	Inflammatory
	36 (61.0)

	Stricture
	7 (11.9)

	Fistulae
	16 (27.1)

	CD-related surgery
	20 (33.9)

	Predictors of disabling CD
	

	Age <40 y
	Not reported

	Corticosteroid use
	Not reported

	Perianal lesions
	Not reported

	Smoking
	

	Current 
	Not reported

	Former
	Not reported

	Never
	Not reported

	Perianal examination
	

	No lesion
	Not reported

	Skin tags
	Not reported

	Fissure or ulcer
	Not reported

	Simple fistula
	Not reported

	Complex fistula
	Not reported

	CDAI score
	Not reported

	HBI score
	Not reported

	IBDQ
	Not reported

	Haemoglobin concentration (g/dL)
	Not reported

	C-reactive protein concentration (mg/L)
	Not reported

	Albumin (g/L) 
	Not reported

	Section 3: Outcomes

	Outcome
	Definition

	Prognostic accuracy (e.g., sensitivity and specificity, and/ or if raw data are available, the numbers of true positive, true negative, false positive and false negative test results for predicting course of disease)
	Not reported for whole panel.
Specificity and sensitivity are reported for the individual biomarkers in comparison to patients with no CD, UC and healthy controls.

	Prognostic yield (number of diagnoses of severe versus non-severe course of Crohn’s disease)
	Not reported

	Time to test result
	Not reported

	Number of test failures
	Not reported

	Number of inconclusive test results
	Not reported

	Percentage of people for whom early treatment with biologics was offered (‘top-down’) by subgroup of severe versus non-severe course of disease
	Not reported

	Rates and duration of response and remission by subgroup of severe versus non-severe course of disease
	Steroid response was determined by the treating clinician (one of the authors) based on clinical characteristics included in paediatric CDAI without documenting a specific change in paediatric CDAI score.

	Rates and duration of flare-ups and/or relapses by subgroup of severe versus non-severe course of disease
	Not reported

	Rates and duration of corticosteroid-free remission by subgroup of severe versus non-severe course of disease
	Not reported

	Cumulative corticosteroid exposure by subgroup of severe versus non-severe course of disease
	Not reported

	Measures of mucosal healing by subgroup of severe versus non-severe course of disease
	Not reported

	Rates of and time to treatment escalation by subgroup of severe versus non-severe course of disease
	Not reported

	Rates of and time to hospitalisation by subgroup of severe versus non-severe course of disease
	Not reported

	Rates of and time to surgical intervention by subgroup of severe versus non-severe course of disease
	Assessed need for CD-related surgery at any time during the disease course until the end of follow-up.

	Rates of and time to serious complication (e.g., obstruction, intestinal ulcers, fistula, anal fissure) by subgroup of severe versus non-severe course of disease
	Complicated disease behaviour in CD was defined as the occurrence of fistulae or stenoses at any time during the disease course until the end of follow-up.
Fistulising disease included internal and perianal penetrating fistulae.
A stenosis was defined endoscopically or radiologically.

	Composite outcomes formed of hospitalisation, surgery or serious complication (obstruction, intestinal ulcers, fistula, anal fissure) by subgroup of severe versus non-severe course of disease
	Not reported

	Adverse effects of treatment
	Not reported

	Health-related quality of life by subgroup of severe versus non-severe course of disease
	Not reported

	Section 4: Data extraction form

	Outcome
	IBDX

	Prognostic test accuracy

	
	N
	N

	Number of positive markers
	
	

	0
	13
	59

	1
	16
	59

	2
	13
	59

	3
	8
	59

	4
	7
	59

	5
	2
	59

	6
	0
	59

	Clinical outcomes

	Dichotomous outcomes

	
	n (%)
	N
	OR (95% CI; p-value)

	Complication, n (%)
At least 1 marker positive
At least 2 markers positive
At least 3 markers positive
	23 (39.0)
20 (87.0)
16 (69.6)
12 (52.2)
	23
23
23
23
	Complication vs. no complication
2.6 (0.62 to 10.6; 0.18)
3.6 (1.2 to 10.9; 0.022)
6.8 (1.9 to 23.6; 0.002)

	Complications
	
	The authors reported that ALCA and Anti-L had the strongest association with complications. ACCA and Anti-C were not associated with complicated disease behaviour.

	CD-related surgery, n (%)

At least 1 marker positive
At least 2 markers positive
At least 3 markers positive
	20 (33.9)

19 (95.0)
13 (65.0)
9 (45.0)
	59

20
20
20
	CD-related surgery vs. no CD-related surgery
8.4 (1.01 to 70.5; 0.043)
2.4 (0.79 to 7.3; 0.12)
3.2 (0.98 to 10.3; 0.049)

	CD-related surgery
	
	The authors reported that ALCA was associated with CD-related surgery.

	Continuous outcomes

	
	Time-frame
	Mean
	SD/SE
	N

	
	
	
	
	

	Time to event outcomes

	
	Time-frame
	HR
	95% CI
	p value

	
	
	
	
	

	Section 5: Additional comments

	Additional comments

	Early disease onset was defined as an age of onset of <10 years.
Included a control group of 72 people (27 with ulcerative colitis and 45 controls [no IBD]).
Additionally, compared the paediatric cohort against an adult cohort derived from the cohort described in 2010b (355 adults with CD, 129 adults with ulcerative colitis, and 244 controls).
Authors found lower cut off points for paediatric samples compared with adults.
No clinically relevant association of marker expression and extraintestinal manifestations, response to corticosteroids, IBD family history, CRP levels or disease activity could be detected.
Compared with the adult cohort, authors report that the ability of the panel to discriminate disease phenotypes remained constant over the different age groups, with the exception of AMCA and anti-C, which showed a decrease accuracy with increased age.

