
O R I G I N A L  R E S E A R C H

Triple Fixed-Combination Bimatoprost/Brimonidine/ 
Timolol in Glaucoma and Ocular Hypertension 
in India: A Multicenter, Open-Label, Phase 3 Study
Meena G Menon1, Margot L Goodkin 2

1Glaucoma Services, Sankara Eye Hospital, Bangalore, Karnataka, India; 2Ophthalmology Clinical Development, Allergan (an AbbVie Company), Irvine, CA, USA

Correspondence: Meena G Menon, Glaucoma Services, Sankara Eye Hospital, Bangalore, Karnataka, India, Email meenagm@gmail.com 

Introduction: To evaluate the intraocular pressure (IOP)-lowering efficacy and safety of a triple fixed-combination of bimatoprost, 
brimonidine, and timolol (TFC) in patients with glaucoma or ocular hypertension (OHT) treated with fixed-combination or unfixed 
brimonidine and timolol therapy (dual-combination therapy).
Methods: In this multicenter, open-label, phase 3 study, patients who received 4–8 weeks of dual-combination therapy twice daily and 
had an IOP >18 and <34 mmHg in at least one eye were switched (at baseline) to treatment with TFC twice daily for 12 weeks. At 
Weeks 4, 8, and 12 on TFC, IOP was assessed at Hours 0, 2, and 8. Primary efficacy variable: mean diurnal IOP change from baseline 
in the study eye at Week 12 (modified intent-to-treat [mITT] population). Sensitivity (per-protocol [PP] population) and subgroup (≤65 
vs >65 years) analyses were performed. Safety, including adverse events (AEs), was assessed at each visit.
Results: Of 126 patients enrolled, 121 and 103 formed the mITT/safety and PP populations, including 109 (90.1%) and 94 (91.3%) who 
completed the study, respectively. In the mITT/safety population, mean age was 58.6 years. Patients had open-angle glaucoma (51.2%), 
angle-closure glaucoma with patent iridotomy (36.4%), and/or OHT (13.2%). At Week 12, the mean diurnal change in IOP from dual 
combination-treated baseline was statistically significant (P<0.001) with TFC in the mITT (–3.98 mmHg) and PP (–4.22 mmHg) 
populations. Results were similar at all visits, regardless of the age subgroup. The most frequent treatment-related AEs were conjunctival 
hyperemia (14.0%) and dry eye (4.1%); 5.8% of the patients discontinued treatment due to ocular AEs.
Conclusion: TFC offers a beneficial therapeutic alternative for patients with glaucoma or OHT whose IOP is not sufficiently controlled 
with dual-combination therapy. Safety and efficacy findings support those of published studies of TFC in primary open-angle glaucoma 
and OHT, despite differences in study designs.
Keywords: glaucoma, intraocular pressure, prostaglandin analog, alpha-agonist, beta-blocker, combination therapy

Introduction
To date, prostaglandin analogs/prostamides (PGAs) remain the most effective intraocular pressure (IOP)-lowering monothera-
pies for open-angle glaucoma (OAG) and ocular hypertension (OHT).1–6 Nonetheless, use of multiple medications is often 
required to maintain sufficient IOP lowering, and combination therapies are frequently used to achieve this goal and prevent 
disease progression.7 Compared with unfixed combinations, fixed combinations increase convenience, reduce costs, and improve 
treatment adherence, while minimizing medication washout and lowering exposure to preservatives and adverse event (AE) 
frequency or severity.8–11 PGA-containing dual fixed combinations have been shown to be more effective in lowering IOP than 
PGA monotherapies.4,12–22 Moreover, there is clinical evidence suggesting that brimonidine (an α-adrenergic agonist) has the 
potential to provide IOP lowering and neuroprotection.23–26

Two randomized, double-masked, multicenter, phase 3 studies of a triple fixed combination (TFC) containing 
bimatoprost 0.01%, brimonidine 0.15%, and timolol 0.5% (corresponding to 0.68% timolol maleate in the formulation, 
and referred to as “timolol 0.5%” hereafter) used twice daily in patients with primary OAG and OHT have demonstrated 
superiority of TFC over dual fixed-combination brimonidine 0.2%/timolol 0.5%, following washout of prior therapy.27,28 
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Findings have led to the approval of TFC by regulatory agencies in 5 countries (Brazil, Chile, Colombia, Ecuador, and 
Mexico). Thus, we hypothesized that TFC may result in additional IOP lowering beyond that of ongoing treatment 
without causing new, unexpected AEs in patients who were already treated with brimonidine 0.2%/timolol 0.5% dual- 
combination therapy (fixed or unfixed) at baseline, and who were not subjected to a washout period.

