
SUPPLEMENTAL MATERIAL
Systematic literature review (SLR) and network meta-analysis (NMA) feasibility assessment
Systematic review of conference proceedings
In addition to searching the academic literature databases, conference proceedings during the period 2016–2022 were searched according to predefined criteria, as detailed in Supplemental Table 1. The conferences searched were: the American College of Gastroenterology (ACG); Asia Pacific Digestive Week (APDW) English sections only; Digestive Disease Week (DDW); European Crohn’s and Colitis Organisation (ECCO); Japanese Society for Inflammatory Bowel Disease (JSIBD) English sections only; and the United European Gastroenterology Week (UEGW). 
Results of the literature search and NMA feasibility assessment
A total of 6,172 unique citations were identified by the SLR. Abstracts were double-reviewed for eligibility and 231 full-text articles were assessed. Following full-text review, a total of 117 publications were eligible for inclusion (81 full-text publications and 36 conference abstracts). Twenty-three publications reported open-label extensions and were not eligible for extraction. Overall, 94 publications reporting on 68 unique studies that investigated induction or maintenance treatments or both were included in the SLR. 
Eventually, 34 of the 71 studies considered for inclusion in the NMA were excluded (see Supplemental Table 3 for more details). Of the final 37 studies included in the NMA, in the induction NMA, data for at least one efficacy outcome were reported by 24 studies in the biologic/Janus kinase inhibitor (JAKi)-naïve population, and 14 studies in the biologic/JAKi-experienced population. Twenty-two studies reported data for at least one safety outcome for the overall population and were included in the safety NMA. For the maintenance NMA, data for at least one efficacy outcome was reported by 15 studies in a biologic/JAKi-naïve population and 11 studies in a biologic/JAKi-experienced population.
Additional information on statistical analyses
A predictive distribution of the baseline was obtained by fitting baseline models to the placebo data [1]. Uninformative priors were placed on all parameters (Supplemental Table 3). Sampling was done using four chains with 10,000 iterations each, including 5,000 warmup iterations. 
For each analysis, both fixed-effect and random-effects models were considered. Results under fixed effect and random effects, baseline risk adjusted and unadjusted models were compared for goodness of fit to the data based on model selection criteria outlined in the NICE Decision Support Unit Technical Support Documents [1-4], including deviance information criterion (DIC) [50] and visual inspection of diagnostic plots. An unrelated mean effects model was used to test for the presence of inconsistency [4]. 
The deviance information criterion
Reviewing the unadjusted models, in the biologic/JAKi-naïve population, the residual deviance for the random effects model was lower than the fixed effect model (136.86 vs 139.40) and the 95% credible interval (CrI) for the posterior estimate of the between-study standard deviation (tau) was reasonable (mean 0.10 [95% Crl 0.00 to 0.26]). While the DIC was marginally larger in the random effects model (176.09 vs 174.86 for the fixed effect model), clinical heterogeneity, observed in Supplemental Table 6, favours the random effects model.
In the maintenance population, the fixed effect model had a reasonable fit in terms of DIC and residual deviance. Although clinical heterogeneity, observed in Supplemental Table 6, favours the random effects model, the reduced network of evidence available in the biologic/JAKi-naïve population introduced highly uncertain results under the random effects model wherein all treatments were considered comparable to one another.
Baseline risk adjustment
While varying baseline risk across studies has been noted in previous NMAs of ulcerative colitis [6-11], to our knowledge, only a few NMAs implement baseline risk adjustment through meta-regression to account for differences in placebo rates across studies where model fit suggested adjustment was appropriate. Panaccione and colleagues [12] reported application of baseline risk adjustment using a different analytic approach to the one reported here. As a result of these differences, and differences in the evidence base, the authors reported convergence and/or running issues for all but two networks (induction clinical response in the biologic naïve population and all cause adverse events). Due to a difference in outcomes and approach for these two networks a comparison of results is not presented. 

Supplemental Table 1. Systematic literature review eligibility criteria 

	PICOS
	Inclusion criteria
	Exclusion criteria

	Patient population
	Adults (aged ≥18 years) with moderately-to-severely active UCa
	Non-adults (<18 years of age)
Disease severity other than moderate or severe as defined by Mayo Score (i.e. mild disease)

	Interventions
	Approved targeted therapies (and biosimilars):
· Adalimumab
· Filgotinib
· Golimumab
· Infliximab
· Ozanimod
· Tofacitinib
· Ustekinumab
· Vedolizumab
Emerging therapies:
· Bertilimumab
· Brazikumab
· Cobitolimod
· Deucravacitinib
· Etrasimod
· Mirikizumab†
· Risankizumab
· Ontamalimab
· Upadacitinib†

	Any treatments other than those listed in interventions inclusion criteria

	Comparators
	Placebo (or standard of care)
Any of the above interventions alone or in combination with conventional drugs
	Any treatments other than those listed in comparators inclusion criteria

	Outcomes
	Induction phase:
· Clinical response
· Clinical remission
· Endoscopic remission / endoscopic improvement / mucosal healing
· Histologic remission
· Steroid free clinical remission
Maintenance phase:
· Clinical response
· Clinical remission
· Maintenance of clinical response (durable clinical response)
· Maintenance of clinical remission (durable clinical remission)
· Mucosal healing at end of maintenance (durable mucosal healing)
· Steroid free remission
Additional outcomes:
· Mayo score (full, partial, modified)
· Mayo subscores (RBS, SFS, sigmoidoscopy, PGA)
· UC-DAI
· IBDQ
Safety outcomes:
· Adverse events
· Serious/ severe adverse events
· Discontinuation (due to lack of efficacy or due to adverse events)
	Studies that did not report at least one of the outcomes of interest

	Study design
	Randomised controlled trials*
Pooled analyses, SLRs and meta-analyses**
	Non-randomised studies (interventional or observational)
Editorials or commentaries
Any other study designs other than those listed in inclusion criteria

	Date restriction
	1990 to present
	Prior to 1990

	Language restriction
	English language only***
	Non-English language


aRelevant studies including patients aged <18 years were excluded.
*Cross-over design was permitted but only data prior to cross-over was extracted and included.
**The 5 most recent relevant SLRs and meta-analyses were used to validate study inclusion and listed separately; no data were extracted from these publications. 
***Studies excluded for ‘non-English’ were recorded accordingly.
† The intervention groupings listed in the table reflect the eligibility criteria at the time of the search and selection process of the SLR. Subsequently, mirikizumab and upadacitinib have received FDA and EMA approval.
EMA, European Medicines Agency; FDA, Food and Drug Administration; IBDQ, Inflammatory Bowel Disease Questionnaire; PICOS, population, intervention, comparator, outcome and study; RBS, rectal bleeding subscore; SFS, stool frequency subscore; PGA, Physician Global Assessment; SLR, systematic literature review; UC, ulcerative colitis; UC-DAI, UC-Disease Activity Index. 