	
	After correcting for age, sex, BMI, disease duration and disease location, respectively, multivariate logistic regression analysis of the CD subjects using each marker separately identified independent variables for marker positivity of gASCA IgG (p=0.015), gASCA IgA (p=0.012) and AMCA (P=0.005) for complicated disease behaviour.a

	
	In paediatric CD patients, positivity for at least one marker out of the whole panel versus no marker positive was independently associated with fibrostenotic or fistulizing disease behaviour (p=0.036) and ileal disease location (p=0.014).a

	Further information that could be requested from authors
	

	a Taken from Rieder 2010a.
Abbreviations: ACCA, anti-chitobioside antibodies; ASCA, anti-Saccharomyces cerevisiae antibodies; BMI, body mass index; CD, Crohn’s disease; CDAI, Crohn’s disease Activity Index; CI, confidence interval; IBDQ, Inﬂammatory Bowel Disease Questionnaire score; n, number of patients with the outcome; N, number of patients assessed; HRQoL, health-related quality of life; RCT, randomised controlled trial; SD, standard deviation; SE, standard error.



	Item
	Details

	Section 1: Reviewer and study information

	Reviewer name
	Sam Barton

	Study ID (Author name, year)
	Seow 20096

	Study details (journal, year, volume, page range)
	Am J Gastro, 2009, 104, (6), 1426–1434.

	Type of report (full paper/only abstract/conference abstract)
	Full paper.

	Section 2: Study information

	Location and number of sites
	Mount Sinai Hospital and the Hospital for Sick Children, both hospitals located in Toronto, Canada.

	Study sponsor
	Funding came from various organisations and fellowships, including Glycominds Limited.

	Conflicts of interest
	One of the authors is a stockholder and employee of the company, and another had received partial research funding from the company.

	Patient enrolment (how patients were enrolled, and date to date of enrolment)
	People were recruited from the hospitals above between 2002 and 2006.

	Study design (e.g., RCT, cross-over RCT)
	Cross-sectional analysis

	Study duration (including any period of follow-up)
	Not applicable.

	Inclusion criteria
	People with IBD. Clinical diagnosis of CD was used as the gold standard (further details not available). People were independently classified using serology. People were designated as having CD if their serum tested positive for at least one of gASCA IgG, gASCA IgA, ACCA, ALCA or AMCA. If none of the markers was positive but the person was seropositive for atypical pANCA, they were designated as having ulcerative colitis.

	Exclusion criteria
	Not reported.

	Subgroups evaluated
	Not reported.

	Definition of response
	Not reported.

	Definition of remission
	Not reported.

	Test
	IBDX

	Number in study, N
	818 with IBD (517 with CD and 301 with ulcerative colitis; 97 healthy controls were also included).

	Withdrawals, n (%)
	Not applicable.

	Details of follow-up for development of severe course of CD
	Not applicable.

	Duration/length of follow-up for development of severe course of CD (mean, with SD/SE if given. If no mean presented, median values with ranges)
	Not applicable.

	Baseline patient characteristics
	IBDX

	Median age (range), years
	At enrolment: 33 (2 to 76)
At diagnosis (interquartile range): 19 (13 to 26)

	Sex (M/F), n (%)
	Male: 253 (48.9%)
Female: 264 (51.1%)

	Ethnicity, n (%)
	Not reported.

	Median disease duration (range), years
	8.9 (0.02 to 46.30)

	Disease location
	

	L1 (ileum)
	161

	L2 (colon) 
	93

	L3 (ileum + colon)
	254

	L4 (upper digestive tract)
	105

	Disease behaviour based on Montreal classification
	

	B1
	259

	B2
	133

	B3
	123

	Perianal
	138

	Predictors of disabling CD
	

	Age <40 y
	Not reported.

	Corticosteroid use
	Not reported.

	Perianal lesions
	Not reported.

	Smoking, n (%)
	

	At time of diagnosis
	134 (25.9%)

	Former
	112 (21.7%)

	Never
	Unclear

	Perianal examination
	

	No lesion
	Not reported.

	Skin tags
	Not reported.

	Fissure or ulcer
	Not reported.

	Simple fistula
	Not reported.

	Complex fistula
	Not reported.

	CDAI score
	Not reported.

	HBI score
	Not reported.

	IBDQ
	Not reported.

	Haemoglobin concentration (g/dL)
	Not reported.

	C-reactive protein concentration (mg/L)
	Not reported.

	Albumin (g/L) 
	Not reported.

	Section 3: Outcomes

	Outcome
	Definition

	Prognostic accuracy 
	Not reported.

	Prognostic yield (number of diagnoses of severe versus non-severe course of Crohn’s disease)
	Not reported, only data on numbers of positive antibodies in relation to different characteristics were reported.

	Time to test result
	Not reported.

	Number of test failures
	Not reported.

	Number of inconclusive test results
	Not reported.

	Percentage of people for whom early treatment with biologics was offered (‘top-down’) by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates and duration of response and remission by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates and duration of flare-ups and/or relapses by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates and duration of corticosteroid-free remission by subgroup of severe versus non-severe course of disease
	Not reported.