The present study, conducted in India, was designed to evaluate the efficacy and safety of TFC in patients with 
glaucoma or OHT who continued to have IOP above target after run-in on fixed or unfixed brimonidine 0.2%/timolol 
0.5% dual-combination therapy.

Methods
Study Design
This open-label, multicenter, 12-week, phase 3 study (ClinicalTrials.gov identifier: NCT01216943) was conducted 
between November 29, 2010 and August 18, 2012 at 11 study centers in India.

Study Population
Eligible participants were ≥18 years of age with a diagnosis in each eye of either OHT; chronic or primary OAG; chronic 
angle-closure glaucoma with patent iridotomy; pseudoexfoliative glaucoma; or pigmentary glaucoma, requiring bilateral 
administration of IOP-lowering treatment. Additional key inclusion criteria were baseline medicated IOP >18 mmHg and 
<34 mmHg at Hour 0 (between 6:30 and 9:30 AM) in at least 1 eye after 4 to 8 weeks of treatment with the run-in dual- 
combination therapy, and best-corrected visual acuity (BCVA) 20/200 or better in both eyes.

Key exclusion criteria were as follows: known allergy, hypersensitivity, or contraindication to the study medication or 
any of its components; active ocular disease other than glaucoma or OHT (except chronic mild blepharitis, cataract, age- 
related macular degeneration, or background diabetic retinopathy, which could be enrolled at the discretion of the 
investigator); use of ocular PGAs within 4 weeks prior to baseline; recent or anticipated changes in therapy for chronic 
conditions with agents that could affect IOP; use of other ocular medications during the study (except intermittent use of 
artificial tears, topical decongestants or antihistamine >24 h prior to a scheduled study visit); functionally significant 
visual field loss or evidence of progressive visual field loss within 1 year prior to baseline; corneal abnormalities that 
could preclude accurate IOP readings with applanation tonometry; use of corticosteroids within defined exclusion periods 
prior to baseline (depending on the administration route) and through the study period; incisional surgery or laser 
procedure within defined exclusion periods prior to baseline (depending on the procedure); and ocular hyperemia or other 
active ocular surface findings ≥+0.5 at baseline.

Treatment
At the prestudy visit, all eligible patients initiated a run-in period (at least 4 and up to 8 weeks) using only the dual- 
combination therapy (COMBIGAN® [Allergan, an AbbVie company; North Chicago, IL, USA] or two adjunctive 
monotherapies of brimonidine and timolol) instilled twice daily (between 7:00–10:00 AM and 7:00–10:00 PM) in 
each eye. Patients who were already using fixed or unfixed brimonidine 0.2%/timolol 0.5% dual-combination therapy at 
the time of the prestudy visit should have taken this dual combination for at least 4 weeks before the baseline visit. 
Patients who were taking any other IOP-lowering medications were to discontinue all of these additional medications at 
the prestudy visit in order to have at least 4 weeks of run-in on dual combination alone before the baseline visit. The last 
dose of run-in dual-combination therapy was administered after the Hour-0 assessments at the baseline visit (Day 0). The 
first dose of TFC was instilled the evening of the baseline visit, after completion of the Hour-8 assessments, and then was 
self-administered twice daily in each eye at 12-hour intervals (as described above) for 12 weeks. On visit days, the 
morning dose of TFC was instilled at the site after the Hour-0 measurements.

