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Simple Summary: Primary open-angle glaucoma leads to a loss of retinal ganglion cells and a re-
duction in the retinal nerve fiber layer thickness, consequently leading to the development and
growth of visual field defects. In its final stages, this results in visual loss and irreversible blindness
if not treated adequately. A reduction in the intraocular pressure by means of medication and/or
surgery is the only known treatment option for slowing, or at best, arresting disease progression.
This study demonstrates that trabeculectomy and XEN microstent implantation are nearly equally
effective techniques for reducing intraocular pressure and stabilizing visual acuity and pre-devel-
oped visual field defects over a follow-up period of 24 months after surgery. However, further anal-
ysis using spectral domain optical coherence tomography revealed that disease progression occurs
in terms of further retinal nerve fiber layer loss after both trabeculectomy and XEN microstent im-
plantation.

Abstract: The aim of this study was to compare the efficacy of trabeculectomy (TE), single XEN
microstent implantation (solo XEN) or combined XEN implantation and cataract surgery (combined
XEN) in primary open-angle glaucoma cases, naive to prior surgical treatment, using a monocentric
retrospective comparative cohort study. Intraocular pressure (IOP) and the number of IOP-lowering
drugs (Meds) were monitored during the first 24 months after surgery. Further disease progression
was monitored using peripapillary retinal nerve fiber layer (RNFL) thickness examinations using
spectral domain optical coherence tomography (OCT) as well as visual acuity (VA) and visual field
(VF) tests. In the TE group (52 eyes), the mean IOP decreased from 24.9 +5.9 to 13.9 + 42 mmHg

(p <0.001) and Meds decreased from 3.2 + 1.2 to 0.5 + 1.1 (p < 0.001). In the solo XEN (38 eyes) and
the combined XEN groups, the mean IOP decreased from 24.1 + 4.7 to 15.7 + 3.0 mmHg (p < 0.001)
and 25.4 + 5.6 to 14.7 + 3.2 mmHg (p < 0.001), while Meds decreased from 3.3 +0.8 to 0.8 + 1.2
(p<0.001) and 2.7 +1.2 to 0.4 = 1.0 (p < 0.001), respectively. The VF and VA indices showed no sign
of further deterioration, the RNFL thickness further decreased in all treatment groups after surgery.
TE and XEN led to comparable reductions in IOP and Meds. Although the VA and VF indices re-
mained unaltered, the RNFL thickness continuously decreased in all treatment groups during the
24-month follow-up.
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1. Introduction

Glaucoma is the leading cause of irreversible blindness worldwide, the prevalence of
which, is expected to increase to 111.8 million affected individuals by 2040 [1-4]. Without
effective treatment, apoptotic retinal ganglion cell death leads to the development of vis-
ual field defects, loss of visual acuity and, in the final stages of the disease, complete blind-
ness [5,6]. Increasing outflow resistance in the trabecular meshwork, leading to chroni-
cally elevated intraocular pressure (IOP), seems to play a major role [7,8]. IOP-lowering
drugs and/or surgical procedures to lower the IOP are, so far, the only therapeutic options
available for which a positive effect on disease progression has been demonstrated [9-11].

The IOP can be lowered efficiently by trabeculectomy (TE), which works via subcon-
junctival drainage of the aqueous humor. Cairns was the first to describe TE over 50 years
ago [12]. Today, TE is the gold standard for surgical glaucoma treatment as it is widely
available and effective for different kinds of glaucoma. However, the learning curve is
comparatively flat, there is a risk of severe complications, and not every case can be suc-
cessfully treated [13,14]. This has led to attempts not only to modify TE, but also to de-
velop alternative techniques aimed at producing a simplified procedure with higher suc-
cess rates. A number of recently developed techniques with reduced surgical trauma have
been termed as minimally invasive glaucoma surgery (MIGS) [15,16]. The aim of these
MIGS techniques is not only to reduce surgical trauma and IOP effectively, but also to
shorten surgical times, reduce the incidence and severity of adverse events and postsur-
gical complications and shorten convalescence times so that patients can be discharged
from the hospital sooner or treated entirely as outpatients.

The XEN microstent (XEN 45 Gel Stent, Abbvie, North Chicago, Illinois, USA) is a
flexible miniature tube of 6 mm in length and 500 um thickness with an internal lumen
diameter of 45 um made from gelatin, which functions via subconjunctival drainage of
the aqueous humor [17,18]. The XEN microstent is designed for the surgical treatment of
refractory glaucomas, including primary open-angle glaucoma (POAG) cases that are un-
responsive to maximum tolerable medical therapy. Similar to TE, a distinct conjunctival
filtration zone is created after XEN implantation via an ab interno approach. Different
trials have already demonstrated the IOP-lowering and drug-sparing efficacy of the XEN
microstent [19-21]. The aim of this study was to demonstrate both the IOP-lowering and
function-stabilizing efficacy of XEN microstent implantation in comparison to TE by mon-
itoring visual acuity, visual field indices and the peripapillary retinal nerve fiber layer
thickness in comparable cohorts of POAG patients in a retrospective, single surgeon, mo-
nocentric trial.