		
Supplemental Table 2. Approved doses and regimens of targeted therapies for UC (links correspond to EMA summary of product characteristics and FDA prescribing information for each drug)  
	Drug
	EMAapproved dose and regimen
	FDA approved dose and regimen
	Abbreviated NMA label

	
	Induction
	Maintenance
	Induction
	Maintenance
	Induction
	Maintenance

	Adalimumab
	160/80 mg (sc); 160 mg at week 0, 80 mg at week 2
	80/40 mg (sc) Q2W; 40 mg (or 80 mg if needed) Q2W
	160/80 mg (sc); 160 mg at week 0, 80 mg at week 2
	40 mg (sc) Q2W
	ADA
	ADA

	Filgotinib
	200 mg QD for 10 or 22 weeks (depending on response)
	200 mg QD (length of maintenance treatment not specified)
	No FDA approval
	No FDA approval
	FIL
	FIL

	Golimumab
	200/100 mg (sc); 200 mg at week 0, 100 mg at week 2 (and at week 6 if needed)
	100/50 mg (sc) Q4W from week 6
	200/100 mg (sc); 200 mg at week 0, 100 mg at week 2
	100 mg (sc) Q4W
	GOL
	GOL 50 mg
GOL 100 mg

	Infliximab 
	5 mg/kg (iv) week 0, 2 and 6
	5 mg/kg (iv) Q8W
	5 mg/kg (iv) week 0, 2 and 6
	5 mg/kg (iv) Q8W from week 6
	IFX
	IFX

	Mirikizumab
	300 mg (iv) at weeks 0, 4 and 8
	200 mg (SC) Q4W
	300 mg (iv) at weeks 0, 4 and 8
	200 mg (SC) at Week 12 then Q4W
	MIRI
	MIRI

	Ozanimod*
	0.23 mg QD from Days 1–4
0.46 mg QD from Days 5–7 0.92 mg QD from Day 8 on
	0.92 mg QD from Day 8 on
	0.23 mg or 0.46 mg or 0.92 mg QD
	0.92 mg QD
	OZD
	OZD

	Tofacitinib 
	10 mg (oral) BID for 8 weeks (extended to 16 weeks if needed)
	5 or 10 mg (oral) BID
	10 mg (oral) BID for 8 weeks
	5 and 10 mg (oral) BID
	TOF
	TOF 5 mg
TOF 10 mg

	Tofacitinib extended release
	Application for extension in progress
	Application for extension in progress
	22 mg (oral) QD for 8 weeks (extended to 16 weeks if needed)
	11 mg (oral) QD
	TOF
	TOF 5 mg
TOF 10 mg

	Upadacitinib
	45 mg (oral) QD for 8 weeks
	15 or 30 mg (oral) QD
	45 mg (oral) QD for 8 weeks
	15 or 30 mg (oral) QD
	UPA
	UPA 15 mg
UPA 30 mg

	Ustekinumab
	260 mg (iv) or 390 mg (iv) or 520 mg (iv) based on weight, single dose
	90 mg (sc) Q12W (or Q8W if needed)
	260 mg (iv) or 390 mg (iv) or 520 mg (iv) based on weight single dose
	90 mg (sc) Q8W from week 8
	UST
	UST 90 mg Q8W
UST 90 mg Q12W

	Vedolizumab
	300 mg (iv) week 0, 2 and 6
	300 mg (iv) Q8W (or Q4W if needed)
108 mg (sc) Q2W
	300 mg (iv) week 0, 2 and 6
	300 mg (iv) Q8W
	VED
	VED 108 mg Q2W
VED 300 mg Q4W
VED 300 mg Q8W


*0.25 mg ozanimod hydrochloride (HCl) is equivalent to 0.23 mg ozanimod, 0.5 mg ozanimod HCl is equivalent to 0.46 mg ozanimod, and 1 mg ozanimod HCl is equivalent to 0.92 mg ozanimod.
BID, twice daily; EMA, European Medicines Agency; FDA, Food and Drug Administration; IV, intravenous; NMA, network meta-analysis; QD, once daily; Q2W, once every 2 weeks; Q4W, once every 4 weeks; Q8W, once every 8 weeks; Q12W, once every 12 weeks; SC, subcutaneous; UC, ulcerative colitis.

Supplemental Table 3. Default NMA model priors
	Parameter
	Prior distribution

	Study intercepts (μ)
	

	Relative treatment effects (d)
	

	Between-study variation (sd)
	

	Meta-regression coefficient (β)
	





[bookmark: _Hlk117776097]Supplemental Table 4. Studies excluded from the NMA and reasons for exclusion
	Study 
	Reason for exclusion

	AMAC_Induction [13]
	Intervention (MIRI dose)

	AMAC_Maintenance [13]
	Intervention (MIRI dose)

	Armuzzi 2004 [14]
	Comparator (IFX versus MPN)

	CONDUCT [15]
	Intervention (cobitolimod not approved)

	CONSTRUCT [16]
	Comparator (IFX versus ciclosporin)

	Danese 2020 [17]
	Intervention (APR not approved)

	Florholmen 2011 [18]
	Intervention (AZA not approved)

	HAYABUSA [19]
	Intervention (IFX dosing regimen continued versus discontinued)

	Laharie 2012 [20]
	Intervention and comparator (IFX dose not approved, versus ciclosporin)

	LATTICE-UC [21]
	Intervention (deucravacitinib not approved)

	NOR-DRUM part A [22]
	Comparator (IFX dosing study)

	NOR-SWITCH [23]
	Intervention and comparator (IFX dose not clear, versus CT-P13)

	OASIS [24]
	Intervention (etrasimod not approved)

	Ochsenkuhn 2004 [25]
	Comparator (IFX versus prednisolone)

	Parikh 2012 [26]
	Intervention (VED dose not approved)

	PRECISION [27]
	Intervention (IFX dosing study)

	PURSUIT-IV [28]
	Intervention (GOL dose not approved)

	RIVETING [29]
	Population (received TOF 10mg for 2 years and were in stable remission for 6 months prior to study entry)

	Roblin, 2017 [30]
	Intervention (IFX and AZA combination therapy)

	Sands, 2001 [31]
	Intervention (IFX dose not approved)

	Schreiber 2021 [32]
	Intervention (CT-P13 not approved)

	SERENE-UC_Induction_Integrated [33]
	Comparator (ADA dosing study)

	SERENE-UC_Induction_Japan [33]
	Comparator (ADA dosing study)

	SERENE-UC_Induction [33]
	Comparator (ADA dosing study)

	SERENE-UC_Maintenance_Integrated [33]
	Comparator (ADA dosing study)

	SERENE-UC_Maintenance_Japan [33]
	Comparator (ADA dosing study)

	SERENE-UC_Maintenance [33]
	Comparator (ADA dosing study)

	Silva ECCO, 2017 [34]
	Intervention (IFX versus ADA, dose not clear)

	TOUCHSTONE [35]
	Population (outcome data not available by prior therapy subgroup)

	TURANDOT II [36]
	Intervention (SHP647 not approved)

	TURANDOT [37]
	Intervention (SHP647 not approved)

	UC SUCCESS [38]
	Comparator (AZA not approved)

	Vermeire, 2011 [39]
	Intervention (SHP647 not approved)

	Vermeire, 2014 [40]
	Intervention (etrolizumab and SHP647 not approved)


APR, apremilast; AZA, azathioprine; IFX, infliximab; MIRI, mirikizumab; MPN, methylprednisolone; NMA, network meta-analysis; TOF, tofacitinib.

Supplemental Table 5. Characteristics of included trials by population and outcome of interest, induction and maintenance NMAs  

	Induction NMAs
	
	
	
	
	

	Study 
	Intervention
	Timepoint (weeks)
	Biologic/JAKi naïve
	Biologic/JAKi experienced
	Overall (mixeda) population

	
	
	
	Population definition 
	Clinical response and remission
	Mucosal healing
	Population definition 
	Clinical response and remission
	Mucosal healing
	All cause discontinuation
	SAEs

	ACT 1 [41]
	IFX
	8
	TNF naïve 
	
	
	
	
	
	
	

	ACT 2 [41]
	IFX
	8
	TNF naïve 
	
	
	
	
	
	
	

	GEMINI 1 [42]
	VED
	6
	TNF naïve 
	
	
	TNF failure
	
	
	
	

	HIBISCUS 1 [43]
	ADA
	10
	TNF naïve 
	
	
	
	
	
	
	

	HIBISCUS 2 [43]
	ADA
	10
	TNF naïve 
	
	
	
	
	
	
	

	Jiang 2015 [44]
	IFX
	8
	TNF naïve 
	
	
	
	
	
	
	

	Kobayashi 2016 [45]
	IFX
	8
	TNF naïve 
	
	
	
	
	
	
	

	LUCENT [46]
	MIRI
	12
	No biologic/JAKi failure
	
	
	Biologic/JAKi failure
	
	
	
	

	Motoya 2019 [47]
	VED
	10
	TNF naïve 
	
	
	TNF experienced
	
	
	
	

	OCTAVE 1 [48]
	TOF
	8
	TNF naïve 
	
	
	TNF failure
	
	
	
	

