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Glaucoma is a progressive optic neuropathy and is the leading cause of irreversible 

blindness worldwide.1 Despite substantial improvements in technology, therapies, and 

our understanding of the disease, people continue to go blind from glaucoma due to 

inadequate disease control.1 Medical treatment is initiated with a single topical hypotensive agent, 

as recommended by the European Glaucoma Society.2 However, monotherapy may be insufficient 

in many patients, because target pressure is not achieved and/or glaucoma progression cannot be 

prevented by use of a single agent. In these cases, combination therapy is needed.2 A combination 

of drugs from different classes with distinct mechanism of actions can be administered either as 

two separate medications or as a fixed combination. The latter has advantages as they require fewer 

drops to be applied and thus may improve adherence, and decrease exposure to preservatives. 

The fixed combination of tafluprost 0.0015% and timolol 0.5% (TAF/TIM FC) is preservative free, 

avoiding the irritation, and other ocular symptoms, associated with preservatives.3 This combination 

has been found to be equivalent to the nonfixed combination of tafluprost 0.0015% and timolol 

0.5% dosed concomitantly in terms of intraocular pressure (IOP) control and safety.4 It has also 

been shown to be superior to each of its individual preservative-free components.5

At this year’s European Society of Ophthalmology (SOE) congress, which was held on 13–16 

June 2019, in Nice, France, data were released from the VISIONARY study. This was a multicentre, 

European prospective study that evaluated the effectiveness, tolerability and safety of TAF/TIM 

FC in routine clinical practice in adults with open-angle glaucoma (OAG) and ocular hypertension 

who demonstrated an insufficient response to previous monotherapy treatment with topical 

beta blockers or prostaglandin analogues.6 In an expert interview, Dr Oddone discusses the 

findings of the VISIONARY study.

Q.  In open angle glaucoma, how much of a problem is insufficient 
response to monotherapy with beta blockers or prostaglandin 
analogues – is effective treatment for this group a substantial 
unmet need?

An insufficient response to any hypotensive therapy in glaucoma can be defined as an intraocular 

IOP above a pre-defined target or as an evidence of disease progression despite the pre-defined 

target having been reached, indicating that a lower target is required to control the disease. To 

answer the question about how much this is a problem in patients treated with either beta blockers 

or prostaglandin analogues, we can refer to the results of major randomised controlled trials (RCTs). 

For example, the United Kingdom Glaucoma Treatment Study showed us that 15.2% of patients 
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may show evidence of visual field progression when initially treated with 

a prostaglandin analogue monotherapy.7 In terms of beta-blockers, in the 

Low Pressure Glaucoma Treatment Study 39.2% of patients treated with 

beta-blocker monotherapy showed evidence of visual field progression,8 

indicating the necessity for intensification of the hypotensive therapy 

to control the disease. Moreover, in the Collaborative Initial Glaucoma 

Treatment Study, where a demanding individualised target IOP was set, 

within 2 years of enrolment, 75% of the patient population required more 

than one hypotensive drug to reach that target.9

Based on these data, and on the findings from daily clinical practice, 

insufficient response to monotherapy with beta blockers or prostaglandin 

analogues is an issue for a significant proportion of patients at an early 

or later stage of their disease, and thus an effective and convenient 

treatment after monotherapy is needed.

Q.  The VISIONARY study used a fixed-
dose combination of topical tafluprost 
(0.0015%) and timolol (0.5%) to treat open 
angle glaucoma in patients who showed 
insufficient response to monotherapy. 
What was the rationale behind the study 
design and is this a novel treatment combination 
for such patients?

Where monotherapies do not control the disease, fixed combination 

therapy may provide several additional benefits such as improved IOP 

control, reduced number of daily administrations and reduced exposure 

to preservatives. TAF/TIM FC has been shown to be efficacious and 

well tolerated in phase III RCTs and in diverse real-world settings over a 

4–16 week period.4,5,10–12 The VISIONARY study investigated its effectiveness 

and tolerability in a broad population with an insufficient response to 

either beta blockers or prostaglandin analogues monotherapy over a 

longer period of time.6

Q.  Why did the VISIONARY study use a ‘real-
world’ population of patients with open angle 
glaucoma in routine clinical practice? Have 
there been other clinical trials on this drug 
combination in other patient populations with 
open angle glaucoma?

As mentioned before, the explanatory RCTs performed for regulatory 

purposes demonstrated both the superiority of this fixed combination 

compared to the individual components and the equivalence compared 

to their concomitant use.4,5 Nevertheless, although RCTs remain the gold 

standard approach for robust assessment of efficacy and safety for 

new medicines undergoing regulatory approval, observational studies 

may provide complementary insights concerning those patients that 

ophthalmologists are most likely to see in clinic. For example, these 

patients may present with varying degrees of relevant comorbidities that 

might exclude them from participation in traditional RCTs. In addition, 

observational studies reflect real-world practice regarding treatment 

switch, where patients may be changed to a new topical glaucoma 

medication or formulation without prior treatment washout. Moreover, 

large-scale observational studies may provide relevant information 

regarding safety issues that may be not provided by regulatory RCTs. These 

aspects of observational studies broaden the evidence base for existing 

treatments, providing important and relevant data that may support 

ophthalmologists in decision making in regard to therapeutic options.

Q.  Preliminary results from the VISIONARY 
study were released at European Society 
of Ophthalmology 2019; what were the key 
efficacy findings?

The preliminary results of the VISIONARY study presented at the SOE 

congress in 2019 showed that TAF/TIM FC provided an overall additional 

25.3% reduction of IOP in patients treated with either beta-blocker 

or prostaglandin analogue monotherapies. I think this represents an 

interesting finding that may contribute to the process of decision making 

in clinical practice.

Q.  What were the key preliminary safety/
tolerability findings from the VISIONARY 
study?

The most interesting finding was a 43.6% reduction in conjunctival 

hyperaemia compared to previously used therapies. Moreover, more 

than one-third of the patient population experienced improvements in 

dry eye symptoms such as irritation and foreign body sensations. These 

tolerability findings are particularly relevant if we remember that the 

ultimate goal of any glaucoma treatment is to protect the quality of life 

of the patient which could be primarily compromised by the side effects 

of topical drugs.

Q.  Given the VISIONARY study findings, are 
combinations, such as topical tafluprost and 
timolol, likely to be the future of open angle 
glaucoma treatment in patients who show 
insufficient response to monotherapy?

The VISIONARY study showed that in real-world clinical practice, that TAF/

TIM FC may provide significant IOP reductions in patients with OAG and 

ocular hypertension who are insufficiently controlled on prostaglandin 

analogues or beta-blocker monotherapy. Based on these findings, we 

can say that prostaglandin analogue fixed combinations, such as TAF/TIM can say that prostaglandin analogue fixed combinations, such as TAF/TIM 

FC, may represent an efficient choice to control IOP in patientsFC, may represent an efficient choice to control IOP in patients showing an 

insufficient response to monotherapies. 
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