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LEARNING METHOD AND MEDIUM
This educational activity consists of a supplement and eight (8) study questions. 
The participant should, in order, read the learning objectives contained at the 
beginning of this supplement, read the supplement, answer all questions in the 
post test, and complete the Activity Evaluation/Credit Request form. To receive 
credit for this activity, please follow the instructions provided on the post test and 
Activity Evaluation/Credit Request form. This educational activity should take a 
maximum of 1.5 hours to complete.

CONTENT SOURCE
This continuing medical education (CME) activity captures content from a CME 
regional meeting series.

ACTIVITY DESCRIPTION
Glaucoma continues to be the leading cause of irreversible blindness worldwide. 
New methods of assessing patient risk have been identified, and new therapies 
for decreasing intraocular pressure (IOP) have been developed. One new 
therapeutic mechanism for glaucoma involves the role of nitric oxide on IOP 
regulation. In addition, alternative drug delivery methods have been invented. 
The purpose of this activity is to update ophthalmologists on the mechanisms of 
action of current and emerging glaucoma therapies and to assess traditional and 
emerging risk factors for disease progression.

TARGET AUDIENCE
This educational activity is intended for ophthalmologists caring for patients with 
glaucoma.

LEARNING OBJECTIVES
Upon completion of this activity, participants will be better able to:
• Outline the relationship between the sites of action and selection of 
 IOP-lowering therapies
• Discuss the role of nitric oxide in IOP regulation
• Describe the mechanism of action of current and emerging topical glaucoma  
 therapies
• Evaluate the clinical relevance of safety and efficacy data for emerging topical  
 therapies for the treatment of glaucoma
• Assess traditional and emerging risk factors for progression in patients with  
 ocular hypertension or glaucoma
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INTRODUCTION 
Glaucoma is a leading cause of irreversible blindness that 
affects millions of people worldwide.1 New risk factors and new 
therapies for glaucoma have emerged. Low ocular perfusion 
pressure (OPP) and low cerebral spinal fluid pressure (CSF-P) 
may be indicators of disease progression. Current therapies 
aim to lower intraocular pressure (IOP) by aqueous suppression 
or by increasing uveoscleral outflow. Furthermore, pilocarpine, 
which works indirectly on the trabecular meshwork (TM) via 
ciliary body contraction, is still used in some patients. There are 
no available therapies targeting outflow through direct action 
on the TM, a major contributor to aqueous outflow in normal 
eyes. Emerging therapies, such as latanoprostene bunod (LBN) 
and netarsudil, may change the treatment landscape of this 
disease by lowering IOP in patients with glaucoma through this 
mechanism. Herein, the current state of glaucoma management 
is described.

DEFINING GLAUCOMA: AN UPDATE 
FROM THE AMERICAN ACADEMY OF 
OPHTHALMOLOGY
In the September 2015 Preferred Practice Pattern updates, the 
American Academy of Ophthalmology defined primary open-
angle glaucoma (POAG) as “…a chronic, progressive optic 
neuropathy in adults in which there is a characteristic acquired 
atrophy of the optic nerve and loss of retinal ganglion cells and 
their axons. This condition is associated with an open anterior 
chamber angle by gonioscopy.”2

RISK FACTORS OF GLAUCOMA
The American Academy of Ophthalmology Glaucoma Preferred 
Practice Pattern guidelines recognize several risk factors that 
have been identified in carefully conducted population-based 
studies. Intraocular pressure, age, race, and family history are 
long-standing glaucoma risk factors. The potential role of IOP 
has long been recognized as important in the pathophysiology 
of glaucoma. Furthermore, lowering IOP has been found 
to decrease the risk of optic nerve damage and blindness. 
Older age is also a known risk factor for the development of 
POAG; it has been estimated that 31% of patients with POAG 
in the United States are aged 70 to 79 years.3 Prevalence of 
glaucoma in the siblings of patients is 10.4%, and 1.1% in the 
offspring of patients.4 Overall, first-degree relatives of patients 
with glaucoma have a 9.2-fold higher relative risk of developing 
glaucoma.4 With regard to race, African Americans and Latinos 
are at a higher risk of developing glaucoma than are whites.5,6 
The rising Hispanic population in the United States is expected 
to make up the largest group of patients with this disease by 
2035.3

Particular structural and functional abnormalities in the eye may 
also be a risk factor. Measuring central corneal thickness is an 
important component of a complete ocular examination.7 
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A measurement of < 555 μm is associated with a greater risk of 
glaucoma development than a central corneal thickness of 
≥ 588 μm.2 Large studies have identified an increased 
prevalence of POAG in patients with myopia2; this occurrence 
has been proposed to be caused by weaker scleral support, 
which may cause patients to be more susceptible to retinal and 
optic nerve damage.2 

Emerging risk factors include low CSF-P and low OPP, both 
of which correlate with optic nerve damage. The optic nerve 
can be affected by 2 pressurized regions: the pressure of 
the intraocular space (ie, IOP) and the pressure from the 
subarachnoid space, which is caused by cerebrospinal fluid.8,9 
The lamina cribrosa is in between these 2 opposing regions, 
and the pressure difference between them (translaminar 
pressure difference) can cause structural alterations to the 
optic disc.8,9 Similarly, the optic nerve cupping observed in 
patients with elevated IOP could also occur in patients with low 
CSF-P.8,9 Both a prospective and a retrospective study showed 
that CSF-P was significantly lower in patients with glaucoma 
(P < .001).8,9 In the prospective study, loss of vision was 
positively correlated with translaminar pressure difference 
and negatively correlated with CSF-P.8 However, performing 
a lumbar puncture does not necessarily represent CSF-P, 
and such a procedure may not be a practical part of an 
ophthalmological evaluation. Noninvasive methods of 
measuring CSF-P are under development. 

The Baltimore Eye Survey, Egna-Neumarkt Study, Proyecto 
VER, and Barbados Eye Survey all identified low OPP as a 
significant risk factor for POAG.5,10-13 Ocular perfusion pressure 
represents the relative pressure at which blood perfuses the 
eye and is the difference between systemic blood pressure 
(BP) and IOP. Either low BP or high IOP can lead to low OPP 
and an increased risk of developing POAG.13 In a study that 
measures the relation between OPP and glaucoma, it is 
impossible to separate the individual effects of IOP and BP 
when measuring OPP unless there is simultaneous control for 
both IOP and BP.14,15

In the Barbados Eye Study, use of a multivariable model did 
demonstrate an inverse relation between OPP and POAG, 
even after controlling for BP and IOP.13 On the other hand, 
the Rotterdam Study strongly supports that controlling for IOP 
resulted in a null association between OPP and incident open-
angle glaucoma.16