	OCTAVE 2 [48]
	TOF
	8
	TNF naïve 
	
	
	TNF failure
	
	
	
	

	Probert 2003 [49]
	IFX
	6
	
	
	
	
	
	
	
	

	PURSUIT-SC 2 [50]
	GOL
	6
	TNF naïve 
	
	
	
	
	
	
	b

	PURSUIT-SC 3 [50]
	GOL
	6
	TNF naïve 
	
	
	
	
	
	
	

	Sandborn 2012 [51]
	TOF
	8c
	TNF naïve 
	
	
	TNF experienced
	
	
	
	

	SELECTION A [52]
	FIL
	10
	Biologic naïve 
	
	
	
	
	
	
	d

	SELECTION B [52]
	FIL
	10
	
	
	
	Biologic experienced
	
	
	
	

	Suzuki 2014 [53]
	ADA
	8
	TNF naïve 
	
	
	
	
	
	
	

	TRUE NORTH [54]
	OZD
	10
	TNF naïve
	
	
	TNF experienced
	
	
	
	

	U-ACCOMPLISH [55]
	UPA
	8
	No biologic failure
	
	
	Biologic failure
	
	
	
	

	U-ACHIEVE [55]
	UPA
	8
	No biologic failure
	
	
	Biologic failure
	
	
	
	

	U-ACHIEVE Ph2b [56]
	UPA
	8
	No biologic failure
	
	
	Biologic failure
	
	
	
	

	ULTRA 1 [57]
	ADA
	8
	TNF naïve 
	
	
	
	
	
	
	

	ULTRA 2 [58]
	ADA
	8
	TNF naïve 
	
	
	TNF experienced
	
	
	
	

	UNIFI [59]
	UST
	8
	Biologic naïve
	
	
	Biologic failure
	
	
	
	

	VARSITY [60]
	VED
ADA
	14
	TNF naïve 
	
	
	TNF experienced
	
	
	
	



	Maintenance NMAs

	
	
	
	
	

	Study
	Intervention
	Maintenance period length (weeks)
	Timepoint (weeks)
	Study design
	Biologic/JAKi naïve
	Biologic/JAKi experienced

	
	
	
	
	
	Population definition 
	Clinical response and remission
	Mucosal healing
	Population definition 
	Clinical response and remission
	Mucosal healing

	ACT 1 [41]
	IFX
	46
	54
	TT
	TNF naïve 
	
	
	
	
	

	GEMINI 1 [42]
	VED
	46
	52
	RR
	TNF naïve 
	
	
	TNF failure
	
	

	LUCENT [46]
	MIRI
	40
	52
	RR
	No biologic/JAKi failure
	
	
	Biologic/JAKi failure
	
	

	Motoya 2019 [47]
	VED
	50
	60
	RR
	TNF naïve 
	
	
	TNF experienced
	
	

	OCTAVE Sustain [48]
	TOF
	52
	60
	RR
	TNF naïve
	
	
	TNF failure
	
	

	PURSUIT-J [61]
	GOL
	54
	60
	RR
	TNF naïve
	
	
	
	
	

	PURSUIT-M [62]
	GOL
	54
	60
	RR
	TNF naïve
	
	
	
	
	

	SELECTION Maintenance [52]
	FIL
	48
	58
	RR
	Biologic naïve 
	
	
	Biologic experienced
	
	

	Suzuki 2014 [53]
	ADA
	44
	52
	TT
	TNF naïve 
	
	
	
	
	

	TRUE NORTH [54]
	OZD
	42
	52
	RR
	TNF naïve
	
	
	TNF experienced
	
	

	U-ACHIEVE [55]
	UPA
	52
	60
	RR
	No biologic failure
	
	
	Biologic failure
	
	

	ULTRA 2 [58]
	ADA
	44
	52
	TT
	TNF naïve 
	
	
	TNF experienced
	
	

	UNIFI [59]
	UST
	44
	52
	RR
	Biologic naïve
	
	
	Biologic failure
	
	

	VARSITY [60]
	VED
ADA
	38
	52
	TT
	TNF naïve 
	
	
	TNF experienced
	
	

	VISIBLE 1 [63]
	VED
	46
	52
	TT
	TNF naïve 
	
	
	TNF failure
	
	


a Overall population with regards to prior medication.
b PURSUIT-SC Total study results (i.e. phase 2 and phase 3) were used in the NMA of SAEs.
c Safety outcomes for Sandborn et al. 2012 [51] were assessed at week 12.
d Pooled results for SELECTION A and B were used in the NMA of SAEs.
Note: Maintenance period length denotes the number of weeks in the maintenance period of the study. Time point is inclusive of both the induction and maintenance periods.
ADA, adalimumab; FIL, filgotinib; GOL, golimumab; IFX, infliximab; JAKi, Janus kinase inhibitor; MIRI, mirikizumab; NMA, network meta-analysis; OZD, ozanimod; RR, re-randomised; SAE, serious adverse events; TNF, tumour necrosis factor; TOF, tofacitinib; TT, treat-through; UPA, upadacitinib; UST, ustekinumab; VED, vedolizumab.


Supplemental Table 6. Patient characteristics in included trials by population and outcome of interest, induction and maintenance

	Induction studies
Biologic/JAKi-naïve populations
	
	
	
	
	
	
	

	Study
	Population
	Treatment arm
	N
	Age (years), mean (SD)
	% male
	Disease duration (years), mean (SD)
	Baseline Total Mayo clinic score, mean (SD)
	Concomitant medications, %

	
	
	
	
	
	
	
	
	GC only
	GC/
CS (any)
	IS only
	IS any
	GC and IS

	ACT 1 [41]
	TNF naïve
	PBO
	121
	41.4 (13.7)
	59.5
	6.2 (5.9)
	8.4 (1.8)
	–
	65.3
	–
	43.8
	–

	
	
	IFX
	121
	42.4 (14.3)
	64.5
	5.9 (5.4)
	8.5 (1.7)
	–
	57.9
	–
	54.5
	–

	ACT 2 [41]
	TNF naïve
	PBO
	123
	39.3 (13.5)
	57.7
	6.5 (6.7)
	8.5 (1.5)
	–
	48.8
	–
	43.9
	–

	
	
	IFX
	121
	40.5 (13.1)
	62.8
	6.7 (5.3)
	8.3 (1.5)
	–
	49.6
	–
	43
	–

	GEMINI 1 [33]
	TNF naïve
	PBO
	76
	40.5 (11.7)
	62
	6.1 (6.4)
	8.5 (1.5)
	–
	37.0
	13.0
	–
	21

	
	
	VED
	130
	39.7 (13.1)
	53
	5.8 (5.2)
	8.4 (1.8)
	–
	32.0
	18.0
	–
	24

	HIBISCUS 1 [43]
	TNF naïve*
	PBO
	72
	– (–)
	54
	– (–)
	8.7 (1.6)
	35
	–
	21
	–
	11

	
	
	ADA
	142
	– (–)
	58
	– (–)
	8.9 (1.3)
	32
	–
	21
	–
	11

	HIBISCUS 2 [43]
	TNF naïve*
	PBO
	72
	– (–)
	53
	– (–)
	8.8 (1.6)
	32
	–
	19
	–
	11

	
	
	ADA
	143
	– (–)
	57
	– (–)
	8.7 (1.6)
	29
	–
	20
	–
	14

	Jiang 2015 [44]
	TNF naïve
	PBO
	41
	34.5 (14.9)
	60.9
	4.4 (2.6)
	– (–)
	–
	51.2
	–
	31.7
	–

	
	
	IFX
	41
	34.3 (14.3)
	63.4
	4.4 (2.8)
	– (–)
	–
	53.7
	–
	29.3
	–

	Kobayashi 2016 [45]
	TNF naïve
	PBO
	104
	37.8 (12.9)
	64.4
	7.1 (6.6)
	8.5 (1.4)
	–
	66.3
	–
	47.1
	–

	
	
