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Purpose: Reporting of open-label extension data following a Phase III, randomized study examining treatment outcomes with
preservative-free latanoprost eye drop cationic emulsion and preserved latanoprost in patients with open-angle glaucoma (OAG)/ocular
hypertension (OHT).

Patients and Methods: OAG/OHT patients were randomized 1:1 to receive preservative-free latanoprost 0.005% eye drop emulsion
or preserved latanoprost 0.005% for 12 weeks. Patients entering the extension study received open-label preservative-free latanoprost
eye drop emulsion from Week 12 through Month 15. Endpoints included mean (standard deviation [SD]) change from baseline (Day 1,
post-washout) in peak (9:00 AM + 1 hour) intraocular pressure (IOP), corneal fluorescein staining (CFS; modified Oxford Grade
Scale) score, ocular surface disease (OSD) symptom score and adverse event (AE) reporting.

Results: Respective mean (SD) peak (9:00 AM) IOP reductions from baseline at Week 12, and Months 6, 9 and 15 were 8.9 (3.0), 8.9
(3.0), 9.0 (2.7) and 8.7 (2.3) mmHg for preservative-free latanoprost eye drop emulsion users (N=70) and 7.8 (2.6), 8.3 (2.6), 8.1 (2.7)
and 7.6 (2.8) mmHg for patients switching from preserved latanoprost at Week 12 (N=66). Between-group differences for the change
in IOP were statistically significant at Week 12 (—1.06; nominal p=0.029). Mean CFS and OSD symptoms scores were reduced in both
groups through Month 15. No serious treatment-related AEs were reported during the study period.

Conclusion: Open-label preservative-free latanoprost eye drop emulsion treatment provided dual benefit of sustained IOP-lowering
efficacy and improvements in OSD signs and symptoms over the 15-month study period. No serious treatment-related AEs were
reported throughout the study period.

Keywords: corneal fluorescein staining, glaucoma, intraocular pressure, ocular surface disease, preservative-latanoprost eye drop
emulsion, preserved latanoprost

Introduction

Glaucoma represents a leading cause of irreversible sight loss, affecting approximately 3.6 million people aged 50 years
and over worldwide.' Prevalence increases with age, and quality of life (QoL) diminishes with progressive deterioration
of visual field."* From diagnosis, glaucoma is associated with increased incidence of anxiety, depression and other
mental health and cognitive difficulties.’”’ Elevated intraocular pressure (IOP) is the only known modifiable risk factor
for disease progression and therapy typically aims to slow deterioration of visual field through the lowering of IOP.%*?

The topical prostaglandin analog (PGA), latanoprost, is among the most widely-used IOP-lowering therapies
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recommended first-line for the treatment of open-angle glaucoma (OAG) and ocular hypertension (OHT).? Latanoprost
monotherapy has demonstrated IOP-lowering efficacy in the treatment of OAG and OHT in numerous clinical studies.'®"
!> However, chronic administration of topical glaucoma therapies may be associated with iatrogenic toxicity at the ocular
surface and onset or worsening of ocular surface disease (OSD) in people with OAG/OHT.'® " Like OAG/OHT, OSD is
associated with aging and prevalence is also known to be elevated further still among people living with glaucoma,
compared with the general population.'”'*?%2#32 Symptoms of OSD can negatively impact QoL among people with
OAG/OHT and hamper adherence to treatment regimens as patients feel less able tolerate their topical medications,
which may reduce persistence and affect long-term therapeutic outcomes.”'®2° %337 Evidence suggests that holistic
approaches to OAG/OHT management that aim to reduce OSD and tackle tolerability issues can help to enhance
adherence and treatment persistence, resulting in improvements in IOP control and related outcomes (including vision-
related QoL).>>3%38:39

European glaucoma guidelines recommend the use of preservative-free topical therapies to reduce OSD in patients
who do not tolerate eye drops containing preservatives and in those on long-term therapy.” Studies have demonstrated
non-inferiority concerning IOP-lowering efficacy with preservative-free latanoprost compared with preserved latanoprost
formulations, but there remains a need for PGA monotherapies that address the signs and symptoms of OSD.**** The
preservative-free latanoprost 0.005% eye drop cationic emulsion comprises an oil-in-water formulation that aims to
restore tear film stability and improve OSD signs and symptoms, while providing effective IOP reduction in OAG/OHT
patients.*~° Once instilled, the cationic emulsion formulation helps to stabilize the tear film while delivering latanoprost
directly to the ocular surface.***” Phase III data from an international study demonstrated that this new latanoprost
formulation provided effective IOP-lowering efficacy and improvements in OSD signs and symptoms at 12 weeks.>' The
Phase III trial comprised a 12-week, randomized, investigator-masked period followed by a 12-month open-label
extension period.”’ Outcomes have been reported for the 12-week, randomized period, which achieved the primary
efficacy endpoint of non-inferiority for the change in IOP from baseline with preservative-free latanoprost eye drop
emulsion treatment versus preserved latanoprost.”’’ IOP was reduced from baseline by >8 mmHg in both treatment arms
at Week 4 and maintained through Week 12.%' Statistical significance was demonstrated for the between-group difference
in peak (09:00 AM) IOP change from baseline at Week 12 with the preservative-free latanoprost eye drop emulsion
(nominal p=0.023).>" The between-group difference for the change from baseline in trough (4:00 PM) IOP did not reach
statistical significance (nominal p=0.080).>" OSD signs were also reduced during the randomized study, with the least
square (LS) mean change from baseline in corneal fluorescein staining (CFS) score being greater with preservative-free
latanoprost eye drop emulsion compared with preserved latanoprost (p<0.001).>"' The change in OSD symptom score was
similar across groups at Week 12 (p=0.090).”"'