It is possible that treatment of systemic hypertension could 
modify the risk of POAG. In considering this matter, one must 
account for the type of BP treatment (diet, drugs, and type of 
drugs) and the effectiveness of that treatment. In the Egna-
Neumarkt Study, hypertension was adversely associated with 
POAG, but not with being on medication.11 Conversely, the 
Blue Mountains Eye Study showed that untreated hypertension 
was not a strong risk factor for glaucoma, but that patients who 
had hypertension, despite being treated with antihypertensive 
medication, were at risk for POAG.17 Although there are studies 
that did not find a correlation with antihypertensive medication 
and POAG,18,19 the European Glaucoma Treatment Study 
showed that the diuretic dorzolamide may be a risk factor for 
glaucoma.20 

INCIDENCE OF GLAUCOMA AND 
DISEASE PROGRESSION
The estimated number of people with POAG and angle-closure 
glaucoma worldwide is expected to increase to approximately 
80 million by 2020.1 Approximately 8.4 million patients with 
glaucoma have bilateral blindness, and this number is 
expected to rise to 11.1 million by 2020.1 

The progression from asymptomatic disease to blindness is a 
multistep process that takes years to manifest. Weinreb and 
colleagues describe a “glaucoma continuum” that illustrates 
the ocular deterioration that occurs throughout the course of 
disease (Figure 1).21 Years of apoptotic retinal ganglion cell 
death have already taken place before any retinal damage can 
be detected.21 Factors that can cause retinal nerve damage 
and death include increased IOP levels, inflammatory signals, 
ischemia, and autoimmunity.22 It is only after the retinal nerve 
fiber layer deteriorates that disease begins to be detectable by 
visual field testing. 

Visual impairment from retinal nerve fiber damage is irreversible, 
so although treatment is typically recommended upon 
detectable damage,21 patients with elevated IOP, thin central 
corneal thicknesses, and enlarged cup/disc ratios might benefit 
from preventative treatment.23 Preventative treatment with 
IOP-reducing medication has been shown to reduce the risk 
of developing glaucoma, particularly in patients with > 13% 
estimated 5-year risk of developing POAG.24

Recently, intake of nitrates from leafy green vegetables 
(240 mg/d) has been shown to reduce the relative risk of 
developing POAG with paracentral vision loss by 44%; 
moreover, nitrate intake reduces the relative risk of developing 
all forms of POAG by 21%.25 In our bodies, nitrates are 
converted into nitrites, which can be further reduced into nitric 
oxide (NO), a signaling molecule that relaxes smooth muscles. 
Several preclinical studies have demonstrated that by relaxing 
the smooth muscles in ocular tissue (ie, TM), aqueous humor 
outflow increases, resulting in reduced IOP.26

PATHOPHYSIOLOGY OF GLAUCOMA
There is still much to be elucidated regarding the 
pathophysiology of this disease. Glaucoma is a multifactorial 
disease that results in structural and functional damage to the 
retina and optic nerve. Aqueous humor production by the ciliary 
body and its drainage through uveoscleral outflow and the TM 
modulate IOP.27 Blockage or resistance to aqueous outflow 

Figure 1. A spectrum of glaucoma progression illustrates early, undetectable 
changes through advanced disease with blindness21  

Reprinted from American Journal of Ophthalmology, 138, Weinreb RN, Friedman DS, 
Fechtner RD, et al, Risk assessment in the management of patients with ocular 
hypertension, 458-467, Copyright 2004, with permission from Elsevier.

Abbreviation: VF, visual field.
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increases IOP, leading to damage to the lamina cribrosa and, 
eventually, to the optic nerve fibers.27 

On a cellular level, many contributing mechanisms have 
been proposed to explain how ocular degeneration occurs in 
glaucoma (Figure 2).22 The axonal damage induced by high 
IOP prevents the transport of molecules that nourish the retinal 
nerve fibers, which further stresses posterior eye structures.28 
Ocular hypertension may cause microcirculation to be blocked 
(hypoxia/ischemia), and the increasing pressure surrounding 
the ocular tissue could cause the ganglion cells to be deprived 
of necessary nutrients to survive.27 In response to the stress 
and pressure, surrounding cell types, such as glial cells and 
astrocytes, may release factors that induce apoptotic cell 
death.29 High IOP may cause retinal ganglion damage and 
death by inducing an inflammatory response.22 However, 
some patients with normal IOP who have glaucoma have been 
shown to also have altered adaptive immunity, supporting the 
hypothesis that inflammatory damage can cause glaucoma, 
dependent or independent of IOP levels.30  

To complicate the matter, IOP has been shown to change 
over 24 hours, and body position during measurement also 
contributes to fluctuations in IOP.31 Twenty-four–hour monitoring 
showed that IOP levels are higher at night than during the 
day.31 Physicians who consider how therapeutic options control 
diurnal and nocturnal IOP may be better able to elect the best 
treatment plan for a patient.  

THERAPEUTIC TARGETS FOR 
GLAUCOMA TREATMENT 
The goals for managing POAG include lowering IOP and 
maintaining a target range, preventing further damage to the 
optic nerve and the retinal fiber layer, and stabilizing vision.2 
Decreasing a patient’s IOP by ≥ 25% can slow glaucoma 
progression,32 and clinicians are recommended to begin 
treatments that can reduce IOP by 20% to 30% from baseline.2 
There are multiple sites of action for lowering IOP. Decreasing 
aqueous production, lowering episcleral venous pressure, 
and increasing uveoscleral and trabecular outflow (decrease 
outflow resistance) are all mechanisms that can be targeted by 
current drug therapies or drugs that are in late-phase clinical 
development (Figure 3).

The carbonic anhydrase inhibitors (CAIs) and beta blockers 
lower IOP via aqueous suppression (Figure 3). The 
prostaglandin analogues (PGAs) lower IOP by increasing 
uveoscleral outflow, and alpha-receptor adrenergic agonists 
cause both aqueous suppression and increased uveoscleral 
outflow (Figure 3).

New therapies in development are the first to target outflow 
through the TM and other sites of action. These include 
NO-donating agents (PGAs and CAIs) and Rho kinase/
norepinephrine transporter inhibitors.