	IFX
	104
	40.0 (12.7)
	63.5
	8.1 (7.2)
	8.6 (1.4)
	–
	65.4
	–
	48.1
	–

	LUCENT [46]
	No biologic/
JAKi failure*
	MIRI
	868
	42.9 (13.9)
	61.1
	7.2 (6.7)
	8.8 (1.6)
	31.2
	–
	15.1
	–
	9.2

	
	
	PBO
	294
	41.3 (13.8)
	56.1
	6.9 (7.0)
	8.8 (1.6)
	30.3
	–
	15.3
	–
	8.2

	Motoya 2019 [47]
	TNF naïve* 
	VED
	164
	42.3 (14.4)
	60.4
	7.2 (6.2)
	8.3 (1.5)
	18.9
	–
	36.0
	48.8
	12.8

	
	
	PBO
	82
	44.0 (16.0)
	67.1
	8.6 (8.0)
	8.1 (1.5)
	13.4
	–
	35.4
	–
	17.1

	OCTAVE 1 [48]
	TNF naïve* 
	PBO
	122
	41.8 (15.3)
	63.1
	– (–)
	9.1 (1.4)
	–
	80.3
	–
	68.0
	–

	
	
	TOF
	476
	41.3 (14.1)
	58.2
	– (–)
	9.0 (1.4)
	–
	73.5
	–
	75.6
	–

	OCTAVE 2 [48]
	TNF naïve*
	PBO
	112
	40.4 (13.2)
	49.1
	– (–)
	8.9 (1.5)
	–
	74.1
	–
	67.0
	–

	
	
	TOF
	429
	41.1 (13.5)
	60.4
	– (–)
	9.0 (1.5)
	–
	70.6
	–
	70.2
	–

	PURSUIT–SC 2 [50]
	TNF naïve 
	PBO
	42
	– (–)
	–
	– (–)
	– (–)
	–
	–
	–
	–
	–

	
	
	GOL
	42
	– (–)
	–
	– (–)
	– (–)
	–
	–
	–
	–
	–

	PURSUIT–SC 3 [50]
	TNF naïve 
	PBO
	258
	39.7 (13.4)
	50.4
	6.4 (7.2)
	8.3 (1.5)
	–
	41.1
	–
	29.5
	–

	
	
	GOL
	258
	39.7 (13.8)
	54.3
	6.4 (6.4)
	8.7 (1.6)
	–
	45.3
	–
	29.5
	–

	Sandborn [51]
	TNF naïve*
	PBO
	48
	42.5 (14.7)
	48
	8.8 (5.4)
	8.2 (1.6)
	–
	27.0
	–
	60.0
	–

	
	
	TOF
	33
	43.2 (12.8)
	64
	10.9 (6.6)
	8.0 (1.7)
	–
	58.0
	–
	76.0
	–

	SELECTION A [52]
	Biologic naïve
	PBO
	137
	41.0 (12.9)
	63.5
	6.4 (7.4)
	8.7 (1.3)
	–
	24.8
	–
	24.1
	5.8

	
	
	FIL
	245
	42.0 (13.1)
	50.2
	7.2 (6.9)
	8.6 (1.3)
	–
	22.0
	–
	21.6
	8.2

	Suzuki 2014 [53]
	TNF naïve 
	PBO
	96
	41.3 (13.6)
	72.9
	7.8 (6.6)
	8.5 (1.6)
	–
	60.4
	–
	54.2
	–

	
	
	ADA
	90
	42.5 (14.6)
	67.8
	7.8 (7.1)
	8.6 (1.4)
	–
	63.3
	–
	45.6
	–

	TRUE NORTH [58]
	TNF naïve*
	PBO
	216
	41.9 (13.6)
	66.2
	6.8 (7.0)
	8.9 (1.4)
	–
	75.0
	–
	43.1
	–

	
	
	OZD
	429
	41.4 (13.5)
	57.1
	6.9 (6.6)
	8.9 (1.5)
	–
	75.1
	–
	40.6
	–

	U–ACCOMPLISH [55]
	No biologic failure*
	PBO
	177
	42.0 (24.0)
	61.5
	7.4 (7.2)
	– (–)
	–
	41.0
	–
	2.0
	–

	
	
	UPA
	345
	40.0 (24.0)
	62.8
	7.3 (6.4)
	– (–)
	–
	35.0
	–
	<1.0
	–

	U–ACHIEVE [55]
	No biologic failure*
	PBO
	155
	44.5 (23.0)
	63
	9.1 (8.8)
	– (–)
	–
	40.0
	–
	2.0
	–

	
	
	UPA
	319
	43.0 (23.0)
	62.1
	8.6 (7.2)
	– (–)
	–
	39.0
	–
	1.0
	–

	U–ACHIEVE Ph2b [56]
	No biologic failure*
	PBO
	46
	– (–)
	63
	– (–)
	– (–)
	–
	54.3
	–
	78.3
	–

	
	
	UPA
	56
	– (–)
	66.1
	– (–)
	– (–)
	–
	50
	–
	73.2
	–

	ULTRA 1 [57]
	TNF naïve 
	PBO
	130
	– (–)
	63.1
	– (–)
	8.7 (1.6)
	41.5
	–
	13.8
	–
	26.1

	
	
	ADA
	130
	– (–)
	63.8
	– (–)
	8.8 (1.6)
	36.9
	–
	21.5
	–
	17.7

	ULTRA 2 [58]
	TNF naïve*
	PBO
	260
	41.3 (13.2)
	61.8
	8.5 (7.4)
	8.9 (1.8)
	–
	56.9
	–
	32.5
	18.3

	
	
	ADA
	258
	39.6 (12.5)
	57.3
	8.1 (7.1)
	8.9 (1.5)
	–
	60.5
	–
	37.5
	20.2

	UNIFI [59]
	Biologic naïve*
	PBO
	319
	41.2 (13.5)
	61.8
	8.0 (7.2)
	8.9 (1.6)
	–
	49.2
	–
	27.9
	–

	
	
	UST
	302
	42.2 (13.9)
	59.4
	8.1 (7.2)
	8.9 (1.6)
	–
	54.1
	–
	29.1
	–

	VARSITY [60]
	TNF naïve*
	ADA
	386
	40.5 (13.4)
	56.0
	6.4 (6.0)
	8.7 (1.5)
	36.3
	–
	25.9
	–
	–

	
	
	VED
	385
	40.8 (13.7)
	60.8
	7.3 (7.2)
	8.7 (1.6)
	36.1
	–
	26.2
	–
	–



	Induction studies
Biologic/JAKi-experienced populations
	
	
	
	
	
	
	

	Study
	Population
	Treatment arm
	N
	Age (years), mean (SD)
	% male
	Disease duration (months), mean (SD)
	Baseline Mayo clinic score, mean (SD)
	Concomitant medications, %

	
	
	
	
	
	
	
	
	GC only
	GC/
CS (any)
	IS only
	IS any
	GC and IS

	GEMINI 1 [42]
	TNF failure
	PBO
	63
	41.8 (13.1)
	56
	8.0 (7.6)
	8.6 (1.9)
	–
	43.0
	10.0
	–
	13.0

	
	
	VED
	82
	39.7 (12.5)
	61
	6.4 (5.0)
	8.7 (1.8)
	–
	37.0
	6.0
	–
	16.0

	LUCENT [46]
	Biologic/JAKi failure†
	MIRI
	868
	42.9 (13.9)
	61.1
	7.2 (6.8)
	8.8 (1.6)
	31.2
	–
	15.1
	–
	9.2

	
	
	PBO
	294
	41.3 (13.8)
	56.1
	6.9 (7.0)
	8.8 (1.6)
	30.3
	–
	15.3
	–
	8.2

	Motoya 2019 [47]
	TNF experienced†
	VED
	164
	42.3 (14.4)
	60.4
	7.2 (6.2)
	8.3 (1.5)
	18.9
	–
	36.0
	48.8
	12.8

	
	
	PBO
	82
	44.0 (16.0)
	67.1
	8.6 (8.0)
	8.1 (1.5)
	13.4
	–
	35.4
	–
	17.1

	OCTAVE 1 [48]
	TNF failure†
	PBO
	122
	41.8 (15.3)
	63.1
	– (–)
	9.1 (1.4)
	–
	80.3
	–
	68.0
	–