Each study medication kit contained two multidose bottles of TFC (preserved with benzalkonium chloride [BAK] 50 
ppm) representing a month’s supply.
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Assessments
IOP was determined by Goldmann applanation tonometry at the prestudy visit, as well as Hours 0 (pre-instillation), 2, 
and 8 at baseline and Weeks 4, 8, and 12. Each IOP assessment consisted of two consecutive measurements in each eye; 
if the measurements differed by ≤2 mmHg, the IOP value for the given eye was the mean of both measurements. 
Otherwise, a third measurement was taken, and the IOP value for the given eye was the median of all three measure-
ments. IOP was expected to be assessed at approximately the same time at each visit by the same evaluator. If it was not 
possible, the evaluators were to overlap (ie, examine the patient together and discuss findings) for at least one visit.

AEs were collected following standard clinical trial procedure and graded as mild, moderate, severe, or “not 
applicable” (for findings not graded for severity). Biomicroscopic examinations were performed without pupil dilation 
using a slit lamp, and assessed per a standard 5-point scale (none/0; trace/+0.5; mild/+1; moderate/+2; and severe/+3), 
except lens status, which was assessed for nuclear, cortical, and posterior subcapsular opacities following pupil dilation, 
using a 4-point scale (none/0; mild/+1; moderate/+2; and severe/+3). Specific standardized scales with pictorial or 
published guidelines were used for anterior chamber inflammation (which, if present, was graded based on standardized 
nomenclature set forth by the SUN Working Group criteria for anterior chamber cells and flare)29; the optic nerve cup/ 
disc ratio (which was reported using the standard 0‒1.0 scale and pictorial Armaly chart provided); and conjunctival 
hyperemia (assessed using the Allergan Bulbar Hyperemia Grading Guide, which is based on a 5-point photographic 
grading scale of 0/none [normal]; +0.5/trace [trace flush, reddish pink]; +1/mild [mild flush, reddish color]; +2/moderate 
[bright red color]; and +3/severe [deep, bright, diffuse redness]). The study eye was the eye that met all eligibility 
criteria. If both eyes were eligible, the eye with the higher baseline IOP was designated as the study eye; if both eyes had 
the same IOP, the right eye was selected.

Safety variables included adverse events (AEs), BCVA (in Snellen, per a logarithmic chart for testing at 10 feet), and 
biomicroscopy findings (based on slit lamp evaluation of the lids, lid margins, conjunctiva, anterior chamber, and cornea 
without pupil dilation), assessed at each visit, as well as ophthalmoscopy findings (ie, observation of the lens, vitreous, 
and fundus for pathology through a dilated pupil) and cup/disc ratio (based on direct and indirect ophthalmoscopy) 
assessed at the prestudy visit, baseline, and Week 12 (after the last IOP reading).

Outcome Measures and Analyses
The primary efficacy outcome measure was the change in mean diurnal IOP from dual combination-treated baseline in 
the study eye at Week 12 in the modified intent-to-treat (mITT) population, ie, all patients with a baseline evaluation and 
at least one post-baseline efficacy evaluation. Mean diurnal IOP was the mean of the Hour 0, 2 and 8 values at each visit 
in the study eye. The null hypothesis was that there was no change in mean diurnal IOP from dual combination-treated 
baseline at Week 12 in the study eye. The alternative hypothesis was that TFC statistically significantly reduced mean 
diurnal IOP from the dual combination-treated baseline at Week 12 in the study eye. The null hypothesis was tested using 
a two-sided, one-sample Student t-test and SAS software version 9.2 (SAS Institute Inc, Cary, North Carolina). If the 
resulting P value was ≤0.05, the null hypothesis was to be rejected and TFC was to be deemed superior to the dual 
combination.

Analyses were repeated at Weeks 4 and 8 in the mITT population, and at Weeks 4, 8, and 12 in the per-protocol (PP) 
population, ie, mITT subset without major protocol violations. Missing data were only imputed for the mITT population, 
using the last-observation-carried-forward method. Safety was assessed at each visit in all treated patients (safety 
population). Supplemental efficacy and safety analyses were performed on patient subgroups based on age (≤65 vs 
>65 years).

