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ABSTRACT

Introduction: To demonstrate efficacy and
safety of an ophthalmic hydrogel formulation
of netilmicin/dexamethasone, containing xan-
than gum twice a day (b.i.d.) versus netilmicin/
dexamethasone eye drops four times a day
(q.i.d) to treat inflammation and prevention of
infection after cataract surgery.

Methods: Patients undergoing phacoemulsifi-
cation with intraocular lens implantation (IOL)
were randomised in two groups: group 1, twice
daily (b.i.d.) dexamethasone 0.1%/netilmicin
0.3% (Netildex) ophthalmic gel; group 2, four
times daily (q.i.d.) dexamethasone 0.1%/netil-
micin 0.3% (Netildex) eye drops. Both treat-
ments were administered for 14 days after
surgery. Patients were evaluated before surgery,
on the day of surgery and at 1, 7, 15 and 60
postoperative days. The primary efficacy end-
point was evaluation of cellularity and flare in
the anterior chamber through slit-lamp biomi-
croscopy 7 days after surgery. Secondary end-
points included: presence of signs/symptoms of
postoperative ocular inflammation and inci-
dence of infection.
Results: One hundred seventy-three patients
were randomised and 168 were evaluable. Flare
and cellularity were resolved at day 7 in 92.5%
of patients and almost completely by day 15. In
both intent to treat (ITT) and per-protocol (PP)
populations, the efficacy analysis demonstrated
that the gel formulation administered twice a
day was non-inferior to the eye drops adminis-
tered four times a day. For ITT analysis, the
lower limit of the 97.5% confidence interval
(- 0.0535) was greater than the non-inferiority
limit of -0.10. For the PP analysis, the lower
limit of the 97.5% confidence interval
(- 0.0526) was greater than the non-inferiority
limit of - 0.10. The patient’s global tolerability
and reported symptoms were similar between

R. Mencucci (&)
Eye Clinic, Department of Neuroscience,
Psychology, Pharmacology and Child Health
(NEUROFARBA), University of Florence, Largo
Brambilla 3, 50134 Florence, Italy
e-mail: rita.mencucci@unifi.it

T. Ach
Augenklinik Und Poliklinik, Würzburg, Germany

A. Liekfeld
Klinikum für Augenheilkunde Ernst Von Bergman
Klinikum, Posdam, Germany

A. Scialdone
Ophthalmology Unit, Fatebenefratelli Hospital and
Ophthalmic Institute, Milan, Italy

C. Civiale � M. G. Mazzone
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treatment groups. No microbial load and no
safety events were observed.
Conclusions: Efficacy of the gel reduced posol-
ogy (twice a day) is not inferior to four times a
day eye drops. Both treatments were well tol-
erated and efficacious. The new reduced posol-
ogy hydrogel formulation may improve patient
compliance and quality of life.
Trial Registration: Eudract: 2016-0021138-63;
ClinicalTrial.gov: NCT029738880.

Keywords: Cataract surgery; Dexamethasone;
Netilmicin; Netildex; Ocular inflammation;
Ophthalmic gel

Key Summary Points

Why carry out this study?

Advances in surgical instruments and
techniques have significantly improved
post-surgery outcomes reducing
postoperative complications. However,
some degree of ocular pain and
inflammation may still occur after
surgery, even in uneventful procedures,
leading to possible complications.

A new preservative-free ophthalmic
hydrogel formulation of dexamethasone
0.1%/netilmicin 0.3% fixed combination
(Netildex� Gel, SIFI SpA, Catania Italy)
has been developed to reduce the high-
frequency instillation of corticosteroids
required with the eye drop formulation.
The addition of xanthan gum in this
ophthalmic formulation may increase the
pseudo-plastic characteristics of the
product, prolonging ocular retention time
and giving a beneficial hydration to the
ocular surface.

What was learned from the study?

