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R E T I N A
Consultants of America

Extended Duration and Higher Dose Anti-VEGF agents

“Is 12 Weeks the New Norm?”
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Rosenfeld, Brown, et al. N Engl J Med. 2006;355:1419. Brown, Rosenfeld, et al. N Engl J Med. 2006;355:1432 

Goal = Gold Standard Vision Gain



Routine Quarterly Ranibizumab Dosing = Vision 

Loss

Regillo, Brown et al. AJO. 2008;145: pp.239-248. 



Brown & Regillo. AJO 2007:  33: pp.23-34. 



Brown & Regillo. AJO 2007:  144: pp.627-637. 

Intraretinal Fluid Subretinal Fluid Sub-RPE Fluid
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No fluid (n=26)

Fluid (n=50)

Data from both 0.3 and 0.5 mg ranibizumab groups were pooled.  LOCF was used for missing VA outcomes.

*DISS: Diffuse edema, Intraretinal cysts, Subretinal fluid, and/or SubRPE fluid (PED).

-10

-5

0

5

10

Month

2 3 5 8 11 12 14 17 20 23 241

Mean Change in VA
by Retinal Fluid (DISS*) at Month 8



Absence of OCT Fluid Correlates with Vision 

Gain

Brown et al. RETINA. 2013;33: pp.23-34. 



M
e

a
n

 (
±

S
E

) 
c
h

a
n

g
e

 f
ro

m
 b

a
s
e

lin
e

 (
le

tt
e

rs
)

No fluid (n=26)

Fluid (n=50)

Data from both 0.3 and 0.5 mg ranibizumab groups were pooled.  LOCF was used for missing VA outcomes.

*DISS: Diffuse edema, Intraretinal cysts, Subretinal fluid, and/or SubRPE fluid (PED).

-10

-5

0

5

10

Month

2 3 5 8 11 12 14 17 20 23 241



What Determines Drug Clearance?

Axial Eye Length Psuedophakia Vitreous Syneresis



What Determines Drug Clearance?

Axial Eye Length Psuedophakia Vitreous Syneresis



Anti-Drug Antibodies = Increase Drug Clearance

Center for Drug Evaluation & Research,  Application #761235Orig1s000, Clinical Pharmacology Review



Aqueous and Plasma Concentrations Vary Among Patients

LLOQ* = 0.078 mg/L

*LLOQ: Lower Limit Of Quantification

Do, D. Retina 00:1-5, 2019

LLOQ* = 0.078 mg/L

Aqueous- Free Aflibercept 

Concentrations by Patient

T ½ = 3.7dT ½ = 11d
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Anti-VEGF Molar Equivalency

Aflibercept 2.0 mg Ranibizumab 0.5 mg
Faricimab 6.0 mg Aflibercept 8.0 mg Brolucizumab 6.0 mg

1.0 0.6 2.3 4.0 >10





Average Eye (t1/2= 10 days) 



Slow Clearance Eyes (t1/2= 14 days) 



Fast Clearance Eyes (t1/2= 5 days) 



Is Twelve Weeks the New Norm?

For Average:  YES- 12 weeks is the new norm!

For Lucky Slow Cleance Eyes:  14-16 weeks is the new norm



Is Twelve Weeks the New Norm?

For Fast Clearance eyes- 5-6 weeks is the new norm

But That’s Better than Monthly!



Currently Available Options 

o Increase Dosing Frequency

o Block Additional Targets

o Increase Molar Blockade of Anti-VEGF

o ABC Platform – increasing drug half-life



Thank You!
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