A sample size of 120 was calculated based on a paired (one-sample) Student t-test for a mean difference, as 
implemented by MOT1 procedure in nQuery Advisor 6.01,30 as well as the following assumptions, which were based 
on primary efficacy data from two pivotal studies (NCT00332540 and NCT00332072) of dual fixed-combination 
bimatoprost/timolol (Ganfort; Allergan, an AbbVie company): difference of ≥1 mmHg in mean IOP change from dual 
combination-treated baseline after 12 weeks of TFC treatment; standard deviation (SD) value of 3.22 mmHg; one-sided 
significance level of 0.025; power of 0.90 to detect a mean decrease in IOP of 1 mmHg from dual combination-treated 
baseline; and discontinuation rate of 7%.
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Results
Patient Disposition, Demographics, and Baseline Characteristics
In total, 126 patients were enrolled; 5/126 patients were excluded due to Good Clinical Practice violations at one 
investigational site, leaving 121/126 patients in the mITT/safety population (Figure 1). Of those 121 patients, 109 
(90.1%) completed the study. Sensitivity analyses demonstrated no differences in efficacy and safety when patients from 
the excluded study site were included.

In the mITT/safety population, mean (SD) age was 58.6 (11.4) years, 62.8% of the patients were male, and the most 
common diagnosis was OAG (51.2%; Table 1). In the PP population (n=103), patient disposition, demographics, and 
baseline characteristics were similar to those of the mITT/safety population (Figure 1 and Table 1).

Treatment
In the mITT/safety population, the mean (SD) duration of treatment with TFC was 81.9 (17.9) days (range: 8–109 days).

Efficacy Analyses
At Week 12 (primary efficacy endpoint), TFC produced statistically significant IOP reductions from the already dual 
combination-treated baseline in both the mITT (–3.98 mmHg) and PP (–4.22 mmHg) populations (Figure 2). Mean (SD) 
diurnal IOP decreased from 22.4 (3.4) to 18.4 (3.7) mmHg in the mITT population, and from 22.4 (3.3) to 18.1 (3.7) 
mmHg in the PP population.

The change in mean diurnal IOP from the already dual combination-treated baseline was also statistically significant 
at Weeks 4 and 8 (Figure 2). In the mITT population, mean (SD) diurnal IOP was 17.9 (3.6) mmHg at Week 4 and 18.1 
(3.7) mmHg at Week 8. In the PP population, mean (SD) diurnal IOP was 17.6 (3.4) mmHg at Week 4 and 18.3 (3.6) 
mmHg at Week 8. In both populations, the mean changes from baseline ranged from –4.1 to –4.6 mmHg (Figure 2). In 
addition, statistically significant IOP reductions from dual combination-treated baseline were observed at all follow-up 
visits in the mITT population stratified by age (Figure 3). In patients ≤65 years of age, mean (SD) diurnal IOP decreased 
from 22.5 (3.5) mmHg at baseline to 17.8 (3.8), 18.0 (3.8), and 18.4 (3.8) mmHg at Weeks 4, 8, and 12, respectively. In 
those >65 years of age, mean (SD) diurnal IOP decreased from 22.1 (3.1) mmHg at baseline to 18.1 (3.0), 18.4 (3.2), and 
18.3 (3.5) mmHg at Weeks 4, 8, and 12, respectively. In both age subgroups, the reductions in mean diurnal IOP from 
dual combination-treated baseline were –3.7 mmHg or greater at all post-baseline visits (P<0.001; Figure 3).

Figure 1 Patient disposition. AE, adverse event; GCP, Good Clinical Practice; mITT, modified intent-to-treat; PP, per-protocol.
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Safety Analyses
Overall, 54 (44.6%) patients treated with TFC experienced ≥1 AE(s) during the study, regardless of causality. No serious 
AEs were reported and only 1 (0.8%) patient experienced a severe AE, glaucoma, which was deemed not treatment 
related. For all other AEs, the maximum severity was mild for 39 (32.2%) patients and moderate for 14 (11.6%) patients.