The administration of dexamethasone
0.1%/netilmicin 0.3% (Netildex)
ophthalmic gel b.i.d. is sufficient to obtain
a non-inferior efficacy in the prevention
and treatment of post-cataract surgery
ocular inflammation compared with
dexamethasone 0.1%/netilmicin 0.3%
(Netildex) eye drop solution administered
q.i.d. for the same period. No infections
were reported.

The new ophthalmic gel formulation,
therefore, allows a reduced administration
frequency while maintaining the same
efficacy and simultaneously favouring
patients’ convenience and comfort, with
possible better compliance to treatment
and patients’ quality of life.

INTRODUCTION

Cataract is a common ophthalmic disease,
especially among the elderly [1–3]. Currently,
the most popular procedure for cataract
removal is phacoemulsification, followed by the
implantation of an artificial intraocular lens
(IOL) [1, 2, 4, 5].

Recent advances in surgical instruments and
techniques have significantly improved post-
surgery outcomes reducing postoperative com-
plications. However, some degree of ocular pain
and inflammation may still occur after surgery,
even in uneventful procedures [6, 7], leading to
possible complications, such as corneal oedema,
intraocular pressure (IOP) spikes, posterior cap-
sule opacification and cystoid macular oedema
[8–11].

The two main topical treatments in the
management of post-surgical ocular inflamma-
tion and pain are non-steroidal anti-inflamma-
tory drugs (NSAIDs) and topical corticosteroids,
with the latter being considered the gold stan-
dard treatment. Corticosteroids are usually
administered through topical eye drop instilla-
tion [10, 12–16].
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Besides inflammation, one of the main risks
of ocular surgery is the occurrence of ocular
infection, which can lead to rare but devastat-
ing effects, such as postoperative endoph-
thalmitis [16–18]. The use of antibiotics in
cataract surgery includes a variety of regimens
and protocols, including intracameral and
postoperative topical antibiotics. Evidence that
injecting intracameral antibiotics (cefuroxime,
moxifloxacin) at the end of cataract surgery is
effective for endophthalmitis prophylaxis is
growing [20]. Among postoperative topical
antibiotics, aminoglycosides and fluoro-
quinolones are the most prescribed agents and
provide an excellent wide-spectrum coverage
[17, 19–22]. In this respect, it has been estab-
lished that a patient’s ocular flora is the source
of microbes responsible for most cases of
intraocular infections [23]. Thus, reducing the
number of microbes on the ocular surface or
eliminating the organisms that may have
reached the eye can decrease the risk of
endophthalmitis [19]. Recently, particular
attention has been given to avoiding the
administration of cytotoxic antibiotics in pre-
and post-cataract surgery to ensure good visual
and refractive outcomes after cataract surgery
[24].

According to these considerations, a new
preservative-free ophthalmic hydrogel formula-
tion of dexamethasone 0.1%/netilmicin 0.3%
fixed combination (Netildex� Gel, SIFI SpA,
Catania Italy) has been developed to reduce the
high-frequency instillation of corticosteroids
required with the eye drop formulation. This
new formulation contains xanthan gum, a
high-molecular-weight polysaccharide used in
ophthalmic preparations as a viscosity enhan-
cer. The addition of xanthan gum in oph-
thalmic formulations has been shown to
increase the pseudo-plastic characteristics of the
product, prolonging ocular retention time
[25–27] and with beneficial effect on the ocular
surface [28, 29]. Furthermore, xanthan gum is a
polymer with a well-known lubricant with
pseudoplastic behaviour and antioxidant action
on the ocular surface [30, 31] and could prevent
the exacerbation of low-grade and/or non-
symptomatic dry eye disease that often happens

after cataract surgery, especially in elderly
patients [24].

The aim of this study was to investigate
whether a reduced frequency of administration
of an innovative hydrogel formulation con-
taining dexamethasone 0.1%/netilmicin 0.3%,
instilled twice daily (b.i.d.), was non-inferior to
dexamethasone 0.1%/netilmicin 0.3% fixed
combination formulated in eye drop solution
administered four-times daily (q.i.d.), in the
treatment and prevention of ocular inflamma-
tion after phacoemulsification and IOL
implantation.