CURRENT TREATMENTS (INTRAOCULAR 
PRESSURE–LOWERING MEDICATIONS)
Prostaglandin analogues are frequently prescribed as first-line 
therapy for POAG.2 This drug class reduces IOP by increasing 
uveoscleral outflow of the aqueous humor.27 Prostaglandin 
analogues are typically administered once daily at night.27 

To treat POAG and ocular hypertension, 3 prostaglandin 
analogues (latanoprost, travoprost, and bimatoprost) were US 
Food and Drug Administration (FDA) approved between 1996 
and 2001, and they have been shown to be safe, efficacious, 
and relatively equivalent.33,34 

Beta blockers act on the beta-adrenergic receptor, which 
predominately lowers IOP by suppressing aqueous production 
in the eye.35 Adverse reactions to timolol (1%-5% of patients) 
include itching, conjunctivitis, discharge, pain, and tearing.36 
Until the emergence of PGAs, timolol was the standard of care 
for POAG. A meta-analysis of latanoprost and timolol treatment 
demonstrated that although both drug classes are effective, the 
PGA induced a greater IOP reduction.37 Currently, beta blockers 
are prescribed mostly as an alternative therapy to PGAs.2 

The alpha-receptor adrenergic agonists and CAIs can also be 
prescribed, although they do not reduce IOP as effectively as 
do PGAs.2 However, the CAI brinzolamide sustains its IOP-
lowering effects at night.38 Another alternative is pilocarpine, a 
mitotic agent that was widely prescribed before the emergence 
of timolol.39 Pilocarpine was found to not reduce IOP as 
effectively as timolol, and the compound was associated with a 
higher incidence of adverse events.39 

Figure 2. The pathophysiology of open-angle glaucoma is multifaceted. Risk 
factors, such as IOP, low OPP, and low CSF-P can affect ocular structures, 
resulting in retinal ganglion damage and glaucoma progression.22

Adapted from The Lancet, 363, Weinreb RN, Khaw PT, Primary open-angle 
glaucoma, 1711-1720, Copyright 2004, with permission from Elsevier.

Abbreviations: CSF-P, cerebrospinal fluid pressure; IOP, intraocular pressure; 
OPP, ocular perfusion pressure.
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Figure 3. Glaucoma therapies and areas targeted

Note: Netarsudil and LBN are under US Food and Drug Administration review. 

Abbreviation: LBN, latanoprostene bunod

Netter illustration used with permission of Elsevier, Inc. All rights reserved.
www.netterimages.com.
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NOVEL GLAUCOMA THERAPIES

Latanoprostene Bunod  
Nitric oxide induces smooth muscle relaxation and promotes 
vasodilation. Nitrates such as nitroglycerin and isosorbide 
mononitrates have been shown to prevent cardiovascular events, 
such as angina, by dilating arteries.40 A similar vasodilation 
mechanism as that observed in cardiovascular research occurs 
in the eye, and exposure to NO decreases IOP. In the eye, 
medications that induce production of NO have been shown 
to increase trabecular relaxation and allow aqueous humor 
outflow.26 The increased outflow can decrease IOP and reduce 
the risk of developing glaucoma. The therapeutic benefit of 
NO may extend to other eye-related mechanisms because 
the enzymes that synthesize NO in our bodies (NO synthases 
[NOSs]) are present in various ocular structures. Endothelial 
NOS is expressed in ciliary muscle, TM, Schlemm canal, and 
uveal vascular endothelium, and the enzyme’s role in muscle 
relaxation is well understood.26 In addition, the expression of 
endothelial NOS is lower in patients with POAG.41 Neuronal 
NOS is found in the retina and optic nerve. Inducible NOS is 
expressed in the iris/ciliary body and blood vessels, particularly 
when inflammation aggregates, such as in individuals with 
increased OPP.26 Figure 4 describes the mechanism by which 
NO can regulate smooth muscle relaxation.42 Latanoprostene 
bunod combines latanoprost and an NO-donating moiety and 
was approved by the FDA on November 2, 2017.43

Phase 3 APOLLO and LUNAR Trials: 
Latanoprostene Bunod vs Timolol
The phase 3 APOLLO and LUNAR trials were parallel studies 
comparing the safety and efficacy of LBN with timolol over a 
3-month period.44,45 In both studies, 1 group of patients with 
POAG or ocular hypertension received LBN, 0.024%, every 
evening at 8 pm and placebo drops at 8 am. The other group 
received timolol, 0.5%, twice daily (8 pm and 8 am). 

In the APOLLO trial, the mean baseline IOP of patients given 
LBN was 26.7 mm Hg and IOP was reduced by 8 to 9 mm Hg 
(Table 1).44 The timolol treatment group had a mean baseline 
IOP of 26.5 mm Hg; after treatment, the mean IOP was reduced 

by approximately 6.5 to 7.5 mm Hg. In total, 13% of patients 
receiving LBN, 0.024%, and 12% of patients receiving timolol, 
0.5%, experienced adverse events. Conjunctival hyperemia 
occurred in 2.8% of patients receiving LBN, 0.024%, and in 
1.5% of patients receiving timolol, 0.5%. 

In the LUNAR trial, the mean baseline IOP was 26.5 mm Hg. 
This measurement was reduced by 7.5 to 8.8 mm Hg in the 
group receiving LBN, 0.024%, and by 6.6 to 7.9 mm Hg in the 
group receiving timolol, 0.5% (Table 1).45 Both treatment arms 
experienced similar adverse events. Conjunctival hyperemia 
occurred in 9% of the patients receiving LBN, 0.024%, and in 
0.7% of the patients receiving timolol, 0.5%.
    
A long-term efficacy and safety open-label 12-month 
extension study was conducted to further assess the results 
of the APOLLO and LUNAR trials.46 After patients completed 
treatment from their respective trials, all were treated with LBN 
for an additional 9 months (APOLLO) or 3 months (LUNAR). 
Patients who crossed over from timolol treatment had an 
additional 6.3% to 8.3% decrease in diurnal IOP. The mean 
reduction in IOP for all patients was 32% to 34%. The most 
common adverse events were conjunctival hyperemia (5.9%), 
eye irritation (4.6%), and eye pain (3.5%). 

Phase 2 VOYAGER Trial: Latanoprostene Bunod vs 
Latanoprost
Although phase 3 studies compared LBN to timolol, a phase 
2 study on 413 patients with POAG or ocular hypertension 
(mean baseline IOP was approximately 26 mm Hg) was 
conducted to test the safety and efficacy of different doses 
of LBN compared with latanoprost.47 In this study, the 
investigators compared the additive effect NO had on patients 
by comparing these 2 molecules. All 4 doses of LBN tested 
(0.006%, 0.012%, 0.024%, 0.040%) reduced IOP, with the 
efficacy plateauing at 0.024% to 0.040%. A significantly greater 
reduction in mean diurnal IOP was demonstrated after a 28-day 
treatment regimen with LBN, 0.024%, (-9.00 mm Hg) than with 
latanoprost, 0.005% (-7.77 mm Hg) (P = .005) (Table 1). The 
most common adverse events were pain at the instillation site 
(12% in the LBN, 0.024%, group and 6.1% in the latanoprost, 
0.005%, group) and hyperemia (2.4% in the LBN, 0.024%, 
group and 8.5% in the latanoprost, 0.005%, group).47 