	Cumulative corticosteroid exposure by subgroup of severe versus non-severe course of disease
	Not reported.

	Measures of mucosal healing by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates of and time to treatment escalation by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates of and time to hospitalisation by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates of and time to surgical intervention by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates of and time to serious complication (e.g., obstruction, intestinal ulcers, fistula, anal fissure) by subgroup of severe versus non-severe course of disease
	Not reported.

	Composite outcomes formed of hospitalisation, surgery or serious complication (obstruction, intestinal ulcers, fistula, anal fissure) by subgroup of severe versus non-severe course of disease
	Not reported.

	Adverse effects of treatment
	Not reported.

	Health-related quality of life by subgroup of severe versus non-severe course of disease
	Not reported.

	Section 4: Data extraction form

	Outcome
	IBDX

	Prognostic test accuracy

	
	n (%)
	N

	Positive for at least one of the glycan markers
	378 (73%)
	517

	Phenotype
	Number of positive antibodies

	
	1 (n=103)
	2 (n=130)
	3 (n=77)
	4 (n=38)
	≥5 (n=30)
	p value

	Mean age at diagnosis (SD), years
	23.5 (12.3)
	19.6 (8.6)
	20.2 (8.5)
	18.0 (7.1)
	19.8 (8.0)
	0.0004

	Mean duration of disease, years
	10.0
	12.1
	13.0
	12.7
	13.4
	0.005

	Penetrating CD (B3) (%)
	24.27
	25.38
	31.17
	36.84
	46.67
	<0.0001

	Perianal disease (%)
	21.36
	28.46
	24.68
	36.84
	53.33
	0.0005

	Ileocolonic disease (%)
	48.54
	56.15
	41.56
	65.79
	73.33
	0.0002

	Abdominal surgery (%)
	51.64
	54.62
	63.64
	57.89
	76.67
	<0.0001

	Clinical outcomes

	Dichotomous outcomes

	
	n
	N

	[bookmark: _Hlk16949899]
	
	

	Continuous outcomes

	
	Time-frame
	Mean
	SD/SE
	N

	
	
	
	
	

	Time to event outcomes

	
	Time-frame
	HR
	95% CI
	p value

	
	
	
	
	

	Section 5: Additional comments

	Additional comments
	Date of serum collection was used as the reference date to calculate the age of the patient, and phenotype was assigned at that time using the Montreal classification with no knowledge of the results of serological testing.
Samples were considered positive at cut off ELISA units of:
gASCA IgG: 50;
gASCA IgA: 50;
ACCA: 90;
ALCA: 60;
AMCA: 100;
anti-L: 60;
anti-C: 90.
206 people (29.8) were aged 16 years or younger at diagnosis.
271 people had any type of CD surgery (abdominal or perianal).
Authors carried out a quartile sum analysis, with score in range of 7 to 28 (increasing score represents higher antibody titres). Authors reported that the higher the score the less likely a person was to have non-stricturing, non-penetrating disease, and the more likely they were to disease of penetrating behaviour and were more likely to require abdominal surgery, with odds ratios of:
non-stricturing, non-penetrating disease: OR 0.88 (95% CI: 0.85 to 0.92; p<0.0001);
penetrating behaviour: OR1.12 (95% CI: 1.07 to 1.18; p<0.0001);
requiring abdominal surgery: OR 1.16 (95% CI: 1.12 to 1.21; p<0.0001).

	Further information that could be requested from authors
	Can you confirm that Glycominds Ltd provided the kits for assay of anti-L and anti-C?

	Abbreviations: ACCA, anti-chitobioside antibodies; ALCA, anti-laminaribioside antibodies; AMCA, anti-mannobioside antibodies; ASCA, anti-Saccharomyces cerevisiae antibodies; anti-C, anti-chitin antibody; anti-L, anti-laminarin antibody; AUC, are under curve; CD, Crohn’s disease; CDAI, Crohn’s disease Activity Index; CI, confidence interval; IBDQ, Inﬂammatory Bowel Disease Questionnaire score; n, number of patients with the outcome; N, number of patients assessed; HRQoL, health-related quality of life; RCT, randomised controlled trial; SD, standard deviation; SE, standard error.



	Item
	Details

	Section 1: Reviewer and study information

	Reviewer name
	Sam Barton

	Study ID (Author name, year)
	Wolfel 20177

	Study details (journal, year, volume, page range)
	Gastroenterology, 2017, 152, (5), S605

	Type of report (full paper/only abstract/conference abstract)
	Conference abstract

	Section 2: Study information

	Location and number of sites
	Tertiary referral centre: location unclear.

	Study sponsor
	Not reported.

	Conflicts of interest
	Not reported.

	Patient enrolment (how patients were enrolled, and date to date of enrolment)
	Not reported.

	Study design (e.g., RCT, cross-over RCT)
	Prospective cohort

	Study duration (including any period of follow-up)
	Not reported

	Inclusion criteria
	People with CD who had undergone one surgical resection.
Use of Glycominds tool was confirmed with authors.

	Exclusion criteria
	Not reported.

	Subgroups evaluated
	Not reported.

	Definition of response
	Not reported.

	Definition of remission
	Not reported.

	Treatment
	IBDX

	Number in study, N
	118

	Withdrawals, n (%)
	Not reported.

	Details of follow-up for development of severe course of CD
	Not reported.