2. Materials and Methods

For this retrospective, monocentric, comparative cohort study, all patients undergo-
ing TE or XEN microstent implantation, alone or in combination with phacoemulsification
and intraocular lens implantation, from October 2017 to March 2019 at the Department of
Ophthalmology of the University Clinic Leipzig, Germany, were reviewed and included
when they met the inclusion criteria (for exact inclusion criteria see the following para-
graph). The study was approved by the local ethics committee (209/18-ek) and was regis-
tered with the German Clinical Trial Register (DRKS, trial number: DRKS00020800) which
is part of the WHO registry network. Written informed consent for all performed surgical
procedures was obtained from all patients. All performed procedures were conducted in
accordance with the ethical standards of the institutional research committee and with the
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Declaration of Helsinki [22]. All surgical procedures were performed by the same oph-
thalmic surgeon (JDU).

The following criteria had to be met for inclusion: POAG had to be present in patients
aged 40 years and above, with no prior incisional glaucoma surgery having been per-
formed. POAG diagnosis was based on the presence of typical glaucomatous optic disc
changes with an untreated IOP of 21 mmHg or above. Evidence of disease progression
under maximum tolerable medical treatment was mandatory before surgical intervention.
Disease progression was determined using repeated visual field (VF) tests. Three consec-
utive VF test results performed during the last 12 months before surgery showing an in-
crease of at least 2.0 dB in the mean deviation indicated disease progression. For inclusion
in the study, all patients were required to present for follow-up examinations 6, 12 and 24
months after surgery. At these consultations, a full ophthalmological examination was
performed, including visual field testing and optical coherence tomography scans of the
retinal nerve fiber layer (RNFL) (for details see below). Exclusion criteria were patients
<40 years of age, existing glaucoma other than POAG, or a history of previously per-
formed glaucoma surgery. If both eyes of a patient met the inclusion criteria, only the
results obtained from the first eye undergoing surgery were included in the analysis.

The XEN microstent was developed as a minimally invasive procedure with the aim
to achieve comparable postoperative results to those after TE in terms of IOP reduction
and reducing IOP-lowering drugs. Whether to perform TE or XEN, with or without cata-
ract surgery, was based on the following criteria: Several previous studies demonstrated
that TE resulted in greater postoperative IOP reductions and decreases in necessary IOP-
lowering medication compared to implantation of the XEN microstent. In addition, the
XEN microstent is implanted using an ab interno approach and, therefore, carries the risk
of inadvertent damage to the crystalline lens. Thus, TE was generally performed in eyes
that required more aggressive reductions in IOP (only eyes/necessity for a complete stop
of topical IOP-lowering medication due to known allergies) and in eyes with a clear crys-
talline lens at the time of surgery. All other patients were treated with XEN microstent
implantation, which was usually combined with phacoemulsification of the lens and IOL
implantation when the best corrected visual acuity (BCVA) was 0.2 logMAR or worse due
to a cataract formation. The severity of glaucoma was not a direct criterion for or against
inclusion into the TE or XEN groups. Mild, moderate and severe cases were all eligible for
treatment as long as disease progression was detectable. Any kind of glaucoma surgery
(incisional or non-incisional) resulted in study exclusion.

Each patient underwent a complete ophthalmologic examination prior to surgery.
This included medical history taking, slit lamp examination of the anterior and posterior
segments, with accurate assessment of the peripapillary retinal nerve fiber layer (RNFL),
best corrected visual acuity (BCVA) (Snellen charts converted to logMAR) and visual field
assessments using standard automated perimetry tests (Twinfield 2, Oculus, Wetzlar,
Germany), and Goldmann applanation tonometry. In addition, the RNFL was assessed by
an optical coherence tomography scan (SD-OCT; Spectralis, Heidelberg Engineering, Hei-
delberg, Germany). Monocular standard automated perimetry tests were performed us-
ing a 24-2 test strategy with 55 target points. The percentage of false negative and false
positive answers was required to be <10% for the test to be considered reliable. Test results
were checked for the presence of glaucomatous changes (i.e., Bjerrum scotoma, nasal step,
etc.) and the absence of visual field changes of other ophthalmic or neurologic origins (i.e.,
binocular hemianopsia, central scotoma, etc.). At least three standard automated perime-
try results performed in the year before surgery had to be available and meet the above
defined criteria. Further visual field tests were performed at follow-up visits 6, 12 and 24
months after surgery. For SD-OCT-measurements, a confocal scanning laser ophthalmo-
scope capturing 40,000 A-scans/minute was used. The mean total RNFL thickness was
determined using a circularly oriented scan centered around the optic nerve head, with a
diameter of 3.5 mm. Usually, SD-OCT scans were carried out at the same examination
dates as the visual field tests, therefore, an equivalent number of pre- and postoperative
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SD-OCT scans were available. For image capturing, active eye tracking modalities were
used. The signal-to-noise ratio was increased by averaging of the recorded scans. The cir-
cumpapillary scan was repeated 100 times and the single measurements were averaged
to reduce the images speckle noise. For analysis, the automated layer segmentation and
analysis settings inherent in the SD-OCT machine were used.