Here, we report results from the 12-month open-label extension period for the same Phase III study, examining long-
term efficacy and safety outcomes in patients continuing preservative-free latanoprost eye drop emulsion treatment and in
those patients who switched from preserved latanoprost to the preservative-free eye drop emulsion formulation at Week
12. The study therefore provides insights regarding treatment outcomes over a 15-month period for patients who used the
preservative-free latanoprost eye drop emulsion during both the randomized and open-label periods. In addition, the
current analysis provides data over a 12-month period for those patients who switched to the eye drop emulsion
formulation at the start of the open-label extension.

Material and Methods
A Phase III, prospective, multicenter, multinational, 15-month study was conducted at 47 centers in Austria, Belgium,
Estonia, Finland, France, Germany, Italy, Latvia, Poland, Spain, the United Kingdom, Russia and South Korea (EudraCT:
2017-004262-95). The study protocol was approved by the relevant Independent Ethics Committee for each study site
and participating patients gave written informed consent. The trial was conducted in accordance with the Declaration of
Helsinki and the International Council for Harmonisation (ICH) E6 Good Clinical Practice (GCP) guideline.

The study comprised a 12-week parallel, randomized, investigator-masked, active-controlled, non-inferiority period,
followed by a 12-month open-label extension (Figure 1). The methodology used for the 12-week randomized period has
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Figure | Study design.

Notes: All patients were treated with preservative-free latanoprost 0.005% eye drop emulsion during the open-label extension period (Week |2 through Month 15).
?Preserved latanoprost was stipulated as the reference drug by the regulatory authorities.

Abbreviation: IOP, intraocular pressure.

already been described in detail by Baudouin et al (2024).>' However, a brief summary is provided below for context
alongside the methodology used for the open-label extension period reported in the current paper.

Patient Population

Adults (aged >18 years) diagnosed with OAG/OHT and currently treated with topical IOP-lowering monotherapy were
included in the study. Patients were required to have a stable visual field (=6 months) and pre-washout IOP <18 mmHg in
each eye. Post-washout IOP had to be >22 mmHg (=1 eye) and <32 mmHg (both eyes). Patients were excluded if they
had received treatment for glaucoma with a fixed-combination therapy, >1 topical therapy or an oral drug for glaucoma
(within 6 months), or if they had undergone intraocular/filtering surgery. Other exclusion criteria were the presence of
corneal abnormalities, significant visual field loss (during the previous year), optic nerve abnormality, severe blepharitis
and/or meibomian gland disease, active ocular infection or severe dry eye disease (CFS score >4 on the modified Oxford
scale; 0-V).>* Pregnant or breastfeeding women were not allowed to enter the study.

Study Treatment

Washout was conducted for between 5 days and 6 weeks, depending on the IOP-lowering therapy used prior to
enrolment, during which patients used brinzolamide (10 mg/mL; one drop twice daily). Patients received no IOP-
lowering therapy for 5 days prior to randomization.

At baseline (randomized period Day 1), patients were randomized 1:1 to receive one drop daily (in the evening) of
either preservative-free latanoprost 0.005% eye drop cationic emulsion (Catiolanze®, Santen Oy, Tampere, Finland) or
preserved latanoprost 0.005% solution (Xalatan®, Pfizer, Kent, UK). At Week 12, patients who completed the rando-
mized period (in either treatment arm) were able to enter the extension period, during which they received open-label
preservative-free latanoprost 0.005% eye drop emulsion treatment for a further 12 months, with follow up at Months 6, 9
and 15.

Efficacy and Safety Endpoints and Assessments

The primary efficacy endpoint for the study (reported by Baudouin et al, 2024) was the change from baseline in peak
(9:00 AM = 1 hour) and trough (4:00 PM £ 1 hour) IOP (measured using Goldmann applanation tonometry) at Week 12
during the randomized period.’' The non-inferiority margin was <1.5 mmHg 95% confidence interval for between-arm
treatment difference.”’
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Endpoints assessed during the open-label period at Week 12 and at Months 6, 9 and 15 included the change from
baseline in peak (9:00 AM = 1 hour) IOP, the CFS score (modified Oxford scale; 0—V) and the change from baseline in
mean CFS score for patients with baseline CFS scores >1. Complete corneal clearing was defined as having a CFS score
of 0. The change in mean OSD symptom score was assessed as the average of 3 symptoms: dry eye sensation, blurred/
poor vision, and burning/stinging/itching (post-hoc analysis; defined for the primary analysis in the statistical analysis
plan). Ocular symptom severity was graded using a 5-point scale: 0 (absent), 1 (mild), 2 (moderate), 3 (severe), 4 (very
severe).