Ocular AEs were reported in 49 (40.5%) patients and considered treatment-related in 38 (31.4%) patients (Table 2). 
The most frequent treatment-related AE was conjunctival hyperemia (14.0%; Table 2). Conjunctival hyperemia was also 

Table 1 Baseline Demographics and Characteristics of the mITT/Safety and PP Populations

Characteristics mITT/Safety Population 
(n=121)

PP Population 
(n=103)

Mean age (SD), years 58.6 (11.4) 59.1 (11.7)

Median age (range), years 60.0 (19–81) 61.0 (19–81)

Male, n (%) 76 (62.8) 63 (61.2)

Female, n (%) 45 (37.2) 40 (38.8)

Age group, n (%)

≤65 years 91 (75.2) 75 (72.8)
>65 years 30 (24.8) 28 (27.2)

Race, n (%)
Asian 121 (100.0) 103 (100.0)

Iris color, n (%)
Brown 120 (99.2) 103 (100.0)

Black 1 (0.8) 0

Mean baseline IOP (SD), mmHg 22.4 (3.4) 22.4 (3.3)

Diagnosis, n (%)a NA
Open-angle glaucoma 62 (51.2)

Angle-closure glaucoma with patent iridotomy 44 (36.4)

Ocular hypertension 16 (13.2)

Note: aThe total adds up to 122 because 1 patient was included in >1 category. 
Abbreviations: IOP, intraocular pressure; mITT, modified intent-to-treat; NA, not available; PP, per-protocol; SD, standard deviation.

Figure 2 Change in mean diurnal IOP from dual combination-treated baseline in the mITT and PP populations after 4, 8, and 12 weeks of treatment with TFC. P<0.001 at 
each visit, compared with baseline (for both populations). 
Abbreviations: IOP, intraocular pressure; mITT, modified intent-to-treat; PP, per-protocol; TFC, triple fixed-combination bimatoprost 0.01%/brimonidine 0.15%/timolol 0.5%.
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the most frequently reported AE in the subgroups aged ≤65 years (n=15/91, 16.5%) and >65 years (n=5/30, 16.7%), 
regardless of causality. Overall, 7 (5.8%) patients discontinued treatment due to AEs, all of which were ocular in nature 
(Table 2).

During the study, 9 (7.4%) patients were reported to have clinically significant biomicroscopy findings (defined as ≥2 
full severity grade increase from baseline in either eye during treatment), including conjunctival hyperemia (n=7, 5.8%); 

Figure 3 Change in mean diurnal IOP from dual combination-treated baseline after 4, 8, and 12 weeks of treatment with TFC, by age subgroup (mITT population). P<0.001 
at each visit, compared with baseline (for both age groups). 
Abbreviations: IOP, intraocular pressure; mITT, modified intent-to-treat; TFC, triple fixed-combination bimatoprost 0.01%/brimonidine 0.15%/timolol 0.5%.

Table 2 Adverse Events in the Safety Population

Adverse Events (AEs) Safety Population (n=121)

All patients with AEs, n (%) 54 (44.6)

Ocular 49 (40.5)

All patients with treatment-related AEs, n (%)a 39 (32.2)

Ocular 38 (31.4)

Treatment-related AEs with an incidence ≥2 patients, n (%)b

Conjunctival hyperemia 17 (14.0)

Dry eye 5 (4.1)
Conjunctival follicles 4 (3.3)

Eye pain 4 (3.3)

Increased lacrimation 4 (3.3)
Growth of eyelashes 3 (2.5)

Conjunctival disorder 2 (1.7)

Conjunctivitis 2 (1.7)
Conjunctivitis allergic 2 (1.7)

Eye irritation 2 (1.7)

Eye pruritus 2 (1.7)
Meibomianitis 2 (1.7)

Skin hyperpigmentation 2 (1.7)

AEs leading to treatment discontinuation, n (%)c

Eye disorders

Conjunctival hyperemia 3 (2.5)
Conjunctival disorder 2 (1.7)

(Continued)
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conjunctival follicles (n=2, 1.7%); and n=1 each (0.8%) of eyelid erythema, meibomian gland dysfunction, and super-
ficial punctate keratopathy. At study end, ophthalmoscopic examination revealed only 2 new findings (retinal vein 
occlusion [n=1] and worsening of glaucoma [n=1] reported in different patients), neither of which was considered 
treatment related. It is worth noting, however, that the worsening of glaucoma was reported in an eye that was on four 
topical IOP-lowering medication classes prior to study entry, and disease worsening could have been due to insufficient 
IOP-lowering efficacy in that TFC-treated eye.

