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Supplementary Table S1 Search terms
	
	Topic
	Items
	Search Terms

	1
	Disease pattern +
	“Stroke”
“Transient Ischemic Attack“
	· “Stroke” [MeSH]
·  “Ischemic Attack, Transient” [MeSH]

	2
	Disease pattern -
	
	

	3
	Hypothesis +
	“Economic evaluation*”
“cost-effectivenes*”
“cost-benefit*”
 “cost-utilit*”
“cost-consequence”

“Decision analys*”
“health care model*”
“Markov model*”
“Discret event simulation*”
“QALY*”
	· "cost-benefit analysis"[MeSH Major Topic]
· “cost-effectiveness analysis” [MeSH Major Topic]
·  “cost-minimi*ation” [ti,ab]
· “cost-consequence*” [ti,ab]
· “decision support techniques"[MeSH]
· “decision analys*” [ti,ab]
· “decision-analytic*” [ti,ab]
· “decision model*“[ti,ab]
· “decision tree*” [ti,ab]
· “health care model*” [ti,ab]
· “health care evaluation model*” [ti,ab]
· “Markov model*” [ti,ab]
· “Discrete event simulation*” [ti,ab]
· “QALY*” [ti,ab]

	4
	Hypothesis -
	none
	

	5
	Study design / Publication type +
	all

	

	6
	Study design / Publication type -
	none
	

	7
	Population +
	none
	

	8
	Publication language
	“English” OR “German”
	· “English”[Language] OR “German”[Language]

	9
	Publication date
	01.01.2008-31.12.2024
	· "2008/01/01"[Date - Publication]:"2025/01/13"[Date - Publication]














Supplementary Table S2 Databases
	

	PubMed

	Access
	https://pubmed.ncbi.nlm.nih.gov/

	Date
	13th January 2025

	Search-string
	 ("Stroke"[MeSH Terms] OR "Ischemic Attack, Transient"[MeSH Terms]) AND ("cost-benefit analysis"[MeSH Major Topic] OR “cost-effectiveness analysis” [MeSH Major Topic] OR "cost-minimi*ation*"[Title/Abstract] OR "cost-consequence*"[Title/Abstract] OR "decision support techniques"[MeSH Terms] OR "decision analys*"[Title/Abstract] OR "decision-analytic*"[Title/Abstract] OR "decision model*"[Title/Abstract] OR "health care model*"[Title/Abstract] OR “health care evaluation model*”[Title/Abstract] OR "decision tree*"[Title/Abstract] OR "markov model*"[Title/Abstract] OR "discrete event simulation*"[Title/Abstract] OR "QALY*"[Title/Abstract]) AND ("2008/01/01"[Date - Publication] : "2024/12/31"[Date - Publication]) AND (“English”[Language] OR “German”[Language])

	Titles
	1734

	EconLit

	Access
	https://web-1p-1ebscohost-1com-10056a08v04aa.emedien3.sub.uni-hamburg.de/ehost/search/advanced?vid=1&sid=529d62eb-5fc1-4d33-abe7-24b0b6dc9218%40redis

	Date
	13th January 2025

	Search-string
	(TI(stroke*) OR TI("transient ischemic attack*") OR AB(stroke*) OR AB("transient ischemic attack*")) AND ((“economic evaluation*“ OR “cost-benefit*” OR “cost-effectivenes*” OR “cost-util*” OR “decision support technique*”) OR TI(“cost-consequence*”) OR AB(“cost-consequence*”) OR TI(“cost-minimi*ation*”) OR AB(“cost-minimi*ation*”) OR TI(“decision analys*”) OR AB(“decision analys*”) OR TI(“decision-analytic*”) OR AB(“decision-analytic*”) OR TI(“decision model*”) OR AB(“decision model*”) OR TI(“health care model*”) OR AB (“health care model*”) OR TI(“health care evaluation model*”) OR AB(“health care evaluation model*”) OR TI(“decision tree*”) OR AB(“decision tree*”) OR TI(“markov model*”) OR AB(“markov model*”) OR TI(“discrete event simulation*”) OR AB(“discrete event simulation*”) OR TI(“QALY*”) OR AB(“QALY*”)) AND LA (English OR German)

	Limiters
	Publication Date: 20080101-20241231

	Titles
	35, of which 7 duplicates

	Cochrane Database of Systematic Reviews

	Access
	https://www.cochranelibrary.com/cdsr/reviews

	Date
	13th January 2025

	Search-string
	#1: MeSH descriptor: [Stroke]
#2: MeSH descriptor: [Ischemic Attack, Transient]
#3: MeSH descriptor: [Cost-Benefit Analysis]
#4: MeSH descriptor: [Cost-Effectiveness Analysis]
#5: MeSH descriptor: [Decision Support Techniques]
#6: ("cost-minimisation"):ti,ab,kw OR ("cost-minimization"):ti,ab,kw OR ("decision analysis"):ti,ab,kw OR ("decision analyses"):ti,ab,kw OR ("decision-analytical"):ti,ab,kw
#7: ("decision-analytic"):ti,ab,kw OR ("decision model"):ti,ab,kw OR ("decision models"):ti,ab,kw OR ("health care models"):ti,ab,kw OR ("health care model"):ti,ab,kw
#8: ("health care evaluation model"):ti,ab,kw OR ("health care evaluation models"):ti,ab,kw OR ("decision tree"):ti,ab,kw OR ("decision trees"):ti,ab,kw OR ("markov model"):ti,ab,kw
#9: ("markov models"):ti,ab,kw OR ("discrete event simulation"):ti,ab,kw OR ("discrete event simulations"):ti,ab,kw OR ("QALY"):ti,ab,kw OR ("QALYS"):ti,ab,kw
#10: English:la OR German:la
#11: {OR #1, #2} AND {OR #3-#9} AND #10

	Limiters
	· Cochrane Library publication date from Jan 2008 to Dec 2024
· Type: Trials

	Titles
	349, of which 166 duplicates

	DARE (Database of Abstracts of Reviews of Effectiveness
NHS EED (Economic Evaluation Database)
NHS HTA (Health Technology Assessment) of the UK NHS Centre for Review and Dissemination 

	Access
	https://www.crd.york.ac.uk/CRDWeb/

	Date
	13th January 2025

	Search-string
	#1: MeSH DESCRIPTOR Ischemic Attack, Transient EXPLODE ALL TREES
#2: MeSH DESCRIPTOR Stroke EXPLODE ALL TREES
#3: (cost*)
#4: #1 OR #2
#5: #3 AND #4
#6: *  WHERE LPD FROM 01/01/2008 TO 31/12/2024
#7: #5 AND #6

	Limiters
	Download “Brief”-form

	Titles
	· “Full”-Type: 273, of which 116 duplicates
· “Brief”-Type: 282, of which 269 duplicates

	
	

	
	













Supplementary table S3 General Study Information, Model Design, Uncertainty and Validation Details
	[bookmark: _Hlk216443545][bookmark: _Hlk229129974]Author, setting, funding
	Comparators (C), outcome measure (O)
	Perspective
	Target population: Age (A), gender (G), disease severity (DS)
	Long-term model cycle length (CL), time horizon (TH), discount rate (D)
	Model description
	Additional model information and important assumptions
	Base-case statistical analysis (A), Uncertainty (U)
	DSA/scenarios/sub groups: Included parameters (P) and used percentage ranges (R)
	PSA: Included parameters and assumed distributions
	Validation

	Patil et al. (2009), USA, public funding [1]
	C: MT vs. SMT (antiplatelets/supportive care, no thrombolytics)
O: ICUR ($US/QALY)
	Societal perspective (without indirect costs)
	A: 67 years
G: Not reported
DS: Large vessel occlusion

	CL: 1 year
TH: 20 years
D: 3% for costs and utilities
	Decision tree between the two treatments, followed by recanalization vs. no recanalization and by sICH vs. no sICH. 90 days after stroke, Markov model with 3 health states: independence (mRS 0-2), disability (mRS 3-5), death (mRS 6). Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- only deterioration after recurrence possible
- patients assumed to remain in same health state for entire first year
	A: Deterministic cohort simulation
U: One-way DSA
	P: TPs (effectiveness incl. long-term TPs incl. recurrence), utilities, costs, starting age
R: ±25% for all parameters if no literature available
	Not assessed
	Face and cross validation

	Kim et al. (2011), USA, none declared [2]
	C: MT incl. IV-tPA (+ potentially IAT or angioplasty) vs.   IV-tPA alone (IV-tPA administered within 3h after stroke onset)
O: ICUR ($US/QALY)
	Societal perspective
	A: 68 years
G: Not reported
DS: Large vessel occlusion
	CL: 1 year 
TH: Lifetime
D: 3% for costs and utilities
	Decision tree between the two treatments, followed by "vessel open on initial angiogram" or "vessel occluded on initial angiogram" for MT. If occluded, patients could either have "successful recanalization" or not and could either get "ICH" or not.  For medical strategy, patients could either have "successful recanalization" or not and could either get "ICH" or not. 90 days after stroke, Markov model with 3 health states: independence (mRS 0-2), disability (mRS 3-5), death (mRS 6). 
	- not clear if keeping health state possible in long-term model
	A: Deterministic cohort simulation
U: One-way DSA, PSA
	P: TPs (effectiveness + long-term TPs), utilities, costs, starting age
R: ±20% for some outcomes, ±50%/±20% for some cost categories, -10%/-55% for age 
	TPs (effectiveness + long-term TPs): beta, 
utilities: triangular, costs: triangular

	Face, cross and external validation

	Nguyen-Huynh & Johnson (2011), USA, manufacturer funding [3]
	C: Mechanical clot removal/angioplasty/clot disruption) vs. BMT (antiplatelets/supportive care)
O: ICUR ($US/QALY)
	Societal perspective
	A: 65 years
G: Not reported
DS: Large vessel occlusion 

	CL: 1 year 
TH: Lifetime
D: 3% for costs and utilities
	Decision tree between the two treatments, followed by recanalization vs. no recanalization and by sICH vs. no sICH. 90 days after stroke, Markov model with 3 health states: mRS 0-2, mRS 3-5 and death. 
	- not clear which transitions possible for which health states in long-term model 
	A: Deterministic cohort simulation
U: One-way DSA, PSA
	P: TPs (only effectiveness), costs	
R: 2.5 times base-case value for some costs
	All parameters without starting age/discount rate: no distributions provided
	Face and cross validation

	Ganesalingam et al. (2015), UK, public funding [4]
	C: MT incl. IVT vs. usual care incl. IVT
O: ICUR ($US/QALY) + NMB
	Payer’s perspective 
	A: Not reported
G: Not reported
DS: Not reported
	CL: 3 months
TH: 20 years
D: 3.5% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 3 health states (mRS 0-2, mRS 3-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- keeping current health state after recurrence possible
- intermediate recovery phase up to 1 year assumed, where mRS improvement possible
	A: Deterministic cohort simulation
U: One-way DSA, PSA
	P: TPs (not clear which TPs), utilities, costs
R: No percentage changes used
	TPs: Dirichlet, utilities: beta, costs: gamma

	Face, cross and external validation

	Leppert et al. (2015), USA, public funding [5]
	C: IAT (thrombolytic agent, MT or both) + SC (IV-tPA within 4.5h) vs. SC alone
O: ICUR ($US/QALY)
	Societal perspective (without indirect costs)
	A: 65 years
G: Not reported
DS: Large vessel occlusion

	CL: 1 year
TH: 30 years
D: 3% for costs and utilities
	Decision tree followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.  
	- recurrences modeled
- only deterioration after recurrence possible
	A: Deterministic cohort simulation
U: One-way DSA, PSA
	P: TPs (effectiveness+ long-term TPs incl. recurrence), utilities, costs
R: ±50% for some costs
	TPs (effectiveness: Dirichlet, recurrence:  beta, mortality: lognormal); 
utilities: beta,
costs: normal
	Face and cross validation

	Aronsson et al. (2016), Sweden, public funding [6]
	C: EVT (incl. IVT) vs. SC (incl. IVT)
O: ICUR ($US/QALY) 
	Payer’s perspective
	A: 67.2 years
G: 53.2% male
DS: Proximal artery occlusion
	CL: 1 year 
TH: Lifetime
D: 3% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state. 
	- recurrences modeled
- keeping current health state after recurrence possible
- tunnel states applied
	A: Deterministic cohort simulation
U: One-way DSA, PSA
	P: TPs (effectiveness + long-term TPs without recurrence), utilities, costs, starting age, time horizon, discount rate
R: No percentage changes used
	TPs (recurrence): beta, utilities: exponential, costs: gamma

	Face and external validation

	Health Quality Ontario (2016), Canada, public funding [7]
	C: MT (incl. IVT) vs. IVT alone                                                                        
O: ICUR ($CAD/QALY)
	Payer’s + societal perspective
	A: 65-70 years
G: Approx. 50/50
DS: Large vessel occlusion with moderate-to severe neurologic deficits
	CL: 1 month
TH: 5 years (up to 15 in DSA)
D: 5% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 3 health states (mRS 0-2, mRS  3-5 and death) at 90 days after stroke. For the first year, patients could recover, after that, patients could only keep health state or deteriorate.
	- intermediate recovery phase up to 1 year assumed, where mRS improvement possible
	A: Deterministic cohort simulation
U: One- and two-way DSA, PSA
	P: TPs (only effectiveness), utilities, costs, starting age, time horizon, discount rate
R: No percentage changes used
	TPs (effectiveness:  beta/lognormal; long-term not given [calibration]),
utilities (beta), costs (gamma) 