Tear break up time (TBUT) was measured in each eye at study visits using non-preserved 2% sodium fluorescein
(2 pL instilled onto the bulbar conjunctiva using a micro-pipette). TBUT values were reported in seconds (s) as the
average taken from two or three measurements. Slit lamp assessments for conjunctival hyperemia severity were
conducted using a photographic scale derived from McMonnies scale (1-6).

Patient global rating of treatment was reported at Month 15, with patients selecting one of the following 4 choices
relating to their experience with preservative-free latanoprost eye drop emulsion therapy: unsatisfactory, not very
satisfactory, satisfactory, very satisfactory. Safety was assessed at all study visits and endpoints included changes in best-
corrected distance visual acuity (BCDVA) and adverse events (AEs).

Statistical Analysis

Statistical Analysis Software® (SAS) version 9.4 was used for all analyses. Randomization at baseline (randomized
period Day 1) was stratified according to CFS score in the study eye (CFS <1 or CFS >2; modified Oxford scale). The
full analysis set (FAS) included all patients in the randomized period (baseline through Week 12) who had received >1
dose of study medication and had >1 post-baseline IOP measurement. For the primary analysis, FAS recruitment aimed
to reach 380 subjects (190 per treatment arm) in order to provide 90% power for the demonstration of non-inferiority.
The open-label population comprised the first 130 FAS patients (and some additional patients from Belgium with
informed consent) who completed their Week 12 visit at the end of the randomized period and received >1 dose of open-
label preservative-free latanoprost eye drop emulsion and had >1 morning IOP measurement after Week 12. The open-
label safety population comprised all patients from the open-label population who received 1 dose of study medication
during the open-label period, regardless of whether they had a post-Week 12 IOP measurement. Analyses compared
outcomes for patients in the open-label extension study based on their treatment group during the randomized study
period; the preservative-free latanoprost eye drop emulsion group versus the preserved latanoprost group. Nominal
p-values for between-group differences at Week 12 were calculated using a #-test and values below 0.05 were considered
statistically significant.

Results

In total, 384 patients (192 in each treatment arm) were included in the efficacy analysis during the 12-week randomized,
investigator-masked period. Overall, 137 patients who completed the randomized period enrolled in the open-label
extension study and were included in the open-label safety population (Figure 2). The open-label population included 136
patients; 70 patients had received preservative-free latanoprost eye drop emulsion treatment during the randomized
period and 66 patients had been treated with preserved latanoprost solution. Four patients in each group discontinued
prematurely during the open-label period and 129 completed the study (67 patients who received the preservative-free
latanoprost eye drop emulsion during the randomized period and 62 who had used preserved latanoprost). A similar
proportion of the open-label population completed the study in each group, 95.7% (prior preservative-free latanoprost eye
drop emulsion use) and 93.9% (prior preserved latanoprost use) and discontinuations were deemed unlikely to sig-
nificantly affect the validity of the analysis. Table 1 shows baseline (randomized period Day 1, post-washout) patient
demographics and characteristics for the open-label population. Mean (standard deviation [SD]) age was 63.6 (10.5)
years (range: 24—82 years). Most participants were female (61.8%) and White (97.8%). Patients were typically diagnosed
with primary open-angle glaucoma (POAG; 74.3%) and OHT (23.5%), and the majority (71.9%) had been treated with
PGA monotherapy prior to study entry.
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PF-LAT E/ PF-LATE P-LAT / PF-LAT E

Patients who completed
the randomized,
investigator-masked
period

Preserved latanoprost solution
n=190

All patients in both groups
received preservative-free
latanoprost eye drop emulsion
from Week 12 through Month 15

Premature discontinuation
n=4 (6.1%)

AE n=2 (3.0%)
Withdrawal n=2 (3.0%)

Premature discontinuation
n=4 (5.6%)
Withdrawal n=2 (2.8%)
Other n=2 (2.8%)

Figure 2 Patient disposition chart.

Notes: *One patient was excluded from the open-label population due to the absence of a morning IOP measurement. The open-label safety population included all
patients who enrolled in the open-label period and received at least one dose of study treatment, regardless of whether an IOP measurement was recorded.
Treatment groups: PF-LAT E/PF-LAT E received preservative-free latanoprost 0.005% eye drop emulsion during both the randomized (baseline through Week 12) and
open-label (Week 12 through Month 15) study periods. P-LAT/PF-LAT E received preserved latanoprost 0.005% during the randomized period (baseline through
Week 12) and preservative-free latanoprost 0.005% eye drop emulsion during the open-label extension period (Week 12 through Month [5).