	
	
	TOF
	476
	41.3 (14.1)
	58.2
	– (–)
	9.0 (1.4)
	–
	73.5
	–
	75.6
	–

	OCTAVE 2 [48]
	TNF failure†
	PBO
	112
	40.4 (13.2)
	49.1
	– (–)
	8.9 (1.5)
	–
	74.1
	–
	67.0
	–

	
	
	TOF
	429
	41.1 (13.5)
	60.4
	– (–)
	9.0 (1.5)
	–
	70.6
	–
	70.2
	–

	Sandborn 2012 [51]
	TNF experienced†
	PBO
	48
	42.5 (14.7)
	48
	8.8 (5.4)
	8.2 (1.6)
	–
	27.0
	–
	60.0
	–

	
	
	TOF
	33
	43.2 (12.8)
	64
	10.9 (6.6)
	8.0 (1.7)
	–
	58.0
	–
	76.0
	–

	SELECTION B [52]
	Biologic experienced
	PBO
	142
	44.0 (14.9)
	60.6
	10.2 (8.2)
	9.3 (1.4)
	–
	35.9
	–
	14.8
	7.7

	
	
	FIL
	262
	43.0 (14.2)
	56.5
	9.8 (7.6)
	9.2 (1.4)
	–
	35.9
	–
	13.0
	10.7

	TRUE NORTH [54]
	TNF experienced†
	PBO
	216
	41.9 (13.6)
	66.2
	6.8 (7.0)
	8.9 (1.4)
	–
	75.0
	–
	43.1
	–

	
	
	OZA
	429
	41.4 (13.5)
	57.1
	6.9 (6.6)
	8.9 (1.5)
	–
	75.1
	–
	40.6
	–

	U–ACCOMPLISH [55]
	Biologic failure†
	PBO
	177
	42.0 (24.0)
	61.5
	7.4 (7.2)
	– (–)
	–
	41.0
	–
	2.0
	–

	
	
	UPA
	345
	40.0 (24.0)
	62.8
	7.3 (6.4)
	– (–)
	–
	35.0
	–
	<1.0
	–

	U–ACHIEVE [55]
	Biologic failure†
	PBO
	155
	44.5 (23.0)
	63
	9.1 (8.8)
	– (–)
	–
	40.0
	–
	2.0
	–

	
	
	UPA
	319
	43.0 (23.0)
	62.1
	8.6 (7.2)
	– (–)
	–
	39.0
	–
	1.0
	–

	U–ACHIEVE Ph2b [56] 
	Biologic failure†
	PBO
	46
	– (–)
	63
	– (–)
	– (–)
	–
	54.3
	–
	78.3
	–

	
	
	UPA
	56
	– (–)
	66.1
	– (–)
	– (–)
	–
	50
	–
	73.2
	–

	ULTRA 2 [58]
	TNF experienced†
	PBO
	260
	41.3 (13.2)
	61.8
	8.5 (7.4)
	8.9 (1.8)
	–
	56.9
	–
	32.5
	18.3

	
	
	ADA
	258
	39.6 (12.5)
	57.3
	8.1 (7.1)
	8.9 (1.5)
	–
	60.5
	–
	37.5
	20.2

	UNIFI [59]
	Biologic failure†
	PBO
	319
	41.2 (13.5)
	61.8
	8.0 (7.2)
	8.9 (1.6)
	–
	49.2
	–
	27.9
	–

	
	
	UST
	302
	42.2 (13.9)
	59.4
	8.1 (7.2)
	8.9 (1.6)
	–
	54.1
	–
	29.1
	–

	VARSITY [60]
	TNF experienced†
	ADA
	386
	40.5 (13.4)
	56.0
	6.4 (6.0)
	8.7 (1.5)
	36.3
	–
	25.9
	–
	–

	
	
	VED
	385
	40.8 (13.7)
	60.8
	7.3 (7.2)
	8.7 (1.6)
	36.1
	–
	26.2
	–
	–



	Maintenance studies
Biologic/JAKi-naïve populations
	
	
	
	
	
	

	Study
	Population
	Treatment arm
	N
	Age (years), mean (SD)
	% male
	Disease duration (months), mean (SD)
	Baseline Mayo clinic score, mean (SD)
	Concomitant medications, %

	
	
	
	
	
	
	
	
	GC only
	GC/
CS (any)
	IS only
	IS any
	GC and IS

	GEMINI 1 [42]
	TNF naïve 
	PBO
	79
	39.5 (14.2)
	57
	6.4 (5.6)
	8.4 (1.7)
	–
	35.0
	24.0
	–
	19.0

	
	
	VED 300mg Q8W
	72
	41.0 (13.8)
	54
	5.8 (4.8)
	8.3 (1.8)
	–
	38.0
	25.0
	–
	17.0

	
	
	VED 300mg Q4W
	73
	38.3 (12.6)
	53
	7.0 (6.2)
	8.2 (1.8)
	–
	40.0
	19.0
	–
	21.0

	LUCENT [46]
	No biologic/
JAKi failure‡
	MIRI
	365
	43.4 (14.2)
	58.6
	6.9 (7.1)
	6.5 (1.3)
	–
	–
	–
	–
	–

	
	
	PBO
	179
	41.2 (12.8)
	58.1
	6.7 (5.6)
	6.6 (1.2)
	–
	–
	–
	–
	–

	Motoya 2019 [47]
	TNF naïve‡
	VED 300mg Q8W
	41
	43.0 (14.3)
	51.2
	8.6 (7.8)
	8.1 (1.6)
	22.0
	–
	43.9
	53.7
	9.8

	
	
	PBO
	42
	42.6 (14.4)
	54.8
	8.7 (7.0)
	7.9 (1.6)
	26.2
	–
	40.5
	–
	9.5

	OCTAVE Sustain [48]
	TNF naïve‡
	PBO
	198
	43.4 (14.0)
	58.6
	– (–)
	3.3 (1.8)
	–
	76.3
	–
	65.2
	–

	
	
	TOF
	197
	42.9 (14.4)
	55.8
	– (–)
	3.4 (1.8)
	–
	75.6
	–
	71.6
	–

	PURSUIT–J [61]
	TNF naïve
	GOL
	32
	39.3 (12.0)
	59
	– (–)
	8 (median) (6–11 (min, max))
	–
	28.0
	–
	–
	–

	
	
	PBO
	31
	42.9 (14.4)
	61
	– (–)
	8 (median) (6–12 (min, max))
	–
	29.0
	–
	–
	–

	PURSUIT–M [62]
	TNF naïve
	PBO
	156
	40.2 (14.1)
	48.1
	6.9 (7.0)
	8.3 (1.4)
	–
	53.2
	–
	33.3
	–

	
	
	GOL
	154
	39.1 (13.1)
	57.8
	7.2 (7.0)
	8.5 (1.3)
	–
	51.3
	–
	31.2
	–

	SELECTION Maintenance [52]
	Biologic naïve 
	PBO
	99
	42.0 (13.0)
	48
	8.9 (7.6)
	– (–)
	31.0
	–
	18.0
	–
	9.0

	
	
	FIL
	202
	43.0 (14.0)
	47
	8.4 (7.4)
	– (–)
	30.0
	–
	17.0
	–
	9.0

	TRUE NORTH [54]
	TNF naïve‡
	PBO
	227
	– (–)
	–
	– (–)
	– (–)
	–
	–
	–
	–
	–

	
	
	OZD
	230
	– (–)
	–
	– (–)
	– (–)
	–
	–
	–
	–
	–

	U–ACHIEVE [55]
	Biologic failure‡
	PBO
	149
	40.0 (21.0)
	57
	6.2 (8.6)
	– (–)
	–
	40
	–
	0
	–

	
	
	UPA 15mg
	148
	40.0 (22.0)
	64
	6.4 (10.6)
	– (–)
	–
	37
	–
	<1
	–

	
	