	Face and cross validation

	Kunz et al. (2016), USA, none declared [8]
	C: EVT + SC (incl. IVT if eligible) vs. SC alone (incl. IVT if eligible) 
O: ICUR ($US/QALY) + NMB
	Payer’s perspective
	A: 68 years
G: Not reported
DS: Large vessel occlusion 



	CL: 1 year
TH: 30 years
D: 3% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- keeping current health state after recurrence possible
	A: Deterministic cohort simulation
U: One-way DSA, scenario analyses, PSA
	P: TPs (effectiveness and long-term TPs), utilities, costs
R: ±30% for some costs
	TPs (effectiveness: Dirichlet, recurrence: beta, mortality: beta/lognormal), utilities (beta), costs: (gamma)

	Face and cross validation

	Lobotesis et al. (2016), UK, manufacturer funding [9]
	C: MT (stent retriever) incl. IV-tPA vs. IV-tPA alone
O: ICUR (£/QALY) + NMB
	Payer’s perspective
	A: 66 years
G: Not reported
DS: Proximal anterior intracranial occlusion

	CL: 1 year
TH: Lifetime + evaluation after 1, 2 and 5 years
D: 3.5% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with (mRS 0-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- keeping current health state after recurrence possible
	A: Deterministic cohort simulation
U: One-way DSA, scenario analyses, PSA
	P: TPs (effectiveness and long-term TPs incl. recurrences), utilities, costs, starting age, discount rate
R: No percentage changes used
	TPs (effectiveness: Dirichlet, mortality: lognormal), utilities (beta), costs (gamma) 


	Face, internal and cross validation

	Xie et al. (2016), Canada, public funding [10]
	C: MT incl. IVT vs. IVT alone                                                                        
O: ICUR ($CAD/QALY)
	Payer’s perspective
	A: 65-71 years
G (female): ~50%
DS: Internal carotid artery or middle cerebral artery occlusion
	CL: 1 month
TH: 5 years (up to 15 in DSA)
D: 5% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 3 health states (mRS 0-2, mRS 3-5 and death) at 90 days after stroke. For the first year, patients could recover, after that, patients could only keep health state or deteriorate.
	- intermediate recovery phase up to 1 year assumed, where mRS improvement possible
	A: Deterministic cohort simulation
U: One- and two-way DSA, PSA
	P: TPs (only effectiveness), utilities, costs, starting age, time horizon, discount rate
R: No percentage changes used
	TPs (effectiveness:  beta/lognormal, long-term TPs: not given [calibration]), 
utilities (beta), costs (gamma)

	Face and cross validation

	de Andres-Nogales et al. (2017), Spain, manufacturer funding [11]
	C: MT (Solitaire stent retriever) incl. IV-tPA vs. IV-tPA alone
O: ICUR (€/QALY) + NMB
	Payer’s perspective
	A: 66 years
G: Not reported
DS:  Proximal anterior intracranial occlusion
	CL: 1 year
TH: Lifetime
D: 3% for costs and utilities
	Decision tree with the 2 treatments (modelled in two stages: up to 7 days and 90 days after stroke) followed by a Markov model with 7 health states (mRS 0-6). Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- keeping current health state after recurrence possible
	A: Deterministic cohort simulation
U: One-way DSA, scenario analyses, PSA 
	P: TPs (effectiveness and long-term TPs incl. recurrences), utilities, costs, starting age, time horizon, discount rate
R: 10-25% for some costs
	TPs (effectiveness: Dirichlet, mortality: lognormal), utilities (beta), costs (gamma)  

	Face and cross validation

	Health Information and Quality Authority (2017), Ireland, public funding [12]
	C: Second-generation MT (incl. IVT/ IAT if eligible) vs. SMC (incl. IVT/IAT if eligible)
O: ICUR ($US/QALY)
	Payer’s perspective
	A: 70 years
G (female): 43%
DS:  Large vessel occlusion with moderate-to-severe neurological deficits
	CL: 1 month
TH: 5 and up to 10 years
D: 5% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 3 health states (mRS 0-2, mRS 3-5 and death) at 90 days after stroke. For the first year, patients could recover, afterwards patients could only keep health state or deteriorate.
	- intermediate recovery phase up to 1 year assumed, where mRS improvement possible
	A: Probabilistic cohort simulation
U: One-way DSA, scenario analyses 
	P: TPs (only effectiveness), utilities, costs, starting age, discount rate
R: No percentage changes used
	Parameters not reported
	Internal validation

	Steen Carlsson et al. (2017), Sweden, none declared [13]
	C: TBY after thrombolysis vs. thrombolysis alone
O: ICUR (£/QALY)
	Societal perspective
	A: <65/65–74/75–84 years (depending on scenario)
G: Not reported
DS: NIHSS ≥ 8
	CL: 1 year
TH: 25 years
D: 3% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- only deterioration after recurrence possible
	A: Deterministic cohort simulation
U: One-way DSA, scenario analyses 
	P: TPs (effectiveness and long-term TPs incl. recurrences), utilities, costs, starting age, time horizon, discount rate
R: ±20% for some costs 
	Not assessed
	Face, cross and external validation

	Arora et al. (2018), Australia, manufacturer funding [14]
	C: EVT (incl. IVT) + usual care vs. usual care alone (incl. IVT)
O: ICUR ($AUD/QALY) 
	Payer’s perspective
	A: 68 years
G: Not reported
DS: Large vessel occlusion
	CL: 1 year
TH: Lifetime (max. 100 years)
D: 5% for costs and utilities
	Decision tree with the 2 treatments (modelled in three stages: up to 7 days, 90 days and one year after stroke) followed by a Markov model with 7 health states (mRS 0-5 and death) at 1 year after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- keeping current health state after recurrence possible
- "all recurrent strokes are managed on
usual care with no MT"
- intermediate recovery phase up to 1 year assumed, where mRS improvement possible
	A: Deterministic cohort simulation
U: One-way DSA
	P: TPs (effectiveness and long-term TPs incl. recurrences), utilities, costs, time horizon
R: ±50% for some costs
	Not assessed
	Face, cross and external validation

	Pan et al. (2018), China, public funding [15]
	C: MT (stent retriever within 6h incl. IV-tPA within 4.5h) vs. IV-tPA within 4.5h alone
O: ICUR (¥/QALY)
	Payer’s perspective
	A: 63 years
G: 36% female
DS: Proximal anterior circulation intracranial occlusion


	CL: 1 year
TH: 30 years
D: 3% for costs and utilities
	Decision tree with the 2 treatments, followed by sICH vs. no sICH, followed by a Markov model with 3 health: independence (mRS 0-2), disability (mRS 3-5), death (mRS 6). Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- keeping current health state after recurrence possible
	A: Deterministic cohort simulation
U: One-way DSA, PSA
	P: TPs (effectiveness and long-term TPs incl. recurrences), utilities, costs, time horizon, discount rate
R: ±20% discount; 10, 25, 50% for some costs
	TPs (effectiveness: beta/lognormal, recurrence/mortality: beta), utilities: beta, costs: lognormal, 
discount rate: beta 

	Face and cross validation

	Ruggeri et al. (2018), Italy, manufacturer funding [16]
	C: MT incl. IV-tPA vs. IV-tPA alone
O: ICUR (€/QALY) + NMB
	Payer’s perspective
	A: 66 years
G: Not reported
DS: Large vessel occlusion 

	CL: 1 year
TH: 5 years
D: 3.5% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence or sICH and due to this deteriorate in health state or die, respectively.
	- recurrences modeled
- keeping current health state after recurrence possible
	A: Deterministic cohort simulation
U: One-way DSA, PSA
	P: TPs (effectiveness and long-term TPs incl. recurrences), utilities, costs, starting age, time horizon, discount rate
R: No percentage changes used
	TPs (effectiveness: Dirichlet), starting age: normal

	Face and cross validation

	Kabore et al. (2019), France, none declared [17]
	C: MT incl. IV-tPA vs. IV-tPA alone (IV-tPA within 4.5h)
O: ICUR (€/QALY) + NMB
	Payer’s perspective
	A: Not reported
G: Not reported
DS:  Large vessel occlusion
	CL: 3 months
TH: 10 years
D: 4% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 3 health states (mRS 0-2, mRS  3-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- not clear if keeping current health state after recurrence possible
- intermediate recovery phase up to 1 year assumed, where mRS improvement possible
	A: Deterministic cohort simulation
U: PSA, EVPPI
	Not assessed
	TPs (effectiveness: Dirichlet, long-term TPs incl. recurrence: beta), utilities: beta, costs: gamma


	Face and cross validation

	Barral et al. (2020), France, none declared [18]
	C: SRT incl. IV-tPA vs. IV-tPA alone
O: ICUR (€/QALY) 
	Payer’s + societal perspective
	A: 67.3 years
G: 50/50
DS: Anterior circulation large vessel occlusion

	CL: 1 year
TH: Lifetime (max. 20 years)
D: 4% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 3 health states (mRS 0-2, mRS 3-5 and death) at 90 days after stroke. For the first year, patients could recover, after that, patients could only keep health state or deteriorate. 
	- intermediate recovery phase up to 1 year assumed, where mRS improvement possible
	A: Deterministic cohort simulation
U: One-way DSA, scenario analyses, PSA
	P: TPs (effectiveness and long-term TPs), utilities, costs, time horizon, discount rate
R: No percentage changes used
	TPs (effectiveness:  Dirichlet, long-term TPs: lognormal), costs: triangular 

	Face, cross and external validation

	Heggie et al. (2020), UK, public funding [19]
	C: MT + BMM incl. IVT vs. BMM incl. IVT alone
O: ICUR (£/QALY)
	Payer’s perspective 
	A: Not reported
G: Not reported
DS: Anterior circulation large vessel occlusion
	CL: 3 months
TH: 20 years
D: 3.5% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 3 health states at 90 days: independence (mRS 0-2), disability (mRS 3-5), death (mRS 6). Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- not clear if keeping current health state after recurrence possible
- intermediate recovery phase up to 1 year assumed, where mRS improvement possible
	A: Deterministic cohort simulation
U: One-way DSA, PSA
	P: TPs (only effectiveness), utilities, costs
R: ±20% for some costs, utilities and TPs
	TPs (effectiveness:  conditional beta), utilities: beta, costs: gamma

	Face and cross validation

	Peultier et al. (2020), USA, public funding [20]
	C: MT + SMC (incl. antiplatelets) vs. SMC (incl. antiplatelets) alone 
O: ICUR ($US/QALY) + NMB
	Payer’s perspective 
	A: MT+SMC: DAWN trial: 69 years, DEFUSE3 trial: 70 years; SMC alone: 71 years for both trials
G: Not reported
DS: Anterior circulation large vessel occlusion with varying severity
	CL: 3 months
TH: Lifetime
D: 3% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- only deterioration after recurrence possible
	A: Deterministic cohort simulation
U: One-way DSA, PSA
	P: TPs (effectiveness and long-term TPs without recurrences), utilities, costs
R: No percentage changes used
	TPs (recurrence: beta, long-term TPs: Dirichlet/beta,
mortality: lognormal), utilities: beta, costs: beta



	Face and cross validation

	Pizzo et al. (2020), UK, public funding [21]
	C: MT + SMT (incl. IVT) vs. SMT (incl. IVT) alone                                                                        
O: ICUR ($US/QALY)
	Payer’s perspective 
	A: Not reported
G: Not reported
DS:  Anterior circulation ischemic stroke
	CL: 3 months
TH: 20 years
D: 3,5% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 3 health states (mRS 0-2, mRS  3-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- keeping current health state after recurrence possible
- intermediate recovery phase up to 1 year assumed, where mRS improvement possible
	A: Deterministic cohort simulation
U: One-way DSA, PSA
	P: Utilities, costs
R: No percentage changes used
	TPs (effectiveness+ long-term TPs incl. recurrence: Dirichlet), utilities: beta, costs: gamma


	Face and cross validation

	Sarraj (2020), USA, manufacturer funding [22]
	C: EVT + MM (incl. IV-tPA if eligible) vs. MM alone (incl. IV-tPA if eligible)
O: ICUR ($US/QALY) + NMB
	Payer’s + societal perspective
	A: 65(?) years 
G: Not reported 
DS: Large ischemic core infarct


	CL: 1 year
TH: Lifetime
D: 3% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- keeping current health state after recurrence possible
	A: Deterministic cohort simulation
U: Scenario analyses, PSA
	P: TPs (effectiveness)
R: No percentage changes used
	TPs (effectiveness: Dirichlet, mortality: lognormal/beta, recurrence: beta), utilities: beta, costs: gamma

	Face and cross validation

	Candio et al. (2021), UK, public funding [23]
	C: MT incl. IVT vs. usual care incl. IVT
O: ICUR ($US/QALY) 
	Payer’s + societal perspective
	A:  Not reported 
G:  Not reported 
DS: NIHSS ≥ 5
	CL: 1 year
TH: 5 years
D: 3.5% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. After 90 days, patients could either keep their health state or die.
	 