METHODS

Study Design and Subjects

This was an international phase III, randomised,
double-blind study to evaluate the non-inferi-
ority of a hydrogel formulation administered
b.i.d. (Netildex gel) as compared to the eye
drops formulation q.i.d. (Netildex� Eye drops,
SIFI SpA, Catania, Italy) in patients undergoing
phacoemulsification and IOL implantation.
Both formulations are a fixed combination of
netilmicin sulphate 3 mg/ml and dexametha-
sone phosphate 1 mg/ml. The preservative-free
ophthalmic gel single-dose formulation con-
tains xanthan gum, which acts as a viscosity
enhancer by increasing the retention of the
product on the ocular surface [24–27].

The study adhered to the tenets of the Dec-
laration of Helsinki and was approved by the
independent Ethics Committees of the partici-
pating institutions. Written informed consent
was obtained from all patients before
randomisation.

The study was conducted in five centres
located in Italy (3 centres) and Germany (2
centres). Patients were included if they were
aged C 40 years and undergoing phacoemulsi-
fication with IOL implantation, with a grade 2
or 3 cataract according to the lens opacity
classification system III (LOCS III) and an
endothelial cell count within limits for age but
not \ 1200 cell/mm2. The main exclusion cri-
teria included patients with a medical history of
ocular inflammatory disease, trauma, herpes
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infections, uveitis or Sjogren’s syndrome and
those with at least one of the following con-
comitant ocular diseases: ocular infections,
glaucoma, diabetic retinopathy, uncontrolled
diabetes, maculopathy, shallow anterior cham-
ber, pseudo-exfoliation syndrome, poor mydri-
asis and IOP[ 24 mmHg; patients who had
been treated for external ocular infections
within 1 month before the study enrollment
and those receiving any ocular treatment apart
from artificial tears were also excluded.

Patients were randomised to receive either
single-dose ophthalmic hydrogel b.i.d. (group
1) or single-dose eye drops solution (group 2)
q.i.d., administered topically in the conjuncti-
val sac of the operated eye starting on the day of
cataract surgery (day 0) until day 14 after sur-
gery. To ensure masking, patients treated with
the ophthalmic hydrogel also received two daily
doses of placebo (single-dose ophthalmic
hydrogel, containing sodium hyaluronate and
xanthan gum) to reach four daily administra-
tions. In both treatment groups, almost all
patients (99.4%) received bromfenac (a non-
steroidal anti-inflammatory drug) for a maxi-
mum of one drop twice daily (b.i.d.) from day
- 3 to day - 1 (the day before surgery). Con-
comitant medications included intracameral
injection of cefuroxime 1 mg/0.1 ml in the
anterior chamber at the end of the surgery
according to participating centres preference.

Measurements

Patients were evaluated 4–7 days before cataract
surgery (screening visit), on the day of surgery
and at 1, 7 and 15 days after surgery; an addi-
tional follow-up visit was performed 60 days
after surgery.

The primary efficacy endpoint was the eval-
uation of inflammation (cellularity and flare) in
the anterior chamber using slit-lamp biomi-
croscopy on day 7 after surgery. The scoring
system is shown in Table 1, adapted from
Hogan, 1964, and Jobs, 2005 [32, 33]. Patients
were classified as full responders if both cellu-
larity and flare were zero, partial responders if at
least one of the 2 measurements were zero and
non-responders if both cellularity and flare were

greater than zero. The same evaluation was
repeated 15 days after surgery.

The secondary endpoints included: (1) the
presence of clinical signs/symptoms of ocular
inflammation (anterior chamber flare, cellular-
ity, conjunctival hyperaemia, lid oedema, cor-
neal oedema, ocular pain, photophobia,
tearing) assessed at days 1, 7 and 15 after sur-
gery; (2) incidence of infection, assessed by
clinical evaluation, and in the case of suspected
infection ocular swabs were performed.