	Duration/length of follow-up for development of severe course of CD (mean, with SD/SE if given. If no mean presented, median values with ranges)
	Median follow-up after first surgery was 100 months.

	Baseline patient characteristics
	IBDX

	Mean age (SD), years
	37.7 (not reported)

	Sex (M/F), n (%)
	Male: 56 (47.5)
Female: 62 (52.5)

	Ethnicity, n (%)
	Not reported.

	Disease duration (months)
	Not reported.

	Disease location
	

	L1 (ileum)
	89% had ileal disease location before surgery

	L2 (colon) 
	Not reported.

	L3 (ileum + colon)
	Not reported.

	L4 (upper digestive tract)
	Not reported.

	Predictors of disabling CD
	

	Age <40 y
	Not reported.

	Corticosteroid use
	Not reported.

	Perianal lesions
	Not reported.

	Smoking
	

	Current 
	Not reported.

	Former
	Not reported.

	Never
	Not reported.

	Perianal examination
	

	No lesion
	Not reported.

	Skin tags
	Not reported.

	Fissure or ulcer
	Not reported.

	Simple fistula
	Not reported.

	Complex fistula
	Not reported.

	CDAI score
	Not reported.

	HBI score
	Not reported.

	IBDQ
	Not reported.

	Haemoglobin concentration (g/dL)
	Not reported.

	C-reactive protein concentration (mg/L)
	Not reported.

	Albumin (g/L) 
	Not reported.

	Section 3: Outcomes

	Outcome
	Definition

	Prognostic accuracy 
	Not reported.

	Prognostic yield (number of diagnoses of severe versus non-severe course of Crohn’s disease)
	Not reported.

	Time to test result
	Not reported.

	Number of test failures
	Not reported.

	Number of inconclusive test results
	Not reported.

	Percentage of people for whom early treatment with biologics was offered (‘top-down’) by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates and duration of response and remission by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates and duration of flare-ups and/or relapses by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates and duration of corticosteroid-free remission by subgroup of severe versus non-severe course of disease
	Not reported.

	Cumulative corticosteroid exposure by subgroup of severe versus non-severe course of disease
	Not reported.

	Measures of mucosal healing by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates of and time to treatment escalation by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates of and time to hospitalisation by subgroup of severe versus non-severe course of disease
	Not reported.

	Rates of and time to surgical intervention by subgroup of severe versus non-severe course of disease
	Time to surgical recurrence.

	Rates of and time to serious complication (e.g., obstruction, intestinal ulcers, fistula, anal fissure) by subgroup of severe versus non-severe course of disease
	Not reported.

	Composite outcomes formed of hospitalisation, surgery or serious complication (obstruction, intestinal ulcers, fistula, anal fissure) by subgroup of severe versus non-severe course of disease
	Not reported.

	Adverse effects of treatment
	Not reported.

	Health-related quality of life by subgroup of severe versus non-severe course of disease
	Not reported.

	Section 4: Data extraction form

	Outcome
	IBDX

	Time to event outcomes

	
	Time-frame
	HR
	95% CI
	p value

	Time to surgery
	
	
	After adjustment for ileal disease location and the use of immunosuppressants or anti-TNF after the first surgery, only positivity for AMCA (HR 2.6: 95% CI; 1.1 to 5.9; p=0.026) and ALCA (HR 2.3: 95% CI 1.04 to 5.3; p=0.039) predicted a shorter time to surgical recurrence.
The authors state “Considering the entire antibody panel, neither the quartile sum score nor the number of positive markers combined predicted a shorter time to surgery suggesting a specific effect of AMCA and ALCA”.

	Section 5: Additional comments

	Additional comments
	92% of people underwent first surgery due to internal penetrating and/or stricturing disease.
22% of patients underwent re-surgery within a median time after sample procurement of 98.5 months with 73.1% of resections being located in the small bowel and 92% of re-surgery being due to fistulae or strictures. The median interval between sample procurement and first surgery was 14.7 months.

	Further information that could be requested from authors
	Are the results of this study published in full elsewhere?

	Abbreviations: ACCA, anti-chitobioside antibodies; ALCA, anti-laminaribioside antibodies; AMCA, anti-mannobioside antibodies; ASCA, anti-Saccharomyces cerevisiae antibodies; anti-C, anti-chitin antibody; anti-L, anti-laminarin antibody; CD, Crohn’s disease; CDAI, Crohn’s disease Activity Index; CI, confidence interval; HR, hazard ratio; HRQoL, health-related quality of life; IBDQ, Inﬂammatory Bowel Disease Questionnaire score; n, number of patients with the outcome; N, number of patients assessed; RCT, randomised controlled trial; TNF, tumour necrosis factor; SD, standard deviation; SE, standard error.


PredictSURE-IBD
	Item
	Details

	Section 1: Reviewer and study information

	Reviewer name
	Sam Barton

	Study ID (Author name, year)
	Biasci 20198

	Study details (journal, year, volume, page range)
	Gut, 2019, (68), 1386–1395

	Type of report (full paper/only abstract/conference abstract)
	Full paper

	Section 2: Study information

	Location and number of sites
	Training cohort (N=66): Addenbrooke’s Hospital, Cambridge, UK.
Validation cohort (N=66): Four UK teaching hospitals in Cambridge, Nottingham, Exeter and London.