Measured BCVA was unchanged in 98 of 108 patients with available data (Figure 4A), and the cup/disc ratio 
remained stable for all patients, except 1 (0.8%; Figure 4B) who had a worsened ratio (a ≥0.2 increase) not associated 
with clinical findings of increased IOP.

Discussion
In this open-label, multicenter, phase 3 study, patients with glaucoma or OHT who continued to have IOP above target after 
run-in on brimonidine 0.2%/timolol 0.5% therapy (administered as a fixed combination or adjunctive monotherapies) twice 
daily were switched at baseline to the PGA-containing TFC treatment twice daily. Clinically meaningful and statistically 
significant IOP lowering from an already dual combination-treated baseline was reported at all follow-up visits. Results were 

Table 2 (Continued). 

Adverse Events (AEs) Safety Population (n=121)

Allergic conjunctivitis 2 (1.7)

Eye pain 2 (1.7)

Blepharitis 1 (0.8)
Dry eye 1 (0.8)

Infections/infestations

Viral conjunctivitis 1 (0.8)

Notes: aHeadache was the only non-ocular treatment-related adverse event (reported by 1 patient). 
bPatients could have reported >1 treatment-related AEs. cSeven patients reported 12 AEs leading to 
treatment discontinuation.

Figure 4 Patients with improved, unchanged, and worsened BCVA (A) or cup/disc ratio (B) from baseline after 12 weeks of treatment with TFC (mITT population). 
Improved and worsened BCVA were defined as increase and decrease of ≥2 lines from baseline, respectively. Improved and worsened cup/disc ratios were defined as 
decrease and increase of ≥0.2 from baseline, respectively. 
Abbreviations: BCVA, best-corrected visual acuity; mITT, modified intent-to-treat; TFC, triple fixed-combination bimatoprost 0.01%/brimonidine 0.15%/timolol 0.5%.
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similar in the mITT and PP populations, as well as the mITT population stratified by age, supporting the IOP-lowering efficacy 
of TFC used twice daily. TFC also had an acceptable safety/tolerability profile, consistent with that of its individual 
components; no additional, unexpected AEs were reported.

In the present study, 32.2% of the patients experienced treatment-related AEs with TFC administered twice daily, all 
mild or moderate in intensity, highlighting the favorable tolerability profile of this triple fixed combination. As expected 
with a triple combination containing both bimatoprost31 and brimonidine,32 conjunctival hyperemia was the most 
frequently reported treatment-related AE (14.0%) before and after stratification by age. It is worth noting that other, 
more recently approved IOP-lowering medications containing fewer (1 or 2) active components than the current triple 
combination were associated with higher rates of conjunctival hyperemia (≥47%12,13,33–39) than reported herein, further 
supporting tolerability of TFC.

These findings are clinically relevant because in the landmark Early Manifest Glaucoma Trial, the risk of glauco-
matous progression was reduced by an estimated 10% for each IOP decrease of 1 mmHg.40 Moreover, the pivotal Ocular 
Hypertension Treatment Study has shown that many patients require >2 IOP-lowering agents to reach or maintain their 
target IOP,7 and yet there are very few triple-fixed combinations available.27,28,41,42 Safety and efficacy findings of this 
study support those of previously published studies of TFC in primary open-angle glaucoma and OHT,27,28 despite 
differences in study designs (ie, inclusion of a washout period27,28 or not [current study]), and further confirm that 
bimatoprost can be administered twice daily when low concentrations of bimatoprost (0.01%) and preservative (BAK, 50 
ppm) are combined with adjunctive medications requiring twice-daily administration, as previously reported in pre-
clinical (pharmacokinetic) and clinical evidence.43–45

