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A1: Proportion of patients across health states at baseline (deterministic only)
	Baseline distribution
	> 85
	85-71
	70-56
	55-41
	40-26
	<= 25

	First eye at baseline
	0.1%
	18.4%
	60.6%
	16.0%
	4.8%
	0.2%

	Second eye without DMO at baseline
	0.1%
	20.0%
	63.9%
	12.3%
	3.6%
	0.0%

	Second eye with DMO at baseline
	0.0%
	16.4%
	60.1%
	18.2%
	5.1%
	0.2%


DMO, diabetic macular oedema

A2: Multistate model fit for estimating transition probabilities
[image: C:\Users\buehrec1\Desktop\a2882b89-06cd-46f9-87ea-d636d284643c.png]
[bookmark: _heading=h.3fwokq0][bookmark: _Toc83048541]State 1 = gaining at least 22.5 letters, State 2 = gaining 7.5 – 22.5 letters, State 3 = between gaining < 7.5 – loosing < 7.5 letters, State 4 = losing at least 7.5 letters, all changes vs. baseline. Time = 4-weekly cycles, dashed red line = predicted prevalence for all treatment arms in YOSEMITE and RHINE, blue line = observed prevalence for all treatment arms in YOSEMITE and RHINE

A3: Adverse events
	Adverse event
	% p/cycle
	Cost
	Disutility
	Source

	Cataract
	0.0028
	£850.84
	0.142
	YOSEMITE/RHINE, NMA and NG82 (1, 2, 3)

	Endophthalmitis
	0.018
	£788.09
	1.080
	YOSEMITE/RHINE, NMA and NG82 (1, 2, 3)

	Retinal tear
	0.011
	£713.23
	0.000
	YOSEMITE/RHINE, NMA and NG82 (1, 2, 3)

	Rhegmatogenous retinal detachment
	0.004
	£1,122.95
	0.810
	YOSEMITE/RHINE, NMA and NG82 (1, 2, 3)

	Stroke
	0.007
	£4128.62
	3.720
	YOSEMITE/RHINE, NMA and NG82 (1, 2, 3)


NG, NICE guideline; NMA, network meta-analysis



















A4: Modelled frequency of administration, acquisition costs and monitoring
	Treatment
	Year 1 mean # 
	Year 2 mean #
	Year 3+ mean #
	
	Source

	Administration frequency

	Faricimab T&E
	8.42
	4.85
	1.95
	
	YOSEMITE/RHINE, Protocol T (1, 4)

	Aflibercept PRN
	9.37
	5.00
	2.37
	
	NMA, Protocol T (3, 4) 

	Ranibizumab PRN
	9.52
	5.40
	2.17
	
	NMA, Protocol T (3, 4)

	Bevacizumab PRN
	9.85
	5.50
	2.17
	
	NMA, Protocol T (3, 4)

	Additional monitoring frequency

	Faricimab T&E
	0.00
	0.00
	2.05
	
	YOSEMITE/RHINE, Protocol T (1, 4)

	Aflibercept PRN
	3.58
	4.40
	1.63
	
	NMA, Protocol T (3, 4)

	Ranibizumab PRN
	3.14
	3.90
	1.83
	
	NMA, Protocol T (3, 4)

	Bevacizumab PRN
	2.92
	3.80
	1.83
	
	NMA, Protocol T (3, 4)

	Acquisition costs

	Faricimab T&E
	£10,556
	£5,763
	£2,433
	
	YOSEMITE/RHINE, Protocol T, BNF (1, 4, 5)

	Aflibercept PRN
	£11,104
	£5,655
	£2,757
	
	NMA, Protocol T, BNF (3, 4, 6)

	Ranibizumab PRN
	£7,619
	£4,107
	£1,923
	
	NMA, Protocol T, BNF (3, 4, 7)

	Bevacizumab PRN
	£3,474
	£1,844
	£772
	
	NMA, Protocol T, BNF (3, 4, 8)