Abbreviations: AE, adverse event; |OP, intraocular pressure; PF-LAT E, preservative-free latanoprost eye drop emulsion; P-LAT, preserved latanoprost.

At baseline, data for those patients included in the open-label population showed that mean (SD) peak IOP was 24.3
(2.1) mmHg and 23.9 (1.7) mmHg for patients in the preservative-free latanoprost eye drop emulsion and preserved
latanoprost groups, respectively. Mean (SD) CFS score at baseline was 0.8 (0.7) and 0.8 (0.8) in the preservative-free
latanoprost eye drop emulsion and preserved latanoprost groups, respectively. Mean (SD) OSD symptom severity score
was 0.8 (0.5) in both groups.

IOP-Lowering

At Week 12, patients in the open-label population who had been treated with preservative-free latanoprost eye
drop emulsion during the randomized period demonstrated a mean (SD) reduction in peak IOP from baseline of
8.9 (3.0) mmHg, compared with 7.8 (2.6) mmHg for those patients treated with preserved latanoprost (between-
group difference: —1.06; nominal p=0.029; Figure 3). Patients using the preservative-free eye drop emulsion
during both the randomized and open-label periods demonstrated mean (SD) reductions in peak IOP from baseline
of 8.9 (3.0) mmHg, 9.0 (2.7) mmHg and 8.7 (2.3) mmHg at Months 6, 9 and 15, respectively. Patients who
switched from preserved latanoprost at Week 12 showed respective IOP reductions of 8.3 (2.6) mmHg, 8.1 (2.7)
mmHg and 7.6 (2.8) mmHg at Months 6, 9 and 15.

OSD Improvement

Overall, 47.8% of the open-label population had baseline (randomized period Day 1) CFS scores >1. The mean (SD)
reduction in CFS score at Week 12 was 0.6 (0.8) in the preservative-free latanoprost eye drop emulsion group and 0.4
(0.7) in the preserved latanoprost group.

Mean CFS score was reduced from baseline in both treatment groups in the open-label population through Month 15
(Figure 4). During the open-label period, patients who switched from preserved latanoprost at Week 12 to the
preservative-free latanoprost eye drop emulsion demonstrated further reductions in CFS score so that the change from
baseline was similar in both groups at Month 15. The mean (SD) reduction in CFS score from baseline at Month 15 was
0.7 (0.8) in the preservative-free latanoprost eye drop emulsion group and 0.8 (0.7) in the prior preserved latanoprost
group. The proportion of patients with CFS 0 scores at baseline, Week 12 and Month 15 was 30.0%, 47.1% and 50.0%,
respectively, in the group using the preservative-free latanoprost eye drop emulsion during both the randomized and
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Table | Baseline Characteristics of Patients Included in the Open-Label Population

Characteristic PF-LAT E/PF-LAT E | P-LAT/PF-LAT E Overall
(N=70) (N=66) (N=136)

Age, years

Mean (SD) 62.8 (10.62) 64.6 (10.37) 63.6 (10.50)

Minimum, maximum 24, 82 35, 82 24, 82
Sex, n (%)

Male 26 (37.1%) 26 (39.4%) 52 (38.2%)

Female 44 (62.9%) 40 (60.6%) 84 (61.8%)
Ethnicity, n (%)

White 70 (100.0%) 63 (95.5%) 133 (97.8%)

Asian 0 2 (3.0%) 2 (1.5%)

Other 0 I (1.5%) 1 (0.7%)
Primary diagnosis, n (%)

POAG 50 (71.4%) 51 (77.3%) 101 (74.3%)

PEX I (1.4%) I (1.5%) 2 (1.5%)

Pigmentary glaucoma I (1.4%) 0 1 (0.7%)

OHT 18 (25.7%) 14 (21.2%) 32 (23.5%)
Time since diagnosis, mean (SD), years 5.3 (4.5) 6.6 (5.9) 5.9 (5.3)
Baseline IOP-lowering medication, n (%)?

PGAs 52 (74.3%) 45 (69.2%) 97 (71.9%)

CAls Il (15.7%) 7 (10.8%) 18 (13.3%)

Beta-blockers 4 (5.7%) 9 (13.8%) 13 (9.6%)
IOP (mmHg)

Peak (9:00 AM % | hour), mean (SD) 24.3 (2.1) 239 (1.7) 24.1 (1.9)

Diurnal, mean (SD) 239 (1.8) 23.7 (1.3) 23.8 (1.6)
CFS score (modified Oxford scale)

Mean (SD)® 0.8 (0.7) 0.8 (0.8) 0.8 (0.8)
CFS grade (modified Oxford scale), n (%)

0 21 (30.0%) 20 (30.3%) 41 (30.1%)