Phase 3 studies of the original formulation of bimatoprost monotherapy (Lumigan 0.03%; Allergan, an AbbVie 
company) preserved with 50 ppm BAK have shown that twice-daily administration did not result in greater IOP 
lowering, compared with once-daily administration.46 After preclinical studies demonstrated that raising the concentra-
tion of BAK increased ocular bioavailability of bimatoprost,44 the currently marketed formulation of bimatoprost 
monotherapy (Lumigan 0.01%; Allergan, an AbbVie company) preserved with 200 ppm BAK was developed to increase 
tolerability with once-daily use, and was shown to be as effective as the original once-daily formulation.47 Development 
of TFC was based on a corollary concept implying that the drug dosing regimen/schedule could be manipulated by 
varying the concentrations of both bimatoprost and BAK. With low concentrations of bimatoprost (0.01%) and BAK (50 
ppm) included in TFC, bimatoprost can indeed be used twice daily, consistent with the dosing regimens of the other two 
IOP-lowering agents included, provide the tolerability expected of the once-daily bimatoprost monotherapy,31 and 
substantially enhance the IOP lowering obtained with brimonidine and timolol,27,28 with the simplification in dosing 
regimen to use of one bottle, twice a day.

Potential limitations of the study include the open-label design. However, the study was designed to reflect real-world 
clinical settings, and switching all patients from their prescribed dual-combination therapy to TFC eliminated patient 
variation from analysis, while allowing assessment of the additional IOP-lowering enhancing effect obtained by adding 
bimatoprost on top of the already established efficacy of the dual combination. The fact that the IOP-lowering effect of TFC 
remained similar at all follow-up visits also suggests that the efficacy of TFC was not overestimated due to carry-over 
effects from previous treatments with dual-combination therapy. While the long-term use of TFC should be examined 
further in this patient population, safety after 12 months of continuous use of the TFC was previously described,27 

supporting tolerability of this triple combination containing bimatoprost when used twice daily on an ongoing basis.
In summary, TFC offers a convenient, beneficial therapeutic alternative to patients with glaucoma or OHT whose IOP 

is not sufficiently controlled with dual-combination therapy, with the potential to enhance patient adherence to treatment 
and –consequently– quality of life by including all three medications in one bottle.
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Data Sharing Statement
AbbVie is committed to responsible data sharing regarding the clinical trials we sponsor. This includes access to 
anonymized, individual and trial-level data (analysis data sets), as well as other information (eg, protocols and 
Clinical Study Reports), as long as the trials are not part of an ongoing or planned regulatory submission. This includes 
requests for clinical trial data for unlicensed products and indications. This clinical trial data can be requested by any 
qualified researchers who engage in rigorous, independent scientific research, and will be provided following review and 
approval of a research proposal and Statistical Analysis Plan (SAP) and execution of a Data Sharing Agreement (DSA). 
Data requests can be submitted at any time and the data will be accessible for 12 months, with possible extensions 
considered. For more information on the process, or to submit a request, visit the following link: https://www.abbvie. 
com/our-science/clinical-trials/clinical-trials-data-and-information-sharing/data-and-information-sharing-with-qualified- 
researchers.html.
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Harsh Kumar); Dr. Shroff’s Charity Eye Hospital Ethics Committee (Suneeta Dubey); Ethics Committee, H.V. Desai Eye 
Hospital (Vidya Chelerkar); Ethics Committee Institutional Review Board, Sankara Eye Care Institutions (registration 
number, ECR/705/Inst/KA/2015/RR-21; Meena G Menon); Ethics Sub-Committee, Vision Research Foundation 
(Balekudaru Shantha); Institutional Ethics Committee for Human Research, Bombay City Eye Institute and Research 
Center (Rajul Parikh); Institutional Review Board, Aravind Eye Care System (Federalwide Assurances number, 
00004084; Sharmila Rajendrababu); Institutional Review Board, Aravind Medical Research Foundation (Federalwide 
Assurances number, 00004084; Ganesh Venkataraman); and Institutional Review Board, L.V. Prasad Eye Institute 
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The study was conducted in accordance with the Good Clinical Practice guidelines, as well as the Helsinki Declaration 
of 1964 and its later amendments. All patients provided written informed consent before starting treatment.
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