NMA, network meta-analysis; PRN: pro re nata; T&E, treat and extend
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A5: Parameter inputs and probabilistic sensitivity analysis inputs 
	Model parameter
	Distribution
	Alpha
	Beta
	Mean
	SE
	Input source/
uncertainty 

	Population and baseline data
	
	
	
	
	
	

	% male
	Normal
	
	
	0.60
	0.02
	YOSEMITE & RHINE [1]

	Average age of cohorts (years)
	Normal
	
	
	62.00
	10.00
	YOSEMITE & RHINE [1]

	First eye at baseline - BCVA
	Normal
	
	
	61.85
	0.23
	YOSEMITE & RHINE [1]

	Second eye without DMO at baseline - BCVA
	Normal
	
	
	63.13
	0.23
	As first eye

	Second eye with DMO at baseline - BCVA
	Normal
	
	
	61.11
	0.23
	As first eye

	Incidence of DMO in second eye at baseline
	Normal
	
	
	0.47
	0.02
	NICE TA 346 [9]

	Mortality
	
	
	
	
	
	

	<= 25 in both eyes (blind)
	Normal
	
	
	1.54
	0.15
	Christ et al, 2008 [10]

	< 55 in at least one eye (visually impaired)
	Normal
	
	
	1.23
	0.04
	Christ et al, 2008 [10]

	Standardised mortality rate
	Normal
	
	
	1.95
	0.17
	Preis et al, 2009 [11] 

	Treatment effect
	
	
	
	
	
	

	Annual mean BCVA change beyond 2 years on treatment
	Normal
	
	
	-0.41
	0.09
	Empirical distribution

	Indirect costs – productivity gains
	 
	 
	 
	 
	 
	

	Retirement age
	Normal
	
	
	66.00
	6.60
	Assumption, 20% [9]

	Average wage per cycle
	Gamma
	100.00
	29.23
	2,923.12
	292.31
	No data, 20% [9]

	Productivity without visual impairment
	Beta
	23.75
	7.71
	0.76
	0.08
	No data, 20% [9]

	Productivity with visual impairment
	Beta
	50.91
	53.85
	0.49
	0.05
	No data, 20% [9]

	Productivity in blindness
	Beta
	72.83
	197.92
	0.27
	0.03
	No data, 20% [9]

	Duration of productivity impairment due to treatment (days)
	Normal
	
	
	1.00
	0.10
	No data, 20% [9]

	Productivity on days impaired by treatment or monitoring
	Beta
	
	
	0.00
	0.00
	No data, 20% [9]

	Indirect costs – informal care
	
	
	
	
	
	

	Informal care costs per cycle without visual impairment
	Gamma
	0.00
	0.00
	0.00
	0.00
	No data, 20% [9]

	Informal care costs per cycle with visual impairment
	Gamma
	100.00
	2.67
	267.21
	26.72
	No data, 20% [9]

	Informal care costs per cycle when blind
	Gamma
	100.00
	2.67
	267.21
	26.72
	No data, 20% [9]

	Informal care costs on treatment days
	Gamma
	100.00
	0.37
	37.48
	3.75
	No data, 20% [9]

	Informal care costs on days with a monitoring visit
	Gamma
	100.00
	0.37
	37.48
	3.75
	No data, 20% [9]

	Indirect costs - travel
	
	
	
	
	
	

	Travel distance per treatment/monitoring visit
	Normal
	
	
	10.00
	1.00
	No data, 20% [9]

	Costs per travel unit (e.g. km)
	Gamma
	100.00
	0.00
	0.30
	0.03
	No data, 20% [9]

	Parking costs
	Gamma
	100.00
	0.05
	5.00
	0.50
	No data, 20% [9]

	Direct costs - administration
	
	
	
	
	
	

	% administration and monitoring visits second eye also treated
	Beta
	48.32
	6.78
	0.88
	0.04
	Assumption, 20% [9]

	Consultant led outpatient attendance
	Gamma
	589.42
	0.17
	101.80
	4.19
	NICE NG82 [2]