	A: Deterministic cohort simulation
U: One-way DSA, PSA
	P: TPs, utilities, costs
R: ±20% for some costs, utilities and TPs
	TPs (effectiveness: Dirichlet, mortality: "bootstrap"), costs: gamma


	Face, cross and internal validation

	Gao et al. (2021),  Australia, no funding declared  [24] 
	C: EVT (incl. IVT) vs. (S)MT (incl. IVT)
O: ICUR ($AUD/QALY)

	Payer’s perspective 
	A: MT: 68.0-69.9 years, EVT: 65.1-70.0 years
G: MT: 29.0%-43.9% male, EVT: 25.0%-42.9%
DS: Internal carotid artery or M1-occlusion


	CL: NA (discrete event modelling)
TH: 25 years
D: 3% for costs and utilities

	Decision tree with the 2 treatments (both treatments tested separately for patients meeting and not meeting DEFUSE3 and DAWN trial criteria) and 7 health states (mRS = 0-6) at 90 days after stroke. After 90 days, patients enter discrete event simulation model, where they remain in same health state, die from non-stroke related causes or experience a processing event (recurrent stroke or coronary heart disease), which increased mortality risk. After recurrent stroke, they remain in same health state or deteriorate (incl. 6: death)
	- keeping current health state after recurrence possible

	A: Discrete event simulation (probabilistic)
U: One-way DSA, PSA

	P: TPs (effectiveness and long-term TPs without recurrences), utilities, costs, starting age, time horizon, discount rate
R: No percentage changes used
	Time to recurrence / myocardial infarction: Gompertz/exponential

	Face-, external and cross-validation

	Khunte et al. (2021), USA, none declared [25]
	C: MT (incl. IVT if eligible) vs. MM (incl. IVT if eligible)
O: ICUR ($US/QALY) + NMB
	Societal perspective
	A: 65 years
G: Not reported
DS: M2-branch occlusion

	CL: 1 year 
TH: Lifetime
D: 3% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. After 90 days, patients could be employed or not. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- keeping current health state after recurrence possible
	A: Deterministic cohort simulation 
U: One-, two- and four-way DSA, PSA
	P: TPs (only effectiveness), utilities, costs, time horizon
R: No percentage changes used
	TPs (effectiveness: beta), utilities: not clear,
costs: gamma

	Face, internal and external validation

	Nivelle et al. (2021), Belgium, public funding [26]
	C: MT + BSC (incl. IV-tPA if eligible or standard antithrombotic drug therapy or no antithrombotic therapy if ineligible for IV-tPA) vs. BSC alone (IV-tPA if eligible or standard antithrombotic drug therapy or no antithrombotic therapy if ineligible for IV-tPA) 
O: ICUR (€/QALY)
	Payer’s perspective 
	A: 68 years
G: Not reported
DS: Large vessel occlusion 

	CL: 3 months
TH: Lifetime
D: 3% for costs, 1.5% for utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. Then, patients enter long-term model up to 5 years, where they can recover (only first year?), deteriorate or keep health state. After 5 years, they enter next long-term model, where they can only keep health state or die.
	- intermediate recovery phase up to 1 year assumed, where mRS improvement possible
- not clear how long recovery possible
	A: Deterministic cohort simulation
U: One-way DSA and scenario analyses 
	P: TPs (effectiveness and long-term TPs), utilities, costs, starting age, time horizon, discount rate
R: No percentage changes used
	Not assessed
	Face and cross validation

	Sevick et al. (2021), Canada, manufacturer funding [27]
	C: EVT (+Alteplase if eligible) vs. BMM (+Alteplase if eligible)
O:  Separate analyses of costs (CA$) and utilities (QALYs)
	Payer’s + societal perspective
	A: Not reported
G: Not reported
DS: Disabling ischemic stroke



	CL: 1 year
TH: 90 days and lifetime
D: 5% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. After 90 days, patients could keep current health state or die.
	 
	A: Deterministic cohort simulation
U: One-way DSA, scenario analyses, PSA
	P: TPs (only effectiveness), time horizon
R: No percentage changes used
	Utilities: normal, costs: gamma
	Face, cross and internal validation

	Wu et al. (2021), USA, not mentioned [28]
	C: EVT vs. MM                                                   
O: ICUR ($US/QALY) + NMB
	Societal perspective
	A: 55- and 65 years
G: Not reported
DS: ASPECTS <6
	CL: 1 year 
TH: Lifetime
D: 3% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. Then patients enter long-term model where they first could die from non-stroke mortality or survive, and afterwards could still be employed or not. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- not clear if keeping current health state possible after recurrence
	A: Deterministic cohort simulation
U: One and two-way DSA, PSA
	P: TPs (effectiveness and long-term TPs incl. recurrences), utilities, costs, starting age
R: No percentage changes used
	TPs (effectiveness: beta), utilities: gamma, costs: gamma, RTW: beta

	Face and external validation

	Khunte et al. (2022), USA, none declared [29]
	C: EVT (incl. IVT if eligible) vs. SMC (incl. IVT if eligible)
O: ICUR ($US/QALY) + iNMB
	Societal perspective
	A: 65 years
G: Not reported
DS: Large vessel occlusion 



	CL: 1 year 
TH: Lifetime
D: 3% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. After 90 days, patients could be employed or not.  Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- keeping current health state after recurrence possible
	A: Deterministic cohort simulation
U: One-, two- and three-way DSA, scenario analyses, PSA
	P: TPs (only effectiveness), utilities, costs, time horizon
R: ±20% for some costs
	TPs (effectiveness: Dirichlet), costs: gamma

	Face and cross validation

	Lylyk et al. (2022), Argentina, manufacturer funding [30]
	C: MT incl. IV-tPA vs. IV-tPA alone 
O: ICUR (AR$/QALY) + NMB
	Payer’s perspective 
	A: 69.4 years
G: Not reported
DS: Large vessel occlusion

	CL: 1 year
TH: Lifetime
D: 5% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- keeping current health state after recurrence possible
- patients not assumed to be at risk of recurrence in acute phase
- recovery in scenario analyses possible
	A: Deterministic cohort simulation
U: One-way DSA, scenario analyses, PSA
	P: TPs (only mortality), utilities, costs, starting age
R: Ranges not reported

	Parameters not reported
	Face and cross validation

	Rattanavipapong et al. (2022), Thailand, public funding [31]
	C: EVT + Alteplase or EVT alone vs. Alteplase alone or supportive care (dependent on eligibility of Alteplase)
O: ICUR (THB/QALY)
	Societal perspective
	A: 65 years
G: Not reported
DS: Large vessel occlusion 




	CL: 3 months
TH: Lifetime
D: 3% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- not clear if keeping current health state after recurrence possible
- intermediate recovery phase up to 1 year assumed, where mRS improvement possible
	A: Deterministic cohort simulation
U: One-way DSA, PSA
	P: Utilities, costs, starting age, discount rate
R: 0-4% discount rate for cost and 0-2% discount rate for utilities
	TPs
(effectiveness/long-term TPs: Dirichlet), utilities: beta, costs: gamma

	Face, cross, internal and external validation

	de Souza et al. (2022), Brazil, public funding [32]
	C: EVT + SMT vs. SMC alone
O: ICUR ($US/QALY)
	Payer’s perspective 
	A: 64 years
G: Not reported
DS: Anterior circulation large vessel occlusion


	CL: 1 year
TH: Lifetime (up to 30 years)
D: 5% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. Until the first year, patients could recover, after that, patients could either keep their health state or die.
	- intermediate recovery phase up to 1 year assumed, where mRS improvement possible
- recurrences modeled
- keeping current health state after recurrence possible
	A: Deterministic cohort simulation
U: One-way DSA, PSA
	P: TPs (only effectiveness but not clear), utilities, costs, discount rate
R: No percentage changes used
	TPs
(effectiveness: beta), utilities: beta, costs: lognormal

	Face and cross validation

	Gao et al. (2023-1), not stated but probably Australia, none declared [33]
	C: EVT vs. non-EVT alone
O: ICUR ($US/QALY) + NMB (in suppl. material)
	Payer’s + societal perspective
	A: Real-world data: EVT: 71, non-EVT: 74; trial data: EVT: 66, non-EVT: 65 years
G (female proportion): Real-world data: EVT: 52%, non-EVT: 41%; trial data: EVT: 54%, non-EVT: 47%
DS: M2-branch occlusion

	CL: 1 year 
TH: 13 years
D: 3% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5, and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- keeping current health state after recurrence possible
	A: Microsimulation
U: One-way DSA, scenario analyses, PSA
	P: TPs (effectiveness and long-term TPs incl. recurrences), utilities, costs, discount rate
R: 0-6% for discount rate
	TPs (effectiveness: Dirichlet, recurrence: beta), utilities: beta, costs: gamma

	Face, internal, external and cross validation

	Gao et al. (2023-2), Australia, none declared [34]
	C: EVT incl. IVT vs. no EVT incl. IVT
O: ICUR ($AUD/QALY)
	Societal perspective
	A: Trial data: EVT: 65.1 years, No EVT: 66.5 years; Real-word data: EVT: 68.1 years, No EVT: 72.4 years
G (male): Trial data: EVT: 76%, No EVT: 19%;
Real-word data: EVT: 69.5%, No EVT: 50.5%
DS: core volume of at least 70 ml 

	CL: 1 year 
TH: 25 years
D: 3% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- keeping current health state after recurrence possible
	A: Deterministic cohort simulation
U: One-way DSA, PSA
	P: TPs (effectiveness and long-term TPs incl. recurrences), utilities, costs, starting age, time horizon, discount rate 
R: No percentage changes used
	TPs (effectiveness: Dirichlet) 

	Face, cross and external validation

	Khunte et al. (2023), USA, none declared [35]
	C: EVT (IVT if eligible) vs. no-EVT/SMT (IVT if eligible)
O: Separate analyses of costs and utilities, ICUR ($US/QALY) + iNMB for sensitivity analyses
	Societal perspective
	A: 55, 65 or 75 years
G: Not reported
DS: M1 proximal branch, M1 distal branch or M2-branch occlusion



	CL: 1 year 
TH: Lifetime
D: 3% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. After that, patients could be employed or not. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- only deterioration after recurrence possible
	A: Deterministic cohort simulation 
U: One-, two- and three-way DSA, subgroup analyses, PSA
	P: TPs (only effectiveness), utilities, costs, starting age
R: No percentage changes used
	TPs
(effectiveness: Dirichlet/beta), costs: gamma

	Face and cross validation

	Moreu et al. (2023), Europe, manufacturer funding [36]
	C: EVT + MM (incl. IVT) vs. MM (incl. IVT) alone
O: ICUR ($US/QALY)
	Payer’s perspective 
	A: 76.15 years
G: Not reported
DS: Anterior circulation large vessel occlusion with ASPECTS < 6



	CL: 3 months
TH: Lifetime (20 years)
D: 3% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state. 
	- recurrences modeled
- only deterioration after recurrence possible
- tunnel states applied to account for increased risk of recurrence
	A: Deterministic cohort simulation
U: One- and two-way DSA, PSA
	P: TPs (mortality), utilities, costs, starting age, discount rate
R: ±20% for all inputs;
	TPs (recurrence: Dirichlet, long-term-TPs: beta, mortality: lognormal), utilities: beta, costs: gamma, age: beta

	Face and cross validation

	Ospel et al. (2023-1), USA, manufacturer funding [37]
	C: EVT + BMM (incl. IV alteplase if eligible) vs. BMM (incl. IV alteplase if eligible) alone
O: costs ($) and utilities (QALYs) + NMBs
	Payer’s + societal perspective
	A: 71.5 years
G: Not reported
DS: Large vessel occlusion


	CL: 1 year
TH: Lifetime (up to 120 years)
D: 3% for costs and utilities 
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- keeping current health state after recurrence possible
	A: Deterministic cohort simulation
U: PSA
	Not assessed
	TPs (effectiveness: Dirichlet, recurrence: beta, after recurrence: Dirichlet mortality: beta/lognormal), utilities: beta, costs: gamma,
employment/RTW: beta
 
	Face validation

	Ospel et al. (2023-2), USA, public funding [38]
	C: EVT + BMM (incl. IV alteplase if eligible) vs. BMM ( incl. IV alteplase if eligible) alone
O: ICUR ($US/QALY) + NMB
	Payer’s + societal perspective
	A: 76 years
G: 46%female in EVT + BMM, 44% in BMM alone
DS: Large vessel occlusion with ASPECTS 3-5


	CL: 1 year
TH: Lifetime (up to 120 years)
D: 3% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- keeping current health state after recurrence possible
	A: Deterministic cohort simulation
U: One-way DSA, subgroup analyses, PSA
	P: TPs (only effectiveness), starting age
R: No percentage changes used
	TPs (effectiveness: Dirichlet, recurrence: beta, after recurrence: Dirichlet, mortality: beta/lognormal), utilities: beta, costs: gamma,
employment/RTW: beta
	Face, cross and external validation