Demographic data collected included: age, sex, laterality and surgical history of the
included eye. During follow-up, data were collected and analyzed: IOP, number of IOP-
lowering drugs used, BCVA, mean deviation (MD) of standard automated perimetry and
mean total RNFL thickness. Data were collected at the following time points: one day be-
fore surgery, 6, 12 and 24 months after surgery. Furthermore, the mean deviation (MD)
values of the performed visual field tests before and after surgery were assessed in order
to calculate the MD increase in the year before surgery and for the two years of follow-up
after surgery in all three treatment groups. Comparable to the data acquisition utilized in
visual field analysis, the mean annual preoperative and postoperative decreases in RNFL
thickness were calculated using the scans recorded before and during the 24 months of
follow-up after surgery. In addition, the number and timing of secondary needling proce-
dures were analyzed.

The surgical techniques utilized have been previously described in detail [23,38]. In
short, TE with mitomycin C (MMC) was performed using a scleral flap of 4x4 mm in size
and a 3x3 mm sponge soaked with MMC (concentration 0.2 mg/mL) applied for 2 minutes.
XEN microstent implantation was performed using a dispersive viscoelastic agent with a
conjunctival bleb formed by injection of 0.1 mL or less MMC (concentration 0.1 mg/mL)
in the supero-nasal quadrant. Locally applied IOP-lowering drugs were discontinued four
weeks before surgery and shifted to acetazolamide, which was stopped two days before
surgery.

Postsurgical treatment regimen was comparable for all groups including topical an-
tibiotic (gentamicin; QID for 1 week), topical steroid (prednisolone acetate 1%; QID for 4
weeks and adapted thereafter, based on clinical assessment of local inflammation and bleb
configuration) and cycloplegics (atropine 0.5%; BID for 1 week). The decision for a sec-
ondary needling was based on postoperative clinical assessment (IOP change, appearance
of bleb configuration). Needling was considered as a regular part of the standard postop-
erative routine in all treatment groups. Needling was performed under the operating mi-
croscope using a 30G cannula. In XEN cases, the aim was to free and mobilize the mi-
crostent from attaching to the conjunctiva and Tenon's capsule. In TE cases, the aim was
to open Tenon's capsule. During needling 0.1 mL of 5-Fluorouracil (concentration 50
mg/mL) was injected. Postoperative laser suture lysis and 5-FU treatment were performed
in cases of TE, when considered necessary based on clinical assessment and IOP develop-
ment, but did not follow a strict clinical regimen and were performed no later than 12
weeks after surgery.

The recommendations published by the World Glaucoma Association (Guidelines on
Design and Reporting of Glaucoma Surgical Trials) were followed to evaluate clinical suc-
cess [23]. For complete success, IOP had to be reduced by >20% from baseline without the
additional use of IOP-lowering medications. For a qualified success, IOP had to be low-
ered by >20% with the additional use of IOP-lowering medication (exceeding the number
of pre-surgical IOP-lowering agents was not allowed). In cases of complete or qualified
success, no further surgical procedure—apart from laser suture lysis in TE cases, or nee-
dling procedures in TE and XEN cases—was allowed during the 24 months of follow-up
to achieve targeted IOP values. Cases that did not meet these criteria were considered
failures.

Electronic data capture and statistical analyses were performed using programs Ex-
cel (Version 2007, Microsoft; Redmond, WA, USA) and SPSS (IBM Version 22.0; Chicago,
IL, USA). Patient age, BCVA, visual field indices and RNFL thickness results are given as
mean and standard deviation. The following non-parametric tests were used for within-
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group comparisons and between-group comparisons: Wilcoxon signed-rank and Mann-
Whitney U test, respectively, with p < 0.05 indicating statistical significance.

3. Results

A total of 132 eyes from 132 patients were included in the analysis. Of these, 52 eyes
were treated by TE, 38 eyes were treated using the XEN microstent as a single procedure
(solo XEN), and 42 eyes were treated using the XEN microstent combined with
phacoemulsification and intraocular lens implantation (combined XEN). There was a
complete 24-month postoperative follow-up for all included patients. All 132 eyes were
treated for an existing POAG. Patient demographics, such as age, gender, length of glau-
coma diagnosis before surgery, percentage of prescribed preservative-free glaucoma med-
ication and laterality of the operated eye, were comparable between the three treatment
groups (Table 1). Baseline values for mean IOP and IOP-lowering medication did not
show differences in terms of statistical significance between the three groups. However,
differences for visual acuity (Kruskal-Wallis-test: p =0.02), mean visual field defect (Krus-
kal-Wallis-test: p = 0.04) and mean total RNFL thickness (Kruskal-Wallis-test: p = 0.04)
between the three groups were statistically significant, with eyes on average being more
affected by glaucoma in the groups treated with XEN microstent implantation (Table 1).

Table 1. Baseline characteristics of eyes included in the three treatment groups treated with either TE, solo XEN or com-
bined XEN. IOP: intraocular pressure; RNFL: retinal nerve fiber layer; TE: trabeculectomy.