0.5 16 (22.9%) 14 (21.2%) 30 (22.1%)

| 20 (28.6%) 21 (31.8%) 41 (30.1%)

2 12 (17.1%) 8 (12.1%) 20 (14.7%)

3 I (1.4%) 3 (4.5%) 4 (2.9%)
OSD symptom score

Baseline score >0, n (%) 37 (52.9) 39 (59.1) 76 (55.9)

Mean (SD) score 0.8 (0.5) 0.7 (0.5) 0.7 (0.5)
TBUT <10 s 45 (64.3) 47 (71.2) 92 (67.6)

Notes: *Other prior |OP therapies were combinations of the listed medications. "There were no patients with a CFS score of 4
or 5. Treatment groups: PF-LAT E/PF-LAT E: received preservative-free latanoprost 0.005% eye drop emulsion during both the
randomized (baseline through Week 12) and open-label study periods (Week 12 through Month 15). P-LAT/PF-LAT E: received
preserved latanoprost 0.005% during the randomized period (baseline through Week 12) and preservative-free latanoprost
0.005% eye drop emulsion during the open-label extension period (Week 12 through Month 15).

Abbreviations: CAl, carbonic anhydrase inhibitor; CFS, corneal fluorescein staining; IOP, intraocular pressure; OHT, ocular
hypertension; PEX, pseudo exfoliative glaucoma; PF-LAT E, preservative-free latanoprost eye drop emulsion; PGA, prostaglandin
analog; P-LAT, preserved latanoprost; s, seconds; SD, standard deviation; TBUT, tear break up time.

open-label periods (Supplementary Figure S1). Overall, 30.3%, 40.9% and 48.4% of patients in the group switching from

preserved latanoprost at the end of the randomized period demonstrated CFS 0 scores at baseline, Week 12 and Month
15, respectively. The proportion of patients with CFS scores >2 reduced from baseline in both treatment groups at Week
12 and Month 15. CFS scores >2 were seen in 18.5% (baseline), 5.7% (Week 12) and 2.9% (Month 15) of patients treated
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Open-label period: all patients received

End of randomized period preservative-free latanoprost eye drop emulsion

Week 12 Month 6 Month 9 Month 15
PF-LATE/ P-LAT/ PF-LATE/ P-LAT / PF-LATE/ P-LAT/
PF-LATE P-LAT PF-LATE PF-LATE PF-LAT E PF-LATE PF-LATE PF-LAT E

from baseline + SE
n

Mean change in peak (09:00 AM) IOP

-6
-7
-7.8
-8 1
-9
_10 L )
Difference: -1.06
Nominal p = 0.029
Mean (SD) IOP, mmHg
Baseline Week 12 Month 6 Month 9 Month 15
PF-LAT E / PF-LAT E (N=70) 24.3 (2.1) 15.4 (2.6) 15.3 (2.5) 15.3 (2.5) 15.6 (1.9)
P-LAT / PF-LAT E (N=66) 23.9(1.7) 16.1 (2.9) 15.7 (2.6) 15.8 (2.8) 16.4 (2.7)

Figure 3 Mean change in peak (9:00 AM) IOP from baseline in the open-label population.

Notes: All patients were treated with preservative-free latanoprost 0.005% eye drop emulsion during the open-label extension period (Week 12 through Month 15).
Nominal p-value calculated using t-test. Treatment groups: PF-LAT E/PF-LAT E received preservative-free latanoprost 0.005% eye drop emulsion during both the randomized
(baseline through Week 12) and open-label (Week 12 Through Month 15) study periods. P-LAT/PF-LAT E received preserved latanoprost 0.005% during the randomized
period (baseline through Week 12) and preservative-free latanoprost 0.005% eye drop emulsion during the open-label extension period (Week |2 through Month I5).
Between-group difference: preservative-free latanoprost eye drop cationic emulsion group — preserved latanoprost eye drop group. Nominal p-value calculated using t-test.
Abbreviations: IOP, intraocular pressure; PF-LAT E, preservative-free latanoprost eye drop emulsion; P-LAT, preserved latanoprost; SD, standard deviation; SE, standard error.

with preservative-free latanoprost eye drop emulsion during the randomized and open-label periods, and in 16.6%
(baseline), 12.1% (Week 12) and 1.6% (Month 15) of those switching from preserved latanoprost.

Mean OSD symptom score (for patients with scores >0 at baseline) was reduced from baseline in both treatment
groups at the end of the randomized period and continued to decrease through Month 15 (Figure 5). At Week 12, the
mean (SD) reduction from baseline in OSD symptom score was 0.4 (0.4) and 0.2 (0.4) in the preservative-free
latanoprost eye drop emulsion group and preserved latanoprost group, respectively. The mean (SD) reduction in OSD
symptom score at Month 15 was 0.5 (0.4) in the preservative-free latanoprost eye drop emulsion group and 0.4 (0.4) in
the prior preserved latanoprost group. When examining severity scores for individual OSD symptoms, a similar pattern
of reduction from baseline was seen in the open-label population for both groups from Week 12 through Month 15 for
burning/stinging/itching, dry eye and blurred/poor vision (Supplementary Table S1).