Phase 2 Constellation Trial: Latanoprostene Bunod vs 
Timolol Over 24 Hours
Significant reduction of nocturnal IOP with latanoprost was 
shown in a previous study.48 To demonstrate that LBN has a 
similar effect, a crossover phase 2 study evaluated the efficacy 
of LBN, 0.024%, over 24-hour IOP compared with that of 
timolol, 0.5%.49 The mean baseline IOP during the day in the 
sitting position was 21.6 mm Hg, whereas the measurement 
in the supine position was 24.7 mm Hg. Nocturnal mean IOP 
measured in the supine position was 25.7 mm Hg.49 Both LBN 
and timolol reduced daytime mean IOP by 2.3 to 3.9 mm Hg 
(P < .001) in either position, but only LBN sustained a more 
effective control of IOP at night compared with baseline 
(-2.5 mm Hg) (P = .002) and timolol (-2.3 mm Hg) (P = .004).49

RHO KINASE INHIBITORS 
Rho kinases modulate structural components of various 
cell types, including those in the TM and Schlemm canal. 
Rho kinases can be inhibited directly through the use 

Figure 4. Nitric oxide generated in endothelial cells of blood vessels can 
interact with the surrounding smooth muscle cells by activating guanylate 
cyclase, which converts GTP to cGMP formation. When cGMP binds to the 
surface proteins of smooth muscle cells, relaxation is induced. In addition, 
cGMP can induce platelet aggregation and cell growth/proliferation.42 

Abbreviations: cGMP, cyclic guanosine monophosphate; GTP, guanosine 
triphosphate; NOS, nitric oxide synthase.
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of pharmacologic inhibitors (netarsudil and ripasudil) or 
indirectly though NO signaling.50 The NO–cyclic guanosine 
monophosphate pathway activates protein kinase G, which 
inhibits Rho kinase (Figure 5).26  Inhibiting Rho kinase prevents 
myosin light chain phosphorylation, which prevents the 
interaction of actin and myosin and halts muscle contraction.26 
As the muscles relax, resistance in the TM decreases and 
aqueous humor outflow increases, which in turn lowers IOP.26 

 

Netarsudil 
Netarsudil (AR-13324) is an inhibitor of Rho kinase and a 
norepinephrine transporter. By inhibiting Rho kinase, the 
compound works through 3 sites of action: decreasing aqueous 
humor production, decreasing episcleral venous pressure, and 
increasing aqueous humor outflow through the TM.51,52 Netarsudil 
is currently undergoing review by the FDA. Results of recent 
phase 3 trials, ROCKET 1 and ROCKET 2, were reported at the 
2016 Annual Meeting of The Association for Research in Vision 
and Ophthalmology (Table 2).53 In each trial, netarsudil, 0.02%, 
was compared with timolol, 0.05%, in both untreated patients and 
in those previously treated with PGAs. Overall, netarsudil was 
noninferior to timolol in unmedicated patients with a baseline IOP 
< 25 mm Hg. The most common adverse event reported for a 
daily dose of netarsudil in ROCKET 2 was conjunctival hyperemia 
(50.2%). Data from the phase 3 trial, ROCKET 4, were presented 
at the 2017 Annual Meeting of The Association for Research in 
Vision and Ophthalmology (Table 2).54 The baseline IOP for that 
study was 20.7 to 22.4 mm Hg. Netarsudil reduced IOP to 16.3 
to 17.8 mm Hg, whereas timolol reduced IOP to 16.7 to 17.6 mm 
Hg.54 A netarsudil/latanoprost fixed combination, 0.02%/0.005%, 
has been evaluated in several clinical trials. Two phase 3 trials 
(Mercury 1 and Mercury 2) showed that the netarsudil/latanoprost 
fixed combination was statistically superior to netarsudil or 
latanoprost monotherapy. The combination lowered IOP 1 to 
3 mm Hg more than did each of its components.55 The most 
common adverse event for the fixed combination was conjunctival 
hyperemia (53.4%).56 

APOLLO (Phase 3)44 LUNAR (Phase 3)45 VOYAGER (Phase 2)47

Treatment LBN, 0.024%
(n = 264)

Timolol, 0.5%
(n = 123)

LBN, 0.024% 
(n = 259)

Timolol, 0.5%
(n = 128)

LBN, 0.024% 
(n = 83)

Latanoprost, 
0.005% 
(n = 82)

IOP reduction, 
mm Hg 8-9 6.7-7.4 7.5-8.8 6.6-7.9 9 7.77

Common adverse 
events

LBN, 0.024%
(n = 283)

Timolol, 0.5%
(n = 135)

LBN, 0.024%
(n = 277)

Timolol, 0.5%
(n = 135)

LBN, 0.024% 
(n = 83)

Latanoprost, 
0.005% 
(n = 82)

   Eye irritation 3.9% 2.2% 7.2% 4.4% 3.6% 0
   Conjunctival
   hyperemia 2.8% 1.5% 9.0% 0.7% 4.8% 0

   Ocular
   hyperemia NR NR 2.5% 0.7% 2.4% 8.5%

Table 1. Clinical Trials Comparing Efficacy and Safety of LBN vs Timolol or Latanoprost44,45,47

Abbreviations: IOP, intraocular pressure; LBN, latanoprostene bunod; NR, not reported.

Figure 5. Nitric oxide derived from endothelial cells can diffuse into smooth 
muscles and induce conversion of GTP to cGMP, which activates PKG. PKG 
decreases intracellular calcium levels and inhibits the Rho kinase signaling 
pathway, resulting in smooth muscle relaxation.  
Abbreviations: cGMP, cyclic guanosine monophosphate; NO, nitric oxide; NOS, 
nitric oxide synthase; PKG, protein kinase G.

cGMP

Smooth Muscle Cell

NOS NO
Endothelial Cell

L-Arginine+O2
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Rho Kinase Smooth Muscle Relaxation

Ca2+

Rocket 1 (Phase 3) Rocket 2 (Phase 3) Rocket 4 (Phase 3)

Treatment Netarsudil 
(n = 107)

Timolol 
(n = 120)

Netarsudil 
(n = 129)

Timolol 
(n = 142)

Netarsudil 
(n = 189)

Timolol 
(n = 199)

IOP reduction, 
mm Hg* 3.3-5.0 3.7-5.1 3.3-4.6 3.7-5.1 4.4-4.6 4.0-4.8

Common adverse 
event

Netarsudil 
(n = 203)

Timolol 
(n = 208)

Netarsudil 
(n = 251)

Timolol 
(n = 251)

Netarsudil 
(n = 214)

Timolol 
(n = 209)

   Conjunctival  
   hyperemia 53.2% 8.2% 50.2% 10.8% 42.2% 6.7%

Table 2. Clinical Trials With Netarsudil Comparing Efficacy and Safety vs Timolol53,54

Abbreviation: IOP, intraocular pressure.