	OCT
	Gamma
	901.25
	0.14
	125.88
	4.19
	NICE NG82 [2]

	Administration of injection
	Gamma
	676.74
	0.08
	54.54
	2.10
	NICE NG82 [2]

	Indirect costs – supportive care (%)
	 
	 
	 
	 
	 
	

	Registration as sight impaired
	Beta
	0.43
	0.03
	0.95
	0.04
	NICE NG82 [2]

	Uptake of low vision aids
	Beta
	not varied
	 
	 
	 
	NICE NG82 [2]

	Low vision rehabilitation
	Beta
	22.14
	179.13
	0.11
	0.00
	NICE NG82 [2]

	Vision related depression
	Beta
	14.86
	23.24
	0.39
	0.01
	NICE NG82 [2]

	Hip replacement due to falls
	Beta
	23.70
	450.30
	0.05
	0.00
	NICE NG82 [2]

	Community care
	Beta
	23.44
	367.23
	0.06
	0.00
	NICE NG82 [2]

	Residential care
	Beta
	17.20
	40.13
	0.30
	0.00
	NICE NG82 [2]

	Housing benefit
	Beta
	13.30
	16.26
	0.45
	0.01
	NICE NG82 [2]

	Council tax benefit
	Beta
	13.30
	16.26
	0.45
	0.01
	NICE NG82 [2]

	Social security
	Beta
	8.62
	5.06
	0.63
	0.02
	NICE NG82 [2]

	Tax allowances
	Beta
	23.70
	450.30
	0.05
	0.00
	NICE NG82 [2]

	Indirect costs – supportive care (unit costs)
	
	
	
	
	
	

	Registration as sight impaired
	Gamma
	26.15
	6.34
	165.71
	32.41
	NICE NG82 [2]

	Uptake of low vision aids
	Gamma
	54.33
	4.27
	231.92
	31.47
	NICE NG82 [2]

	Low vision rehabilitation
	Gamma
	23.25
	15.02
	349.25
	72.44
	NICE NG82 [2]

	Vision related depression
	Gamma
	0.00
	0.00
	2,677.93
	0.00
	NICE NG82 [2]

	Hip replacement due to falls
	Gamma
	36.88
	169.22
	6,241.57
	1,027.71
	NICE NG82 [2]

	Community care
	Gamma
	13.08
	690.71
	9,032.87
	2,497.83
	NICE NG82 [2]

	Residential care
	Gamma
	19.06
	1,295.51
	24,694.04
	5,656.09
	NICE NG82 [2]

	Housing benefit
	Gamma
	40.17
	73.00
	2,932.28
	462.67
	NICE NG82 [2]

	Social security
	Gamma
	0.00
	#DIV/0!
	0.00
	462.67
	NICE NG82 [2]

	Tax allowances
	Gamma
	8.36
	391.57
	3,273.04
	1,132.10
	NICE NG82 [2]

	Ophthalmologist outpatient visit
	Gamma
	62.76
	8.65
	542.67
	68.50
	NICE NG82 [2]

	Optical coherence tomography (OCT)
	Gamma
	100.00
	1.02
	101.80
	10.18
	NICE NG82 [2]

	Adverse Events - costs
	 
	 
	 
	 
	 
	

	Cataract
	Gamma
	10,389.40
	0.08
	850.84
	NA
	Assumption, 20% 

	Endophthalmitis
	Gamma
	504.16
	1.42
	788.09
	NA
	Assumption, 20% 

	Retinal tear
	Gamma
	504.14
	1.42
	713.23
	NA
	Assumption, 20% 

	Rhegmatogenous retinal detachment
	Gamma
	100.00
	11.23
	1,122.95
	112.30
	Assumption, 20% 

	Stroke
	Gamma
	100.00
	41.29
	4,128.62
	412.86
	Assumption, 20% 

	Adverse Events - incidence
	
	
	
	
	
	