Mean (SD) TBUT was 5.2 (2.7) s at baseline and 7.1 (3.7) s at Month 15 with preservative-free latanoprost cationic
eye drop emulsion. Patients switching from preserved latanoprost at Week 12 had TBUT values of 6.4 (2.7) s at baseline

and 7.8 (3.8) s at Month 15. Conjunctival hyperemia outcomes were broadly similar between groups throughout the 15-
month study period. At Month 15, the percentage of patients who rated preservative-free latanoprost eye drop emulsion
treatment as satisfactory or very satisfactory was 100% for those who received this therapy during both the randomized
and open-label periods and 98.4% for those who switched from preserved latanoprost.
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Open-label period: all patients received

Randomized period preservative-free latanoprost eye drop emulsion
0.0 -
w04 - P-LAT (N=66)
@ PF-LAT E / PF-LAT E (N=70)
s T2 P-LAT / PF-LAT E (N=66)
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Baseline Week 12 Month 6 Month 9 Month 15
Mean (SD) CFS score (modified Oxford scale)
Baseline Week 12 Month 6 Month 9 Month 15
PF-LAT E / PF-LAT E (N=70) 1.4 (0.6) 0.8 (0.6) 0.7 (0.6) 0.8 (0.6) 0.7 (0.5)
P-LAT / PF-LAT E (N=66) 1.4(0.7) 1.1(0.6) 0.8 (0.5) 0.8 (0.5) 0.7 (0.4)

Figure 4 Mean change from baseline in CFS score (modified Oxford scale) for patients with baseline CFS scores 2| (open-label population).

Notes: All patients were treated with preservative-free latanoprost 0.005% eye drop emulsion during the open-label extension period (Week |2 through Month 15).
Treatment groups: PF-LAT E/PF-LAT E received preservative-free latanoprost 0.005% eye drop emulsion during both the randomized (baseline through Week 12) and open-
label (Week 12 through Month I5) study periods. The number of PF-LAT E/PF-LAT E patients with CFS 21 at baseline and included in the analysis was 33 at baseline, Week
12 and Month 6 and 32 at Months 9 and |5. P-LAT/PF-LAT E received preserved latanoprost 0.005% during the randomized period (baseline through Week 12) and
preservative-free latanoprost 0.005% eye drop emulsion during the open-label extension period (Week 12 through Month |5). The number of P-LAT/PF-LAT E patients with
CFS 2| at baseline and included in the analysis was 32 at baseline, Week 12 and Month 6 and 31 at Months 9 and 15.

Abbreviations: CFS, corneal fluorescein staining; PF-LAT E, preservative-free latanoprost eye drop emulsion; P-LAT, preserved latanoprost; SD, standard deviation; SE, standard error.

Safety Endpoints

Slit lamp examinations at Week 12 and at Months 6, 9 and 15 showed no clinically meaningful changes from baseline in
conjunctiva chemosis, lid and lid margin erythema or swelling, meibomian glands or tear film debris. No clinically
relevant changes were observed regarding change in BCDVA from baseline at Month 6, 9 or 15.

In the open-label safety population, AEs were reported by 21 patients (29.6%) in the preservative-free latanoprost eye
drop emulsion group and 21 patients (31.8%) in the prior preserved latanoprost group. Overall, 13 patients (9.5%)
reported mild or moderate treatment-related AEs during the open-label period; 6 patients (8.5%) in the preservative-free
latanoprost eye drop emulsion group and 7 (10.6%) in the prior preserved latanoprost group. All treatment-related AEs
were ocular events (Table 2). Ocular hyperemia was the most common treatment-related AE, occurring in 2 patients in
each group. One patient in the prior preserved latanoprost group discontinued due to a treatment-related AE (abnormal
sensation in eye) during the open-label period. No serious treatment-related AEs were reported during the 12-month
open-label extension study period.

Discussion
Open-label preservative-free latanoprost eye drop cationic emulsion therapy provided durable IOP-lowering efficacy and
good tolerability outcomes in patients with OAG/OHT participating in this international, Phase III study. Patients who
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Baseline Week 12 Month 6 Month 9 Month 15

PF-LAT E / PF-LAT E (N=70) 0.8 (0.5) 0.4 (0.4) 0.4 (0.4) 0.3 (0.3) 0.3 (0.3)
P-LAT / PF-LAT E (N=66) 0.7 (0.5) 0.5 (0.5) 0.4 (0.5) 0.5 (0.5) 0.3 (0.5)

Figure 5 Mean change from baseline in OSD symptom score for patients with scores >0 at baseline (open-label population; post-hoc analysis).