	Sanmartin et al. (2023), USA, none declared [39]
	C: EVT incl. IV-tPA vs. SC incl. IV-tPA
O: ICUR ($US/QALY) + NMB
	Payer’s perspective 
	A: 76 years
G: Not reported
DS: Large vessel occlusion with ASPECTS 3-5
	CL: 1 year
TH: Lifetime
D: 3% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- only deterioration after recurrence possible
	A: Deterministic cohort simulation
U: One- and two-way DSA, PSA
	P: TPs (effectiveness and long-term TPs incl. recurrences), utilities, costs, starting age
R: No percentage changes used
	TPs (effectiveness: Dirichlet, mortality: lognormal), utilities: beta, costs: gamma

	Face, internal and cross validation

	Schwarting et al. (2023), not stated but probably USA, none declared [40]
	C: EVT vs. BMC
O: ICUR ($US/QALY)
	Payer’s perspective 
	A: 66 years
G: Not reported
DS: Basilar artery occlusion stroke

	CL: 1 year
TH: Lifetime
D: 3% for costs and utilities
	Decision tree with the 2 treatments (differentiated in occurrence of basilar stenosis or not, and stenting vs. no stenting in the case of basilar stenosis) followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- only deterioration after recurrence possible
	A: Deterministic cohort simulation
U: One-way DSA, subgroup analyses, PSA
	P: TPs (only effectiveness) costs, starting age
R: ±25% for some costs
	Utilities: beta, costs: gamma

	Face and cross validation

	Wang et al. (2023), China, none declared [41]
	C: EVT + SMT vs. SMT alone
O: ICUR (Intl.$/QALY)
	Payer’s perspective 
	A: 66 years
G: Not reported
DS: Basilar artery occlusion stroke



	CL: 3 months
TH: 20 years
D: 5% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 3 health states (mRS 0-2, mRS 3-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- not clear if keeping current health state after recurrence possible
- intermediate recovery phase up to 1 year assumed, where mRS improvement possible
	A: Deterministic cohort simulation
U: One-way DSA, scenario analyses, PSA
	P: TPs (effectiveness and long-term TPs incl. recurrences), utilities, costs, discount rate
R: 150%/200% for some costs  
	TPs (not clear which TPs): Dirichlet, utilities: beta, costs: gamma 

	Face and cross validation

	Xia et al. (2023), China, none declared [42]
	C: SR + BMM (incl. IVT if eligible) vs. BMM (incl. IVT if eligible) alone
O: ICUR ($US/QALY)
	Payer’s perspective 
	A: 64 years
G (female): 26%
DS: Basilar artery occlusion stroke


	CL: 3 months
TH: Lifetime (up to 20 years)
D: 5% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 3 health states: nondisabling (mRS 0-2), disabling (mRS 3-5), death (mRS 6) at 90 days after stroke. After 90 days, patients could experience a stroke recurrence and due to this deteriorate in health state.
	- intermediate recovery phase up to 1 year assumed, where mRS improvement possible
- recurrences modeled
- keeping current health state after recurrence possible
	A: Deterministic cohort simulation
U: One-way DSA, scenario analyses, PSA
	P: TPs (effectiveness and long-term TPs incl. recurrences), utilities, costs, time horizon, discount rate
R: No percentage changes used
	TPs (not clear which TPs), utilities, costs: distributions not reported
	Face and cross validation

	Gao et al. (2024), USA/Australia/Spain, manufacturer funding [43]
	C: EVT vs. SMT
O: ICUR ($US/QALY)
	Payer’s + societal perspective
	A: 66 years
G: 41.2% female
DS: Median NIHSS = 19, median ASPECTS = 5, ischemic core volume = 74ml for EVT and 77ml for MT
	CL: 1 year
TH: 20 years (or until average life expectancy reached, so 76, 85, 83 years for Americans, Australians and Spaniards, respectively)
D: 3% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- keeping current health state after recurrence possible
	A: Deterministic cohort simulation
U: One-way DSA, scenario- and subgroup analyses, PSA
	P: TPs (effectiveness and long-term TPs incl. recurrences), utilities, costs, discount rate
R: ±30% for some costs
	TPs (effectiveness: Dirichlet, recurrence: gamma/beta, mortality: gamma), costs: gamma
	Face, internal, external and cross validation

	Gottschalk et al. (2024), Germany, public funding [44]
	C: EVT + BMC vs. BMC alone
O: ICUR (€/QALY)
	Payer’s perspective 
	A: 72 years
G: Not reported
DS: ASPECTS 3-5


	CL: 1 year
TH: Lifetime
D: 3% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 6 health states (mRS 0/1, 2-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- keeping current health state after recurrence possible
	A: Deterministic cohort simulation
U: One-way DSA, subgroup analyses, PSA 
	P: TPs (effectiveness and long-term TPs without recurrences), utilities, costs, starting age, discount rate
R: ±50% for some costs
	TPs (effectiveness: beta, mortality: lognormal), utilities: beta, costs: gamma

	Face, internal and cross validation

	Mehrens et al. (2024), USA, none declared [45]
	C: EVT + BMM incl. IVT vs. BMM incl. IVT alone
O: ICUR ($US/QALY) + NMB
	Payer’s + societal perspective
	A: ATTENTION trial: EVT 66; BMM alone 67; BAOCHE trial: EVT 64.2; BMM alone
63.7 years
G: Not reported
DS:  ATTENTION trial: NIHSS = 10, BAOCHE trial: NIHSS ≥ 6 

	CL: 1 year
TH: Lifetime (max. 120 years)
D: 5% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- keeping current health state after recurrence possible
	A: Deterministic cohort simulation
U: One-way DSA, PSA
	
P: TPs (effectiveness), costs, starting age, discount rate
R: Rate of IVT in treatment group 15-100%, discount rate 3-10%
	TPs (effectiveness: Dirichlet, long-term TPs incl. recurrence: beta mortality: lognormal), utilities: beta, costs: gamma

	Face and cross validation

	Ospel et al. (2024), Canada, manufacturer funding [46]
	C: EVT + BMM vs. BMM alone
O: ICUR ($US/QALY) + NMB
	Payer’s + societal perspective
	A: 71.5 years
G (female proportion): Real-world data: EVT: 42.5%; trial data: EVT: 62.1%, non-EVT: 40.0%
DS: Anterior circulation large vessel occlusion
	CL: 1 year
TH: Lifetime (up to 120 years)
D: 3% for costs and utilities
	Decision tree with 2 EVT arms (real-world and trial-based) and 1 BMM arm (trial-based) followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- only deterioration after recurrence possible
	A: Deterministic cohort simulation
U: Scenario and subgroup analyses, PSA
	P: TPs (effectiveness)
R: No percentage changes used
	TPs (effectiveness: Dirichlet, recurrence: beta, after recurrence: Dirichlet, mortality: beta/lognormal), utilities: beta, costs: gamma,
IV-tPA-probability: beta

	Face and cross validation

	Pan et al. (2024), China, public funding [47]
	C: EVT + MM vs. MM alone
O: ICUR (¥/QALY)
	Payer’s perspective 
	A: 68 years (median)
G: 61.3% males
DS: Anterior circulation large vessel occlusion with ASPECTS of 3 to 5 or infarct-core volume of 70 to 100 mL and NIHSS = 16
	CL: 1 year
TH: 5 and 30 years
D: 3% for costs and utilities
	Decision tree with the 2 treatments and sICH vs. no sICH, followed by a Markov model with 3 health states (mRS 0-2, mRS 3-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- keeping current health state after recurrence possible
	A: Deterministic cohort simulation
U: One- and two-way DSA, PSA
	P: TPs (effectiveness and long-term TPs incl. recurrences), utilities, costs, time horizon, discount rate
R: ±20% for discount rate
	TPs (effectiveness: Dirichlet/lognormal, recurrence: beta/lognormal, after recurrence: Dirichlet, mortality: lognormal/beta), utilities: gamma, costs: gamma, discount rate: beta, sICH: beta

	Face and cross validation

	Pinckaers et al. (2024), Netherlands, public funding [48]
	C: EVT + BMM vs. BMM alone
O: ICUR (€/QALY) + iNMB
	Payer’s + societal perspective
	A: 74 years
G: Not reported
DS: Proximal anterior circulation occlusion


	CL: 1 year
TH: Lifetime (up to 95 years)
D: 4% for costs, 1.5% for utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. For the first year, patients could recover, after that, patients could only keep health state or deteriorate.
	- intermediate recovery phase up to 1 year assumed, where mRS improvement possible
	A: Deterministic cohort simulation
U: One-way DSA, scenario analyses, PSA
	P: TPs (only effectiveness), costs, utilities
R: No percentage changes used
	TPs (effectiveness: Dirichlet), utilities: gamma, costs: gamma

	Face and cross validation

	Schwarting et al. (2024), not stated but probably USA, none declared [49]
	C: EVT vs. BMC
O: ICUR ($US/QALY)
	Payer’s perspective 
	A: 67 years
G: Not reported
DS: Anterior circulation large vessel occlusion with ASPECTS = 3-5
	CL: 1 year
TH: Lifetime
D: 3% for costs and utilities
	Decision tree with the 2 treatments followed by a Markov model with 7 health states (mRS 0-5 and death) at 90 days after stroke. Patients could experience a stroke recurrence and due to this deteriorate in health state.
	- recurrences modeled
- only deterioration after recurrence possible
	A: Deterministic cohort simulation
U: One-way DSA, PSA
	P: TPs (only effectiveness), costs
R: ±25% for some costs
	Utilities: beta costs: gamma

	Face and cross validation

	
	
	
	
	
	
	
	
	
	
	


ASPECTS = Alberta Stroke Program Early CT Scores, BMC = Best Medical Care, BMM = Best Medical Management, BMT = Best Medical Therapy, BSC = Best Supportive Care, CT = Computer Tomography, CTP = Computed Tomography Perfusion, CUA = Cost-Utility Analysis, DSA = Deterministic Sensitivity Analysis, EVPPI = Expected Value of Perfect Parameter Information, EVT = Endovascular Therapy/Thrombectomy, IAT = Intraarterial Treatment, ICH = Intracranial Hemorrhage, ICUR = Incremental Cost-Utility Ratio, (i)NMB = (incremental) Net Monetary Benefit, IV-tPA = Intravenous thrombolysis with tissue Plasminogen Activator, IVT = Intravenous Thrombolysis, ml = milliliter, MM = Medical Management, mRS = Modified Rankin Scale, MT = Mechanical Thrombectomy, NIHSS = National Institutes of Health Stroke Scale, NMB = Net Monetary Benefit, PSA = Probabilistic Sensitivity Analysis, QALY = Quality Adjusted Life Year, RCT = Randomized Controlled Trial, SC = Standard Care, sICH = symptomatic Intracranial Hemorrhage, SMT = Standard Medical Therapy, SRT = Stent Retriever Thrombectomy, TBY = Thrombectomy, THB = Thai Baht, TPs = Transition Probabilities


	[bookmark: _Hlk216772228]Supplementary table S4 Parameter Inputs

	

	Author, setting
	Transition probabilities
	Utilities
	Costs

	
	
	
	

	Patil et al. (2009), USA [1]

	Treatment efficacy at 90 days after stroke:
- recanalization rates for SMT: placebo group of PROACT-II-study and for MT from MERCI-trial 
- sICH probability with SMT: control group of NINDS tPA stroke trial and with MT: MERCI-trial 
- health state fractions incl. death: NINDS tPA study and MERCI-study 


Long-term TPs without recurrence/death: 
Assumed 0

Long-term recurrence risk:
Pooled analysis of RCTs by Hacke et al. (2004) 

TPs after recurrence
Probably as in short-term model in same treatment arm without lower mRS 

Non-stroke mortality:
-
	mRS-specific utilities:
Pooled analysis of RCTs by Hacke et al., (2004)

	Direct:
Multiple sources incl. Medicare reimbursement data

	Kim et al. (2011), USA [2]

	Treatment efficacy 90 days after stroke:
Recanalization rates:
Multi-MERCI-trial, CLOTBUST-trial and a meta-analysis of different study designs 

Independence/dependence:
Multi-MERCI trial 

Long-term mortality:
based on cohort study of neurological injury patients and life tables from official US center for disease control and prevention 
	mRS- and recurrence specific utilities:
Modelling study citing US study by Gage et al. (1998), eliciting utility values in patients with atrial fibrillation
	Direct:
Reimbursement data from Medicare/Medicaid

	Nguyen-Huynh & Johnson (2011), UK [3]

	Treatment efficacy at 90 days after stroke:
Recanalization rates:
Meta-analysis with RCTs, case series and case-control series 

sICH probabilities:
- for NIR Rx treatment: Multi-MERCI single arm thrombectomy trial 
- for BMM (with recanalized): subgroup of control arm of PROACT2-trial 
- for BMM (without recanalization): calculated from ratio applied from Multi-MERCI single arm thrombectomy trial  

mRS-scores after 90 days:
- for NIR Rx treatment: Multi-MERCI single arm thrombectomy trial 
- for BMM: meta-analysis with RCTs, case series and case-control series 