* IOP reduction of per protocol subgroup with maximum baseline IOPs < 25 mm Hg
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Ripasudil
Ripasudil is a Rho kinase inhibitor that has been shown in 
clinical studies to be safe and effective. It has been approved 
for use in Japan since 2014.50 As monotherapy, ripasudil 
lowered IOP by 2.6 to 3.7 mm Hg at 52 weeks of treatment.57 
Combination therapy with compounds such as PGAs and beta 
blockers resulted in additive effects.57 There was a relatively 
high number (85%) of adverse drug reactions in patients. 
Conjunctival hyperemia (74.6%), blepharitis (20.2%), and 
allergic conjunctivitis (17.2%) were the most frequent adverse 
reactions documented.57 The cases of conjunctival hyperemia 
were noted to be mostly mild (97%) and resolved on their own 
(78%).57 Unlike regarding netarsudil, there are currently no 
plans to bring ripasudil to the United States. 

Nitric Oxide–Donating Bimatoprost
Bimatoprost, a prostaglandin F2a receptor analogue, lowers 
IOP by increasing uveoscleral outflow.58 NCX 470 is a dual-
action molecule that combines bimatoprost with an NO-donating 
moiety.58 Ocular treatment with NO has been shown to relax 
the Schlemm canal and TM.58 In preclinical studies, NCX 470 
increased levels of cyclic guanosine monophosphate 
(Figure 5) in ocular tissue and is more effective at decreasing 
IOP than is bimatoprost at equivalent doses.58 The first in-human 
phase 2 trials are expected to start early in 2018.59

Nitric Oxide–Donating Carbonic Anhydrase Inhibitors
The CAIs dorzolamide and brinzolamide are topical drugs that 
lower IOP and prevent ischemic damage by inhibiting aqueous 
humor production in the ciliary body.60,61 Carbonic anhydrase 
inhibition has also been shown to vasodilate blood vessels in 
the retina and optic nerve of animals.60 To enhance the effects 
of CAIs, NO moieties have been added to dorzolamide and 
brinzolamide, and preclinical studies have been conducted.61,62 

EMERGING DRUG DELIVERY METHODS

Sustained-Release Bimatoprost and Travoprost 
Implants
A phase 1/2 dose-ranging study described the efficacy of 
a sustained-release (SR) biodegradable implant containing 
bimatoprost.63 At 16 weeks, eyes treated topically with 
bimatoprost had an average IOP reduction of 8.4 mm Hg. 
During this same time point, patients who received bimatoprost 
SR (6, 10, 15, or 20 μg) experienced an IOP reduction of 7.2, 
7.4, 8.1, and 9.5 mm Hg, respectively. At 6 months, 71% of 
patients receiving bimatoprost SR did not require rescue 
or retreatment. The most common adverse event for both 
treatments was conjunctival hyperemia. Conjunctival hyperemia 
with an onset later than 2 days after the injection procedure 
occurred more often with topical bimatoprost (17.3%) than with 
the SR implant (6.7%). 

There are phase 2 trials under way that are evaluating the 
safety and efficacy of intraocular travoprost implants compared 
with timolol.64-66 Both a biodegradable and a removable 
titanium implant are being investigated by their respective 
companies.67,68

Bimatoprost Ring  
The bimatoprost insert is a silicone ring loaded with 
bimatoprost. It is inserted around conjunctival fornices of the 
eye and replaced every 6 months.69 A phase 2 randomized trial 

compared the bimatoprost ring with timolol during a 6-month 
treatment period.69 Intraocular pressure was reduced by 3.2 
to 6.4 mm Hg and by 4.2 to 6.4 mm Hg with the bimatoprost 
ring and timolol, respectively. Adverse events were similar to 
those seen with other types of bimatoprost delivery methods. 
Alternative delivery methods such as this can help increase 
the poor adherence to POAG medication, which has been 
documented in patients receiving PGA and beta blocker 
therapy.70,71

Key Take-Home Messages
• POAG is a complex and incompletely understood   
 multifactorial disease 
• Many risk factors are known; emerging risk factors may  
 include OPP and CSF-P
• Treatments are in development, with new…
 - Mechanisms of action (NO, Rho kinase inhibition) 
 - Sites of action (TM) and episcleral venous pressure
 - Drug delivery platforms (SR implants and conjunctival  
  rings)
• Reduction in IOP remains the only established treatment  
 goal

REFERENCES
1.  Quigley HA, Broman AT. The number of people with  
 glaucoma worldwide in 2010 and 2020. Br J Ophthalmol.  
 2006;90(3):262-267.
2.  American Academy of Ophthalmology. Preferred Practice  
 Pattern® Guidelines. Primary Open-Angle Glaucoma. San  
 Francisco, CA: American Academy of Ophthalmology;  
 2015.
3.  Vajaranant TS, Wu S, Torres M, Varma R. The changing  
 face of primary open-angle glaucoma in the United States:  
 demographic and geographic changes from 2011 to 2050.  
 Am J Ophthalmol. 2012;154(2):303-314.e3.
4.  Wolfs RC, Klaver CC, Ramrattan RS, van Duijn CM, Hofman A, 
 de Jong PT. Genetic risk of primary open-angle   
 glaucoma. Population-based familial aggregation study.  
 Arch Ophthalmol. 1998;116(12):1640-1645.
5.  Tielsch JM, Sommer A, Katz J, Royall RM, Quigley HA,  
 Javitt J. Racial variations in the prevalence of primary  
 open-angle glaucoma. The Baltimore Eye Survey. JAMA.  
 1991;266(3):369-374.
6.  Varma R, Ying-Lai M, Francis BA, et al; Los Angeles Latino  
 Eye Study Group. Prevalence of open-angle glaucoma  
 and ocular hypertension in Latinos: the Los Angeles Latino  
 Eye Study. Ophthalmology. 2004;111(8):1439-1448.
7.  Dueker DK, Singh K, Lin SC, et al. Corneal thickness  
 measurement in the management of primary open- 
 angle glaucoma: a report by the American Academy of  
 Ophthalmology. Ophthalmology. 2007;114(9):1779-1787.
8.  Ren R, Jonas JB, Tian G, et al. Cerebrospinal fluid  
 pressure in glaucoma: a prospective study. Ophthalmology. 
 2010;117(2):259-266.
9.  Berdahl JP, Allingham RR, Johnson DH. Cerebrospinal  
 fluid pressure is decreased in primary open-angle   
 glaucoma. Ophthalmology. 2008;115(5):763-768.
10.  Tielsch JM, Katz J, Sommer A, Quigley HA, Javitt JC.  
 Hypertension, perfusion pressure, and primary open-angle
 glaucoma. A population-based assessment. Arch   
 Ophthalmol. 1995;113(2):216-221.
11.  Bonomi L, Marchini G, Marraffa M, Bernardi P, Morbio R, 
 Varotto A. Vascular risk factors for primary open
 angle glaucoma: the Egna-Neumarkt Study.   
 Ophthalmology. 2000;107(7):1287-1293.



