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[bookmark: _Toc168139196]eTable1. Yearly transition probabilities retrieved from Ferrante et al.(1),a
	Transition probabilities 
	From \ to
	100 – 86 letters
	85 – 71 letters
	70 – 56 letters
	55 – 41 letters
	40 – 26 letters
	25 – 0 letters

	Year 1
	100 – 86 letters
	87%
	12%
	1%
	0%
	0%
	0%

	
	85 – 71 letters
	49%
	37%
	12%
	1%
	0%
	0%

	
	70 – 56 letters
	13%
	36%
	37%
	13%
	1%
	0%

	
	55 – 41 letters
	0%
	18%
	41%
	28%
	12%
	1%

	
	40 – 26 letters
	0%
	0%
	22%
	45%
	26%
	7%

	
	25 – 0 letters
	0%
	0%
	0%
	22%
	45%
	33%

	Years 2+
	100 – 86 letters
	78%
	22%
	0%
	0%
	0%
	0%

	
	85 – 71 letters
	14%
	64%
	22%
	0%
	0%
	0%

	
	70 – 56 letters
	0%
	14%
	64%
	22%
	0%
	0%

	
	55 – 41 letters
	0%
	0%
	14%
	64%
	22%
	0%

	
	40 – 26 letters
	0%
	0%
	0%
	14%
	64%
	22%

	
	25 – 0 letters
	0%
	0%
	0%
	0%
	14%
	86%



a All transition probabilities assume a beta distribution for the probabilistic analyses and a standard error of 20%.





eTable2. One year probability (%) of adverse events, retrieved from NICE(2) and Solomon et al.(3) for aflibercept, and retrieved from the Archway phase 3 trial(4) for the PDP. 
	Adverse event
	PDP year 1
	Aflibercept year 1
	PDP years 2+
	Aflibercept years 2+

	Conjunctival bleb or conjunctival filtering bleb leak
	5.6%
	
	1.5%
	

	Vitreous hemorrhage, any grade
	5.2%
	
	0.6%
	

	Cataract
	4.5%
	0.2%
	4.6%
	0.2%

	Conjunctival erosion
	2.1%
	
	1.9%
	

	Conjunctival retraction
	1.3%
	
	1.0%
	

	Endophthalmitis
	0.8%
	0.47%
	0.8%
	0.47%

	Retinal detachment (Rhegmatogenous)
	0.6%
	0.1%
	0.2%
	0.1%

	Hyphema
	0.4%
	
	0%
	

	Implant dislocation
	0.8%
	
	0.8%
	

	Retinal tear
	N/A
	0.3%
	N/A
	0.3%





1

[bookmark: _Ref168136694][bookmark: _Toc168139198][bookmark: _Ref166749328][bookmark: _Ref166800351]eTable3. Adverse events probabilities and probabilistic analysis distributions.
	Adverse events probabilities 
	Value
	Distribution
	Alpha
	Beta
	Source

	PDP
	
	
	
	
	

	Probability within 37 days
	
	
	
	
	

	Conjunctival bleb or conjunctival filtering bleb leak
	4.4%
	Beta
	11
	237
	(4)

	Vitreous hemorrhage, any grade
	4.8%
	Beta
	12
	236
	(4)

	Cataract
	0.4%
	Beta
	1
	247
	(4)

	Conjunctival erosion
	0.4%
	Beta
	1
	247
	(4)

	Conjunctival retraction
	0.4%
	Beta
	1
	247
	(4)

	Endophthalmitis
	0%
	Beta
	0
	248
	(4)

	Sensitivity analysis 4: relative risk of adverse events probabilities
	0.5
	
	
	
	Assumed extreme learning curve

	Retinal detachment (rhegmatogenous)
	0.4%
	Beta
	1
	247
	(4)

	Hyphema
	0.4%
	Beta
	1
	247
	(4)

	Implant dislocation
	0%
	Beta
	0
	248
	(4)

	Probability after 37 days
	
	
	
	
	

	Conjunctival bleb or conjunctival filtering bleb leak
	2.8%
	Beta
	7
	241
	(4)

	Vitreous hemorrhage, any grade
	1.2%
	Beta
	3
	245
	(4)

	Cataract
	8.9%
	Beta
	22
	226
	(4)

	Conjunctival erosion
	3.6%
	Beta
	9
	239
	(4)

	Conjunctival retraction
	2%
	Beta
	5
	243
	(4)

	Endophthalmitis
	1.6%
	Beta
	4
	244
	(4)