Long-term TPs/Recurrences:
-

Non-stroke mortality:
Modelling study by Kent et al. (1995) citing US mortality data 2005  
	mRS-specific utilities: 
Modelling study by Earnshaw et al. (2006) with US utilities; citing US study by Gage et al. (1998), eliciting utility values in patients with atrial fibrillation
	Direct:
Medicare data; US modelling study by Gage et al. (1995) utilizing Medicare data, a literature review and phone surveys

	Ganesalingam et al. (2015), UK [4]

	Treatment efficacy 90 days after stroke:
5 randomized controlled trials: EXTEND-1A, REVASCAT, MR CLEAN, ESCAPE, SWIFT-PRIME 

Percentage of patients receiving IV-tPA:
UK audit study  

Long-term TPs without recurrence/death:
Assumed 0

Recurrence risk:
SCHARR Alteplase HTA, same after disability and independence

Transition probabilities after recurrence:
SCHARR Alteplase HTA and input article by Morris

Non-stroke mortality:
SCHARR Alteplase HTA 
	mRS- and recurrence specific utilities:
SCHARR Alteplase HTA (utilities stated here) (citing Dorman et al., 2000) and input article by Morris + citing EuroQol validation study Dorman et al. (1997) 
	Direct:
Multiple sources incl. UK unit costs by Curtis (2013), manufacturer prices, SCHARR Alteplase HTA; micro-costing applied

	Leppert et al. (2015), USA [5]

	Treatment efficacy at 90 days after stroke:
MR CLEAN trial 

Long-term TPs without recurrence/death:
Assumed 0 

Recurrence risk:
CEA-model by Fagan et al. (1998), which declares use of unpublished data from a Canadian drug study

TPs after recurrence:
Probably as in short-term model in same treatment arm without lower mRS 

Non-stroke mortality:
US Life tables 2006 by Arias et al. (2010) + Samsa et al. (1999), based on US expert panel
	mRS-specific utilities:
Samsa et al., 1999 refers to US stroke survey time-trade-off-utilities with by Samsa et al. (1998)
	Direct:
Multiple sources incl. Medicare data; US modelling study by Earnshaw et al. (2009); US National Inpatient Sample; US/EU CEA-modelling studies incl. Chambers et al. (2002)

	Aronsson et al. (2016), Sweden [6]

	Treatment efficacy 90 days after stroke:
Pooled data from EXTEND-1A, REVASCAT, MR CLEAN, ESCAPE, SWIFT-PRIME RCTs 

Long-term TPs without recurrence/death after 90 days:
Assumed 0

Long-term Recurrence risk:
Prospective Swedish cohort study by Pennlert et al. (2014)  

Long-term TPs after recurrence:
As in control group of short-term model without lower mRS 

Long-term hazard ratio for stroke:
Retrospective/ prospective cohort studies in USA, Australia 
	Utilities for the general population: 
UK-utilities, published in Burström et al. (2006)


Utility decrements after stroke:
Study by Dewilde et al. (2014) with Belgian patients (and probably Belgian tariffs) 
	Direct:
UK trial costing study by Dawson et al. (2007); Swedish register study by Ghatnekar et al. (2013); US model by Earnshaw et al. (2009); Swedish university hospitals

	Health Quality Ontario (2016), Canada [7]

	Treatment efficacy 90 days after stroke:
Self-conducted meta-analysis of ESCAPE, SWIFT PRIME, MR CLEAN, REVASCAT, EXTEND IA and THRACE RCTs 

TPs for intermediate model:
OXVASC cohort study (UK) data, calibrated

TPs for long-term model:
OXVASC cohort study (UK) data, calibrated

Non-stroke mortality:
OXVASC cohort study (UK) data, calibrated
	Difference in utility of IVT + MT vs. IVT at 90 days post treatment: calculated self-conducted meta-analysis of ESCAPE, SWIFT PRIME, MR CLEAN, REVASCAT, EXTEND IA and THRACE RCTs

mRS-specific utilities:
UK cohorts by Dorman et al. (2000) 
	Direct:
Review of hospitalization costs in North America; Canadian prospective cohort study (BURST)

Indirect:
- Informal care
- Productivity loss
Canadian prospective cohort study (BURST)

	Kunz et al. (2016), USA [8]

	Treatment efficacy at 90 days after stroke:
HERMES RCT-meta-analysis of ESCAPE, MR CLEAN, REVASCAT, SWIFT PRIME, EXTEND IA by Goyal et al. (2016)

Long-term TPs without recurrence/death:
Assumed 0

Recurrence risk:
Swedish cohort study by Pennlert et al. (2014) 

TPs after recurrence:
HERMES RCT control arm 

Non-stroke mortality:
2011 US life tables + Samsa et al. (1999), based on US expert panel 
	mRS-specific utilities:
Study by Chaisinanunkul et al. (2015) combining time-trade-off utilities from mapping-study in UK stroke cohort with person-trade-off utilities from international clinical expert panel
	Direct:
HERMES RCT-meta-analysis by Goyal et al. (2016); US modelling study by Earnshaw et al. (2009); US National Inpatient Sample; US/EU CEA-modelling studies incl. Chambers et al. (2002)

	Lobotesis et al. (2016), UK [9]

	Treatment efficacy at 7 and 90 days after stroke:
SWIFT-PRIME RCT 

Long-term TPs without recurrence/death: 
Assumed 0

Long-term recurrence risk:
Meta- analysis of register studies by Mohan et al. (2011)  

TPs after recurrence:
As in short-term model without lower mRS 

Non-stroke mortality:
Official mortality statistics and Swedish cohort study by Slot et al. (2009)
	mRS and recurrence specific utilities:
Study by Rivero-Arias et al. (2010), mapping EQ-5D with UK-tariffs to mRS-scores in population-based UK OXVASC-study
	Direct:
Multiple sources incl. UK population-based OXVASC study by Luengo-Fernandez et al. (2013); resource estimation by clinicians, manufacturer prices; UK Personal Social Services Research Unit

	Xie et al. (2016), Canada [10]

	Treatment efficacy 90 days after stroke:
Self-conducted meta-analysis of ESCAPE, SWIFT PRIME, MR CLEAN, REVASCAT, EXTEND IA and THRACE RCTs

TPs for intermediate model:
OXVASC cohort study (UK) data, calibration applied

TPs for long-term model
OXVASC cohort study (UK) data, calibration applied 

Non-stroke mortality:
OXVASC cohort study (UK) data, calibration applied
	Difference in utility of IVT+MT vs. IVT at 90 days post treatment: self-conducted meta-analysis of ESCAPE, SWIFT PRIME, MR CLEAN, REVASCAT, EXTEND IA and THRACE

mRS-specific utilities:
UK cohorts by Dorman et al. (2000) 
	Direct:
Review of US hospitalization costs; Canadian prospective cohort study (BURST)

	de Andrés-Nogales et al. (2017), Spain [11]

	Treatment efficacy at 90 days after stroke:
SWIFT-PRIME 

Adverse events rate:
REVASCAT- RCT

Long-term TPs without recurrence/death: 
Assumed 0

Long-term recurrence risk:
Meta- analysis of register studies by Mohan et al. (2011)  

TPs after recurrence
As in short-term model in acute phase arm without lower mRS,

Non-stroke mortality:
Swedish cohort study by Slot et al. (2009) + Spanish life tables 
	mRS-specific utilities:
Study by Rivero-Arias et al. (2010), mapping EQ-5D with UK-tariffs to mRS-scores in population-based UK OXVASC-study
	Direct:
Spanish CEAs; Spanish cost databases; clinical expert panel, DRGs

	Health Information and Quality Authority (HIQA) Ireland (2017) [12]

	Treatment efficacy at 90 days after stroke:
Self-conducted meta-analysis of ESCAPE, SWIFT PRIME, MR CLEAN, REVASCAT, EXTEND IA and THRACE 

Difference between IVT- and MT-treated patients regarding mortality (within treatment arm):
Self-conducted meta-analysis of ESCAPE, SWIFT PRIME, MR CLEAN, REVASCAT, EXTEND IA and THRACE 

TPs after 90 days after stroke incl. mortality:
Health Quality Ontario modelling study (2016) utilizing population-based OXVASC-cohort-study data
	mRS-specific utilities: 
Pooled utilities from Samsa et al. (1999), Rivero-Arias et al (2010), Dorman et al (2000) and Dewilde et al (2017), i.e., US, UK and Belgian utilities
	Direct:
Multiple sources incl. Health Service Executive Report, Dublin; Irish Stroke Audit Report; OpenStreetMap; Beaumont and Cork University Hospital data; UK national pensions guidelines; Irish atrial fibrillation screening HTA

	Steen Carlsson et al. (2017), Sweden [13]

	Treatment efficacy at 90 days after stroke:
pooled data of 5 RCTs: EXTEND-1A, REVASCAT, MR CLEAN, ESCAPE, SWIFT-PRIME 

Long-term TPs without recurrence/death: 
Assumed 0 

Long-term recurrence risk:
Previous models by Ganesalingam et al. (2015), Leppert et al. (2015) and Svensson et al. (2012) 

TPs after recurrence:
Probably as in short-term model in same treatment arm without lower mRS

Non-stroke mortality:
Official national Swedish sources + Riksstroke Swedish stroke registry
	mRS-specific utilities:
Study by Rivero-Arias et al. (2010), mapping EQ-5D with UK-tariffs to mRS-scores in population-based UK OXVASC-study
	Direct:
Multiple sources incl. Swedish stroke registry (Riksstroke); Ska˚ne University clinic data

Indirect
- Productivity losses
Swedish statistical database

	Arora et al. (2018), Australia [14]

	Treatment efficacy 90 days after stroke:
HERMES RCT-meta-analysis of ESCAPE,  MR CLEAN , REVASCAT, SWIFT PRIME, EXTEND IA by Goyal et al. (2016)

Probabilities for mRS-states after 90 days up until first year without recurrence:
Prospective survey study in Basel by Gensicke et al. (2015) 

Long-term TPs without recurrence/death:
Assumed 0

Long-term risk of recurrence: 
Meta-analysis of register studies by Mohan et al. (2011) 

Long-term TPs after recurrence:
Treatment as usual, from HERMES RCT-meta-analysis of ESCAPE,MR CLEAN, REVASCAT, SWIFT PRIME, EXTEND IA by Goyal et al. (2016) 
Non-stroke mortality:
Australian Bureau of Statistics  
	mRS-specific utilities:
Validation of quality-of-life questionnaire in Australian stroke survivors published by Sturm et al. (2022)
	Direct:
Medtronic pricing, Australian Medicare Benefits Schedule; HERMES RCT-meta-analysis by Goyal et al. (2016); paper presentation by Campbell et al. (2015); Australian stroke cohort costing study by Gloede et al. (2014); Dutch stroke cohort costing study by Baeten et al. (2010)


	Pan et al. (2018), China [15]

	Treatment efficacy at 90 days after stroke:
Meta-analysis of 9 RTCs: EXTEND-1A, REVASCAT,  MR CLEAN , ESCAPE, SWIFT-PRIME, THRACE, PISTE, THERAPY and EASI 

Proportion for MT-group actually receiving MT:
Meta-analysis of 9 different RTCs: EXTEND-1A, REVASCAT,  MR CLEAN , ESCAPE, SWIFT-PRIME, THRACE, PISTE, THERAPY and EASI 

Proportion for arriving within 4.5 hours:
Chinese stroke registry

Long-term TPs without recurrence/death: 
Assumed 0

Long-term recurrence risk:
Swedish cohort study by Pennlert et al. (2014)   

TPs after recurrence
Recurrence death taken from Chinese stroke registry, equal probability for keeping health state or deterioration assumed by modelling study by Tung et al. (2011) 

Non-stroke mortality:
Samsa et al. (1999), based on US expert panel, Chinese Statistics Bureau and Chinese Health Ministry:
	mRS-, sICH- and recurrence-specific utilities:
Study by Wang et al. (2014), using EQ-5D, Chinese utility weights in Chinese stroke patients and Swedish cohort study by Pennlert et al. (2014) 
	Direct:
Chinese stroke registry (TIMS); Chinese EAST-trial

	Ruggeri et al. (2018), Italy [16]

	Treatment efficacy at 90 days after stroke:
SWIFT-PRIME 

Long-term TPs without recurrence/death: 
Assumed 0

Long-term recurrence risk:
Lobotesis model, based on meta- analysis of register studies by Mohan et al. (2011)

TPs after recurrence
as in short-term model without lower mRS 
-> all recurrence assumed to be treated with same strategy as at initial stroke 

Non-stroke mortality:
Official mortality statistics (Italian National Institute of Statistics) and Swedish cohort study by Slot et al. (2009)
	mRS-specific utilities:
Study by Rivero-Arias et al. (2010), mapping EQ-5D with UK-tariffs to mRS-scores in population-based UK OXVASC-study
	Direct:
Clinical expert opinion; OCSE database; manufacturer prices; Italian stroke cost studies by Fattore et al. (2012) and Lucioni et al. (2012)

	Kaboré et al. (2019), France [17]

	Treatment efficacy 90 days after stroke:
EXTEND-1A, REVASCAT, MR CLEAN, ESCAPE, SWIFT-PRIME and THRACE RCTs  