	UPA 30mg
	154
	41.0 (7.0)
	56
	6.0 (9.7)
	– (–)
	–
	37
	–
	<1
	–

	UNIFI [59]
	Biologic naïve‡
	PBO
	175
	42.0 (13.9)
	61.1
	7.5 (6.8)
	8.7 (1.5)
	–
	54.3
	–
	28.0
	–

	
	
	UST 90mg Q12W
	172
	40.7 (13.5)
	55.8
	8.6 (8.3)
	8.9 (1.6)
	–
	48.3
	–
	25.6
	–

	
	
	UST 90mg Q8W
	176
	39.5 (13.3)
	53.4
	8.1 (6.6)
	8.9 (1.6)
	–
	54.0
	–
	26.1
	–

	VISIBLE 1 [63]
	TNF naïve‡
	PBO
	56
	39.4 (11.7)
	60.7
	7.4 (7.1)
	9 (median) (6–11 (range))
	–
	39.3
	–
	–
	–

	
	
	VED 108mg Q2W
	106
	38.1 (13.1)
	61.3
	8.0 (6.2)
	9 (median) (6–12 (range))
	–
	26.4
	–
	–
	–

	
	
	VED 300mg Q8W
	54
	41.6 (14.1)
	57.4
	8.2 (5.9)
	9 (median) (6–12 (range))
	–
	38.9
	–
	–
	–



	Maintenance studies
Biologic/JAKi-experienced populations
	
	
	
	
	

	Study
	Population
	Treatment arm
	N
	Age (years), mean (SD)
	% male
	Disease duration (months), mean (SD)
	Baseline Mayo clinic score, mean (SD)
	Concomitant medications, %

	
	
	
	
	
	
	
	
	GC only
	GC/
CS (any)
	IS only
	IS any
	GC and IS

	GEMINI 1 [42]
	TNF failure
	PBO
	38
	41.6 (13.4)
	55
	9.8 (8.4)
	8.2 (1.7)
	–
	42.0
	16.0
	–
	18.0

	
	
	VED 300mg Q8W
	43
	41.3 (10.9)
	56
	6.8 (4.5)
	8.5 (1.9)
	–
	49.0
	5.0
	–
	12.0

	
	
	VED 300mg Q4W
	40
	39.9 (18.1)
	53
	8.1 (7.4)
	8.4 (1.6)
	–
	28.0
	13.0
	–
	20.0

	LUCENT [46]
	Biologic/JAKi failure§
	MIRI
	365
	43.4 (14.2)
	58.6
	6.9 (7.1)
	6.5 (1.3)
	–
	–
	–
	–
	–

	
	
	PBO
	179
	41.2 (12.8)
	58.1
	6.7 (5.6)
	6.6 (1.2)
	–
	–
	–
	–
	–

	Motoya 2019 [47]
	TNF experienced§
	VED 300mg Q8W
	41
	43.0 (14.3)
	51.2
	8.6 (7.8)
	8.1 (1.6)
	22.0
	–
	43.9
	53.7
	9.8

	
	
	PBO
	42
	42.6 (14.4)
	54.8
	8.7 (7.0)
	7.9 (1.6)
	26.2
	–
	40.5
	–
	9.5

	OCTAVE Sustain [48]
	TNF failure§
	PBO
	198
	43.4 (14.0)
	58.6
	– (–)
	3.3 (1.8)
	–
	76.3
	–
	65.2
	–

	
	
	TOF
	197
	42.9 (14.4)
	55.8
	– (–)
	3.4 (1.8)
	–
	75.6
	–
	71.6
	–

	SELECTION Maintenance [52]
	Biologic experienced§
	PBO
	99
	42.0 (13.0)
	48
	8.9 (7.6)
	– (–)
	31.0
	–
	18.0
	–
	9.0

	
	
	FIL
	202
	43.0 (14.0)
	47
	8.4 (7.4)
	– (–)
	30.0
	–
	17.0
	–
	9.0

	TRUE NORTH [54]
	TNF experienced§
	PBO
	227
	– (–)
	–
	– (–)
	– (–)
	–
	–
	–
	–
	–

	
	
	OZD
	230
	– (–)
	–
	– (–)
	– (–)
	–
	–
	–
	–
	–

	U–ACHIEVE [55]
	Biologic failure§
	PBO
	149
	40.0 (21.0)
	57
	6.2 (8.6)
	– (–)
	–
	40
	–
	0
	–

	
	
	UPA 15mg
	148
	40.0 (22.0)
	64
	6.4 (10.6)
	– (–)
	–
	37
	–
	<1
	–

	
	
	UPA 30mg
	154
	41.0 (7.0)
	56
	6.0 (9.7)
	– (–)
	–
	37
	–
	<1
	–

	UNIFI [59]
	Biologic failure§
	PBO
	175
	42.0 (13.9)
	61.1
	7.5 (6.8)
	8.7 (1.5)
	–
	54.3
	–
	28.0
	–

	
	
	UST 90mg Q12W
	172
	40.7 (13.5)
	55.8
	8.6 (8.3)
	8.9 (1.6)
	–
	48.3
	–
	25.6
	–

	
	
	UST 90mg Q8W
	176
	39.5 (13.3)
	53.4
	8.1 (6.6)
	8.9 (1.6)
	–
	54.0
	–
	26.1
	–

	VISIBLE 1 [63]
	TNF failure§
	PBO
	56
	39.4 (11.7)
	60.7
	7.4 (7.1)
	9 (median) (6–11 (range))
	–
	39.3
	–
	–
	–

	
	
	VED 108mg Q2W
	106
	38.1 (13.1)
	61.3
	8.0 (6.2)
	9 (median) (6–12 (range))
	–
	26.4
	–
	–
	–

	
	
	VED 300mg Q8W
	54
	41.6 (14.1)
	57.4
	8.2 (5.9)
	9 (median) (6–12 (range))
	–
	38.9
	–
	–
	–


*Patient baseline characteristics for biologic/JAKi-naïve population not reported separately and are presented for the entire study population.
†Patient baseline characteristics for biologic/JAKi-experienced population not reported separately and are presented for the entire study population.
‡Patient baseline characteristics for biologic/JAKi-naïve population not reported separately and are presented for the entire study population.
§Patient baseline characteristics for biologic/JAKi-experienced population not reported separately and are presented for the entire study population.
Note: Baseline characteristics for maintenance studies with treat–through designs (ACT 1, Suzuki 2014 [53], ULTRA 2, and VARSITY) are available only for baseline at induction. Baseline characteristics for LUCENT are available only for baseline at induction for the subset of induction study mirikizumab responders who were re–randomised and participated in the maintenance study.
Note: Data baseline characteristics for maintenance studies with treat-through designs (ULTRA 2, and VARSITY) are available only for baseline at induction and have been omitted from this table. Baseline characteristics for LUCENT are available only for baseline at induction for the subset of induction study mirikizumab responders who were re-randomised and participated in the maintenance study.
ADA, adalimumab; CrI, credible interval; CS, corticosteroids; GC, glucocorticoids; GOL, golimumab; IFX, infliximab; JAKi, Janus kinase inhibitor; IS, immunosuppressants; MIRI, mirikizumab; PBO, placebo; OZD, ozanimod; TNF, tumour necrosis factor; TOF = tofacitinib; UST = ustekinumab; VED = vedolizumab.