Global tolerability was measured at days 1, 7
and 15 after surgery through a standard ques-
tionnaire, classified on a categorical scale from 0
to 3: (0) none; (1) mild (present but not dis-
tressing); (2) moderate (distressing but not
interfering with daily life); (3) severe (very dis-
tressing and interfering with daily life). Subjec-
tive tolerability was also assessed at days 1, 7
and 15 after surgery by interviewing patients
about their symptoms, such as burning, sting-
ing and blurred vision, and it was scored using
the above-mentioned scale.

Safety was assessed by measuring frequency
and severity of adverse events (AEs), changes in
IOP (assessed by the Goldman applanation

Table 1 Scoring system for inflammation in the anterior
chamber

Score Evaluation

Cellularity

0 1 cell/field of 1 9 1 mm

0.5 1–5 cells/field

1 6–15 cells/field

2 16–25 cells/field

3 26–50 cells/field

4 [ 50 cells/field

Chamber flare

0 None

1 Mild (barely detectable)

2 Moderate (iris and lens details clear)

3 Severe (iris and lens details not visible and fibrin in

the anterior chamber)
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tonometry, CSO, Florence, Italy) and visual
acuity, clinically significant laboratory abnor-
malities and physical examination findings.

Compliance was evaluated through direct
interviews with the participating patients.

Statistical Analysis

A drop-out rate of 28% was considered. The
sample size was calculated considering the
detection of a true difference in favour of the
reference treatment of 5% and required 130
patients to be 90% sure that the upper limit of a
one-sided 97.5% confidence interval (CI)
excluded a difference in favour of the reference
group of[ 10%. The difference in the primary
efficacy endpoint, namely the proportion of full
responders, was analysed by a chi-square test for
proportion along with a one-sided 97.5% CI of
the difference based on Student’s t distribution.

Secondary endpoints were tabulated with
frequency and percentages at each time point
during the study. The two treatment groups
were compared by means of logistic regression
techniques in univariate and multivariate
models, adjusted for demographic and clinical
factors. A per-protocol analysis was performed,
which excluded ten patients in group 1 for
protocol violations.

The non-inferiority analysis to obtain the
difference in the proportion was performed
using the Proc Freq in SAS v. 9.4, with one-sided
97.5% confidence intervals and a non-inferior-
ity margin of 0.10.

RESULTS

Patient Demographics and Treatment
Adherence

The enrolment at the investigational sites was
competitive to reach the target of 180 patients.
Moreover, the study was stopped after 173 had
been randomised patients since the number of
statistically evaluable patients had already been
reached (168 patients in ITT population patients
versus the 130 requested in the protocol). The
mean agewas 72.6 (range 38–89) years, although

this resulted in a protocol minor violation for
patients aged 30–39 years. Age and gender were
well matched among treatment groups. Patient
disposition, according to the CONSORT dia-
gram, is displayed in Fig. 1.

Almost all randomised patients received the
first dose of treatment on the day of surgery
(168/173, 97.1%). Five patients were ran-
domised but had not received any study treat-
ments (3 to hydrogel, 2 to eye drops
formulation); thus, the number of patients
reported in the baseline period is 168 (85 in
group 1 and 83 in group 2).

After 7 days from surgery the treatment com-
pliance was high for both treatments: 96.4% in
group 1 and 100% in group 2. Demographic and
baseline characteristics (age, gender and race) of
the intention-to-treat (ITT) and safety popula-
tion were similar across treatment groups, with
no statistically significant differences (p[ 0.05)
(Table 2). Almost all patients (99.4%) received
bromfenac 0.1%eye drops for amaximumof one
drop twice daily (b.i.d.) from day - 3 to day - 1
(the day before surgery), andmost of the patients
received an intracameral injection of cefuroxime
at the end of surgery in accordance with the
ESCRS Guidelines [34].