	Study sponsor
	Study was funded by grants from the Wellcome Trust, Crohn’s and Colitis UK, Medical Research Council, and the Cambridge NIHR Biomedical Research Centre. Analytical validation experiments were funded by PredictImmune.
One contributor was supported by Marie Curie.

	Conflicts of interest
	DB, JCL, EM, PAL and KGCS are coinventors on a patent covering the method of assessing prognosis in IBD. EM, PAK and KGCS are cofounders and consultants for PredictImmune. JCL is a consultant for PredictImmune.

	Patient enrolment (how patients were enrolled, and date to date of enrolment)
	Two different time periods for patient recruitment are reported in the full publication: (i) between 2008 and 2014 (training cohort); and (ii) between 2009 and 2017 (validation cohort).

	Study design (e.g., RCT, cross-over RCT)
	Prospective cohort study.

	Trial duration (including any period of follow-up)
	Not reported.

	Inclusion criteria
	Patients with active CD and UC, who were not receiving concomitant corticosteroids, immunomodulators or biological therapy, were recruited from a specialist IBD clinic before their treatment commenced. A stable dose of topical or oral 5-ASA was permitted if patients had been diagnosed previously.
All patients were diagnosed with CD or UC based on standard endoscopic, histological and radiological criteria.
To be enrolled, patients had to have active disease confirmed by one or more objective marker (raised CRP, raised calprotectin or endoscopic evidence of active disease) in addition to active symptoms and/or signs.
Disease activity was assessed by considering symptoms, clinical signs, blood tests (CRP, haemoglobin and albumin), stool markers (calprotectin) and endoscopic assessment where indicated.
All people were aged 18 years or older.

	Exclusion criteria
	None reported.

	Subgroups evaluated
	Within CD and UC, based on phenotype data, those identified as IBD1 (high risk of severe course of disease) and those classified as IBD2 (low risk of severe course of disease).
Detailed phenotype data were collected prospectively.

	Definition of response
	Not defined.

	Definition of remission
	Not defined.

	Treatment
	PredictSURE-IBD

	Number in study, N
	Training cohort: 118 (CD=66, UC=52)
Validation cohort: 123 (CD=66, UC=57)

	Withdrawals (please specify reasons for withdrawal, including loss to follow-up; use different rows for different reasons), n (%)
	Not reported.

	Details of follow-up for development of severe course of CD
	Time to first treatment escalation and number of treatment escalations were used as indicators for severe course of disease.

	Duration/length of follow-up for development of severe course of CD (mean, with SD/SE if given. If no mean presented, median values with ranges)
	For those with CD in training cohort:
Median follow up in IBD1 group = 4.9 years (interquartile range of 3.6 to 7.4 years)
Median follow up in IBD2 group = 5.3 years (interquartile range of 4.3 to 8.3 years).
For those with CD in validation cohort:
Median follow up in IBDHi group = 1.6 years (interquartile range of 1.0 to 3.7 years)
Median follow up in IBDLo group = 2.4 years (interquartile range of 1.8 to 3.8 years).

	Baseline patient characteristics
	PredictSURE-IBD

	
	Training cohort CD8T cell only
(N=66)

	
	CD IBD1 (n=33)
	CD IBD2 (n=33)

	Age, years (interquartile range)
	30.3 (25.3 to 36.1)
	30.3 (23.2 to 38.7)

	Sex (M), n (%)
	14 (42.4%)
	13 (39.4%)

	Ethnicity, n (%)
	Not reported

	Newly diagnosed, n (%)
	27 (81.8%)
	24 (72.7%)

	Disease duration (years)
	0.0 (0.0 to 0.0)
	0.0 (0.0 to 0.0)

	Disease location, n (%)
	
	

	L1 (ileum)
	9 (27.3%)
	13 (39.4%)

	L2 (colonic) 
	11 (33.3%)
	9 (27.3%)

	L3 (ileocolonic)
	13 (39.4%)
	11 (33.3%)

	L4 (upper digestive tract)
	2 (6.1%)
	3 (9.1%)

	Predictors of disabling CD
	
	

	Age <40 y
	Not reported

	Corticosteroid use
	Not reported

	Perianal lesions, n (%)
	6 (18.2%)
	3 (9.1%)

	Smoking, n (%)
	
	

	Current 
	10 (28.6%)
	12 (33.3%)

	Former
	Not reported

	Never
	Not reported

	Perianal examination
	
	

	No lesion
	Not reported

	Skin tags
	Not reported

	Fissure or ulcer
	Not reported

	Simple fistula
	Not reported

	Complex fistula
	Not reported

	CDAI score
	Not reported

	HBI score
	Not reported

	IBDQ
	Not reported

	Median haemoglobin concentration (g/L) (interquartile range)
	12.5 (11.7 to 13.3)
	13.1 (11.8 to 13.6)

	Median C-reactive protein concentration (mg/L) (interquartile range)
	26 (16 to 39)
	25 (10 to 59)

	Median albumin (g/L) (interquartile range)
	35 (32 to 37)
	37 (34 to 39)

	Section 3: Outcomes

	Outcome
	Definition

	Prognostic accuracy 
	Not reported

	Prognostic yield (number of diagnoses of severe versus non-severe course of Crohn’s disease)
	Not reported

	Time to test result
	Not reported

	Number of test failures
	Not reported

	Number of inconclusive test results
	Not reported

	Percentage of people for whom early treatment with biologics was offered (‘top-down’) by subgroup of severe versus non-severe course of disease
	Not reported