	Cataract
	Beta
	99.97
	350,707.96
	0.0003
	0.000028
	Assumption, 20% 

	Endophthalmitis
	Beta
	99.98
	561,223.31
	0.0002
	0.000018
	Assumption, 20% 

	Retinal tear
	Beta
	99.99
	935,472.82
	0.0001
	0.000011
	Assumption, 20% 

	Rhegmatogenous retinal detachment
	Beta
	100.00
	2,806,720.43
	0.0000
	0.000004
	Assumption, 20% 

	Stroke
	Beta
	99.99
	1,403,284.72
	0.0001
	0.000007
	Assumption, 20% 

	Utilities 
	 
	 
	 
	 
	 
	

	Utility regression model based on Czoski-Murray et al. (2009) [12] - constant
	Beta
	21.53
	3.51
	0.86
	0.07
	Covariance structure

	Utility regression model based on Czoski-Murray et al. (2009) [12] – VA in BSE
	Normal
	0.00
	0.00
	-0.37
	0.05
	Covariance structure

	Utility regression model based on Czoski-Murray et al. (2009) [12]– WSE scaling factor
	Normal
	0.00
	0.00
	0.23
	0.00
	Covariance structure

	Utility regression model based on Czoski-Murray et al. (2009) [12] - age
	Normal
	0.00
	0.00
	0.00
	0.00
	Covariance structure

	Cataract
	Normal
	0.00
	0.00
	0.1420
	0.00
	Not varied [2]

	Endophthalmitis
	Normal
	0.00
	0.00
	1.0800
	0.00
	Not varied [2]

	Retinal tear
	Normal
	0.00
	0.00
	0.00
	0.00
	Not varied [2]

	Rhegmatogenous retinal detachment
	Normal
	0.00
	0.00
	0.810
	0.00
	Not varied [2]

	Stroke
	Normal
	0.00
	0.00
	3.70
	0.00
	Not varied [2]

	Monitoring frequency year 1
	 
	 
	 
	 
	 
	

	Ranibizumab
	Normal
	0.00
	0.00
	12.65
	0.633
	Protocol T, 20%

	Aflibercept
	Normal
	0.00
	0.00
	12.947
	0.647
	Protocol T, 20%

	Faricimab
	Normal
	0.00
	0.00
	0.00
	0.00
	Not varied

	Monitoring frequency year 2
	 
	 
	 
	 
	 
	

	Ranibizumab
	Lognormal
	0.00
	0.00
	9.30
	2.9
	Protocol T

	Aflibercept
	Lognormal
	0.00
	0.00
	12.947
	2.90
	Protocol T

	Faricimab
	Lognormal
	0.00
	0.00
	0.00
	0.00
	Not varied

	Monitoring frequency year 3
	 
	 
	 
	 
	 
	

	Ranibizumab
	Lognormal
	0.00
	0.00
	12.00
	11.85
	Protocol T

	Aflibercept
	Lognormal
	0.00
	0.00
	12.947
	11,852
	Protocol T

	Faricimab
	Lognormal
	0.00
	0.00
	8.42
	0.842
	Protocol T


BCVA, baseline change in visual acuity; BSE, better-seeing eye; DMO, diabetic macular oedema; OCT, optical coherence tomography; SE, standard error; VA, visual acuity; WSE, worse-seeing eye



A6: Health state utility values based on Brown (2000) used in scenario analysis
	
	Second Eye – visual acuity score

	
	> 85
	85-71
	70-56
	55-41
	40-26
	<= 25

	First Eye – 
visual acuity score
	> 85
	0.890
	0.890
	0.890
	0.890
	0.890
	0.890

	
	85-71
	0.890
	0.840
	0.840
	0.840
	0.840
	0.840

	
	70-56
	0.890
	0.840
	0.660
	0.660
	0.660
	0.660

	
	55-41
	0.890
	0.840
	0.660
	0.564
	0.564
	0.564

	
	40-26
	0.890
	0.840
	0.660
	0.564
	0.520
	0.520

	
	<= 25
	0.890
	0.840
	0.660
	0.564
	0.520
	0.424
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