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The purpose of this prospective, randomized, open-label study was to evaluate the impact of intravitreal
aflibercept on retinal nonperfusion (RNP) in eyes with proliferative diabetic retinopathy (PDR).�

Participants were randomized 1:1 to intravitreal aflibercept monthy or 
quarterly dosing, in eyes with treatment-naïve PDR and extensive RNP 
without diabetic macular edema.

Patients assessed 
for eligibility

(n = 56)

Randomized 
1:1

(n = 43)

Monthly intravitreal 
aflibercept injection
2 mg every 4 weeks

(n = 23)

Measure changes 
from baseline

to year 1

Quarterly intravitreal 
aflibercept injection
2 mg every 12 weeks

(n = 20)

Change in total RNP 
area (mm2)

Primary outcome

Secondary outcomes
• Ischemic index (ISI)
• Diabetic retinopathy severity 

scale (DRSS) scores
• Visual acuity
• Central retinal thickness
• Adverse events

Excluded 
(n = 13)

Mean total area of RNP and ISI increased among all patients through year 1, 
although RNP outcomes favored monthly dosing of aflibercept over quarterly.

Mean total area of RNP
from baseline to year 1

ISI from baseline
to year 1
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Although most eyes demonstrated an increase in area of RNP longitudinally, 
some eyes did demonstrate localized areas of apparent reperfusion of 
nonperfused retina.

Conclusions

While the RECOVERY study did not identify widespread retinal reperfusion 
with aflibercept treatment among PDR eyes with extensive RNP at baseline, 
zones of reperfusion were identified in some patients. There was evidence 
of a dose-dependent response with a reduction of RNP progression with 

monthly compared to quarterly aflibercept dosing. Continued study of RNP, 
its evolution in the natural history of diabetic retinopathy, and how current 

and future interventions can impact this course are needed.
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Although many eyes demonstrated increased areas of RNP 
longitudinally (n = 24 [66.7%]), this was more common with quarterly 

dosing (n = 14 [77.8%]), and a proportion of eyes (n = 12 [33.3%]) 
demonstrated localized areas of apparent reperfusion of nonperfused 

retina, more commonly in the monthly cohort (n = 8 [44.4%]).

Patients (n = 36)

Received allocated
intervention (n = 20)

Received allocated
intervention (n = 20)
Withdrawn early and
replaced with new
patients (n = 3)
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