	Rates and duration of response and remission by subgroup of severe versus non-severe course of disease
	Not reported

	Rates and duration of flare-ups and/or relapses by subgroup of severe versus non-severe course of disease
	Not reported

	Rates and duration of corticosteroid-free remission by subgroup of severe versus non-severe course of disease
	Not reported

	Cumulative corticosteroid exposure by subgroup of severe versus non-severe course of disease
	Not reported

	Measures of mucosal healing by subgroup of severe versus non-severe course of disease
	Not reported

	Rates of and time to treatment escalation by subgroup of severe versus non-severe course of disease
	Maximum medical therapy during prospective follow-up split by immunomodulator, anti-TNF alpha, second-line biologic (ustekinumab or vedolizumab) and biologic therapy (excluding those who received biologic therapy due to immunomodulator intolerance)

	Rates of and time to hospitalisation by subgroup of severe versus non-severe course of disease
	Not reported

	Rates of and time to surgical intervention by subgroup of severe versus non-severe course of disease
	Number of people requiring any type of surgery

	Rates of and time to serious complication (e.g., obstruction, intestinal ulcers, fistula, anal fissure) by subgroup of severe versus non-severe course of disease
	Not reported

	Composite outcomes formed of hospitalisation, surgery or serious complication (obstruction, intestinal ulcers, fistula, anal fissure) by subgroup of severe versus non-severe course of disease
	Not reported

	Adverse effects of treatment
	Not reported

	Health-related quality of life by subgroup of severe versus non-severe course of disease
	Not reported

	Section 4: Data extraction form

	Outcome
	PredictSURE-IBD

	Prognostic test accuracy for validation cohort

	
	n
	N

	Sensitivity for predicting the need for multiple escalations within the first 18 months
	66
	72.7%

	Specificity for predicting the need for multiple escalations within the first 18 months
	66
	73.2%

	Negative predictive value for predicting multiple escalations within the first 18 months
	66
	90.9%

	Clinical outcomes

	Dichotomous outcomes for training cohort

	
	n
	N

	Risk of requiring immunomodulator as maximum medical therapy during prospective follow-up for IBD1 versus IBD2
	66
	12/33 (36.4%) with IBD1 versus 11/33 (33.3%) with IBD2
RR 1.09 (95% CI not reported)

	Risk of requiring anti-TNF alpha as maximum medical therapy during prospective follow-up for IBD1 versus IBD2b
	66
	11/33 (33.3%) with IBD1 versus 6/33 (18.2%) with IBD2
RR 1.83 (95% CI not reported)

	Risk of requiring second line biologic (vedolizumab or ustekinumab) as maximum medical therapy during prospective follow-up for IBD1 versus IBD2
	66
	2/33 (6.1%) with IBD1 versus 1/33 (3.0%) with IBD2
RR 2.0 (95% CI not reported)

	Risk of requiring escalation to biologic therapy (excluding those who received biologic therapy due to immunomodulator intolerance) as maximum medical therapy during prospective follow-up for IBD1 versus IBD2
	66
	12/33 (36.4%) with IBD1 versus 4/33 (12.1%) with IBD2
RR 3.0 (95% CI not reported)

	Risk of surgery (all procedures) c for IBD1 versus IBD2
	66
	10/33 (30.3%) with IBD1 versus 7/33 (21.2%) with IBD2
RR 1.43 (95% CI not reported)
Difference reported to be non-significant.
All people who required a panproctocolectomy were in the IBD1 subgroup

	Risk of surgery (panproctocolectomy) for IBD1 versus IBD2
	66
	3/33 (9.1.3%) with IBD1 versus 0/33 (0.0%) with IBD2
RR not reported (95% CI not reported)

	Continuous outcomes

	
	Time-frame
	Mean
	SD/SE
	N

	
	
	
	
	

	Time to event outcomes 

	
	Time-frame
	HR
	95% CI
	p value

	Time to first treatment escalation for IBDHi versus IBDLo (validation cohort [N=66])
	
	2.65
	1.32 to 5.34
	0.006

	Time to first treatment escalation for IBD1 versus IBD2 (Training cohort [N=66])
	
	NR
	NR
	0.016

	Section 5: Additional comments

	Additional comments
	Clinicians were blinded to the biomarker results at diagnosis, and to gene expression analyses.
It is reported that most people (86/118) were recruited at the time of diagnosis.
There were 67 treatment escalations in total across the CD validation cohort (N = 66).
Neither clinical parameters (any two of: steroid requirement, age <40 years and perianal disease) nor severe endoscopic features (including deep and extensive ulceration in at least one colonic segment) were able to predict the need for early treatment escalation.
Additional outcome reported of risk of not requiring any medical therapy
8/33 (24.2%) with IBD1 versus 15/33 (45.5%) with IBD2
RR 0.53 (95% CI not reported)
All patients were assessed and treated at the discretion of their gastroenterologists in accordance with national and international guidelines, rather than following a formal protocol.
As patients were recruited before induction therapy, it is not known how the biomarker would perform if treatment had already been started.