Kruskal-Wallis-Test

TE Solo XEN Combined XEN p=
age (years) 69.9+9.2 73.3+5.9 734+62 0.24
sex 29 female 20 female 26 female 0.36
23 male 18 male 16 male
n= 52 38 42 0.41
lens status before surgery/pseudophakic (n;%)  23; 44 38; 100 0;0 0.01
Length of glaucoma diagnosis (years) 72+54 8.4+5.2 75+57 0.35
Percentage of taken preservative 1937 1232 15 36 072
free glaucoma eye drops (n; %)
. 24 left (46%) 21 left (55%) 25 left (60%)
laterality 28 right (54%)17 right (45%) 17 right (40%) 0-56
IOP (mmHg) 249+59 241+4.7 254+5.6 0.61
medication (n) 33+12 3.3+0.8 27+12 0.11
visual acuity (logMAR) 0.14+0.18 0.23+0.26 0.26 £ 0.22 0.02
mean visual field defect (dB) 85149 114+44 10.3£4.0 0.04
mean RNFL thickness (um) 67.8+18.2 582+169 60.6 13.8 0.04
preoperative annual increase of 34410 29411 32410 014
mean defect (dB/year)
preoperative annual RNFL loss (um/year) -8.7+5.5 -82+3.1 -7.6+2.3 0.84

In the TE group, the mean IOP decreased from 24.9 + 5.9 mmHg before surgery to
13.9 + 4.3 mmHg and 13.9 + 4.2 mmHg 12 and 24 months after surgery, corresponding to
an IOP reduction of 44% and 44% compared to baseline (Table 2 and Figure 1A-D). Com-
parison of the mean IOP values measured at each follow-up, with the mean IOP at base-
line revealed differences in statistical significance for all follow-up visits (Wilcoxon
signed-rank test: p <0.001). As in the TE group, the mean IOP decreased in both groups
treated with XEN. In the solo XEN group, the mean IOP decreased from 24.1 + 4.7 mmHg
at baseline to 15.2 + 2.9 mmHg and 15.7 + 3.0 mmHg 12 and 24 months after surgery,
representing reductions of 37% and 35%, respectively, from baseline. In the combined
XEN group, the mean IOP decreased from 25.4 + 5.6 mmHg at baseline to 15.3 + 2.9 mmHg
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and 14.7 + 3.2 mmHg 12 and 24 months after surgery. These figures correspond to IOP
reductions of 40% and 42% at 12 and 24 months after surgery compared to baseline. As in
the TE group, comparison of the baseline and follow-up values for the mean IOP at each
follow-up visit showed statistically significant differences (Wilcoxon signed-rank test: p <
0.001). However, the intergroup comparison performed for each follow-up visit showed
differences of statistical significance only for the follow-up visit 24 months after surgery
(Kruskal-Wallis-test: p = 0.04). Further post hoc analysis revealed a statistically significant
difference only when comparing the mean IOP values between the TE and the solo XEN
groups (Mann—-Whitney-U test: p = 0.01).

Table 2. Baseline and follow-up results for IOP, prescribed medication and visual acuity in the
three treatment groups included (TE, solo XEN, combined XEN) with results of statistical analysis.
IOP: intraocular pressure. n.a.: not applicable.

Comparison Comparison . Intergroup
. . Comparison to K
to Baseline to Baseline Combined Baseline (Wil- Comparison
TE (Wilcoxon- solo XEN (Wilcoxon- XEN coxon-Test) (Kruskal-
Test) Test) _ Wallis-Test)
p= p= P p=
= baseline 249+59 n.a. 24.1+4.7 n.a. 254 +£5.6 n.a. 0.61
[P 6 months 14.1+48 <0.001 15.6+34 <0.001 15.0+34 <0.001 0.19
S g 12 months 13.9+43 <0.001 152+29 <0.001 15.3+29 <0.001 0.12
~  24months 13942 <0.001 15.7 +3.0 <0.001 14.7 +3.2 <0.001 0.04
g baseline 32+12 n.a. 33+0.8 n.a. 27+12 n.a. 0.11
"5 6 months 04+0.9 <0.001 09+1.2 <0.001 05+1.1 <0.001 0.08
ﬁ 12 months 06+1.2 <0.001 08+1.2 <0.001 05+1.1 <0.001 0.37
g 24 months 05+1.1 <0.001 08+1.2 <0.001 04+1.0 <0.001 0.19
é b — baseline 0.14+£0.18 n.a. 0.23+0.26 n.a. 0.26 £0.22 n.a. 0.02
© S <ME 6 months  0.16 +0.19 0.19 0.28 +0.30 0.08 0.18 +£0.22 0.01 0.17
% 2 S 12months 0.17+0.17 0.09 0.27 +0.29 0.15 0.18+0.23 0.01 0.33
e 24 months 0.16 +0.17 0.41 0.28 +0.29 0.12 0.16 +0.22 0.001 0.11
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Figure 1. Development of (A) IOP (intraocular pressure), (B) number of prescribed IOP-lowering
medication and (C) percentage of IOP reduction compared to baseline in the three treatment
groups during the 24 months of follow-up. (D-F) Scattergrams summarizing IOP development
during 24 months of follow-up after surgery in the TE group (D), solo XEN group (E) and com-

bined XEN group (F).