Intermediate TPs:
Multiple sources incl. OXVASC cohort study (UK)

Long-term TPs without recurrence/death:
Assumed 0

Long-term recurrence risk:
prospective cohort by Hankey et al. (2007)

Long-term Transition probabilities after recurrence:
prospective cohort by Hankey et al. (2007)

Non-stroke mortality:
prospective cohort study by Magalhães et al. (2014)
	mRS and recurrence specific utilities:
Study by Rivero-Arias et al. (2010), mapping EQ-5D with UK-tariffs to mRS-scores in population-based UK OXVASC-study
	Direct:
French university hospital costs; French stroke cost study by Chevreul et al. (2013) and Spieler et al. (2004); micro-costing applied; death associated with costs as well

	Barral et al. (2020), France [18]

	Treatment efficacy 90 days after stroke:
RCT-meta-analysis of ESCAPE, MR CLEAN, REVASCAT, SWIFT PRIME, EXTEND IA and THRACE by Barral et al. (2020)

TPs for intermediate phase:
French stroke cohort (AVC69) 

TPs for long-term model without death:
modelling study by Xie et al. (2016), utilizing OXVASC prospective cohort data, see above

Non-stroke Mortality:
French population database

	mRS-specific utilities:
Study by Rivero-Arias et al. (2010), mapping EQ-5D with UK-tariffs to mRS-scores in population-based UK OXVASC-study
	Direct:
French DRGs; French cohort and modelling studies; UK stroke register study by Mohan et al. (2009)

Indirect:
- Informal care
- Productivity losses
French cohort studies; European survey study by Matchar et al. (2015)


	Heggie et al. (2020), UK [19]

	Treatment efficacy 90 days after stroke: 
EXTEND-1A, REVASCAT, MR CLEAN, ESCAPE, SWIFT-PRIME, THRACE and PISTE RCTs 

Long-term TPs without recurrence/death:
Assumed 0

Recurrence risk:
Davis Alteplase HTA 

TPs after recurrence:
Davis Alteplase HTA  

Non-stroke mortality:
Davis Alteplase HTA 
	mRS and recurrence specific utilities:
UK register-based study to assess validity/reliability by Dorman et al. (2000)
	Direct:
British National Formulary; UK modelling study by Ganesalingam et al. (2015); NICE Alteplase HTA by Davis et al. (2012)

	Peultier et al. (2020), USA [20]
	Treatment efficacy at 90 days after stroke:
DEFUSE3 and DAWN trials 

Long-term TPs without recurrence/death: 
Assumed 0

Long-term recurrence risk:
SCHARR Alteplase HTA, UK modelling study by Ganesalingam et al. (2015)
->  recurrence risk assumed to be equal across mRS states

TPs after recurrence
As in short-term model in corresponding treatment arm without lower mRS as suggested by Fagan et al. (1998), who declares use of unpublished data from a Canadian drug study
-> all recurrences assumed to be treated with same strategy as initial stroke 

Non-stroke mortality:
Samsa et al. (1999), based on US expert panel + US life-tables by Arias et al. (2015)
	mRS and recurrence specific utilities:
US study by Gage et al. (1998), eliciting utility values in patients with atrial fibrillation; distribution taken from CEA-models
	Direct:
Multiple sources incl. US Medicare reimbursement data; US trial costing study by Shireman et al. (2017); US CEA-model by Kunz et al. (2016), which is based on National Inpatient Sample data

	Pizzo et al. (2020), UK [21]

	Treatment efficacy 90 days after stroke:
- at 12h after stroke (DAWN trial): 
- at 16h after stroke (DEFUSE trial): 
- at 24h after stroke (DAWN trial): 

Recurrences up until end of 1st year:
own short-term model

TPs for long-term model without recurrence and death:
Assumed 0

Long-term recurrence risk:
HTA of Alteplase in Sheffield 

TPs for long-term model after recurrence:
HTA of Alteplase in Sheffield, Interobserver agreement assessment for mRS states by van Swieten et al. (1988), meta-analysis by Sandercock et al. (2002), modelling study by Hunter et al. (2013)   

Non-stroke mortality:
HTA of Alteplase in Sheffield, interobserver agreement assessment for mRS states by van Swieten et al., (1988), meta-analysis by Sandercock et al. (2002), modelling study by Hunter et al. (2013)  

	mRS-specific utilities:
UK EuroQol validation study by Dorman et al. (1997) 

Recurrence-specific utilities:
UK stroke modelling study by Hunter et al. (2013)
	Direct:
DEFUSE-trial, DAWN-trial; micro-costing applied

	Sarraj et al. (2020), USA [22]
	Treatment efficacy at 90 days after stroke:
Cohort study (SELECT), for scenario analyses, data from RCT-meta-analysis HERMES, DAWN and DEFUSE3-trials  

Long-term TPs without recurrence/death: 
Assumed 0 

Long-term recurrence risk:
Swedish cohort study by Pennlert et al. (2014) 

TPs after recurrence
Control arm from HERMES meta-analysis  

Non-stroke mortality:
Cohort studies by Hong et al. (2014) and US life tables by Arias et al. (2017)
	mRS-specific utilities:
Study by Chaisinanunkul et al. (2015) combining time-trade-off utilities from mapping-study in UK stroke cohort with person-trade-off utilities from international clinical expert panel 
	Direct:
US National Inpatient Sample; US trial costing study by Shireman et al. (2017); UK CEA-modelling study by Chambers et al. (2002); UK trial costing study by Dawson et al. (2007)

Indirect
- Productivity loss
- Informal care
US Census Bureau 2017; US Bureau of Labor Statistics 2017; Canadian community study by Vyas et al. (2016); Japanese stroke cohort study by Tanaka et al. (2014); study by Hickenbottom et al. 


	Candio et al. (2021), UK [23]
	Treatment efficacy 90 days after stroke:
RCT-Meta- analysis of ESCAPE, MR CLEAN, REVASCAT, SWIFT PRIME, EXTEND IA and THRACE by Barral

Long-term TPs incl. mortality:
UK population-based stroke cohort study (OXVASC) 
	mRS-specific utilities:
Study by Rivero-Arias et al. (2010), mapping EQ-5D with UK-tariffs to mRS-scores in population-based UK OXVASC-study

Age-/sex-dependent utilities:
UK-valuation-study by Dolan et al. (1997)
	Direct:
Treatment protocols from Italy/UK as cited in modelling studies by Ruggeri et al. (2018) and Lobotesis et al. (2016); country-specific unit costs from Luengo-Fernandez et al. (2019); European survey by Börsch-Supan e al. (2013); population-based UK OXVASC study

Indirect:
- Informal care
- Productivity losses
European survey by Börsch-Supan et al. (2013); Israeli Central Bureau of Statistics; Eurostat data


	Gao et al. (2021), Australia [24] 
	Treatment efficacy at 90 days after stroke:
INSPIRE registry cohort with inclusion criteria from DAWN and DEFUSE3 trials

Long-term TPs without recurrence/myocardial infarction/death: 
Assumed 0

Long-term myocardial infarction risk (time to myocardial infarction):
UK cohort study by Pana et al. (2019), US cohort study by Dhamoon et al. (2007)

Long-term recurrence risk (time to recurrence):
Modelling study by Mar et al. (2010) referencing other models to validate results, meta-analysis of register studies by Mohan et al. (2011) 

Mortality after recurrence:
Danish cohort study by Bronnum-Hansen et al. (2001) 

Non-stroke mortality (time until death):
Australian Bureau of Statistics (2017), modelling study by Cobiac et al. (2012) referencing multiples sources
	mRS-specific utilities:
Study by Chaisinanunkul et al. (2015) combining time-trade-off utilities from mapping-study in UK stroke cohort with person-trade-off utilities from international clinical expert panel
	Direct:
Modelling study by Arora et al. (2018) using multiple sources; Australian Hospital Cost Data Collection Report (2018); Australian cost-effectiveness study by Turkstra et al. (2013)

	Khunte et al. (2021), USA [25]
	Treatment efficacy at 90 days after stroke:
Meta-analysis of HERMES collaboration RCTs 

Long-term TPs without recurrence/death: 
Assumed 0

Long-term recurrence risk:
Swedish cohort study by Pennlert et al. (2014) and adjusted with customized equation

TPs after recurrence:
Probably as in short-term model in same treatment arm without lower mRS

Non-stroke mortality:
US life-tables, adjustment from Swedish cohort study by Slot et al. (2009) and Huhtakangas et al. (2015) 
	mRS-specific utilities:
Study by Chaisinanunkul et al. (2015) combining time-trade-off utilities from mapping-study in UK stroke cohort with person-trade-off utilities from international clinical expert panel 
	Direct:
US costing study of RCT by Simpson et al. (2017); US CEA-model by Kunz et al. (2016), based on US National Inpatient Sample data

Indirect:
- Productivity loss
Japanese cohort study by Tanaka et al. (2014); US Census Bureau; National Bureau of Labor Statistics


	Nivelle et al. (2021), Belgium [26]
	Treatment efficacy at 90 days after stroke:
- Early treatment window RCTs:
MR CLEAN, ESCAPE, REVASCAT, SWIFT PRIME, EXTEND IA, THRACE, PISTE, RESILIENT 
- Late treatment window RCTs: DEFUSE, DAWN 
- pooled: all RCTs together

Intermediate TPs  90 days after stroke up to 5 years:
Population-based OXVASC-cohort-study (UK) with calibration approach

TPs > 5 years:
Patients remain in health state, only mortality risk applied according to national life tables by mRS follow-up study meta-analysis by Shavelle et al. (2019)  
	mRS-specific utilities:
Study by Dewilde et al. (2019), mapping mRS into EQ-5D using European tariff by Greiner et al. (2003)
	Direct:
Multiple sources incl. expert opinion; Belgian reimbursement data; mRS-specific unit costs by Belgian National Institute for Health and Disability Insurance; micro-costing applied

	Sevick et al. (2021), Canada [27]
	Treatment efficacy at 90 days after stroke:
ESCAPE trial 

Mortality for up to 6 months:
Hospital trial data and community data

mRS-dependent annual mortality:
Swedish cohort study by Slot et al. (2008) 
	mRS-specific utilities:
EQ-5D individually assessed in ESCAPE trial, tariffs taken from UK-valuation study by Dolan et al. (1997) with representative UK sample
	Direct:
ESCAPE trial data; micro-costing applied

Indirect:
- Informal care
- Productivity losses
Canadian costing study BURST

	Wu et al. (2021), USA [28]
	Treatment efficacy 90 days after stroke:
ETIS stroke registry, HERMES RCT-meta- analysis of ESCAPE, MR CLEAN, REVASCAT, SWIFT PRIME, EXTEND IA by Goyal et al. (2016), SAMURAI rTP registry  

Long-term TPs without recurrence and death after 90 days:
Assumed 0

Long-term risk of recurrence:
Swedish cohort study by Pennlert et al. (2014)

Long-term TPs after recurrence:
Multiple sources incl. registries

Non-stroke mortality:
US life tables 
	mRS-specific utilities:
Study by Chaisinanunkul et al. (2015) combining time-trade-off utilities from mapping-study in UK stroke cohort with person-trade-off utilities from international clinical expert panel 
	Direct:
US trial costing study by Simpson et al. (2017) and Shireman et al. (2017)

Indirect:
- Productivity losses
Japanese cohort study by Tanaka et al. (2014); US Census Bureau; National Bureau of Labor Statistics


	Khunte et al. (2022), USA [29]
	Treatment efficacy at 90 days after stroke:
RCT-meta- analysis of ESCAPE,MR CLEAN, REVASCAT, SWIFT PRIME, EXTEND IA by Roman et al. and HERMES investigators (2018)  

Long-term TPs without recurrence/death:
Assumed 0

Recurrence risk:
Cohort study by Pennlert et al. (2014) and adjusted with customized equation

TPs after recurrence:
Equal for all mRS-states, without recovery

Non-stroke mortality:
US life-tables, adjustment from cohort studies by Slot et al. (2009) and Huhtakangas et al. (2015) 
	mRS-specific utilities: 
Study by Chaisinanunkul et al. (2015) combining time-trade-off utilities from mapping-study in UK stroke cohort with person-trade-off utilities from international clinical expert panel 
	Direct:
US trial costing study by Simpson et al. (2017); US modelling study / review by Kunz et al. (2018) utilizing US National Inpatient Sample data

Indirect:
- productivity losses
Multiple sources incl. Japanese cohort study by Tanaka et al. (2014); US Census Bureau; National Bureau of Labor Statistics


	Lylyk et al. (2022), Argentina [30]
	Treatment efficacy at 7 and 90 days after stroke:
SWIFT-PRIME RCT 

Long-term TPs without recurrence/death: 
Assumed 0

Long-term recurrence risk:
Meta- analysis of register studies by Mohan et al. (2011)

TPs after recurrence:
As in short-term model without lower mRS

Non-stroke mortality:
Life-tables by National Institute of Statistics and Census, adjusted for stroke-survivors with Swedish cohort study by Slot et al. (2009) 
	mRS-specific utilities:
Study by Rivero-Arias et al. (2010), mapping EQ-5D with UK-tariffs to mRS-scores in population-based UK OXVASC-study
	Direct:
Multiple sources incl. manufacturer prices, fee schedule of Health Services of the Ministry of Health of the City of Buenos Aires; Clinica Sagrada Familia costs