	Further information that could be requested from authors
	Please clarify:
For those with CD, the number of people who were newly diagnosed by IBD1 and IBD2 subgroup.

	a Data provided by the company on request.
b One person categorised as IBD1 and three people classified as IBD2 received anti-TNFα due to intolerance to immunomodulators rather than refractory disease.
c Includes any single abdominal operation for treatment of Crohn's disease (e.g. ileocaecal resection or panproctocolectomy) or multiple operations for perianal disease.
Abbreviations: ASA, aminosalicylic acid; CD, Crohn’s disease; CDAI, Crohn’s disease Activity Index; CI, confidence interval; CRP, C reactive protein; HR, hazard ratio; IBD, inflammatory bowel disease; IBDQ, Inﬂammatory Bowel Disease Questionnaire score; n, number of patients with the outcome; N, number of patients assessed; HRQoL, health-related quality of life; RCT, randomised controlled trial; SD, standard deviation; SE, standard error; TNF, tumour necrosis factor; UC, ulcerative colitis.





Health-related quality of life (HRQoL) data extractions
	Study
	Elicitation method
	Valuation method
	Population
	Health states and utility values

	Benedini et al 20129
	Patients assessed their own HRQoL using the EQ-5D-3L
	EQ-5D scores were converted into utilities using a UK source (Dolan et al. 1995)10
	162 patients with CD in the active phase and a CDAI score >150 were recruited from 25 Italian centres. CD was diagnosed within at least 6 months of study entry. 
50% male, mean age 43 years (range 21 to 73)
	Proportion male; mean utility (SD)
Enrolment: n=162, 50%; 0.558 (0.310)
6 months: n=154, 50.6%; 0.682 (0.254)
12 months: n=154, 50.6%; 0.728 (0.251)
18 months: n=155, 51%; 0.739 (0.262)

	Casellas et al 200511 
	Patients assessed their own HRQoL using the IBDQ and EQ-5D-3L
	EQ-5D scores were converted into utilities using representative sample of 12,245 members of the Spanish general population (Badia et al. 1999)12
	628 CD patients from 9 different hospitals in different geographical areas in Spain. Mean disease duration 60 months (range 22 to 161), 274 male, 354 female, mean age 34 years (range 26 to 44)
	Mean utility (range)
Remission: n=360, 0.8 (0.7 to 1) 
Mild: n=151, 0.72 (0.5 to 0.8) 
Moderate-Severe: n=115, 0.6 (0.5 to 0.7) 

	Casellas et al 200013
	Patients assessed their own HRQoL using the IBDQ, PGWBI and EQ-5D-3L
	EQ-5D scores were converted into utilities using a Spanish source (Rue and Badia 1996)14
	119 Consecutive patients with CD were seen at the Digestive Diseases Department in Spain
Health controls N=63, 32 years (27 to 36), 69% female
Operated, in remission N=29, 33 years (32 to 40), 68% female
Nonoperated, in remission N=48, 29.5 years (28 to 35), 66% female
Active N=42, 29 years (29 to 38), 67% female
	Median utility (95% CI)
Operated CD patients: 0.87 (0.79 to 0.92) 
Remission CD patients: 0.86 (0.78 to 0.87) 
Active CD patients: 0.67 (0.62 to 0.72) 

	Casellas et al 200715
	Patients assessed their own HRQoL using the IBDQ-36 and EQ-5D-3L
	EQ-5D scores were converted into utilities using a sample of the Spanish population (Badia et al. 1999)12
	Outpatients with CD who had been infliximab and azathioprine induced and maintained clinical remission for at least six months. 
Medians and (percentiles 25-75)
Age 40 years (31 to 49), male/female 26/23, disease duration 96 months (40 to 161)
Forty-nine patients with CD in stable clinical remission were included at baseline. At 12 months, 42 patients remained in remission, at 24 months 32 patients, at 36 months 13, and in the last visit at 48 months 6 patients remained in clinical remission.
	Median utility for patients in remission (range)
Inclusion: 1 (0.8 to 1)
12 months: 1 (1 to 1)
24 months: 1 (1 to 1)
36 months: 1 (0.9 to 1)
48 months: 1 (0.8 to 1)

	Casellas et al 200516
	Patients assessed their own HRQoL using the IBDQ-36, PGWBI, and EQ-5D-3L
	NR
	142 CD outpatients and 56 CD inpatients treated at a Crohn Colitis Care Unit in Spain
Median age 30 years (23 to 38), male/female 76/122, disease duration 36 months (5 to 82) 
Age: <40 years n=177, ≥40 years n=21
Disease location: L1 (terminal ileum) n= 53, L2 (colon) n=62, L3 (ileocolon) n=72, L4 (upper gastrointestinal) n=11
Disease behaviour: B1 (inflammatory) n=99, B2 (stricturing) n=32, B3 (penetrating) n=67
	Median utility values (percentiles 25-75):
<40 years old 0.72 (0.57 to 100), >= 40 years old 0.72 (0.57 to 0.87)
disease location: terminal ileum 0.72 (0.57 to 0.85), colon 0.72 (0.57 to 1.00), ileocolon 0.72 (0.57 to 1.00), upper GI 0.71(0.54 to 0.87)
disease behaviour: inflammatory 0.72 (0.57 to 1.00), stricturing 0.85 (0.57 to 1.00), penetrating 0.72 (0.57 to 0.85)

	Holko et al 201617
	Patients assessed their own HRQoL using the EQ-5D-3L
	EQ-5D scores were converted into utilities using Polish tariffs (Golicki et al. 2010)18
	Undertaken in Poland.
Remission (N = 93); Active disease (N = 105); All patients with CD (N = 200)
Age, mean (SD): 30.60 (9.94); 32.86 (10.75); 31.80 (10.41) 
Male, n (%): 40 (43.0); 44 (41.9;) 84 (42.2)
Age at diagnosis, mean (SD): 24.14 (10.26) 24.73 (10.88) 24.46 (10.57) 
47% of all patients in remission
	Mean utility (SD)
All: 0.839 (0.171)
Remission: 0.908 (0.084)
Active: 0.777 (0.203)
Mild: 0.859 (0.094)
Moderate: 0.754 (0.203)
Severe: 0.462 (0.353)

