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Glucocorticoids regulate transendothelial fluid flow
resistance and formation of intercellular junctions
Johnnie L. Underwood
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GC treatment can have a range of effects on
the outflow pathway, including altering TM
cell functions, extracellular matrix
metabolism, and gene expression, which may
be responsible for the increase in outflow

resistance associated with GC treatment.
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Article

Expression of Vascular Endothelial Growth Factor-Cin the
Trabecular Meshwork of Patients with Neovascular Glaucoma
and Primary Open-Angle Glaucoma

J. Clin. Med. 2021, 10, 2977
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Mechanistically, chronic shear stress
regulates eNOS activity through two
pathways; regulation of eNOS
transcription and contrl of eNOS mRNA

.. stability. In response to the onset of shear
stress, transcription of eNOS is transiently
upregulated by NFkB activation and
p50/p65 binding to a GAGACC sequence
in the eNOS promoter at the shear stress
responsive element (SSRE)?
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https://www.nature.com/articles/s41598-020-62730-4#ref-CR37

VEGF RIDUCE LA RESISTENZAAL DEFLUSSO PRIMARIO TRABECOLARE
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VEGF as a Paracrine Regulator of Conventional Outflow Facility

Ester Reina-Torres,
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VEGF-A Is Secreted by TM Cells in Response to Mechanical Stretch
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| PAZIENTI GLAUCOMATOSI PRESENTANO UNA
CRITICITA’ CLINICA SPECIFICA

Kaplan Meier Survival Curves for Sustained I10P Elevation - All Patients vs.
Glaucoma Subgroup
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» Immedlately foIIowmg an |nject|on of ranlblzumab, nearly 90 percent of eyes have been reported to have an
Intraocular pressure of > 30 mmHg.

» A recent analysis of the RIS registry found a small and probably not clinically significant decrease in [OP from
anti-VEGF injections over time, but a small percentage of patients had an [0P increase that could be clinically
significant.

» Research has suggested that the rise in I0P may be related to anti-VEGF interaction with nitric oxide physiology
and/or three polymorphisms of the CD36 gene.

» Further clinical studies are needed to better understand the mechanism responsible for chronic I0P increases
after anti-VEGF injections.
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MONITORAGGIO
MORFOFUNZIONALE

Example of disc hemorrhage

Examples of Visual field deterioration
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Transient central retina artery occlusion in patients undergoing intravitreal anti vegf
injections
Nadyr A Damasceno

Discrete 0P ralse B
with short duration

LCHA compressed against Uptic
Dise wall with tiny Neural
Rime (No Damping Effect)

Anti-VEGF Injections
Trigger Beginning Process

CUP/DISC
RATIO

Heduced Perfusion
Pressure due to Internal
Carotld Arterial
Obstruction

Optic Disk Draw Tissue Displacement

Scheme: Less
Complacence Tissue with Minimal

due ta high Cup/Disk Mechanbc Pressure
Ratio on CRA Wall




IMPACT OF TOPICAL DROPS GIVEN PRIOR TO INTRAVITREAL ANTI-VEGF INJECTIONS
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Effect of brinzolamide—brimonidine fixed
combination on intraocular pressure spikes
after intravitreal anti-VEGF injections
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Selective laser trabeculoplasty
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J Ophthalmol. 2020;
The Effect of Selective Laser Trabeculoplasty on Intraocular Pressure in Patients
with Dexamethasone Intravitreal Implant-Induced Elevated Intraocular Pressure
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7578731/
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Two-year analysis of changes in the optic nerve and
retina following anti-VEGF treatments in diabetic macule

edema patients Dovepress Ciinical Ophthaimology
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Irreversible and significant
changes were observed in BMO
(from 1666 to 1686 pum), inferior
CD (from 143 to 156 ym) and
inferior PPT (from 180 to 169 um)
after 1 year




Intraocular pressure increase after intravitreal anti-VEGF
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Figure. This graph shows the percentage of patients receiving >12 intravitreal anti-VEGF injections
with a statistically significant intraocular pressure rise in the treated eye in comparison to the fellow
untreated eye (*indicates statistically significant difference between treated and fellow eye).
(Adapted from Atchison EA, Wood KM, Mattoz CG, et al. The real-world effect of intravitreous anti-
vascular endothelial growth factor drugs on intraocular pressure. Ophthalmology. 2018;125:676-682.).
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GESTIONE DEL GLAUCOMA NEL PAZIENTE CON EDEMA MACULARE

* | PAZIENTIGLAUCOMATOSI AFFETTI DA EDEMA
MACULARE COSTITUISCONO UNA VARIABILE
CLINICA CON ELEMENTI DI CRITICITA’ A LIVELLO
DELLE OPZIONI TERAPEUTICHE

* | PAZIENTI GLAUCOMATOSI DEVONO RICEVERE
ADEGUATA PROFILASSI, MONITORAGGIO E
TERAPIA TOPICA , PARACHIRURGICA ED
EVENTUALMENTE CHIRURGICA

* LA PRESENZA DEL GLAUCOMA NON DEVE RIDURRE
LE CHANCE DI TRATTAMENTO DELL’EDEMA
MACULARE




Example of disc hemorrhage

Examples of Visual field deterioration

1.Baseline 2.1 yearlater 3.2 yearlater 4.3 year later 5.4 year later 6.4.5 year later
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