The mean number of IOP-lowering drugs also decreased during follow-up (Figure
1B). In the TE group mean number of IOP-lowering medication decreased from 3.2 + 1.2
at baseline t0 0.6 + 1.2 and 0.5 = 1.1 12 and 24 months after surgery (Table 2). This decrease
in medication use was statistically significant at all follow-up examinations (Wilcoxon
signed-rank test: p <0.001). Similarly, the mean number of applied IOP-lowering medica-
tion also decreased in both groups treated following XEN microstent implantation. In the
solo XEN group, the mean number of medication decreased from 3.3 + 0.8 before surgery
to 0.8 +1.2 and 0.8 + 1.2 12 and 24 months after implantation. Compared to baseline, this
difference was of statistical significance at each follow-up (Wilcoxon signed-rank test: p <
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0.001). A reduction in the required IOP-lowering medication was also noted in the com-
bined XEN group. The mean amount of medication used was 2.7 + 1.2 at baseline and 0.5
+1.1 and 0.4 + 1.0 12 and 24 months after surgery. Again, values at each follow-up were
statistically significantly different compared to baseline (Wilcoxon signed-rank test:

p <0.001).

Before surgery, the differences in the mean BCVA between the three groups were
statistically significant, with lower values in both XEN groups compared to the TE group
(Table 2). The mean BCVA remained stable in the TE and solo XEN groups during the 24
months of follow-up (Figure 2). The mean BCVA was 0.14 + 0.18 logMAR before surgery
and 0.16 + 0.17 logMAR 24 months after surgery in the TE group (Wilcoxon signed-rank
test; p = 0.41). In the solo XEN group, the mean BCVA was 0.23 + 0.26 logMAR before and
0.28 + 0.29 logMAR 24 months after surgery (Wilcoxon signed-rank test: p = 0.12). In the
combined XEN group, the mean BCVA increased from 0.26 + 0.22 logMAR before surgery
to 0.18 + 0.23 logMAR and 0.16 + 0.22 logMAR 12 and 24 months after surgery (Wilcoxon
signed-rank test: p = 0.01 at 12 months and p = 0.001 24 months after surgery). The differ-
ence in mean BCVA between the three treatment groups lost its statistical significance that
was initially found from the follow-up 6 months after surgery (Table 2).

1.0

0.9 — TE
0.8
o
3 | =-=-=-=- solo XEN
s 07
o
o 06
= 06y combined XEN
E 0.51
©
s
z 0.4
>
0.3 P T T T PR
}:—ﬁ:: ----
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" * '
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@é\(@ o“@ 00& c&‘\
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Figure 2. Development of visual acuity in the three treatment groups during the 24 months of fol-
low-up.

The exact percentages of eyes achieving the various levels of success, A through C,
complete or qualified 12 and 24 months after surgery are shown in Table 3 and Figure 3.
Overall, the percentages of each success level achieved by each surgical method used were
comparable among the three groups. However, complete success (C) was achieved more
often in eyes after TE than after XEN. The proportion of eyes that did not meet success
criteria A to C 24 months after surgery was 20% in the TE group, 20% in the solo XEN
group and 13% in the combined XEN group, although the differences were not statistically
significant (Kruskal-Wallis-test: p = 0.73). During the 24 month postsurgical follow-up,
the rate of eyes requiring a needling procedure to maintain function was 40% in the TE
group, 43% in the solo XEN group and 43% in the combined XEN group, with no detect-
able difference of statistical significance (Kruskal-Wallis-test; p = 0.95). Analysis of the
different time points when needling became necessary (0-6 months; 6-12 months; 12-24
months after surgery) also did not reveal statistically significant differences between the
three treatment groups (Kruskal-Wallis-test; 0-6 months: p = 0.82; 6-12 months: p = 0.9;
12-24 months: p = 0.87).
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Table 3. Percentages of success levels achieved by eyes in the three different treatment groups 12
and 24 months after surgery. A: success level A (IOP <21lmmHg + medication); B: success level B
(IOP <18mmHg + medication); C: success level C (IOP <15mmHg + medication).

S 1 G 12 Months 24 Months
uccess Levels Toups Complete Qualified  Complete Qualified

TE 36; 69% 7, 14% 35; 67% 7, 14%

A solo XEN 23; 61% 11; 29% 22; 58% 9; 24%
combined XEN 31; 74% 4;10% 31; 74% 6; 14%

TE 36;69 % 5;10% 35; 67% 7, 14%

B solo XEN 20; 53% 10; 26% 20; 53% 9; 24%
combined XEN  28; 67% 4;10% 28; 67% 4;10%

TE 35; 67% 1;2% 33; 64% 4; 8%

C solo XEN 18; 47% 8;21% 11; 29% 5;13%
combined XEN 22;52% 0; 0% 24; 57% 1;2%

B complete (without medication)

o qualified (with medication)
I I I I 1
solo XEN | combined TE solo XEN| combined TE solo XEN | combined
XEN XEN XEN
A B C
[<21 mmHg] [<18 mmHg] [<15 mmHg]

Figure 3. Percentage of eyes achieving complete or qualified success in the three treatment groups 24 months after surgery.
A: success level A (IOP <2ImmHg + medication); B: success level B (IOP <18mmHg + medication); C: success level C (IOP
<15mmHg + medication). In the bars absolute numbers of eyes achieving respective success levels are given.