	Huaman et al 201019
	Patients assessed their own HRQoL using the IBDQD-36 and EQ-5D-3L
	EQ-5D scores were converted into utilities using representative a sample of 12,245 members of the Spanish general population (Badia et al. 1999)12
	114 patients with CD at the Unitat Atencio Crohn Colitis Hospital in Spain. 61% in remission and 39% in relapse
Mean (SD) age 32.21 years (12.13), male/female 47/67, disease duration 37.41 months (48.94)
Location, n (%): L1=terminal ileum 20 (17.55), L2 = colon 33 (28.95), L3 =ileocolon 59 (51.75), L4 = upper GI2 (1.75)
	Mean utility in CD 0.76, SD 0.18
Mean utility ≥ 0.9 in 33 patients and <0.9 in 81 patients

	Mozzi A et al 201620
	Patients assessed their own HRQoL using the EQ-5D-3L
	Utilities calculated by applying Italian, US and UK general population based preference weights. The TTO technique was used for the preference of the scoring function in adults randomly sampled from the general population. Algorithms were developed by Scalone et al. 201321 (Italy) Shaw et al 200522 (US) and Badia et al 200123 (UK)
	The study is based on a survey conducted in Italy from 2012 to 2013. 552 patients with moderate to severe active CD enrolled in the SOLE survey referred to gastroenterological centres
Mean (SD) age 41.18 years (13.77), male/female 251/249, years from CD onset 2.19 (4.44)
	Mean utility obtained from UK tariffs (SD)
HBI 8-11 (moderate burden of disease): n=389, 0.63 (0.28) 
HBI 12-16 (moderate/severe burden of disease): n=84, 0.45 (0.37) 
HBI >16 (severe burden of disease): n=27, 0.22 (0.40) 
Total sample: n=500, 0.57 (0.32)

	Rencz et al 201924
	Patients assessed their own HRQoL using the EQ-5D-3L and EQ-5D-5L
	To obtain 3L values and 5L values, the UK tariffs by Dolan et al 199725 and the English tariffs by Devlin et al 201826 were used
	Outpatients with CD from three academic gastroenterology departments and an inflammatory bowel disease centre in three large cities in Hungary. 
Mean (SD) age 34.7 years (10.5), 54.9% male, mean disease duration 10.5 years (6.3)
	5L scores: mean (SD); median (IQR)
Symptomatic remission (CDAI<150), Mild (CDAI 150–219), Moderate-to-severe (CDAI 220≤)
Symptomatic remission n=154, 0.88 (0.11); 0.92(0.81-1)
Mild n=32, 0.86 (0.14); 0.9 (0.79-0.99)
Moderate to Severe n=18, 0.79 (0.19); 0.8(0.73-0.94)
3L scores: mean (SD); median (IQR)
Symptomatic remission n=154, 0.82(0.15); 0.8 (0.69-1)
Mild n=31, 0.77 (0.21); 0.8 (0.69-1)
Moderate to Severe n=18, 0.7 (0.23); 0.71(0.65-0.86)

	Saro et al 201727
	Patients assessed their own HRQoL using the EQ-5D and the IBDQ.
	NR
	126 patients with CD were recruited from 33 centers located in 11 geographical regions in Spain. Included patients who are naïve to any biological treatment for whom adalimumab treatment was prescribed as part of regular clinical practice
Female 49.2%, mean age was 39.1 ± 13.8 years, diagnosed with CD over a median of seven years
Based on the Montreal classification by location of the disease, 35.7% of CD was in L1; 10.3%, in L2; 47.6%, in L3; 2.4%, in L4; 3.2%, in L1 + L4; and 0.8%, in L2 + L4
	Mean utility (SD) 
Baseline: 0.680 (0.288) 
1 month: 0.785 (0.2) 
3 months: 0.800 (0.208) 
6 months: 0.813 (0.203) 
9 months: 0.805 (0.238) 
12 months: 0.815 (0.214)

	Stark et al 201028
	Patients assessed their own HRQoL using the EQ-5D-3L. The questionnaire was completed by the patients and then 4 weeks later
	A TTO tariff was calculated for Germany by Greiner et al 200529 in 339 persons. German tariffs valued health states better than UK tariffs especially for poorer health states. EQ-5D UK Index tariffs obtained from Dolan et al 199725
	A random sample of 270 CD patients were drawn from the DCCV (German IBD association) according to the last digit of their membership number.
Mean (SD) age 41 years (11), 37.4% male, age at diagnosis 27 years (10), disease duration 14 years (8), remission 57.1%, active 42.9%
	Mean utility (SD)
All patients at baseline: n=269, 0.77 (0.24)
Remission: n=128, 0.89 (0.13)

	[bookmark: _Hlk15560305]Abbreviations: CD, Crohn’s disease; HBI, Harvey Bradshaw Index; IBDQ, Inflammatory Bowel Disease Questionnaire; HRQoL, health-related quality of life; NR, not reported; PGWBI, Psychological General Well-Being Index SD, standard deviation; TTO, time trade-off 
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