	Retinal detachment (rhegmatogenous)
	0.4%
	Beta
	1
	247
	(4)

	Hyphema
	0%
	Beta
	0
	248
	(4)

	Implant dislocation
	1.6%
	Beta
	4
	244
	(4)

	Intravitreal injections (IVI) (yearly probabilities)
	
	
	
	
	

	Cataract
	0.16%
	Beta
	2
	608
	(8)

	Endophthalmitis
	0.47%
	Beta
	11
	1174
	(8)

	Retinal detachment
	0.08%
	Beta
	1
	609
	(8)

	Retinal tear
	0.33%
	Beta
	4
	606
	(8)

	Sensitivity analysis 1: relative risk of adverse events probabilities
	0.31
	
	
	
	(8)



[bookmark: _Ref168138836][bookmark: _Toc168139199]aWhen no distribution was reported, the variable is not included in the probabilistic analysis

eTable4. Age-dependent health-related quality of life (HRQoL) values per health state, retrieved by the time trade-off method and based on Brown.(5,6),a
	Age
	> 85 letters
	85-71 letters
	70-56 letters
	55-41 letters
	40-26 letters
	≤ 25 letters

	Without age adjustmentb
	0.890
	0.84

	0.66
	0.564

	0.52

	0.425


	65
	0.890
	0.84

	0.66
	0.564

	0.52

	0.425


	75
	0.887

	0.837

	0.658

	0.562

	0.518

	0.423


	85
	0.801

	0.756

	0.594

	0.507

	0.468

	0.382


	95
	0.801

	0.756

	0.594

	0.507

	0.468

	0.382


	105
	0.801

	0.756

	0.594

	0.507

	0.468

	0.382




a HRQoL values range from 1 (perfect health) to 0 (death). While 1.0 represents the theoretical benchmark for guaranteed, permanent perfect vision, individuals with ocular diseases and good bilateral vision usually have maximum value lower, likely influenced by concerns about potential visual loss in the future (Brown et al., 2000).  
[bookmark: _Ref166749345][bookmark: _Toc168139200]b HRQoL values that are not age-adjusted do not take into account the natural decrease in HRQoL due to aging.

eTable5. Adverse event health-related quality of life (HRQoL) decrement values, durations and corresponding QALY loss per event.
	[bookmark: _Ref166800541]Adverse event
	HRQoL decrement value
	Event duration
	QALY loss per event
	Source

	Conjunctival bleb or conjunctival filtering bleb leak
	-0.13
	2 weeks
	-0.005
	(9)

	Vitreous hemorrhage, any grade
	-0.15
	6 months
	-0.075
	(9) and expert opinion

	Cataract
	-0.142
	1 month
	-0.011
	(8)

	Conjunctival erosion
	-0.13
	1 week
	-0.003
	(9) and expert opinion

	Conjunctival retraction
	-0.13
	2 weeks
	-0.005
	(9) and expert opinion

	Endophthalmitis
	-0.3
	20%: 1 year
80%: 1.5 months
	-0.088
	(8)

	Retinal detachment (rhegmatogenous)
	-0.27
	3 months
	-0.016
	(8)

	Hyphema
	-0.15
	1 month
	-0.012
	(9) and expert opinion

	Implant dislocation
	-0.13
	2 weeks
	-0.005
	(9)

	Retinal tear
	0
	Immediate repair
	0
	(8)

	Implant insertion
	-0.13
	1 week
	-0.0025
	(9)

	Injection anxiety/pain
	100% HRQoL loss
	1 day
	e.g. 0.003 (Illustrative HRQoL loss from 1 year of otherwise perfect health)
	(8)



[bookmark: _Toc168139201]eTable6. Health-related quality of life (HRQoL) decrement values with probabilistic analysis distributions. 
	Health-related HRQoL decrement values
	Valuea
	Standard errorb
	Distribution
	Source

	Health-related HRQoL decrement values due to treatment
	
	
	
	

	HRQoL decrement IV injection
	100% HRQoL loss for 1 day for 50% of patients
	
	Beta
	Only included 50% of patients in the probabilistic analysis

	HRQoL decrement PDP insertion 
	0.13
	0.013
	Beta
	Assumed 10% SE

	Duration HRQoL decrement PDP insertion in years
	0.04
	0.002
	Gamma
	Assumed 10% SE

	HRQoL decrement PDP refill 
	100% HRQoL loss for 1 day for 50% of patients
	
	Beta
	Only included 50% of patients in the probabilistic analysis

	Percentage of patients experiencing injection HRQoL decrement
	0.5
	0.05
	Beta
	Assumed 10% SE

	Subgroup 4: percentage of patients experiencing injection HRQoL decrement
	1
	
	
	

	Health-related HRQoL decrement values due to adverse events
	
	
	
	

	HRQoL decrement Conjunctival bleb or conjunctival filtering bleb leak
	0.13
	0.015
	Beta
	Assumed SE 10%.