9
For instant processing, complete the CME Post Test online

https://tinyurl.com/glaucomapressureCME

12.  Quigley HA, West SK, Rodriguez J, Munoz B, Klein R,  
 Snyder R. The prevalence of glaucoma in a population- 
 based study of Hispanic subjects: Proyecto VER. Arch  
 Ophthalmol. 2001;119(12):1819-1826.
13.  Leske MC, Wu SY, Hennis A, Honkanen R, Nemesure B; 
 BESs Study Group. Risk factors for incident open-
 angle glaucoma: the Barbados Eye Studies.   
 Ophthalmology. 2008;115(1):85-93.
14.  Khawaja AP, Crabb DP, Jansonius NM. Time to abandon  
 over-simplified surrogates of ocular perfusion pressure in  
 glaucoma research. Acta Ophthalmol. 2015;93(1):e85-e86.
15.  Khawaja AP, Crabb DP, Jansonius NM. The role of ocular  
 perfusion pressure in glaucoma cannot be studied with  
 multivariable regression analysis applied to surrogates.  
 Invest Ophthalmol Vis Sci. 2013;54(7):4619-4620.
16.  Ramdas WD, Wolfs RC, Hofman A, de Jong PT, Vingerling JR, 
 Jansonius NM. Ocular perfusion pressure and the   
 incidence of glaucoma: real effect or artifact? The 
 Rotterdam Study. Invest Ophthalmol Vis Sci. 2011;52(9):
 6875-6881.
17.  Mitchell P, Lee AJ, Rochtchina E, Wang JJ. Open-angle  
 glaucoma and systemic hypertension: the Blue Mountains  
 Eye Study. J Glaucoma. 2004;13(4):319-326.
18.  Topouzis F, Wilson MR, Harris A, et al. Association of  
 open-angle glaucoma with perfusion pressure status in the  
 Thessaloniki Eye Study. Am J Ophthalmol. 2013;155(5):
 843-851.
19.  Kang JH, Loomis SJ, Rosner BA, Wiggs JL, Pasquale LR. 
 Comparison of risk factor profiles for primary open- 
 angle glaucoma subtypes defined by pattern of visual  
 field loss: a prospective study. Invest Ophthalmol Vis Sci.  
 2015;56(4):2439-2448.
20.  Miglior S, Torri V, Zeyen T, Pfeiffer N, Vaz JC, Adamsons I; 
 EGPS Group. Intercurrent factors associated with the 
 development of open-angle glaucoma in the European  
 Glaucoma Prevention Study. Am J Ophthalmol. 2007;144(2):
 266-275.
21.  Weinreb RN, Friedman DS, Fechtner RD, et al. Risk  
 assessment in the management of patients with ocular  
 hypertension. Am J Ophthalmol. 2004;138(3):458-467.
22.  Weinreb RN, Khaw PT. Primary open-angle glaucoma.  
 Lancet. 2004;363(9422):1711-1720.
23.  Kass MA, Heuer DK, Higginbotham EJ, et al. The Ocular  
 Hypertension Treatment Study: a randomized trial   
 determines that topical ocular hypotensive medication  
 delays or prevents the onset of primary open-angle  
 glaucoma. Arch Ophthalmol. 2002;120(6):701-713.
24.  Kass MA, Gordon MO, Gao F, et al; Ocular Hypertension  
 Treatment Study Group. Delaying treatment of ocular  
 hypertension: the Ocular Hypertension Treatment Study.  
 Arch Ophthalmol. 2010;128(3):276-287.
25.  Kang JH, Willett WC, Rosner BA, Buys E, Wiggs JL,  
 Pasquale LR. Association of dietary nitrate intake with  
 primary open-angle glaucoma: a prospective analysis from  
 the Nurses’ Health Study and Health Professionals Follow- 
 up Study. JAMA Ophthalmol. 2016;134(3):294-303.
26.  Cavet ME, Vittitow JL, Impagnatiello F, Ongini E, Bastia E. 
 Nitric oxide (NO): an emerging target for the treatment of  
 glaucoma. Invest Ophthalmol Vis Sci. 2014;55(8):5005- 5015.
27.  Weinreb RN, Aung T, Medeiros FA, et al. The   
 pathophysiology and treatment of glaucoma: a review.  
 JAMA. 2014;311(18):1901-1911.
28.  Quigley HA, McKinnon SJ, Zack DJ, et al. Retrograde  
 axonal transport of BDNF in retinal ganglion cells is blocked  
 by acute IOP elevation in rats. Invest Ophthalmol Vis Sci.  
 2000;41(11):3460-3466.

29.  Tezel G. TNF-alpha signaling in glaucomatous   
 neurodegeneration. Prog Brain Res. 2008;173:409-421.
30.  Tezel G, Edward DP, Wax MB. Serum autoantibodies  
 to optic nerve head glycosaminoglycans in patients with  
 glaucoma. Arch Ophthalmol. 1999;117(7):917-924.
31.  Liu JH, Zhang X, Kripke DF, Weinreb RN. Twenty-four-
 hour intraocular pressure pattern associated with   
 early glaucomatous changes. Invest Ophthalmol Vis Sci.  
 2003;44(4):1586-1590.
32.  Heijl A, Leske MC, Bengtsson B, Hyman L, Bengtsson B,
 Hussein M; Early Manifest Glaucoma Trial Group.   
 Reduction of intraocular pressure and glaucoma   
 progression: results from the Early Manifest Glaucoma Trial.  
 Arch Ophthalmol. 2002;120(10):1268-1279.
33.  van der Valk R, Webers CA, Schouten JS, Zeegers MP,  
 Hendrikse F, Prins MH. Intraocular pressure-lowering  
 effects of all commonly used glaucoma drugs: a meta- 
 analysis of randomized clinical trials. Ophthalmology.  
 2005;112(7):1177-1185.
34.  Parrish RK, Palmberg P, Sheu WP; XLT Study Group.  
 A comparison of latanoprost, bimatoprost, and travoprost  
 in patients with elevated intraocular pressure: a 12-week,  
 randomized, masked-evaluator multicenter study. Am J  
 Ophthalmol. 2003;135(5):688-703.
35.  Sonntag JR, Brindley GO, Shields MB. Effect of timolol  
 therapy on outflow facility. Invest Ophthalmol Vis Sci.  
 1978;17(3):293-296.
36.  Timolol GFS [package insert]. Princeton, NJ: Sandoz Inc;  
 2011.
37.  Zhang WY, Po AL, Dua HS, Azuara-Blanco A. Meta-analysis  
 of randomised controlled trials comparing latanoprost with
 timolol in the treatment of patients with open angle 
 glaucoma or ocular hypertension. Br J Ophthalmol. 2001;
 85(8):983-990.
38.  Liu JH, Medeiros FA, Slight JR, Weinreb RN. Comparing  
 diurnal and nocturnal effects of brinzolamide and timolol  
 on intraocular pressure in patients receiving latanoprost  
 monotherapy. Ophthalmology. 2009;116(3):449-454.
39.  Vogel R, Crick RP, Mills KB, et al. Effect of timolol versus
 pilocarpine on visual field progression in patients with 
 primary open-angle glaucoma. Ophthalmology. 1992;99(10):
 1505-1511.
40.  Parker JD, Parker JO. Nitrate therapy for stable angina  
 pectoris. N Engl J Med. 1998;338(8):520-531.
41.  Nathanson JA, McKee M. Alterations of ocular nitric oxide  
 synthase in human glaucoma. Invest Ophthalmol Vis Sci.  
 1995;36(9):1774-1784.
42.  Murad F. Shattuck Lecture. Nitric oxide and cyclic GMP  
 in cell signaling and drug development. N Engl J Med.  
 2006;355(19):2003-2011.
43. Nicox. Bausch + Lomb and Nicox announce FDA approval  
 of Vyzulta™ (latanoprostene bunod ophthalmic solution),  
 0.024%. http://www.nicox.com/news-media/bausch-lomb- 
 nicox-announce-fda-approval-vyzulta-latanoprostene- 
 bunod-ophthalmic-solution-0-024. Published November 2,  
 2017. Accessed November 3, 2017.
44.  Weinreb RN, Scassellati Sforzolini B, Vittitow J, Liebmann J.  
 Latanoprostene bunod 0.024% versus timolol maleate 0.5%
 in subjects with open-angle glaucoma or ocular hypertension: 
 the APOLLO Study. Ophthalmology. 2016;123(5):965-973.
45.  Medeiros FA, Martin KR, Peace J, Scassellati Sforzolini B,  
 Vittitow JL, Weinreb RN. Comparison of latanoprostene  
 bunod 0.024% and timolol maleate 0.5% in open-angle  
 glaucoma or ocular hypertension: the LUNAR Study. Am J  
 Ophthalmol. 2016;168:250-259.