Primary Endpoint (Cellularity and Flare
Responder Rate)

Based on the ITT dataset, which included 168
patients receiving the treatment at day 7 post-
surgery (85 in group 1 and 83 in group 2), 75
patients (88.2%) in group 1 and 78 patients
(93.9%) in group 2 showed no signs of ocular
inflammation (no flare and no cellularity in the
anterior chamber) and were classified as full
responders (Table 3).

The non-inferiority analysis (non-inferiority
margin of - 0.10 and 97.5% CI) showed that
the hydrogel administered b.i.d. was non-infe-
rior to the eye drops formulation administered
q.i.d. since the lower limit of the 97.5% CI
(- 0.0535) was greater than the non-inferiority
limit of - 0.10. The non-inferiority was also
confirmed by the multivariate analysis, in
which patients’ sex and/or age were considered
as cofactors (Fig. 2).
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The per-protocol analysis, which excluded
two patients in group 1 for protocol violations
(inclusion criteria), showed similar results, with
89.7% and 95% of the patients classified as full
responders 7 days post-cataract surgery, respec-
tively, in the ophthalmic gel and eye drops
treatment arms. The results confirmed the non-
inferiority of the hydrogel compared with eye
drop formulation, with an estimated risk dif-
ference at the univariate analysis of -0.0526
(95% CI - 0.0562 to 0.1613) and a lower limit
of 97.5% CI equal to - 0.0562, therefore greater
than the non-inferiority limit of - 0.10.

Secondary Endpoints

Clinical Signs and Symptoms of Ocular
Inflammation
No significant difference was detected between
the two groups in terms of ocular inflammation
signs and symptoms (anterior chamber flare,

cellularity, conjunctival hyperaemia, lid
oedema, corneal oedema, ocular pain, photo-
phobia, tearing) from day 1 up to 15 days post-
surgery. All patients recovered by day 15 post-
surgery, reporting no signs of ocular inflamma-
tion, apart from one patient in group 2 who had
a few cells (score 0.5) on day 15 post-surgery.
Furthermore, the ophthalmoscopy evaluation
indicated no relevant differences throughout
the study between the two groups.

Tolerability

In group 1 at day 1, 81 patients (97.6%) repor-
ted no discomfort at all, and 2 patients (2.4%)
reported mild discomfort (present but not dis-
tressing); at day 7, all patients reported no dis-
comfort; at day 15, 79 patients (98.8%) had no
discomfort, and only 1 patient (1.3%) reported
moderate discomfort, which was distressing but
did not interfere with daily life.

Fig. 1 Patient’s disposition. Group 1 = hydrogel; group 2 = eye drops
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In group 2 at day 1, 81 patients (98.8%)
reported no discomfort, and 1 patient (1.2%)
reported severe discomfort; at day 7, all patients
reported no discomfort; at day 15, 80 patients
(98.8%) had no discomfort, and only one
patient (1.2%) reported mild discomfort.

Regarding symptoms of burning, stinging or
blurred vision, there was no difference between
the groups.

Safety Results

Ten out of 168 patients experienced at least one
AE, 4 (4.7%) in group 1 and 6 (7.2%) in group 2.
All AEs were classified as expected and of mild
or moderate grade. Only two patients in group 2
experienced serious AEs (2.4%), vascular occlu-
sion and macular oedema, which were assessed
as not related to the study arm, and they com-
pletely recovered after appropriate treatment.
Only one patient in group 1 reported a treat-
ment-related AE, namely drug hypersensitivity.

No patient showed signs of infection or
endophthalmitis.

