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Supplementary Methods

Aflibercept 8-mg and Faricimab Trial Designs

In PULSAR [1, 2] and PHOTON [3, 4], eligible patients were randomized 1:1:1
(PULSAR) and 1:2:1 (PHOTON) to receive aflibercept 2 mg every 8 weeks (2q8)
following three (PULSAR) or five (PHOTON) initial monthly doses, or aflibercept 8 mg
every 12 or 16 weeks following three initial monthly doses. Patients in the aflibercept
8-mg groups could have had their dosing intervals shortened, beginning at week 16, to a
minimum of every 8 weeks, or extended, beginning at week 52, to a maximum of every

24 weeks if protocol-defined criteria for disease activity were met [1-4].

In TENAYA and LUCERNE [5, 6], eligible patients were randomized 1:1 to
receive faricimab 6 mg up to every 16 weeks following four initial monthly doses or 2g8
following three initial monthly doses. A treat-and-extend (T&E) regimen was introduced
at the start of year 2 to allow dosing interval modifications up to every 16 weeks based

on criteria that denoted disease activity.

In YOSEMITE and RHINE [7, 8], eligible patients were randomized 1:1:1 to
faricimab 6 mg every 8 weeks following six initial monthly doses, faricimab 6 mg T&E
following four initial monthly doses, or 2q8 after five initial monthly doses. The T&E
regimen allowed for dosing interval modifications to a maximum of every 16 weeks

based on criteria that indicated disease activity.



Model Functionality

Economic modeling was performed using a Markov cohort model that incorporated
various inputs to estimate the direct and indirect costs associated with intravitreal anti—
vascular endothelial growth factor injections for a modeled patient cohort for each
disease indication (neovascular age-related macular degeneration [nAMD] or diabetic
macular edema [DME]). Inputs included the mean number of injections reported in
clinical trials of aflibercept 8 mg and faricimab (as detailed in the main Methods section),
as well as data on efficacy, treatment discontinuation rates, and mortality rates. Model
outcomes were reported per average person in the cohort. For the purposes of this
analysis, only single eye involvement (treated eye) and the impact of health state
membership on mortality was considered, excluding fellow eye involvement and impact
of health state membership on utility. The full functionality of this model has been
published previously with inclusion of fellow eye involvement and utility assessment
based on health state membership [9]. The model was developed in Microsoft Excel
2016 as previously reported [9], and is not publicly available. The model estimated the
number of injections each year by accounting for the proportion of the patient cohort that
died or discontinued treatment during each model cycle (6 months), thus reducing the

accumulated costs.

The model includes five health states differentiated by best-corrected visual acuity
(BCVA) (< 35, 35-49, 5064, 65-79, or > 79 letters). During each model cycle
(6 months), the treated eye could remain at the current level of BCVA, improve by an
average of 15 letters, or worsen by an average of 15 letters. The treated eye at the

lowest BCVA level (< 35 letters, defined as “blind”) could only remain in this health state



or improve to the next BCVA level (35-49). Eyes at the highest BCVA level (> 79 letters)
could only remain in that health state or fall to the previous BCVA level. All health states
had the potential of transitioning to a death health state, with an increased risk of death

for those with BCVA < 35 letters.

Changes over time in BCVA health state membership were determined using
treatment efficacy, applied by increasing the chances of improving the patient's BCVA
(by 15 letters) and reducing the chances of worsening the patient's BCVA (by 15 letters).
This was converted to a per-cycle probability of transitioning a patient to a higher or
lower BCVA-based health state. Although no head-to-head trial data were available,
efficacy was assumed to be noninferior between aflibercept 8 mg and faricimab for
nAMD and DME based on demonstrations of noninferiority in clinical trials using
aflibercept 2 mg as a control [1-8] and the results of a network meta-analysis, which
showed comparable efficacy between aflibercept 8 mg and faricimab during 1 year of

treatment in patients with nAMD [12].

Health state membership via treatment efficacy impacted mortality by applying an
increased risk of death associated with blindness (lowest BCVA level of < 35 letters in

the eye with best vision), as detailed below.

The risk of treatment discontinuation was assumed to be the same for all
treatments (aflibercept 8 mg and faricimab) for each disease indication. Annual
discontinuation risk up to 12 months and after 12 months was assumed to be 3.20% [13]
and 3.38% [14], respectively, for patients with nAMD, and 4.09% and 4.49% [15],

respectively, for patients with DME.



