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The safety analysis set included all patients who received any study drug. The full analysis set included all patients who received any study drug after randomization and also had at least one best-corrected visual acuity (BCVA) assessment at baseline and after Week 16 (post-randomization). Continuous variables were summarized by descriptive statistics (number of patients, arithmetic mean, standard deviation, minimum, median, and maximum) and categorical variables were summarized by frequency tables. The mean (two-sided 95% confidence interval [CI]) change in BCVA from baseline to Week 52 was analyzed using one‑sample t‑statistics; a last observation carried forward approach was applied if values were missing at Week 52. Any treatment differences for the intravitreal aflibercept (IVT-AFL) 4-week adjustment (IVT-AFL-4W) minus IVT-AFL 2-week adjustment (IVT-AFL-2W) groups were estimated using an analysis of covariance model with treatment arm and exudative age-related macular degeneration (AMD) subtype as a fixed effect and baseline BCVA as a covariate. Efficacy assessments were based on outcomes recorded at the last visit. 
Secondary BCVA endpoints were summarized descriptively and their two‑sided 95% CIs were estimated using normal approximation; any point estimate treatment differences for the IVT-AFL-4W minus IVT-AFL-2W groups were estimated using the Cochran–Mantel–Haenszel method stratified by baseline BCVA (<55 and ≥55 Early Treatment Diabetic Retinopathy Study letter score) and exudative AMD subtype. The mean change in central retinal thickness (CRT) was assessed using a similar method but with baseline CRT as a covariate for an analysis of the primary endpoint. 
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*Decision is based on pre-specified criteria with a maximum interval of 16 weeks.
†Patients in the IVT-AFL-2W group could have their treatment interval increased or shortened by 2 weeks. Patients in the IVT‑AFL-4W group could have their treatment interval increased or shortened by 4 weeks. For patients in the IVT-AFL-4W group who had undergone interval shortening by 4 weeks, any subsequent interval extension or shortening was limited to 2 weeks.
2W/4W, 2-/4-week adjustment; AMD, age-related macular degeneration; BCVA, best-corrected visual acuity; CNV, choroidal neovascularization; ETDRS, Early Treatment Diabetic Retinopathy Study; IVT-AFL, intravitreal aflibercept; M, mandatory visit; R, randomization; T&E, treat-and-extend; VEGF, vascular endothelial growth factor.
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a)
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b)
[image: ]
Last observation carried forward analysis.
2W/4W, 2-/4-week adjustment; ETDRS, Early Treatment Diabetic Retinopathy Study; FAS, full analysis set; IVT-AFL, intravitreal aflibercept.
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	1
	Prior treatment of the study eye with intraocular anti-VEGF agents, verteporfin photodynamic therapy, other laser, intraocular corticosteroids, surgical interventions (except cataract surgery at more than 30 days prior to screening) or systemic use of anti-VEGF products within 3 months prior to study entry

	2
	Active or suspected infection in or surrounding the study eye

	3
	Active severe intraocular inflammation in the study eye

	4
	Intraocular pressure ≥25 mmHg in the study eye

	5
	Ocular condition in the study eye that might impact vision and confound study outcomes

	6
	History of allergy to aflibercept or allergy to study/treatment-related agents, including fluorescein, indocyanine green, povidone iodide, lidocaine, or antibiotic eye drops

	7
	Women who are pregnant or lactating, or suspected to be pregnant

	8
	Previous enrollment into the run-in phase of this study

	9
	Previous (within 3 months) or concomitant participation in another clinical study with investigational medicinal product(s)

	10
	Close affiliation with the investigational site, e.g., a close relative of the investigator or dependent person (e.g., an employee or a student of the investigational site)

	11
	Patients who the investigator deemed to be ineligible for the study


VEGF, vascular endothelial growth factor.
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