Notes: All patients were treated with preservative-free latanoprost 0.005% eye drop emulsion during the open-label extension period (Week |2 through Month 15).
Treatment groups: PF-LAT E/PF-LAT E received preservative-free latanoprost 0.005% eye drop emulsion during both the randomized (baseline through Week 12) and open-
label (Week 12 through Month 5) study periods. The number of PF-LAT E/PF-LAT E patients with OSD scores >0 at baseline and included in the analysis was 37 at baseline,
Week 12, Month 6 and Month 9 and 36 at Month 5. P-LAT/PF-LAT E received preserved latanoprost 0.005% during the randomized period (baseline through Week 12) and
preservative-free latanoprost 0.005% eye drop emulsion during the open-label extension period (Week 12 through Month15). The number of P-LAT/PF-LAT E patients with
OSD scores >0 at baseline and included in the analysis was 39 at baseline, Week 12 and Month 6, 37 at Month 9 and 35 at Month 15. OSD symptom score comprised the
average score for 3 symptoms: dry eye sensation, blurred/poor vision, and burning/stinging/itching.

Abbreviations: OSD, ocular surface disease; PF-LAT E, preservative-free latanoprost eye drop emulsion; P-LAT, preserved latanoprost; SD, standard deviation; SE, standard
error.

used the preservative-free latanoprost eye drop emulsion formulation for the entire 15-month study period sustained
reductions in peak (9:00 AM) IOP from baseline of >8.7 mmHg from Week 12 through Month 15. Patients switching

Table 2 Treatment-Related Adverse Events in 21% of the 12-Month Open-Label Safety Population

PF-LAT E/PF-LAT E | P-LAT/PF-LAT E | Overall

(N=71) (N=66) (N=137)

Any treatment-related AE, n (%) 6 (8.5) 7 (10.6) 13 (9.5)
Eye disorders 6 (8.5) 6 (9.1) 12 (8.8)
Ocular hyperaemia 2 (2.8) 2 (3.0) 4 (2.9)
Abnormal sensation I (1.4) 2 (3.0) 3(22)
Conjunctival hyperaemia 1 (1.4) I (1.5) 2 (1.5)
Growth of eyelashes I (1.4) 2 (3.0) 3(22)

(Continued)
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Table 2 (Continued).

PF-LAT E/PF-LAT E | P-LAT/PF-LAT E | Overall

(N=71) (N=66) (N=137)

Eye paraesthesia 1 (1.4) 0 1 (0.7)
Blepharitis I (1.4) 0 1 (0.7)
Eyelid erythema 0 I (1.5) 1 (0.7)
Eye pruritus 0 I (1.5) 1 (0.7)
Swelling of eyelid 0 2 (3.0) 2 (1.5)
General disorders and administration site conditions 0 I (1.5) 1 (0.7)
Instillation site pain 0 I (1.5) 1 (0.7)

Notes: All patients were treated with preservative-free latanoprost eye drop emulsion during the open-label extension period (Week
12 through Month 15). Treatment-related AEs were defined as any AEs that were considered related to a study drug, study procedure,
or artificial tears by the investigator; no AEs related to study procedures or artificial tears were reported. Treatment groups: PF-LAT E/
PF-LAT E: received preservative-free latanoprost 0.005% eye drop emulsion during both the randomized (baseline through Week 12)
and open-label (Week 12 through Month 15) study periods. P-LAT/PF-LAT E: received preserved latanoprost 0.005% during the
randomized period (baseline through Week 12) and preservative-free latanoprost 0.005% eye drop emulsion during the open-label
extension period (Week 12 through Month [5).

Abbreviations: AE, adverse event; PF-LAT E, preservative-free latanoprost eye drop emulsion; P-LAT, preserved latanoprost.

from preserved latanoprost to the preservative-free latanoprost eye drop emulsion at Week 12 maintained peak IOP
reductions from baseline of >7.6 mmHg throughout the 12-month open-label extension period. The between-group
difference for the change from baseline in peak IOP was statistically significant at Week 12 (nominal p=0.029) for
patients who were treated with preservative-free latanoprost eye drop emulsion during the randomized period, compared
with patients using preserved latanoprost. Reductions in IOP were accompanied by ongoing improvements in the signs
and symptoms of OSD through Month 15 and preservative-free latanoprost eye drop emulsion therapy was well-tolerated
throughout the entire study period with no serious treatment-related AEs reported.

IOP reductions reported by Baudouin et al (2024) for the 12-week, randomized, investigator-masked period of the
same study were maintained throughout the open-label period, regardless of whether patients had received preserved
latanoprost or preservative-free latanoprost eye drop emulsion during the randomized period.’' These results demonstrate
the enduring IOP-lowering efficacy provided by the preservative-free latanoprost eye drop emulsion, and the magnitude
of IOP reduction sustained over the 15-month study reflects previous long-term trials examining latanoprost monotherapy
in OAG/OHT patients.'®>*->* IOP remains the only proven risk factor for progressive visual deterioration in glaucoma
and treatments that provide long-lasting IOP reduction may extend the length of time that patients are able to experience
good levels of visual acuity and vision-related QoL.*¢5-3%:33