10

46.  Vittitow JL, Liebmann JM, Kaufman PL, Medeiros FA,  
 Martin KR, Weinreb RN. Long-term efficacy and safety of
 latanoprostene bunod 0.024% for intraocular pressure  
 lowering in patients with open-angle glaucoma or ocular
 hypertension: APOLLO and LUNAR studies. Paper  
 presented at: 2016 Annual Meeting of The Association for  
 Research in Vision and Ophthalmology; May 1-5, 2016;  
 Seattle, WA.
47.  Weinreb RN, Ong T, Scassellati Sforzolini B, Vittitow JL,
 Singh K, Kaufman PL; VOYAGER Study Group. 
 A randomised, controlled comparison of latanoprostene  
 bunod and latanoprost 0.005% in the treatment of ocular  
 hypertension and open angle glaucoma: the VOYAGER  
 Study. Br J Ophthalmol. 2015;99(6):738-745.
48.  Liu JH, Kripke DF, Weinreb RN. Comparison of the  
 nocturnal effects of once-daily timolol and latanoprost on  
 intraocular pressure. Am J Ophthalmol. 2004;138(3):
 389-395.
49.  Liu JH, Slight JR, Vittitow JL, Scassellati Sforzolini B,  
 Weinreb RN. Efficacy of latanoprostene bunod 0.024%  
 compared with timolol 0.5% in lowering intraocular pressure  
 over 24 hours. Am J Ophthalmol. 2016;169:249-257.
50.  Lu LJ, Tsai JC, Liu J. Novel pharmacologic candidates for
 treatment of primary open-angle glaucoma. Yale J Biol Med. 
 2017;90(1):111-118.
51.  Lewis RA, Levy B, Ramirez N, Kopczynski CC, Usner DW,  
 Novack GF; PG324-CS201 Study Group. Fixed-dose  
 combination of AR-13324 and latanoprost: a double- 
 masked, 28-day, randomised, controlled study in patients  
 with open-angle glaucoma or ocular hypertension. Br J  
 Ophthalmol. 2016;100(3):339-344.
52.  Bacharach J, Dubiner HB, Levy B, Kopczynski CC,  
 Novack GD; AR-13324-CS202 Study Group. Double- 
 masked, randomized, dose-response study of AR-13324  
 versus latanoprost in patients with elevated intraocular  
 pressure. Ophthalmology. 2015;122(2):302-307.
53.  Bacharach J, Heah T, Ramirez N, Kopczynski CC, Novack GD. 
 AR-13324 ophthalmic solution 0.02%: topline results  
 of two phase 3 clinical studies in patients with open angle  
 glaucoma and ocular hypertension. Paper presented at:  
 2016 Annual Meeting of The Association for Research in  
 Vision and Ophthalmology; May 1-5, 2016; Seattle, WA.
54.  Khouri AS, Heah T, Kopczynski C, Novack GD. A double-
 masked, randomized, parallel study of netarsudil   
 ophthalmic solution, 0.02% QD compared to timolol  
 maleate ophthalmic solution, 0.5% BID in patients with
 elevated intraocular pressure (ROCKET-4). Paper   
 presented at: 2017 Annual Meeting of The Association  
 for Research in Vision and Ophthalmology; May 7-11, 2017;  
 Baltimore, MD.
55.  Aerie Pharmaeuticals. Roclatan (netarsudil/latanoprost  
 ophthalmic solution) 0.02% / 0.005%. http://aeriepharma. 
 com/products-at-a-glance/#Roclatan. Accessed 
 September 12, 2017.
56. Serle J. 3-month interim report of a prospective 12-month  
 safety and efficacy study of topical PG324 (fixed   
 combination of netarsudil 0.02% and latanoprost 0.005%)  
 compared to the individual components in subjects with  
 elevated intraocular pressure (MERCURY 1). Paper  
 presented at: 2017 Annual Meeting of The Association for  
 Research in Vision and Ophthalmology; May 7-11, 2017;
 Baltimore, MD.
57.  Tanihara H, Inoue T, Yamamoto T, et al; K-115 Clinical  
 Study Group. One-year clinical evaluation of 0.4% ripasudil  
 (K-115) in patients with open-angle glaucoma and ocular  
 hypertension. Acta Ophthalmol. 2016;94(1):e26-e34.