	Rattanavipapong et al. (2022), Thailand [31]
	Treatment efficacy at 90 days after stroke:
HERMES RCT-meta- analysis of ESCAPE, MR CLEAN, REVASCAT, SWIFT PRIME, EXTEND IA by Goyal et al. (2016) 

Long-term TPs without recurrence/death:
Assumed 0

Recurrence risk:
UK modelling study by Ganesalingam et al. (2015), review on Alteplase HTA  

TPs after recurrence:
Modelling study by Ganesalingam et al. (2015) / CEA of London stroke service by Morris et al. (2011)  


Non-stroke mortality:
Thai ministry of health data 
	mRS-specific utilities:
Neurological Institute of Thailand

Recurrence-specific utilities:
CEA of London stroke service by Morris et al. (2011)
	Direct:
Thai stroke center primary data; Thai costing studies; Thai universal coverage scheme fixed payments; manufacturer prices

Indirect:
- Informal care

	de Souza et al. (2022), Brazil [32]
	Treatment efficacy at 90 days up to 1 year after stroke:
RESILIENT RCT 

Mortality with or without stroke
RESILIENT RCT, adjusted with Brazilian life tables and with a stroke modelling study by Oster et al. (1994)
	mRS-specific utilities:
Study by Chaisinanunkul et al. (2015) combining time-trade-off utilities from mapping-study in UK stroke cohort with person-trade-off utilities from international clinical expert panel 
	Direct:
Billing data from RESILIENT RCT; Brazilian hospital data; micro-costing applied

	Gao et al. (2023-1), not stated but probably Australia  [33]
	Treatment efficacy at 90 days after stroke:
Either 1. INSPIRE registry cohort or 2. meta-analysis of RTCs (HERMES) 

Long-term TPs without recurrence/death: 
Assumed 0 

Long-term recurrence risk:
Meta- analysis of register studies by Mohan et al. (2011) and Swedish cohort study by Pennlert et al. (2014) and for > mRS2: cohort study by Park & Ovbiagele (2016) 

TPs after recurrence
For mRS 6: population-based cohort study by Chen et al. (2020) and modelling study by Fagan et al. (1998); else probably initial probabilities 

Non-stroke mortality:
-
	mRS- and recurrence-specific utilities:
Study by Chaisinanunkul et al. (2015) combining time-trade-off utilities from mapping-study in UK stroke cohort with person-trade-off utilities from international clinical expert panel
	Direct:
Australian CEA-modelling study by Arora et al. (2018); Australian Department of Health; Australian stroke cohort costing study by Gloede et al. (2014); Economic valuation of Australian clinical trial by Gao et al. (2018)

Indirect:
- Informal care 
Economic evaluation of Australian clinical trial by Gao et al. (2018)

	Gao et al. (2023-2), Australia [34]
	Treatment efficacy 90 days after stroke:
Taken either from 1. INSPIRE registry cohort or 2. meta-analysis of clinical trials (HERMES collaboration) 

Long-term TPs without recurrence/death: 
Assumed 0

Long-term recurrence risk:
Meta- analysis of register studies by Mohan et al. (2011) and Swedish cohort study by Pennlert et al. (2014)  + cohort study by Park & Ovbiagele (2016) 

TPs and mortality after recurrence:
CEA-model by Fagan et al. (1998), which declares use of unpublished data from a Canadian drug study and Tenecteplase-RCT by Campbell et al. (2018) for recurrence mortality 

	mRS-specific utilities:
Study by Chaisinanunkul et al. (2015) combining time-trade-off utilities from mapping-study in UK stroke cohort with person-trade-off utilities from international clinical expert panel 

Recurrence-specific utilities:
-
	Direct:
Multiple sources incl. economic trial evaluation by Gao et al. (2019); Australian Department of Health; Australian stroke cohort costing study by Gloede et al (2014); Dutch stroke cohort costing study by Baeten et al. (2010)

Indirect:
- Informal care
Australian stroke cohort costing study by Gloede et al (2014)


	Khunte et al. (2023), USA [35]
	Treatment efficacy at 90 days after stroke:
Observational study by Seners et al. (2020) 

Long-term TPs without recurrence/death:
Assumed 0 

Recurrence risk:
Meta-analysis of register studies by Mohan et al. (2011) and Swedish cohort study by Pennlert et al. (2014)

TPs after recurrence:
Probably the same as treatment efficacy at 90 days

Non-stroke mortality:
US life tables 2017 + Swedish cohort study by Slot et al. (2009) and excess mortality added by retrospective hemorrhage study by Huhtakangas et al. (2015) 
	mRS-specific utilities:
Study by Chaisinanunkul et al. (2015) combining time-trade-off utilities from mapping-study in UK stroke cohort with person-trade-off utilities from international clinical expert panel 
	Direct:
US trial costing study by Simpson et al. (2017); US modelling study / review by Kunz et al. (2018)

Indirect
- Productivity loss
US Census Bureau 2020; US Bureau of Labor Statistics 2020; Japanese stroke cohort study by Tanaka et al. (2014)



	Moreu et al. (2023), Europe [36]
	Treatment efficacy at 90 days after stroke:
RESCUE-JAPAN LIMIT 

Long-term TPs without recurrence/death:
Assumed 0 

Recurrence risk:
Swedish cohort study by Slot et al. (2009) + UK modelling study by Ganesalingam et al. (2015) 

TPs after recurrence:
CEA-model by Fagan et al. (1998), which declares use of unpublished data from a Canadian drug study

Non-stroke mortality:
World Health Organization + prospective cohort mRS mapping study by Hong et al. (2009) 
	mRS-specific utilities:
Study by Rivero-Arias et al. (2010), mapping EQ-5D with UK-tariffs to mRS-scores in population-based UK OXVASC-study
	Direct:
Multiple sources incl. country-specific costing/modelling studies, thrombolysis costs used for EVT

	Ospel et al. (2023-1), USA [37]
	Treatment efficacy at 90 days after stroke:
HERMES RCT-meta-analysis collab subgroup study by McDonough et al. (2022) 


Long-term TPs without recurrence/death:
Assumed 0

Recurrence risk:
Swedish cohort study by Pennlert et al. (2014)

TPs after recurrence:
HERMES meta-analysis control arm

Non-stroke mortality:
US life tables by Arias et al. (2017) + RCT-based mRS mapping by Hong/Saver (2010) 
	mRS-specific utilities:
Study by Chaisinanunkul et al. (2015) combining time-trade-off utilities from mapping-study in UK stroke cohort with person-trade-off utilities from international clinical expert panel 
	Direct:
US trial costing study by Shireman et al. (2017); UK trial costing study by Dawson et al. (2007); US National Inpatient Sample; UK CEA modelling study by Chambers et al. (2002)

Indirect
- Productivity losses
- Informal care
Multiple sources incl. Japanese cohort study by Tanaka et al. 2014; Canadian community study by Vyas et al. (2016); US Census Bureau; National Bureau of Labor Statistics; US self-report longitudinal study by Hickenbottom et al. (2002)


	Ospel et al. (2023-2), USA [38]
	Treatment efficacy at 90 days after stroke:
RESCUE-JAPAN LIMIT trial 

Long-term TPs without recurrence/death:
Assumed 0

Recurrence risk:
Swedish prospective cohort study by Pennlert et al. (2014)

TPs after recurrence:
HERMES meta-analysis control arm

Non-stroke mortality:
US Life tables by Arias et al. (2017) + RCT-based mRS mapping Hong/Saver (2010) 
	mRS-specific utilities:
Study by Chaisinanunkul et al. (2015) combining time-trade-off utilities from mapping-study in UK stroke cohort with person-trade-off utilities from international clinical expert panel 
	Direct:
US trial costing study by Shireman et al. (2017); UK trial costing study by Dawson et al. (2007); US National Inpatient Sample; UK CEA modelling study by Chambers et al. (2002)

Indirect:
- Productivity losses
- Informal care
Multiple sources incl. Japanese cohort study by Tanaka et al. (2014); Canadian community study by Vyas et al. (2016); US Census Bureau; National Bureau of Labor Statistics; US self-report longitudinal study by Hickenbottom et al. (2002)


	Sanmartin et al. (2023), USA [39]
	Treatment efficacy at 90 days after stroke:
RESCUE-JAPAN LIMIT trial 

Long-term TPs without recurrence/death: 
Assumed 0

Long-term recurrence risk:
Swedish cohort study by Pennlert et al. (2014)

TPs after recurrence
Probably as in short-term model in corresponding treatment arm without lower mRS

Non-stroke mortality:
Peultier et al. (2020), based on simulation model and US life-tables Arias et al. (2022)
	mRS-specific utilities:
Modelling study by Peultier et al. (2014), based on US study by Gage et al. (1998), eliciting utility values in patients with atrial fibrillation; distribution taken from CEA-models cited in Peultier et al. (2014)
	Direct:
Multiple sources incl. US National Inpatient Sample data; US cost-effectiveness models by Kunz et al. (2016), which is based on US National Inpatient Sample, and US CEA-modelling study by Wu et al. (2020)

	Schwarting et al. (2023), not stated but probably USA  [40]
	Treatment efficacy at 90 days after stroke:
ATTENTION, BAOCHE, BASICS and BEST RCTs, incl. occurrence of basilar stenosis, stenting and mRS states

Long-term TPs without recurrence/death: 
Assumed 0 

Long-term recurrence risk:
Swedish cohort study by Pennlert et al. (2014) + cohort study by Gulli et al. (2009) 

TPs after recurrence:
Control arm of HERMES RCT-meta-analysis

Non-stroke mortality:
US life tables by Arias et al. (2017) + cohort study by Hong et al. (2014) 
	mRS-specific utilities:
Study by Chaisinanunkul et al. (2015) combining time-trade-off utilities from mapping-study in UK stroke cohort with person-trade-off utilities from international clinical expert panel 
	Direct:
US claims data by Mu et al. (2016); US trial costing study by Shireman et al. (2017); US/EU CEA modelling study by Chambers et al. (2002); manufacturer prices by Stryker

	Wang et al. (2023), China [41]
	Treatment efficacy at 90 days after stroke:
Self conducted meta-analysis including BEST, BASICS, BAOCHE and ATTENTION trials 

Long-term TPs without recurrence/death:
Assumed 0

Recurrence risk:
Modelling study by Pan et al. (2018) using Chinese stroke registry data

TPs after recurrence:
Modelling study by Pan et al. (2017) utilizing RCT-data

Non-stroke mortality:
Chinese Health Statistics Yearbook + French modelling study by Kabore et al. (2019) using OXVASC data; 
disabling mRS-specific mortality:
Pan et al. (2018) using Chinese stroke registry data
	mRS- and recurrence specific utilities:
Modelling study by Pan et al. (2020), using Chinese RCT data assessing EQ-5D with Chinese utilities by Wang et al. (2014)
	Direct:
Chinese stroke registry; Chinese CEA-modelling study cited by Han et al. (2022); Chinese CEA-modelling study by Pan et al. (2018) cited by Ni et al. (2022); micro-costing applied


	Xia et al. (2023), China [42]
	Treatment efficacy at 90 days after stroke:
BAOCHE-trial , for sensitivity analysis: RCT-meta-analysis 

IVT proportion in both arms:
BAOCHE-trial 

sICH-incidence in both arms:
BAOCHE-trial 

Long-term TPs without recurrence/death:
Assumed 0 (UK modelling study by Ganesalingam et al. (2015))

Long-term recurrence risk:
SCHARR Alteplase HTA cited by UK modelling study by Ganesalingam et al. (2015) + Chinese cohort study by Xu et al. (2007)

TPs after recurrence:
SCHARR Alteplase HTA and input article by Morris (UK modelling study by Ganesalingam et al. (2015))


Non-stroke mortality:
SCHARR Alteplase HTA, cited by UK modelling study by Ganesalingam et al. (2015), Chinese Health Statistics 
Yearbook + Chinese modelling study by Han et al. (2022)
	mRS and recurrence specific utilities:
Chinese RCT assessing EQ-5D with Chinese utilities by Wang et al. (2014)  

	Direct:
Multiple sources incl. Chinese stroke registry, taken from modelling studies; Chinese Health Statistics Yearbook; Hui et al. (2020)

	Gao et al. (2024),  USA/Australia/Spain [43]
	Treatment efficacy at 90 days after stroke:
SELECT2-RCT 

Long-term TPs without recurrence/death: 
Assumed 0

Long-term recurrence risk:
Meta- analysis of register studies by Mohan et al. (2011) + Swedish cohort study by Pennlert et al. (2014) + cohort study by Park & Ovbiagele (2016)

TPs after recurrence
Modelling study by Fagan et al. (1998) and Chinese cohort study by Chen et al. (2020)