No between-group difference was found for
visual acuity and IOP. IOP for the treated and
non-treated eye was within the normal range
(12–22 mmHg) and did not change during
treatment in both arms, except for one patient
in the group 1 arm who had increased IOP on

Table 2 Demographic and baseline characteristics of the safety population and intention-to-treat population

Variable Group 1
n = 85

Group 2
n = 83

Total
n = 168

Age (years)

Mean (SD) 72.2 (8.8) 73.2 (8.3) 72.7 (8.6)

Median 74.0 74.0 74.0

Range (min, max) 38—89 48—89 38—89

Age category (years) [n (%)]

B 65 16 (18.8%) 15 (18.1%) 31 (18.5%)

66–74 37 (43.5%) 28 (33.7%) 65 (38.7%)

C 75 32 (37.6%) 40 (48.2%) 72 (42.9%)

Gender [n (%)]

Male 37 (43.5%) 26 (31.3%) 63 (37.5%)

Female 48 (56.5%) 57 (68.7%) 105 (62.5%)

Race [n (%)]

White 84 (98.8%) 81 (97.6%) 165 (98.2%)

Black 1 (1.2%) 2 (2.4%) 3 (1.8%)

Group 1 = hydrogel; group 2 = eye drops
SD standard deviation

Table 3 Cellularity and flare responders 7 days after
surgery

Cellularity and flare
responders

Group 1
n = 85

Group 2
n = 83

Full responders [n (%)] 75

(88.2%)

78

(93.9%)

Partial responders [n (%)] 8 (9.4%) 4 (4.8%)

Non-responders [n (%)] 2 (2.4%) 1 (1.2%)

Group 1 = hydrogel; group 2 = eye drops
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day 1 only, which decreased by day 7 and
remained stable and within the normal range at
the following visits (Table 4).

DISCUSSION

The management of ocular inflammation and
prevention of infection after cataract surgery are
of capital importance to reduce postoperative
complications and to improve patients’ subjec-
tive comfort. Among different anti-inflamma-
tory and antibiotic perioperative protocols,
postoperative antibiotic and steroid eye drops

(in either fixed combinations or in separated
formulations) are the most commonly pre-
scribed [20].

Regarding the prophylaxis of infections, it
has been established that a patient’s ocular flora
is the source of microbes responsible for most
cases of intraocular infections [23]. Thus,
reducing the number of microbes on the ocular
surface or eliminating the organisms that may
have reached the eye can decrease the risk for
endophthalmitis. [20].

Both formulations used in this study,
hydrogel and eyedrops, contain dexamethasone

Fig. 2 Cellularity and flare responders 7 days after surgery

Table 4 Slit-lamp evaluation during the study. Unit-variable association between study drug and occurrence of full-
responder at endpoint ITT sample

Treatment group Responder
n/N—%

Non-inferiority margin Observed risk difference 97.5% confidence
interval

p value

Lower Upper

Group 1 75/85–88.2 - 0.10 0.0574 - 0.0535 0.1683 0.0007

Group 2 78/83–93.9

Group 1 = hydrogel; group 2 = eye drops
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0.1%/netilmicin 0.3%. Netilmicin is an antibi-
otic with an effective wide-spectrum antimi-
crobial activity, including methicillin-resistant
(MR) strains (such as MR Staphylococcus aureus
and MR coagulase-negative Staphylococci)
[35, 36]. In an in vitro evaluation has been
demonstrated that netilmicin has better tolera-
bility and is less cytotoxic regarding the
antimicrobial agents commonly used in clinical
ophthalmological practice as fluoroquinolones
[37]. Marino et al., in an in vivo study on rab-
bits, demonstrated that netilmicin, in respect to
ofloxacin, may offer a superior toxicological
profile in both normal eyes and clinical situa-
tions where the integrity of the ocular epithe-
lium is altered [38, 39].