Survival was adjusted by applying disease-specific (nAMD or DME) hazard ratios
to mortality of the general population; these did not vary by treatment. Additionally, a
hazard ratio for blindness was applied. Hazard ratios were 1.41 for DME [16], 1.23 for
late age-related macular degeneration (i.e., NAMD) [17], and 1.18 for blindness [18]. The
baseline age and BCVA distribution in the treated eye at baseline was modeled for each
disease indication. The baseline mean age (nAMD: 76 years [13]; DME: 63 years [19])
impacted the general population mortality applied for each modeled patient. Baseline
BCVA distribution varied by treatment indication and health states as follows: 11.78%
and 4.19% for BCVA of < 35 letters, 19.13% and 12.88% for BCVA of 35—49 letters,
45.12% and 46.56% for BCVA of 50—-64 letters, 23.97% and 36.13% for BCVA of 65-79
letters, and 0.00% and 0.24% for BCVA of = 80 letters for nAMD and DME, respectively

[20, 21].



Fig. S1. Sensitivity analysis of total and incremental cost outcomes over 3 years,

including direct costs only.
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Fig. S2. Total and incremental cost outcomes over 3 years for scenarios with a lower

and b higher estimates for mean number of injections.

a 50,000 = Aflibercept 8 mg m Faricimab
50,000 -
a # -$1,170.98 _$2 2] ,—|$1 827.57
@ Rt $29 104.39 $2 084.42
= 30,000 - $27,010.57 $27,358.00
a 2653 5 323.824.48 $22. 94 458 $25,530.43
S §22,853. $20,860.16
20,000 -
-$922.83 —$256 85
1
10,000 4 $5,279.90 $4670 26
$4,357'.OT $4,413.42
0
Dt:u%_ Direct medlcal costs Total costs gg Direct, medlcal costs Total costs
acquisition and indirect costs acqms ion and indirect costs
nAMD DME
b -$13,865.94
£0,000 - 58.117.23
5186367 ~$10557.97 $
50,000 + -$609.14 $46 446.58 $47 852.46
| — $44,582.92 $44,251.28
$38,189.37
. 40,000 $37580.23 $37,204.49
@
= 30,000 4
@
S
20,000 = -$1,254.53 —-$3,307.98
| — | —
8,257.21 $10,264.77
10,0004 5700268 ° $6.956.79
; [
Drug, Direct medical costs Total costs Dru Direct medical costs Total costs
acquisition and indirect costs acquisition and indirect costs

nAMD

DME

Drug acquisition represents 2025 wholesale acquisition costs. Direct medical costs represent direct medical
monitoring costs. Indirect costs represent total cost per injection for carer and patient, including caregiver time,
average US hourly wage, and travel costs. The lower estimate for mean number of injections was derived by
subtracting 1 SD from the mean number of injections in the base case. The higher estimate for mean of injections was
derived by adding 1 SD to the mean number of injections in the base case. Brackets over the bars indicate the
difference in costs between aflibercept 8 mg and faricimab. DME diabetic macular edema, nAMD neovascular age-
related macular degeneration, SD standard deviation



Table S1. Medical monitoring direct costs

Resources (CPT code)

Description

2025 unit costs, USD [22, 23]

Initial Office Visit (99204)

Office or other outpatient visit for
the evaluation and management
of a new patient, moderate level
of medical decision-making,
45-59 minutes

163.3

Subsequent Office Visit (99214)

Office or other outpatient visit for
the evaluation and management
of an established patient,
moderate level of medical
decision-making,

30-39 minutes

125.18

Fluorescein Angiography
(92235)

Fluorescein angiography
(includes multiframe imaging)
with interpretation and report,
unilateral or bilateral

311.40

Optical Coherence Tomography
(92134)

Scanning computerized
ophthalmic diagnostic imaging,
posterior segment, with
interpretation and report,
unilateral or bilateral; retina

59.40

CPT current procedural terminology




Table S2. Indirect cost parameters and calculated cost per injection

people’s time [26]

Parameter Value
Caregiver time taken for an injection appointment | 4 hours
[24]

Average US wage per working hour [25] 29.62 USD?
Reduction on hourly wage for nonworking 60%

Hours of lost patient productivity due to injection
and appointment [27]

11.7 hours (assuming 100% is personal time, i.e.,
nonworking)

Percentage of carers taking time from activities
[27]

22% take time from work (assuming the remaining
78% lose personal time)

Percentage of patients who require a caregiver
[27]

72%

Average distance traveled to get to an
appointment [27, 28]

17.4 miles®* (total miles traveled for a round trip:
34.8)

Cost per mile traveled [29]

0.67 USD per mile driven by vehicle

Total indirect cost per injection for patient

231.29 USD (207.97 USD [lost time] + 23.32 USD
[mileage])

Total indirect cost per injection for carer

58.70 USD (lost time)

Total indirect cost per injection for
carer and patient

289.98 USD

2 Calculated from median weekly earnings in Q4 2024, assuming a 40-hour working week

b Compared with ~31-44 miles (73 miles for rural census tracts) to a neuro-ophthalmologist [30] and 9.9 miles

(SD: 11.4 miles) to the nearest cataract surgery provider [31]

¢ Estimated from the average time spent driving to appointment (66 minutes; assuming 33 minutes one-way [27]) and

the calculation for distance traveled < 30 miles [28]
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