At baseline, mean RNFL thickness was 67.8 + 18.2 um in the TE group, 58.3 +16.9 um
in the solo XEN group and 60.6 + 13.8 um in the combined XEN group. Statistical analysis
showed a trend towards a statistically significant difference (Kruskal-Wallis-test: p = 0.06).
Another post hoc analysis showed a statistically significant difference between the TE and
solo XEN group (Mann-Whitney-test: p = 0.03). Mean annual preoperative RNFL decline
was —-8.7 £ 5.5 um/year in the TE group, —8.2 + 3.1 um/year in the solo XEN group and -
7.6 +2.3 um/year in the combined XEN group. Statistical analysis did not reveal a statisti-
cally significant difference between the three treatment groups (Kruskal-Wallis-test: p =
0.84). During the postsurgical follow-up, mean RNFL thickness decreased in all three
treatment groups (Figure 4). At 24 months after surgery, the mean RNFL thickness was
63.4 +18.2 um in the TE group, 56.4 + 15.6 um in the solo XEN group and 60.0 + 14.1 um
in the combined XEN group. The mean annual postoperative RNFL decline was -2.2 + 4.6
pm/year in the TE group, 1.0 £ 3.7 um/year in the solo XEN group and —0.3 + 1.4 um/year
in the combined XEN group. Statistical analysis did not reveal a difference of statistical
significance between the three treatment groups (Kruskal-Wallis-test: p =0.26). In all three
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treatment groups, a comparison of the mean annual RNFL decline before and after sur-
gery revealed a difference of statistical significance (Wilcoxon-test: TE group: p < 0.001;
solo XEN group: p < 0.001; combined XEN group: p <0.001). When retrospectively sorting
out measurements of eyes that were later considered as failures for not meeting the suc-
cess criteria, RNFL thickness also decreased. A comparison of the mean RNFL thickness
values 24 months after surgery also revealed no statistically significant difference between
the three groups (Kruskal-Wallis-test: p=0.22). However, a comparison of the mean RNFL
thickness values measured at the last follow-up 24 months after surgery with baseline
values, only showed a statistically significant difference in the TE group (Wilcoxon-test:
TE group: p < 0.01; solo XEN group: p = 0.22; combined XEN group: p = 0.32).

6 months 12 months 24 months
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Figure 4. Development of RNFL thickness (A) and absolute change in RNFL thickness compared to baseline values (B)
during 24 months of follow-up after surgery in the three treatment groups.

The mean defect of standard automated perimetry remained stable over the 24
months of follow-up in the three treatment groups (Table 4). The mean annual preopera-
tive decline in the visual field (i.e., increase in MD) was 3.4 + 1.2 dB/year in the TE group,
2.9 £1.1 dB/year in the solo XEN group and 3.2 + 1.0 dB/year in the combined XEN group.
Statistical analysis did not reveal a statistically significant difference between the three
treatment groups before surgery (Kruskal-Wallis-test: p = 0.14). In the TE group, the mean
MD was 8.5 +4.9 dB. 8.0 +5.1 dB and 8.1 + 5.3 dB at baseline, 12 and 24 months after
surgery, respectively. Comparison with the baseline showed no statistically significant
difference at 12 months (Wilcoxon-test: p = 0.45) or 24 months after surgery (Wilcoxon-
test: p = 0.45). In the solo XEN group, the mean MD was 11.6 + 4.4 dB at baseline, 12.5 +4.1
dB at 12 months and 12.6 + 3.9 dB at 24 months after surgery. Statistical analysis revealed
no statistically significant difference from baseline at either time point compared to base-
line (Wilcoxon-test: p = 0.21 at 12 months; p = 0.3 at 24 months). In the combined XEN
group, the mean MD was 10.3 + 4.0 dB at baseline, 10.4 + 4.1 dB at 12 months and 10.6 +
4.2 dB at 24 months after surgery. Statistical analysis revealed no statistically significant
difference at either time point compared to baseline (Wilcoxon-test: p = 0.81 at 12 months;
p =0.49 at 24 months). The mean annual postoperative decline in visual field (i.e., increase
in MD) was 0.2 + 1.2 dB/year in the TE group, 0.6 + 1.0 dB/year in the solo XEN group and
0.1 £1.1 dB/year in the combined XEN group. Statistical analysis did reveal a statistically
significant difference between the three treatment groups (Kruskal-Wallis-test: p = 0.25).
In all three treatment groups, a comparison of the mean annual MD decline before and
after surgery revealed a statistically significant difference (Wilcoxon-test: TE group: p <
0.001; solo XEN group: p < 0.001; combined XEN group: p < 0.001). Comparison of the
mean MD in the three treatment groups revealed statistically significant differences for all
follow-up examinations (Table 4). Further post hoc analysis revealed that this was due to
the continuously higher MD in both XEN groups compared to the TE group (Mann-Whit-
ney-test: p < 0.05 for all time points).
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Table 4. Results for mean defect of standard automated perimetry and mean global RNFL thick-
ness in the three treatment groups over 24 months of follow-up after surgery. RNFL: retinal nerve
fiber layer.