	HRQoL decrement Vitreous hemorrhage, any grade
	0.15
	0.014
	Beta
	Assumed SE 10%.

	HRQoL decrement Cataract
	0.14
	0.013
	Beta
	Assumed SE 10%.

	HRQoL decrement Conjunctival erosion
	0.13
	0.013
	Beta
	Assumed SE 10%.

	HRQoL decrement Conjunctival retraction
	0.13
	0.03
	Beta
	Assumed SE 10%.

	HRQoL decrement Endophthalmitis
	0.3
	0.027
	Beta
	Assumed SE 10%.

	HRQoL decrement (Rhegmatogenous) Retinal detachment
	0.27
	0.015
	Beta
	Assumed SE 10%.

	HRQoL decrement Hyphema
	0.15
	0.013
	Beta
	Assumed SE 10%.

	HRQoL decrement Implant dislocation
	0.13
	0.013
	Beta
	Assumed SE 10%.

	HRQoL decrement Retinal tear
	0
	
	
	

	Adverse events duration in years
	
	
	
	

	Duration Conjunctival bleb or conjunctival filtering bleb leak
	0.04
	0.008
	Gamma
	Assumed SE 20%.

	Duration Vitreous hemorrhage, any grade
	0.5
	0.1
	Gamma
	Assumed SE 20%.

	Duration Cataract
	0.08
	0.015
	Gamma
	Assumed SE 20%.

	Duration Conjunctival erosion
	0.08
	0.015
	Gamma
	Assumed SE 20%.

	Duration Conjunctival retraction
	0.04
	0.008
	Gamma
	Assumed SE 20%.

	eTable6. Health-related quality of life (HRQoL) decrement values with probabilistic analysis distributions. (continued)


	Health-related HRQoL decrement values
	Valuea
	Standard errorb
	Distribution
	Source

	Duration Endophthalmitis
	0.29
	0.058
	Gamma
	Assumed SE 20%.

	Duration Rhegmatogenous retinal detachment
	0.06
	0.012
	Gamma
	Assumed SE 20%.

	Duration Hyphema
	0.02
	0.004
	Gamma
	Assumed SE 20%.

	Duration Implant dislocation
	0.04
	0.008
	Gamma
	Assumed SE 20%.

	Duration Retinal tear
	Immediate repair
	
	
	



a HRQoL decrement values are converted to positive values for the distributions.
b When no distribution and standard error were reported, the variable is not included in the probabilistic analysis.


[bookmark: _Ref168136587]
[bookmark: _Toc168139202]eTable7. Frequency of aflibercept treatment (number of injections per year). RWD = real-world data. T&E = treat-and-extend.

	Yearly treatment frequency 
	Value
	Standard error 
	Distribution
	Source

	Base case (T&E interval)
	
	
	
	

	Number of aflibercept injections year 1 T&E
	8.81
	1.76
	Gamma
	(8)

	Number of aflibercept injections year 2 T&E
	7.28
	1.46
	Gamma
	(8)

	Number of aflibercept injections years 3+ T&E
	4.38
	0.88
	Gamma
	(8)

	Subgroup 1 (high-treatment-intensity patients with perfect monthlya adherence)
	
	
	
	

	Number of aflibercept injections years 1+
	13.04
	2.61
	Gamma
	Estimated according to definition

	Subgroup 2 (high-treatment-intensity patients with RWDb)
	
	
	
	

	Number of aflibercept injections year 1 
	11.90
	2.38
	Gamma
	(8)

	Number of aflibercept injections year 2 
	11.38
	2.28
	Gamma
	(8)

	Number of aflibercept injections years 3+ 
	10.92
	2.18
	Gamma
	(8)


[bookmark: _Ref166800546]
a Monthly injections are assumed to be administered every 4 weeks, up to 13.04 injections per year.
b Real-world adherence to the recommended treatment reflects imperfect adherence to continuous, routine injections. The number of injections given long-term is assumed to be 91% of the intended number of injections per year.