Non-stroke mortality:
-
	mRS-specific utilities:
Study by Rivero-Arias et al. (2010), mapping EQ-5D with UK-tariffs to mRS-scores in population-based UK OXVASC-study
	Direct:
Multiple sources incl. CEA models from US, Spain and Australia by Sarraj et al. (2021), Arora et al. (2018) and de Andrés‐Nogales et al. (2017); official Australian fees for residential care and hospital fees; Spanish stroke costing study

Indirect:
- Informal care
US CEA model by Sarraj et al. (2021); CEA of a multi-country RCT by Gao et al. (2023); Spanish stroke costing study by Alvarez‐Sabin et al. (2017)

	Gottschalk et al. (2024), Germany [44]
	Treatment efficacy at 90 days after stroke:
TENSION-trial 

Long-term TPs without recurrence/death:
Assumed 0

Recurrence risk:
Meta-Analysis by Lin et al. (2021) using mostly stroke cohorts 

TPs after recurrence:
Control group of HERMES RCT-meta-Analysis

Non-stroke mortality:
German life tables from Federal Statistical Office + Swedish cohort study by Slot et al. (2009) 
	mRS-specific utilities:
Study mapping EQ-5D-3L to mRS in international stroke trial participants with German tariffs by Ali et al. (2017)
	Direct:
BARMER health insurance data

	Mehrens et al. (2024), USA [45]
	Treatment efficacy at 90 days after stroke:
 ATTENTION and BAOCHE trials 

Long-term TPs without recurrence/death: 
Assumed 0

Long-term recurrence risk:
Swedish cohort study by Pennlert et al. (2014)

TPs after recurrence:
HERMES meta-analysis (control arm)

Non-stroke mortality:
Cohort study by Hong/Saver (2010) and US life tables by Arias et al. (2017)
	mRS-specific utilities:
Study by Chaisinanunkul et al. (2015) combining time-trade-off utilities from mapping-study in UK stroke cohort with person-trade-off utilities from international clinical expert panel 
	Direct:
Multiple sources incl. US National Inpatient Sample data; UK trial costing study by Dawson et al. (2007); US trial costing by study Shireman et al. (2017)

Indirect:
- Productivity losses
- Informal care
Multiple sources incl. Japanese cohort study by Tanaka et al. (2014); Canadian community study by Vyas et al. (2016); US Census Bureau; National Bureau of Labor Statistics; US self-report longitudinal study by Hickenbottom et al. (2002)


	Ospel et al. (2024), Canada [46]
	Treatment efficacy at 90 days after stroke:
For real-world EVT-arm: ESCAPE-LATE study by Zerna et al. (under review)
For trial-based EVT-arm: ESCAPE RCT 
For trial-based control arm: ESCAPE RCT 

IVT proportion in both arms:
Zerna et al. (under review)

Long-term TPs without recurrence/death: 
Assumed 0

Long-term recurrence risk:
Swedish cohort study by Pennlert et al. (2014)

TPs after recurrence
Control arm of HERMES RCT meta-analysis

Non-stroke mortality:
US life tables by Arias et al. (2017) + RCT-based mRS mapping study by Hong et al. (2010)
	mRS-specific utilities:
Study by Chaisinanunkul et al. (2015) combining time-trade-off utilities from mapping-study in UK stroke cohort with person-trade-off utilities from international clinical expert panel 
	Direct:
US trial costing study by Shireman et al. (2017); US National Inpatient Sample; "Gloede et al."; "Sevick et al."

Indirect:
- Productivity loss
US census bureau and US bureau of labor statistics; "Vyas et al."; "Tanaka et al."; "Barral et al."


	Pan et al. (2024), China [47]
	Treatment efficacy at 90 days after stroke (incl. mRS-states, sICH probability, relative risk of sICH, morality rate): 
ANGEL-ASPECT trial 

Long-term TPs without recurrence/death:
Assumed 0 

Recurrence risk:
Swedish cohort study by Pennlert et al. (2014) + Chinese stroke registry 

TPs after recurrence:
Chinese stroke registry  

Non-stroke mortality:
Chinese census and official Chinese Health Statistics, mRS-specific adjustment by Swedish cohort study by Slot et al. (2009), Chinese stroke registry 
	mRS-specific utilities:
Chinese RCT assessing EQ-5D with Chinese utilities by Wang et al. (2014) 


Recurrence-specific utilities:
UK model by Ganesalingam et al. (2015) citing Morris et al. (2011)


sICH-specific utilities:
US model by Lee et al (2012), primary source is a review by Thomson et al. (2000), describing standard-gamble study with atrial fibrillation patients
	Direct:
ANGEL-ASPECT trial; Chinese stroke registry

	Pinckaers et al. (2024), Netherlands [48]
	Treatment efficacy at 90 days after stroke:
MR CLEAN-LATE trial 

TPs after 90 days up until 5 years:
Population-based OXVASC cohort study, with conversion to cycle length 

Non-stroke mortality:
Dutch Actuarian Society 
	mRS-specific utilities:
Study by Pinckaers et al. (2024) assessing EQ-5D-5L measures from Dutch perspective stroke cohort + trial data using Dutch tariffs 
	Direct:
Pooled data from MR CLEAN LATE trial

Indirect:
- Informal care
- Productivity loss
Pooled data from MR CLEAN LATE trial

	Schwarting et al. (2024), not stated but probably USA  [49]
	Treatment efficacy at 90 days after stroke:
SELECT2-RCT, RESCUE-Japan LIMIT and ANGEL-ASPECT RCTs 

Long-term TPs without recurrence/death: 
Assumed 0 

Long-term recurrence risk:
Swedish prospective cohort study by Pennlert et al. (2014) 

TPs after recurrence:
Control arm of HERMES RCT-meta-analysis

Non-stroke mortality:
US life tables by Arias et al. (2017) + prospective cohort study by Hong et al. (2014)
	mRS-specific utilities:
Study by Chaisinanunkul et al. (2015) combining time-trade-off utilities from mapping-study in UK stroke cohort with person-trade-off utilities from international clinical expert panel 
	Direct:
US claims data by Mu et al. (2016); US trial costing study by Shireman et al. (2017); US CEA model by Kunz et al (2016)

	BMM = Best Medical Management, CEA = Cost-Effectiveness Analysis, DRGs = Diagnosis-Related Groups, EQ-5D-3L/5L = EuroQol-5 Dimensions-3-Level/5-Level, HTA = Health Technology Assessment, IVT = Intravenous Thrombolysis, mRS = modified Rankin Scale, MT = Mechanical Thrombectomy, NICE = National Institute for Health and Care Excellence, RCT = Randomized Controlled Trial, sICH = symptomatic Intracranial Hemorrhage, TPs = Transition Probabilities.
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	Supplementary information by the authors of this review

	Problem concept
	 

	Decision problem
	

	1
	Is there a written statement of the decision problem and scope of the study?
	

	2
	 Is the objective(s) of the study and model structure consistent with the stated decision problem and scope?
	

	Analytical perspective
	

	3
	Has the perspective of the model been stated?
	

	Target population

	

	4
	Has the target population been identified?
	0.5 pt. for elaborate clin. profile (not just "acute ischemic stroke"), 0.5 pt. for age, 1 pt. for both

	Health outcomes

	

	5
	Are the outcomes of the model stated and consistent with the perspective, scope, and overall objective(s) of the model?
	

	6
	Has any adverse effect of the intervention(s) been captured?
	1 pt. for either modelling adverse events or justification of not including them

	Comparators

	

	7
	Is there a clear definition of the alternative interventions under evaluation?
	1 pt. for defining comparators or explicit mentioning of e.g., IVT as comparator in introduction/methods

	8
	Is there a discussion around feasible options or justification for the exclusion of feasible options?
	

	Time horizon

	

	9
	Is the time horizon of the model justified and sufficient to reflect all the important differences between options?
	1 pt. if starting age + time horizon equals average life expectancy; justification should be provided if time horizon is shorter than lifetime

	Model concept
	

	Choice of model type

	

	10
	Has the unit of representation been given?
	

	11
	Is there a need to model the interaction between individuals in this model? Has this been discussed?
	NA assigned for all articles since stroke is not transmissible

	12
	Does the decision problem require a short time horizon?
	Lifetime deemed appropriate 

	13
	Is it necessary to model time in discrete cycles?
	

	14
	Is there a need to model competition for resources or the development of waiting lists or queues?
	Since capacities and stroke demand should be approximately constant, there is no need to model competition, so 1 pt. assigned to all articles

	15
	Has a type of model been chosen and discussed?
	1 pt. for explicit discussion/comparison with other modelling types

	Model structure

	

	16
	Has the starting cohort been defined by demographic and clinical characteristics affecting the transition probabilities or state values?
	1 pt. if parameter inputs are dependent on demographic/clinical characteristics and these characteristics are stated for the starting cohort

	17
	Have health states and transitions reflecting the biological/theoretical understanding of the disease or condition been modeled?
	1 pt. for recurrence AND recovery modeled, 0.5 pt. for one of them, point deductions applied if model is not clear

	Synthesis of evidence
	

	Data Sources

	

	18
	Have transition probabilities and intervention effects been derived from representative data sources for the decision problem?
	1 pt. for RCT + cohort data, 0.5 pt. for cohort data only

	19
	Have (all) methods and assumptions used to derive transition probabilities and intervention effects been described/justified?
	Point deductions applied if important assumptions e.g., about TPs after recurrence are missing or if TPs/structure is unclear or sources are missing

	20
	Have parameters relating to the effectiveness of interventions derived from observational studies been controlled for confounding?
	If RCTs used = NA. Point deductions applied if non-RCT data used and confounding not addressed

	21
	Has the quality of the data been assessed appropriately?
	

	22
	Has expert opinion been used, are the methods described and justified?
	

	Utilities
	

	23
	Are the utilities incorporated into the model appropriate?
	Point deductions applied if utilities are not country-specific or else flawed, e.g., if sources are missing

	24
	Is the source for the utility weights referenced?
	Point deductions applied if original source is not cited

	Cycle length and half-cycle correction
	

	25
	Has the choice of cycle length been justified?
	0.5 pts. if cycle length mentioned, 1 pt. if justified, 0 pt. if not mentioned

	26
	Has the use of a half-cycle correction been stated?
	1 pt. if half-cycle correction applied, 0 pts. if not applied

	Resources/costs
	

	27
	Are the costs incorporated into the model justified and sources described?
	Point deductions applied if costs not country-specific or else flawed, e.g., if sources are missing

	28
	Have discount rates been reported and justified given the target decision maker?
	Point deductions if not reported, or if the same discount rate was applied to different countries or it is not clear whether outcomes are discounted as well

	Patient heterogeneity
	

	29
	Has patient heterogeneity been considered?
	0.5 pts. for systematic variation of age/sex, 0.5 pts. for systematic variation of other patient characteristics, i.e., severity, 1 pt. for both

	Parameter precision
	

	30
	Have mean values and distributions around the mean and the source and rationale for the supporting evidence been clearly described for each parameter included in the model?
	0.5 pts. for DSA ranges, 0.5 pts. for PSA distributions

	Analysis of model uncertainty
	

	Uncertainty
	

	31
	Have analyses of uncertainty pertaining to the decision problem been included and reported? If not, have the reasons been explained for its omission?
	1 pt. for conducting PSA or DSA/scenario-analyses

	Parameter estimation and uncertainty
	

	32
	Has one-way DSA or two-way sensitivity analysis been performed?
	1 pt. for conducting DSA/scenario-/subgroup-analyses, point deductions applied if not sufficiently documented/reported

	33
	Has a PSA been included?
	1 pt. for conducting PSA, point deductions applied applied if not sufficiently documented/reported

	34
	Has correlation among parameters been assessed?
	0.5 pts. for mentioning assumptions regarding correlation, 1 pt. for assessment

	35
	If model calibration was used to derive parameters, has the uncertainty around calibrated values been tested using DSA or PSA?
	NA if no calibration conducted, 1 pt. if uncertainty around calibrated values tested, 0 pts. if calibration was conducted without uncertainty testing

	Structural uncertainty
	

	36
	Has a discussion about the inclusion/exclusion of assumptions affecting the structure of the model been included?
	1 pt. for systematically testing structural assumptions, e.g., allowing recovery to lower mRS-values in scenario analyses 

	Other reporting of uncertainty analyses
	

	37
	Has the EVPI being measured/discussed?
	

	Model transparency and validation
	

	Transparency
	

	38
	Has a graphical description of the model been provided?
	

	39
	Have all sources of funding and their role been identified?
	

	40
	Have all methods used been customized to specific application(s) and settings?
	

	41
	Has the report used nontechnical language and clear figures and tables to enhance the understanding of the model?
	Point deductions applied if figures were not clear, e.g., labels on axis units were missing

	42
	Have limitations and strengths been acknowledged/discussed?
	

	43
	Is there any reference as to whether technical documentation would be made available at request?
	

	Validation
	

	44
	Is there any evidence of model’s face validity?
	

	45
	Has internal validity been assessed?
	

	46
	Has cross-validation been assessed?
	

	47
	Has external validity been assessed?
	

	48
	Has the model’s predictive validity been assessed?
	

	DSA = Deterministic Sensitivity Analysis, NA = Not Applicable, PSA = Probabilistic Sensitivity Analysis, pt. = point, RCT = Randomized Controlled Trial, TP = Transition Probability.
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