Inter-Group

. Comparison
TE Solo XEN Combined XEN (Kruskal-Wallis-Test)
p =
baseline 85+0.8 114+0.8 10.3+0.7 0.06
6 months 7.9+0.8 12.5+0.8 109+0.7 0.27
12 months 8.0+0.8 12.5+0.8 10.4+0.7 0.20
24 months 8.1+0.8 12.6 +0.7 10.6 +0.8 0.22
baseline 67.8+29 583 +3.1 60.6 +2.5 0.04
6 months 64.3+29 57.6+2.9 61.8+27 0.001
12 months 63.2+29 55.9+2.8 60.8 +2.6 0.001
24 months 63.4+29 56.4+2.9 60.0+2.6 0.001
baseline r=-0.77/p = 0.001r = -0.58/p = 0.001R = -0.71/p = 0.001 n.a.
6 months r =-0.84/p = 0.001r = -0.61/p = 0.001r = -0.77/p = 0.001 n.a.
12 monthsr = -0.79/p = 0.001r = -0.70/p = 0.001 r = —-0.82/p = 0.001 n.a.
24 monthsr = -0.82/p = 0.001r = -0.65/p = 0.001 r = —0.75/p = 0.001 n.a.

“n.a.” stands for “not applicable”.

Further statistical analysis revealed a statistically significant correlation between the
mean RNFL thickness and the mean standard automated perimetry defect. This correla-
tion was detectable using the results measured at baseline and at each follow-up visit for
each of the three treatment-groups, as well as for the complete group (Table 4). However,
the change in RNFL thickness during follow-up did not statistically significantly correlate
with the change in mean IOP 6, 12 or 24 months after surgery. Furthermore, the change in
the mean RNFL thickness did not correlate with the change in the mean defect measured
using standard automated perimetry 6, 12 or 24 months after surgery. Similarly, testing
for correlations between mean RNFL change and change of mean standard automated
perimetry MD results measured at different follow-up visits, e.g., RNFL thickness meas-
ured 24 months after surgery with MD measured 12 months after surgery, also did not
reveal a correlation of statistical significance.

4. Discussion

This study shows that both TE and XEN microstent implantation effectively lower
the IOP and glaucoma medication in POAG eyes, naive to prior surgical glaucoma treat-
ment, in a comparable and sustained manner. Nevertheless, eyes achieved lower mean
IOP values after TE, and the percentage of eyes achieving higher success rates was greater.
However, postsurgical follow-up also showed that, despite achieving lower IOP values
and higher success levels, the mean global RNFL thickness continuously decreased.
Meanwhile, the functional test results, such as the standard automated perimetry and vis-
ual acuity, remained unchanged after TE. Further analysis and comparison of pre- and
postsurgical rates of RNFL decline showed a substantial reduction in progression after
surgery, while presurgical progression rates of visual field decline were also significantly
lowered in all three treatment groups.

The mean IOP was lowest in the TE group and the difference in results of the other
two treatment groups was statistically significant at 24 months after surgery. We previ-
ously showed this resulting mean IOP difference between eyes treated with TE or XEN
microstent implantation in a group of eyes followed up 12 months after surgery that, un-
like in this analysis, were not naive to prior glaucoma surgery [24]. Other groups previ-
ously reported even lower mean IOP values and higher success rates after TE [25-28]. The
results of a multicenter trial conducted in the UK showed even lower mean IOP values of
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12.4 + 4.0 mmHg and success rates of up to 87%, 24 months after TE [29]. The reasons
behind these lower reported mean IOP values might be more aggressive treatment mo-
dalities (although complications encountered were reported to be minor) and the use of
releasable flap sutures. Additionally, thresholds for initiation of topical IOP-lowering
medication after surgery may have been lower in our treated cohort than in others previ-
ously described.

In our two groups treated with XEN microstent implantation, the mean IOP de-
creased from 24.1+4.7 mmHg to 15.7 + 3.0 mmHg (solo XEN) and 25.4 + 5.6 mmHg to 14.7
+ 3.2 mmHg (combined XEN) 24 months after surgery. Similarly, the results of the APEX
study showed a decrease in the mean IOP from 21.4 + 3.6 mmHg to 15.2 + 4.2 mmHg, and
a decrease in glaucoma medication from 2.7 + 0.9 to 1.1 + 1.2 after 24 months of follow-up
[30]. Similar to our cohort, eyes included in the APEX multicenter trial were naive to inci-
sional glaucoma surgery and only eyes with POAG were included. The IOP-lowering and
drug-sparing properties of XEN microstent implantation in POAG, as well as for glau-
coma subtypes other than POAG, have also been confirmed in a number of other multi-
and single-center trials, mostly with follow-ups between 6 and 24 months, supporting the
efficacy of XEN microstent implantation [31-39].