Supplemental Table 7. Summary of model fit statistics
(Information about the deviance information criterion per model.) 
A). Clinical response and remission, induction, biologic/JAKi-naïve population 

	
	Unadjusteda
	Adjusteda

	
	FE
	REb
	FE
	REb

	Betac
	-
	-
	-0.28 (-0.51, 0.01)
	-0.16 (-0.61, 0.01)

	Tauc
	-
	0.10 (0.00, 0.26)
	-
	0.10 (0.01, 0.24)

	Residual deviance
	139.40
	136.86
	140.98
	137.60

	pD
	35.45
	39.23
	36.54
	40.94

	DIC
	174.86
	176.09
	177.52
	178.53



B). Clinical response and remission, maintenance, biologic/JAKi-naïve population

	
	Unadjusteda
	Adjusteda

	
	FE
	REb
	FE
	REb

	Betac
	-
	-
	-1.35 (-2.13, -0.67)
	-1.16 (-2.26, 0.04)

	Tauc
	-
	0.41 (0.09, 1.04)
	-
	0.22 (0.01, 0.80)

	Residual deviance
	194.00
	185.28
	187.13
	185.52

	pD
	32.64
	36.69
	34.50
	36.60

	DIC
	226.64
	221.98
	221.63
	222.12







C). Clinical response and remission, induction, biologic/JAKi-experienced population

	
	Unadjusteda
	Adjusteda

	
	FE
	REb
	FE
	REb

	Betac
	-
	-
	0.13 (-0.60, 1.47)
	-0.11 (-1.63, 1.62)

	Tauc
	-
	0.21 (0.01, 0.62)
	-
	0.26 (0.1, 0.83)

	Residual deviance
	88.68
	86.79
	89.26
	87.32

	pD
	23.85
	26.69
	25.31
	28.20

	DIC
	112.53
	113.48
	114.57
	115.52




D). Clinical response and remission, maintenance, biologic/JAKi-experienced population

	
	Unadjusteda
	Adjusteda

	
	FE
	REb
	FE
	REb

	Betac
	-
	-
	0.01 (-0.90, 2.13)
	-0.06 (-2.73, 3.06)

	Tauc
	-
	0.48 (0.02, 1.86)
	-
	0.67 (0.02, 2.55)

	Residual deviance
	68.71
	68.56
	69.55
	69.07

	pD
	25.51
	27.29
	26.61
	28.03

	DIC
	94.22
	95.85
	96.16
	97.10



E). Clinical response and remission, maintenance, biologic/JAKi-naïve population, re-randomised studies sensitivity analysis

	
	Unadjusteda
	Adjusteda

	
	FE
	REb
	FE
	REb

	Betac
	-
	-
	-0.84 (-2.02, 0.64)
	-0.81 (-3.68, 2.01)

	Tauc
	-
	0.51 (0.03, 1.76)
	-
	0.51 (0.02, 2.07)

	Residual deviance
	141.26
	138.83
	140.51
	138.84

	pD
	26.44
	29.01
	28.35
	29.38

	DIC
	167.70
	167.84
	168.86
	168.22




F). Clinical response and remission, maintenance, biologic/JAKi-experienced population, re-randomised studies sensitivity analysis

	
	Unadjusteda
	Adjusteda

	
	FE
	REb
	FE
	REb

	Betac
	-
	-
	0.04 (-0.76, 2.00)
	-0.01 (-4.04, 4.14)

	Tauc
	-
	0.55 (0.01, 2.29)
	-
	0.98 (0.03, 3.76)

	Residual deviance
	62.95
	63.71
	63.82
	64.36

	pD
	22.60
	23.47
	23.45
	24.02

	DIC
	85.55
	87.18
	87.27
	88.39



a Models with or without meta-regression adjustment for baseline risk.
b RE model with a half-Normal (location: 0, scale: 5) prior for the between-trial standard deviation.
c Mean (95% CrI).
CrI, credible interval; DIC, deviance information criterion; FE, fixed effect; RE, random effects.
	

	
Supplemental Table 8. Predicted absolute clinical response and remission rates for each intervention in the induction period for the biologic/JAKi-naïve population

	Intervention
	Clinical response, %
	Clinical remission, %

	
	Mean (SD)
	Median (95% CrI)
	Mean (SD)
	Median (95% CrI)

	Placebo
	34.9 (10.4)
	34.3 (16.2, 56.3)
	9.2 (4.8)
	8.4 (2.5, 20.7)

	Adalimumab
	50.0 (11.6)
	50.1 (27.5, 72.2)
	17.5 (7.6)
	16.4 (5.7, 35.0)

	Filgotinib
	52.7 (12.7)
	52.9 (27.6, 76.7)
	19.6 (9.0)
	18.3 (5.8, 40.3)

	Golimumab
	54.1 (12.2)
	54.4 (29.6, 76.8)
	20.4 (8.8)
	19.3 (6.5, 40.2)

	Infliximab
	66.1 (10.9)
	66.8 (42.7, 85.1)
	30.2 (10.4)
	29.4 (12.3, 52.5)

	Mirikizumab
	53.0 (12.5)
	53.1 (28.5, 76.5)
	19.7 (8.8)
	18.5 (6.1, 39.9)

	Ozanimod
	59.9 (12.4)
	60.4 (34.3, 82.3)
	25.0 (10.3)
	23.8 (8.4, 48.2)

	Tofacitinib
	57.7 (12.0)
	58.1 (33.4, 79.8)
	23.1 (9.5)
	22.0 (8.0, 44.4)

	Upadacitinib
	75.2 (9.9)
	76.3 (53.0, 91.0)
	40.2 (11.9)
	39.8 (18.4, 64.2)

	Ustekinumab
	58.6 (12.7)
	59.1 (32.7, 81.4)
	24.0 (10.2)
	22.7 (7.8, 46.8)

	Vedolizumab
	61.7 (11.5)
	62.3 (38.0, 82.1)
	26.3 (9.8)
	25.3 (9.9, 47.8)



CrI, credible interval; JAKi, Janus kinase inhibitor; SD, standard deviation.



Supplemental Table 9. Predicted absolute clinical response and remission rates for each intervention in the maintenance period for the biologic/JAKi-naïve population

	Intervention
	Clinical response, %
	Clinical remission, %

	
	Mean (SD)
	Median (95% CrI)
	Mean (SD)
	Median (95% CrI)

	Placebo
	36.4 (11.6)
	35.6 (15.8, 60.6)
	20.4 (8.9)
	19.2 (6.6, 40.8)

	Adalimumab
	60.1 (12.4)
	60.5 (34.6, 82.4)
	41.3 (12.5)
	40.7 (18.5, 66.7)

	Filgotinib
	72.0 (11.4)
	73.1 (47.3, 90.7)
	54.3 (13.3)
	54.5 (28.3, 79.4)

	Golimumab 50 mg 
	50.8 (12.9)
	50.8 (26.0, 75.5)
	32.4 (11.7)
	31.5 (12.6, 57.3)

	Golimumab 100 mg 
	53.4 (12.8)
	53.5 (28.1, 77.5)
	34.8 (12.0)
	33.9 (14.0, 60.0)

	Infliximab
	65.9 (12.7)
	66.7 (39.2, 87.7)
	47.5 (13.8)
	47.1 (21.8, 74.5)

	Mirikizumab
	80.4 (9.9)
	81.9 (57.7, 95.1)
	65.0 (13.1)
	66.0 (37.7, 87.6)

	Ozanimod
	65.6 (12.4)
	66.4 (39.4, 86.8)
	47.1 (13.3)
	46.8 (22.0, 73.1)

	Tofacitinib 5 mg 
	56.3 (13.5)
	56.7 (29.1, 81.2)
	37.6 (13.0)
	37.0 (14.6, 64.8)

	Tofacitinib 10 mg
	61.2 (13.2)
	62.0 (33.9, 84.7)
	42.6 (13.5)
	42.1 (17.8, 69.7)

	Upadacitinib 15 mg
	61.4 (13.5)
	62.3 (33.2, 85.1)
	42.8 (13.8)
	42.5 (17.4, 70.4)

	Upadacitinib 30 mg
	73.7 (11.6)
	75.2 (47.6, 92.0)
	56.5 (13.8)
	57.0 (28.8, 81.7)

	Ustekinumab 90 mg Q8W
	77.3 (11.1)
	78.8 (51.8, 94.3)
	61.0 (14.0)
	61.7 (32.3, 86.1)

	Ustekinumab 90 mg Q12W
	75.9 (11.4)
	77.3 (50.1, 93.6)
	59.2 (14.0)
	59.7 (30.8, 84.6)

	Vedolizumab 108 mg Q2W
	51.8 (14.2)
	51.9 (24.4, 78.8)
	33.5 (13.1)
	32.4 (11.6, 61.7)

	Vedolizumab 300 mg Q4W
	60.7 (13.1)
	61.4 (33.6, 84.2)
	42.0 (13.3)
	41.5 (17.9, 69.0)

	Vedolizumab 300 mg Q8W
	61.6 (12.3)
	62.2 (36.2, 83.6)
	42.8 (12.7)
	42.3 (19.5, 68.3)



CrI, credible interval; JAKi, Janus kinase inhibitor; Q2W, once every 2 weeks; Q4W, once every 4 weeks; Q8W, once every 8 weeks; Q12W, once every 12 weeks; SD, standard deviation.