[bookmark: _Toc168139203]eTable8. Input values for treatment-related and health state-related costs including probabilistic analysis distributions. 
	Type of treatment-related cost (cost in US $)
	Description
	Value
	Standard errora,b
	Distribution
	Source

	PDP
	
	
	
	
	

	Number of insertion procedures (surgeries)
	Insertion of the PDP device.
	1
	
	
	

	Cost of insertion procedure
	DRG 42O with a DRG weight of 0.297.
	1 457
	
	
	(10)

	Drug cost per refill
	Drug cost of the PDP.
	2 371
	592.81
	Gamma
	This is not an official Roche price, but an estimate based on a drug with similar efficacy to other anti-VEGF treatments, where aflibercept is the on-label alternative used in Norway. Based on initial discussions with the manufacturer, the implant itself was assumed to be supplied without additional payment.

	Number of refills year 1
	Number of refills of the PDP device in year 1.
	1
	0.2
	Gamma
	

	Number of refills years 2+
	Number of refills of the PDP device in years 2+.
	2
	0.4
	Gamma
	

	Cost of refill procedure
	DRG 802U with a DRG weight of 0.068.
	334
	
	
	(10)

	Number of monitoring visits year 1
	Number of monitoring visits in year 1.
	3
	0.6
	Gamma
	Intended clinical practice as suggested by Roche Norge AS.

	Number of monitoring visits years 2+
	Number of monitoring visits in years 2+.
	0
	
	
	Intended clinical practice as suggested by Roche Norge AS.

	Cost of monitoring procedure
	DRG 902O with a DRG weight of 0.029.
	142

	
	
	

	Aflibercept
	
	
	
	
	

	Intravitreal injection procedure
	DRG 802U with a DRG weight of 0.068.
	334
	
	
	(10)


	Drug costs per vial of aflibercept
	We used maximum approved pharmacy sales price minus 25% VAT.
	765

	
	
	(11)

	Number of injections per vial of aflibercept
	Vials are split into multiple injections.
	2.5
	0.25

	Gamma
	(12)

	Production costs per syringe
	One-time additional production costs per syringe.
	38
	
	
	(12)

	Health state-related costs
	
	
	
	
	

	Costs in health state VI (≤ 25 letters).
	Yearly cost of disability due to poor vision.
	22 289
	2248.73
	Gamma
	(13)


a When no distribution and standard error were reported, the variable is not included in the probabilistic analysis.
b If standard errors were unknown, we assumed 25% for the drug price and 20% for the number of refills.


[bookmark: _Toc168139204]

eTable9. Input values for transport or lost leisure time-related costs including probabilistic analysis distributions. 
	Type of transport or lost leisure time-related cost (cost in $)
	Description
	Value
	Standard error
	Distributiona
	Source

	Cost of transport to hospital per trip
	Based on an average trip lasting 1.5 hours.
	75
	18.65
	Gamma
	(14)

	Number of transports to hospital per visit
	A hospital visit requires a trip back and forth.
	2
	
	
	

	Hours lost leisure time due to a surgery
	(1.5 hours travel time x 2) + 4 hours in hospital
	7
	1.75
	Gamma
	Assume 1.5 hours travel time. Discussed with ophthalmologists.

	Hours lost leisure time due to an injection/monitoring visit
	(1.5 hours travel time x 2) + 2 hours in hospital
	5
	1.25
	Gamma
	Discussed with ophthalmologists.

	Cost of one hour lost leisure time
	Value of one hour working or leisure time
	29
	7.29
	Gamma
	Calculated based on Statistics Norway(15). Value of leisure = average hourly wage rate - average tax rate

	Percentage of people in need of accompanying person
	Some patients need a person accompanying them to a hospital visit. 
	38%
	0.095
	Gamma
	(16)

	Subgroup 3: long-distance travelers
	
	
	
	
	

	Cost of transport to hospital per trip
	Based on an average trip lasting 4 hours.
	199
	62.16
	Gamma
	Calculated based on a cost of 75 $ per 1.5 hours transport

	Hours lost leisure time due to surgery
	(4 hours travel time x 2) + 4 hours in hospital
	12
	3
	Gamma
	Assume 4 hours travel time based on Husum et al.(17) Time in hospital discussed with ophthalmologists.

	Hours lost leisure time due to an injection/monitoring visit
	(4 hours travel time x 2) + 2 hours in hospital
	10
	2.5
	Gamma
	Assume 4 hours travel time based on Husum et al.(17) Time in hospital discussed with ophthalmologists.


a If standard errors were unknown, we assumed 25%.