The second main component is dexametha-
sone phosphate, a potent steroid, well absorbed,
especially in the presence of ocular inflamma-
tion [32]. The efficacy of this formulation in
controlling ocular inflammation after cataract
surgery has been proved in previous studies
[40, 41]. Recently, a new single-dose dexam-
ethasone 0.1%/netilmicin 0.3% ophthalmic
hydrogel containing xanthan gum has been
marketed. This hydrogel formulation has shown
a longer retention time on the ocular surface
than the eye drop solution [27], possibly
increasing the interval between instillations and
reducing the frequency of administration.
Moreover, the presence of xanthan gum fosters
the healing process after the preoperative dis-
infection [28, 29].

In this context, the purpose of our study was
to assess whether the dexamethasone/netilmi-
cin ophthalmic gel administered b.i.d. is non-
inferior to the ophthalmic solution instilled
q.i.d. in controlling post-cataract surgery
inflammation and in preventing infection.

In this study and considering the ITT popu-
lation of 168 patients, 7 days of treatment were
sufficient to control the post-surgical inflam-
mation in both groups: most patients (88.2% in
group 1 and 93.9% in group 2) showed no signs
of inflammation of the anterior chamber after
7 days of treatment, and all patients, except one
who received the eye drop formulation, com-
pletely recovered within 15 days post-surgery.
The non-inferiority of the hydrogel in terms of
reduction of ocular flare and cellularity reported

in the univariate analysis (lower 97.5% CI
- 0.0535, greater than the non-inferiority limit
of -0.10) was confirmed by both the multivari-
ate analysis and the per-protocol analysis,
which excluded seven patients in the hydrogel
arm and three in the eye drops arm for devia-
tions to the protocol (lower 97.5% CI - 0.0526).

The results obtained for secondary variables
(clinical signs and symptoms of ocular inflam-
mation, visual acuity) confirmed no differences
between the two arms.

Moreover, the hydrogel proved to be equal to
the Netildex eye drops in terms of global patient
tolerability. Indeed, both treatments were well
tolerated with very few mild and reversible AEs,
which were not considered as related to the
study drug, and only one case of drug hyper-
sensitivity was reported in the hydrogel arm.

In the ophthalmic gel formulation, the
presence of xanthan gum which acts as a vis-
cosity enhancer increases the retention of the
product on the ocular surface and reduces the
number of instillations necessary to maintain
an adequate concentration of corticosteroids
[25, 26]. Moreover, it keeps the ocular surface
hydrated and creates a coating that fosters the
healing process. One of the main disadvantages
of the eye drop formulation is that after topical
administration, the concentration of corticos-
teroids in the anterior chamber increases and
declines within hours [42], necessitating fre-
quent daily instillations, with a consequential
negative effect on patient compliance and a
potential decrease of therapeutic efficacy. It is
important to notice that, for double masking
reasons, patients in the hydrogel arm also
received two placebo administrations. There-
fore, it was not possible to evaluate the favour-
able impact of a reduced number of
administrations per day provided by the
hydrogel formulation regarding patient com-
pliance and quality of life. The reduction of the
number of daily instillations may improve
patient adherence to treatment, especially in
the case of concomitant use of other topical
medications (e.g., anti-glaucoma drugs, non-
steroidal anti-inflammatory drugs or artificial
tears). The formulation may also act as artificial
tears.
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As a potential limitation of the study, ante-
rior chamber inflammation was measured, for
practical reasons, by slit-lamp examination
rather than by a laser flare and cell metre. Even
if the scoring system used to measure flare and
cells by slit-lamp examination is subjective and
semiquantitative, it still corresponds to the
actual daily routine of practice [43].

CONCLUSIONS

In conclusion, this large, international clinical
trial shows that the administration of Netildex
ophthalmic gel b.i.d. is sufficient to obtain a
non-inferior efficacy in the prevention and
treatment of post-cataract surgery ocular
inflammation compared with Netildex eye drop
solution administered q.i.d. for the same period.
The new ophthalmic gel formulation, therefore,
allows a reduced administration frequency
while maintaining the same efficacy and
simultaneously favouring patients’ convenience
and comfort, with possible better compliance to
treatment and patients’ quality of life.
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