Supplemental Table 10. Predicted absolute clinical response and remission rates for each intervention in the induction period for the biologic/JAKi-experienced population

	Intervention
	Clinical response, %
	Clinical remission, %

	
	Mean (SD)
	Median (95% CrI)
	Mean (SD)
	Median (95% CrI)

	Placebo
	22.5 (6.8)
	21.9 (10.9, 37.3)
	3.2 (1.7)
	29. (0.9, 7.4)

	Adalimumab
	23.9 (8.3)
	23.1 (10.3, 42.2)
	3.6 (2.2
	3.1 (0.8, 9.3)

	Filgotinib
	54.2 (10.4)
	54.3 (33.7, 74.1)
	16.3 (6.6)
	15.4 (6.1, 31.5)

	Mirikizumab
	42.6 (10.1)
	42.3 (23.8, 63.2)
	10.1 (4.7)
	9.4 (3.3, 21.5)

	Ozanimod
	41.9 (11.5)
	41.5 (20.7, 65.1)
	10.0 (5.4)
	9.0 (2.6, 23.1)

	Tofacitinib
	51.1 (10.2)
	51.2 (31.2, 70.7)
	14.4 (5.9)
	13.6 (5.2, 28.1)

	Upadacitinib
	74.0 (8.3)
	74.7 (55.9, 88.2)
	32.8 (9.2)
	32.2 (16.5, 52.4)

	Ustekinumab
	49.9 (10.4)
	49.9 (29.7, 69.8)
	13.8 (5.8)
	12.9 (4.8, 27.3)

	Vedolizumab
	37.0 (9.8)
	36.6 (19.3, 57.1)
	7.8 (3.9)
	7.1 (2.3, 17.2)



CrI, credible interval; JAKi, Janus kinase inhibitor; SD, standard deviation.




Supplemental Table 11. Predicted absolute clinical response and remission rates for each intervention in the maintenance period for the biologic/JAKi-experienced population

	Intervention
	Clinical response, %
	Clinical remission, %

	
	Mean (SD)
	Median (95% CrI)
	Mean (SD)
	Median (95% CrI)

	Placebo
	24.6 (11.8)
	23.0 (6.5, 51.6)
	10.7 (7.2)
	9.1 (1.7, 28.8)

	Adalimumab
	57.0 (16.7)
	57.8 (23.6, 86.6)
	35.8 (15.9)
	34.5 (9.4, 69.6)

	Filgotinib
	55.2 (16.5)
	55.6 (22.9, 85.1)
	34.0 (15.4)
	32.4 (9.0, 67.3)

	Mirikizumab
	53.0 (15.9)
	53.1 (21.8, 82.4)
	31.9 (14.4)
	30.3 (8.5, 63.2)

	Ozanimod
	51.5 (16.3)
	51.7 (20.3, 82.3)
	30.6 (14.5)
	29.0 (7.7, 62.8)

	Tofacitinib 5 mg 
	53.2 (16.2)
	53.4 (21.6, 82.9)
	32.1 (14.7)
	30.5 (8.4, 63.9)

	Tofacitinib 10 mg
	66.2 (14.9)
	67.5 (34.0, 90.7)
	44.9 (16.1)
	44.3 (15.8, 76.6)

	Upadacitinib 15 mg
	70.0 (14.6)
	71.6 (37.8, 92.9)
	49.2 (16.6)
	49.0 (18.1, 80.9)

	Upadacitinib 30 mg
	76.0 (13.2)
	78.2 (45.1, 95.3)
	56.5 (16.4)
	57.2 (23.7, 86.0)

	Ustekinumab 90 mg Q8W
	47.4 (15.8)
	47.2 (18.1, 78.1)
	27.0 (13.3)
	25.2 (6.5, 57.3)

	Ustekinumab 90 mg Q12W
	35.6 (15.0)
	34.4 (10.3, 67.7)
	18.0 (10.9)
	15.2 (3.1, 44.3)

	Vedolizumab 108 mg Q2W
	62.7 (17.7)
	64.1 (25.3, 91.9)
	41.9 (18.3)
	40.7 (10.3, 78.9)

	Vedolizumab 300 mg Q4W
	54.7 (17.1)
	55.0 (21.2, 85.7)
	33.7 (15.9)
	31.9 (8.2, 68.1)

	Vedolizumab 300 mg Q8W
	55.3 (16.0)
	55.7 (23.8, 84.4)
	34.0 (14.9)
	32.6 (9.5, 66.2)



CrI, credible interval; JAKi, Janus kinase inhibitor; Q2W, once every 2 weeks; Q4W, once every 4 weeks; Q8W, once every 8 weeks; Q12W, once every 12 weeks; SD, standard deviation.



Supplemental Figure 1. All pairwise ORs in the induction period for the biologic/JAKi naïve population for clinical response (A), clinical remission (B) and mucosal healing (C)
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Median ORs and 95% CrIs (and associated colour shading) correspond to the comparison of row treatment versus column treatment i.e., an OR>1 illustrates a result in favour of the row treatment.
ADA, adalimumab; CrI, credible interval; FIL, filgotinib; GOL, golimumab; IFX, infliximab; JAKi, Janus kinase inhibitor; MIRI, mirikizumab; OR, odds ratio; OZD, ozanimod; PBO, placebo; TOF, tofacitinib; UPA, upadacitinib; UST, ustekinumab; VED, vedolizumab.


Supplemental Figure 2. All pairwise ORs in the induction period for the biologic/JAKi experienced population for clinical response (A), clinical remission (B) and mucosal healing (C)
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Median ORs and 95% CrIs (and associated colour shading) correspond to the comparison of row treatment versus column treatment i.e., an OR>1 illustrates a result in favour of the row treatment.
ADA, adalimumab; CrI, credible interval; FIL, filgotinib; GOL, golimumab; IFX, infliximab; JAKi, Janus kinase inhibitor; MIRI, mirikizumab; OR, odds ratio; OZD, ozanimod; PBO, placebo; TOF, tofacitinib; UPA, upadacitinib; UST, ustekinumab; VED, vedolizumab.

Supplemental Figure 3. All pairwise ORs in the maintenance period for the biologic/JAKi experienced population for clinical response (A), clinical remission (B) and mucosal healing (C)
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Median ORs and 95% CrIs (and associated colour shading) correspond to the comparison of row treatment versus column treatment i.e., an OR>1 illustrates a result in favour of the row treatment.
ADA, adalimumab; CrI, credible interval; FIL, filgotinib; GOL, golimumab; IFX, infliximab; JAKi, Janus kinase inhibitor; MIRI, mirikizumab; OR, odds ratio; OZD, ozanimod; PBO, placebo; Q2W, once every 2 weeks; Q4W, once every 4 weeks; Q8W, once every 8 weeks; Q12W, once every 12 weeks; TOF, tofacitinib; UPA, upadacitinib; UST, ustekinumab; VED, vedolizumab.

Supplemental Figure 4. Network plot for all cause discontinuation (A) and serious adverse events (B) in the induction period and overall population, median ORs (95% credible intervals) versus placebo for all cause discontinuations (C) and serious adverse events (D), and all pairwise ORs for all cause discontinuations (E) and serious adverse events (F).
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ADA, adalimumab; CrI, credible interval; FIL, filgotinib; GOL, golimumab; MIRI, mirikizumab; OR, odds ratio; OZD, ozanimod; PBO, placebo; TOF, tofacitinib; UPA, upadacitinib; UST, ustekinumab; VED, vedolizumab.
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