Debate continues regarding the likely impact of OSD on treatment outcomes in glaucoma.”*%**2>2">* However, the
results from this Phase III study showed that patients who experienced the dual benefits of IOP-lowering efficacy and
improvement in OSD signs and symptoms with the preservative-free eye drop emulsion formulation during the 12-week
randomized period sustained those outcomes through Month 15.>' The ongoing reduction in OSD signs (CFS score)
observed in patients using the preservative-free latanoprost eye drop emulsion over a 15-month period and the additional
improvement seen in patients who switched to the preservative-free eye drop emulsion from preserved latanoprost at
Week 12 may have been due to the emulsion formulation helping to address issues at the ocular surface and/or could have
resulted from preservative-related toxicities becoming less severe over time.*>*”! Patients switching to the preserva-
tive-free eye drop emulsion from preserved latanoprost at the start of the open-label period demonstrated further
reductions in CFS score so that the change from baseline was comparable across groups at Month 15. The mechanisms
underpinning the observed changes in CFS score with the new latanoprost formulation may warrant further investigation
in future clinical studies. Both groups continued to show incremental reductions in OSD symptom score with open-label
preservative-free latanoprost eye drop emulsion treatment throughout the extension, and previous studies have suggested
that effective management of OSD in OAG/OHT patients can influence adherence with topical glaucoma therapy.?'**
2729 The improvements in OSD signs and symptoms demonstrated in the current study may have supported consistent
adherence with the therapeutic regimen, which represents an ongoing challenge in the management of chronic conditions,
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including glaucoma.**° Future studies comparing parameters around adherence and QoL differences with the preserva-
tive-free eye drop emulsion formulation and preserved latanoprost would be of value to gain insights on any changes to
compliance levels with these treatments. Current guidelines already highlight the importance of considering tolerability
when selecting treatments for glaucoma.” A therapy that provides improvements in OSD signs and symptoms and QoL,
while promoting better adherence, may support better long-term glaucoma outcomes in clinical practice.

During the randomized period, the percentage of patients rating treatment as satisfactory or very satisfactory was
98.4% in the preservative-free latanoprost eye drop emulsion group and 90.5% in the preserved latanoprost group.’'
During the open-label period, 100% of patients continuing preservative-free latanoprost eye drop emulsion treatment and
98.4% switching from preserved latanoprost rated their therapy to be satisfactory/very satisfactory.”’ Further investiga-
tions would be required to understand the reasons for high patient ratings during the entire study period, but these results
indicate that patients found tolerability with the open-label study treatment to be acceptable. Overall, less than 10% of
patients experienced AEs related to study treatment and no serious AEs were associated with preservative-free
latanoprost eye drop emulsion use during the study. Treatment-related AEs reported during the study period reflected
those of previous studies examining latanoprost monotherapy in OAG/OHT patients.'®33->

Limitations of the current study include the relatively small sample size (136 patients in total) and the open-label design,
which could have introduced reporting bias for some outcomes (particularly subjective symptom severity), and the analysis
may have been susceptible to issues such as regression to the mean. In addition, the outcomes should be considered in the
context of other potential factors, including the influence of placebo effect and improvements in tolerability due to washout of
preservative agent over time in the prior preserved latanoprost group. Future studies would benefit from the robustness of
a larger analysis population and control group, with investigator masking. However, the results from the current study provide
an indication of the outcomes that clinicians may observe in their own practice. A comparison of treatment outcomes with the
preservative-free latanoprost eye drop emulsion and other PGA treatments (eg bimatoprost, tafluprost) may also be of value.

Conclusion

Results from the open-label extension to a Phase III study revealed the potential dual benefits of durable IOP-lowering
efficacy and improvement in OSD signs and symptoms over a 15-month period in patients with OAG/OHT treated with
the preservative-free latanoprost eye drop cationic emulsion. Patients switching to the emulsion formulation from
preserved latanoprost at Week 12 maintained IOP outcomes over a 12-month period and experienced additional
improvements in the signs and symptoms of OSD so that both groups demonstrated a similar change from baseline at
Month 15. Treatment was well tolerated, and no serious AEs were associated with study medication. The outcomes
provide the basis for larger randomized studies examining long-term OAG/OHT treatment with the preservative-free
latanoprost eye drop cationic emulsion.

Abbreviations

AE, adverse events; BCDVA, best-corrected distance visual acuity; CAI, carbonic anhydrase inhibitor; CFS, corneal
fluorescein staining; FAS, Full Analysis Set; IOP, intraocular pressure; OAG, open-angle glaucoma; OHT, ocular
hypertension; OSD, ocular surface disease; PEX, pseudo exfoliative glaucoma; PF-LAT E, preservative-free latanoprost
eye drop emulsion; PGA, prostaglandin analog; P-LAT, preserved latanoprost; QoL, quality of life; s, seconds; SD,
standard deviation; SE, standard error; TBUT, tear break up time.
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