[bookmark: _Toc168139205]eTable10. Input values for adverse event-related costs including probabilistic analysis distributions. 
	Type of adverse event-related cost (cost in $)
	Description
	Value
	Standard errora,b
	Distribution
	Source

	Cost ophthalmologist visit
	DRG 902O with a DRG weight of 0.029.
	142
	 
	
	(10)

	Conjunctival bleb or conjunctival filtering bleb leak
	
	
	
	
	

	Number of ophthalmologist visits
	
	2
	0.2
	Gamma
	Expert opinion

	Vitreous hemorrhage, any grade
	
	
	
	Gamma
	

	Number of treatment visits
	
	1
	0.1
	
	Expert opinion

	Costs of treatment
	DRG 46 with a DRG weight of 0.871.
	4 275
	
	
	(10)

	Number of ophthalmologist visits
	Monitoring visits. 
	5
	0.5
	Gamma
	Expert opinion

	Cataract
	
	
	
	
	

	Number of treatment visits
	
	1
	0.1
	Gamma
	Expert opinion

	Costs of treatment
	DRG 39Q with a DRG weight of 0.241.
	1 183
	
	
	(10)

	Number of ophthalmologist visits
	Monitoring visits.
	2
	0.2
	Gamma
	Expert opinion

	Conjunctival erosion
	
	
	
	
	

	Number of ophthalmologist visits
	
	2
	0.2
	Gamma
	(10)

	Conjunctival retraction
	
	
	
	
	

	Number of treatment visits
	
	2
	0.2
	Gamma
	Expert opinion

	Cost of treatment
	DRG 42O with a DRG weight of 0.297.
	1 458
	
	
	(10)

	Number of ophthalmologist visits
	Monitoring visits.
	2
	0.2
	Gamma
	Expert opinion

	Endophthalmitis
	
	
	
	
	

	Number of pars plana vitrectomy surgeries
	
	1
	0.1
	Gamma
	Expert opinion

	Cost of pars plana vitrectomy surgery
	DRG 44 with a DRG weight of 1.297.
	6 366
	
	
	(10)

	Cost of vancomycin
	Cost of vancomycin is 82.66 $ divided by 10 due to vial splitting.
	8
	
	
	Expert opinion and (11)

	Cost of ceftazidim
	Cost of ceftazidim is 27.95 $ divided by 10 due to vial splitting.
	3
	
	
	Expert opinion and (11)

	Cost of intravitreal injections (IVI) with antibiotics
	Cost of doing intravitreal injections (IVI) with the antibiotics. DRG 802U with a DRG weight of 0.068.
	334
	
	
	(10)

	Number of ophthalmologist visits
	Monitoring visits.
	5
	0.5
	Gamma
	Expert opinion.

	Retinal detachment (Rhegmatogenous)
	
	
	
	
	

	Number of surgeries
	
	1
	0.10
	
	Expert opinion.

	Cost of surgery
	DRG 36O with a DRG weight of 0.535.
	27 953
	
	
	(10)

	Number of ophthalmologist visits
	Monitoring visits.
	2
	0.20
	Gamma
	Expert opinion.

	eTable10. Input values for adverse event-related costs including probabilistic analysis distributions. (continued)


	Type of adverse event-related cost (cost in $)
	Description
	Value
	Standard errora,b
	Distribution
	Source

	Hyphema
	
	
	
	
	

	Number of surgeries
	
	1
	0.10
	
	Expert opinion.

	Cost of surgery
	DRG 42O with a DRG weight of 0.297.
	15 518
	
	
	(10)

	Number of ophthalmologist visits
	Monitoring visits.
	2
	0.20
	Gamma
	Expert opinion.

	Implant dislocation
	
	
	
	
	

	Number of surgeries
	
	1
	0.10
	
	Expert opinion.

	Cost of surgery
	DRG 42O with a DRG weight of 0.297.
	15 518
	
	
	(10)

	Number of ophthalmologist visits
	Monitoring visits.
	2
	0.20
	Gamma
	Expert opinion.

	Retinal tear
	
	
	
	
	

	Number of surgeries
	
	1
	0.10
	
	Expert opinion.

	Cost of surgery
	DRG 36O with a DRG weight of 0.535.
	27 953
	
	
	(10)

	Number of ophthalmologist visits
	Monitoring visits.
	2
	0.20
	Gamma
	Expert opinion.



a Standard errors were unknown, so we assumed 10%.
b When no distribution and standard error were reported, the variable is not included in the probabilistic analysis.
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