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[bookmark: _Ref38284571]Supplementary fig. 1 Model structure
Footnotes: ‘Death’ is a transition state from any of the other states (‘At risk of fracture’; ‘Vertebral fracture’; ‘Hip fracture’; and ‘Non-hip, non-vertebral fracture’). 
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Supplementary table 1 Age-adjusted incidence of fractures per 100,000 person-years in Belgium
	Age
	Hip
	Vertebral
	NHNV

	50–54
	36
	95
	264

	55–59
	65
	187
	638

	60–64
	96
	150
	262

	65–69
	169
	239
	625

	70–74
	339
	478
	851

	75–79
	784
	666
	1560

	80–84
	1583
	854
	2507

	85-89
	2897
	1285
	4975

	90-94
	3508
	1556
	6024

	95-100
	4093
	95
	


[bookmark: _Ref38623465]Abbreviations: NHNV: non-hip non-vertebral
Source: [16, 18, 19]


Supplementary table 2 Cost input
	Type
	Resource utilisation 
	Unit cost (€)
	Source

	Drugs
	
	Annual drug cost*
	

	Romosozumab 
	12 self-administered injections 
	5,512
	NIHDI

	Alendronate 
	Weekly tablets
	76
	NIHDI

	Teriparatide 
	Daily self-administered injections
	5,613
	NIHDI

	Treatment management
	
	Unit cost
	

	GP visits
	1/year*
	19
	NIHDI nomenclatuur, GP visit

	BMD measurement
	0.5/year*
	39
	NIHDI nomenclatuur, Reimbursed once every 5 years

	Nurse visit
	1/year (only romosozumab)
	3
	NIHDI nomenclatuur, GP visit

	Fracture related costs
	
	
	

	Hip fracture, first year
	-
	Age 50–74: 28,247 
Age 75–100: 34,597 
	[29, 30]

	Vertebral fracture, first year 
	-
	5,614
	Fraction of hip fracture cost [31]

	NHNV fracture, first year 
	-
	8,951

	[32, 33]

	Hip fracture, second and following years
	-
	4,067
	[30]

	Vertebral fracture, second and following years
	-
	561
	Assumed to be 10 % of the costs in the first year

	NHNV fracture, second and following years
	-
	0
	Assumption


Abbreviations: GP: general practitioner; DXA: Dual-energy x-ray absorptiometry; NHNV: non-hip non-vertebral. 
*Public price minus co-payment (35% active/65% omnio)
**Assumption 
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Supplementary table 3 Utility multipliers
	Fracture type/period
	Utility multiplier

	First year after fracture

	Hip fracture
	0.545

	Clinical vertebral fracture
	0.671

	Other (NHNV) fractures
	0.791

	Second and following years after fracture

	Hip fracture
	0.857

	Clinical vertebral fracture 
	0.841

	Other (NHNV) fractures
	0.952


Abbreviations: NHNV: non-hip non-vertebral
Source: ICUROS [4]
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Supplementary table 4 Population tariff values for Belgium
	Age
	General population utility

	50-54
	0.853

	55-64
	0.860

	65-74
	0.825

	75-100
	0.699


Source: [45]
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Supplementary table 5 Proportion of patients on treatment over time in the model
	Year from treatment start
	Romosozumab
	Alendronate after romosozumab
	Alendronate monotherapy
	Teriparatide 
	Alendronate after teriparatide

	0.5
	90%
	65%
	49%
	74%
	59%

	1
	90%
	59%
	38%
	61%
	53%

	1.5
	0%
	53%
	34%
	3%
	48%

	2
	0%
	48%
	30%
	3%
	42%

	2.5
	0%
	42%
	27%
	0%
	36%

	3
	0%
	36%
	24%
	0%
	30%

	3.5
	0%
	30%
	22%
	0%
	24%

	4
	0%
	24%
	20%
	0%
	18%

	4.5
	0%
	18%
	19%
	0%
	13%

	5
	0%
	13%
	17%
	0%
	7%


Source: Based on data from a Swedish osteoporosis database assembled by Quantify Research (data on file), teriparatide has a 6-month and 12-month persistence of approximately 74% and 61%, respectively. Assumption for romosozumab. Alendronate after romosozumab and teriparatide [13]. For alendronate monotherapy [15].


Supplementary table 6 Summary of PSA for pairwise comparison of romosozumab-to-alendronate and alendronate and teriparatide-to-alendronate
	
	Romosozumab-to-alendronate
	Alendronate
	Romosozumab-to-alendronate
	Teriparatide-to-alendronate

	Expected costs, mean (€)

	Mean
	50,065
	47,862
	49,991
	54,266

	SD
	2,678
	2,783
	2,585
	2,692

	95% CI (lower, upper)
	44,858; 55,286
	42,431; 53,189
	44,913; 54,919
	48,910; 59,430

	Expected QALYs, mean

	Mean
	8.107
	7.989
	8.101
	7.984	

	SD
	0.188
	0.204
	0.181
	0.200

	95% CI (lower, upper)
	7.629, 8.372
	7.471, 8.288
	7.673, 8.358
	7.517, 8.270

	Difference in costs (€), romosozumab-to-alendronate vs. alendronate and vs. teriparatide-to-alendronate

	Mean
	
	2,203
	
	-4,275

	SD
	
	480
	
	302

	95% CI (lower, upper)
	
	1,062, 3,010
	
	-4,887, -3,713

	Difference in QALYs, romosozumab-to-alendronate vs. alendronate and vs. teriparatide-to-alendronate

	Mean
	
	0.119
	
	0.117

	SD
	
	0.024
	
	0.025

	95% CI (lower, upper)
	
	0.077, 0.172
	
	0.075, 0.173
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