58.  Impagnatiello F, Toris CB, Batugo M, et al. Intraocular  
 pressure-lowering activity of NCX 470, a novel nitric oxide-
 donating bimatoprost in preclinical models. Invest   
 Ophthalmol Vis Sci. 2015;56(11):6558-6564.
59.  Antipolis S. Nicox provides clinical and regulatory update  
 for NCX 470 for IOP lowering. Nicox Web site. http://www. 
 nicox.com/news-media/nicox-provides-clinical-regulatory- 
 update-ncx-470-iop-lowering-2. Published January 24,  
 2017. Accessed September 12, 2017.
60.  Torring MS, Holmgaard K, Hessellund A, Aalkjaer C, Bek T. 
 The vasodilating effect of acetazolamide and dorzolamide 
 involves mechanisms other than carbonic anhydrase 
 inhibition. Invest Ophthalmol Vis Sci. 2009;50(1):345-351.
61.  Huang Q, Rui EY, Cobbs M, et al. Design, synthesis,  
 and evaluation of NO-donor containing carbonic anhydrase  
 inhibitors to lower intraocular pressure. J Med Chem.  
 2015;58(6):2821-2833.
62.  Carradori S, Mollica A, De Monte C, Ganese A, Supuran CT. 
 Nitric oxide donors and selective carbonic anhydrase  
 inhibitors: a dual pharmacological approach for the  
 treatment of glaucoma, cancer and osteoporosis.   
 Molecules. 2015;20(4):5667-5679.
63.  Lewis RA, Christie WC, Day DG, et al; Bimatoprost SR  
 Study Group. Bimatoprost sustained-release implants for  
 glaucoma therapy: 6-month results from a phase I/II clinical  
 trial. Am J Ophthalmol. 2017;175:137-147.
64.  Wilson C, Sall KN, Bafna S, et al. Results of a randomized,  
 double-masked, parallel-arm phase 2b study evaluating  
 the safety and efficacy of OTX-TP (travoprost insert)  
 compared to timolol drops for the treatment of patients with
 open-angle glaucoma or ocular hypertension. Paper  
 presented at: 2017 Annual Meeting of The Association  
 for Research in Vision and Ophthalmology; May 7-11, 2017;  
 Baltimore, MD.
65.  Glaukos Corporation. Study comparing travoprost   
 intraocular implants to timolol ophthalmic solution.   
 ClinicalTrials.gov Web site. https://clinicaltrials.gov/ct2/ 
 show/NCT02754596. Updated April 27, 2016. Accessed  
 September 12, 2017.
66.  Envisia Therapeutics. Safety and efficacy of ENV515  
 travoprost extended release (XR) in patients with bilateral
 ocular hypertension or primary open angle glaucoma.  
 ClinicalTrials.gov Web site. https://clinicaltrials.gov/ct2/ 
 show/NCT02371746. Updated August 17, 2017. Accessed  
 September 12, 2017.
67.  Envisia Therapeutics. ENV515. http://www.envisiatherapeutics.com/
 env515. Accessed September 12, 2017.
68.  Glaukos Corporation. Glaukos will begin phase II clinical  
 trial for iDoseTM travoprost intraocular implant in glaucoma  
 patients. http://investors.glaukos.com/Investors/Press- 
 Releases/Press-Release-Details/2016/Glaukos-Will-Begin- 
 Phase-II-Clinical-Trial-for-iDose-Travoprost-Intraocular- 
 Implant-in-Glaucoma-Patients/default.aspx. Published  
 January 7, 2016. Accessed September 12, 2017.
69.  Brandt JD, Sall K, DuBiner H, et al. Six-month intraocular  
 pressure reduction with a topical bimatoprost ocular  
 insert: results of a phase II randomized controlled study.  
 Ophthalmology. 2016;123(8):1685-1694.
70.  Okeke CO, Quigley HA, Jampel HD, et al. Adherence with  
 topical glaucoma medication monitored electronically: the
 Travatan Dosing Aid study. Ophthalmology. 2009;116(2):
 191-199.
71.  Schwartz GF, Reardon G, Mozaffari E. Persistency  
 with latanoprost or timolol in primary open-angle glaucoma  
 suspects. Am J Ophthalmol. 2004;137(1)(suppl):S13-S16.



11
For instant processing, complete the CME Post Test online

https://tinyurl.com/glaucomapressureCME

CME POST TEST QUESTIONS
To obtain AMA PRA Category 1 Credit™ for this activity, complete the CME Post Test by writing the best answer to each 
question in the Answer Box located on the Activity Evaluation/Credit Request form on the following page. Alternatively, you can 
complete the CME Post Test online at http://tinyurl.com/glaucomapressureCME.

See detailed instructions at To Obtain AMA PRA Category 1 Credit™ on page 2. 

For instant processing, complete the CME post test online at 
http://tinyurl.com/glaucomapressureCME.

1. For the treatment of POAG, which of the following is the  
 correct pairing of drug class and site of action?
 a. Beta blocker: decreasing episcleral venous pressure
 b. PGA: decreasing aqueous humor production
 c. CAI: increasing uveoscleral outflow
 d. Rho kinase inhibitor: increasing trabecular outflow 

2. How does LBN decrease IOP?
 a. By decreasing aqueous production and increasing  
  trabecular outflow resistance
 b. By decreasing uveoscleral outflow and opening the  
  iridocorneal angle
 c. By decreasing trabecular outflow resistance and  
  increasing uveoscleral outflow
 d. By opening the iridocorneal angle and decreasing  
  aqueous production

3. Nitric oxide lowers IOP by decreasing:
 a. Episcleral venous pressure
 b. Resistance to trabecular outflow 
 c. Aqueous fluid production
 d. Uveoscleral outflow

4. Which therapy increases trabecular and uveoscleral 
 outflow?
 a. LBN
 b. Timolol
 c. Bimatoprost
 d. Netarsudil

5. A phase 3 trial compared an NO-donating formulation of  
 latanoprost, LBN, with timolol. Which of the following is  
 TRUE regarding this trial?
 a. The study population excluded patients with ocular  
  hypertension
 b. The study design was open label
 c. Patients treated with LBN achieved more IOP 
  reduction than those treated with timolol
 d. The most common treatment-emergent adverse  
  events were mild to moderate and included 
  conjunctival hyperemia in both treatment groups

6. A phase 3 trial compared a Rho kinase inhibitor, 
 netarsudil, with timolol. Which of the following is TRUE  
 regarding this trial?
 a. The study population included only patients with  
  previously untreated glaucoma
 b. Netarsudil was shown to be superior to timolol in  
  patients with a baseline IOP < 25 mm Hg 
 c. Patients who had a baseline IOP < 25 mm Hg  
  achieved an IOP reduction of ≥ 3.3 mm Hg after  
  receiving netarsudil
 d. Among patients with a baseline IOP < 25 mm Hg,  
  timolol treatment lead to conjunctival hyperemia 
  in < 5% of patients

7. Which therapies promote smooth muscle relaxation 
 of the TM?
 a. Netarsudil and bimatoprost ring 
 b. NO-donating bimatoprost and CAIs
 c. Latanoprost and netarsudil
 d. LBN and netarsudil

8. Which of the following decreases the risk for developing  
 glaucoma?
 a. Being Hispanic
 b. Increasing intake of dietary nitrates 
 c. Having a corneal thickness < 555 μm
 d. Having high myopia
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