The main aim of glaucoma treatment is to prevent further functional deterioration,
such as vision loss and increasing visual field loss. The aim of this study was, therefore,
to include assessment of further functional and anatomic parameters, in addition to IOP
and medication related success markers. Modern imaging techniques allow for the visu-
alization and longitudinal measurement of retinal microstructures, such as RNFL thick-
ness and retinal microperfusion, using SD-OCT-techniques. This led to investigations into
the impact of glaucoma on these microstructures and if medical and/or surgical IOP-low-
ering interventions influence them in a positive way. Our results demonstrated that suf-
ficient IOP-lowering does not lead to a complete stop in the progression of RNFL loss after
surgery. This was the case even after excluding eyes from the analysis that did not meet
the previously defined IOP- and medication-related success criteria (data not shown).
However, when comparing the annual RNFL decline rates before and after surgery, we
found substantial evidence that surgical intervention led to a deceleration in RNFL de-
cline. We detected further RNFL loss in all three treatment groups. Interestingly, the loss
was highest in the TE group and lowest in the combined XEN group.

The results on the development of RNFL thickness after IOP lowering surgery are
still somewhat contradictory. It has already been shown that IOP lowering can lead to a
transient increase in RNFL thickness in the first weeks after surgery, subsequently return-
ing to preoperative values [40,41]. No measurable change in RNFL thickness could be
found in the short term (1-2 months) after medically or surgically induced reduction in
IOP [42] or in the short and medium term (3 or 6 months) after TE [41,43]. Furthermore,
no significant changes in RNFL thickness could be demonstrated during follow-up after
implantation of glaucoma drainage devices (Baerveldt and Ahmed drainage devices) us-
ing SD-OCT measurements [44].

Other groups demonstrated results as regards RNFL development that are closer to
the findings shown here. Chua et al. found a decrease in the mean RNFL thickness of -4.2
* 0.3 um/year during the first year after TE in 105 eyes [45]. Similar to our results as re-
gards RNFL thickness and visual field indices, Kim et al. demonstrated a significant RNFL
thickness reduction, but no concomitant change in the mean deviation of standard auto-
mated perimetry after 12 months of follow-up after TE or Ahmed glaucoma valve implan-
tation [46]. In addition, further multivariate analysis revealed an association between
glaucoma severity indices with postoperative loss of RNFL thickness (e.g., higher 10P,
larger baseline visual field defects) [46].

As might be expected, further statistical analysis of our collected data revealed that
RNFL thickness and mean defect scores of standard automated perimetry showed a cor-
relation of statistical significance. However, the changes in RNFL-thickness compared to
baseline values did not show a statistically significant correlation with either IOP change
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or the change in mean visual field defects over the follow-up period. Other groups also
found no statistically significant correlation between RNFL change and IOP change dur-
ing follow-up after drug- and/or surgery-induced IOP reductions [40-42,46]. Therefore,
the data presented here cannot answer the question as to whether the mean defect of
standard automated perimetry or the RNFL thickness measured by SD-OCT determines
if a performed surgical intervention was a success or not. Further analyses with longer
follow-up periods and a larger number of included eyes are necessary and worthwhile.

There are a number of limitations regarding the presented results. The retrospective
design of the study is a major weakness that affects the data collected. Due to the design,
IOP measurements were not performed multiple times, blinded, or collected by the same
observer. Data could, therefore, be biased owing to inter-observer and inter-examination
variability. Additionally, from the inclusion criteria a selection bias may have been pre-
sent with more advanced cases being selected for TE rather than XEN groups. However,
demographic data demonstrated that the mean MD and mean BCVA were worse in both
XEN groups than in the TE group. Comparison of three different study groups might
make up for this. However, a prospective multicenter study with longer follow-up peri-
ods and strict randomization would be preferable, although this is linked to greater plan-
ning efforts. In addition, data on the pre-interventional development of RNFL thickness
were not available and could have been used to make a more accurate statement about
the effectiveness of the surgical IOP-lowering interventions.

The strengths of the study presented here, include the use of SD-OCT techniques, the
comparatively longer follow-up period of 24 months after surgery, the complete follow-
up of all included eyes, and the strictly followed inclusion criteria (only POAG naive to
incisional glaucoma surgery).

5. Conclusions

With respect to the data presented here, both TE and XEN were found to be signifi-
cantly effective at lowering the IOP and reducing dependence on IOP-lowering medica-
tion over a 24-month follow-up. However, the collected data also demonstrate that alt-
hough visual field indices and visual acuity are tested to be stable during follow-up, none
of the interventions led to the complete stop of further RNFL decreases after surgery. Fi-
nally, more long-term data collected during randomized multicenter studies would be
worthwhile.

Author Contributions: Conceptualization: ].D.U., M.S.; methodology: ].D.U., M.S.; data curation
and Software: J.D.U., M.S; validation: ].D.U., M.S., M.S,; formal analysis: ].D.U., C.B., M.R., C.B,,
M.S.; investigation: ].D.U., C.B., M.R., C.B.; resources: ].D.U., C.B.,, M.R,, ].M.; writing—original
draft preparation: M.S. and ].D.U.; Writing —review and editing: ].D.U., C.B., M.S,; visualization:
J.D.U,, M.S., ].M,; supervision: ].D.U., M.S.; project administration: ].D.U., M.S.; funding acquisi-
tion: not applicable. All authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: The study was conducted according to the guidelines of the
Declaration of Helsinki, and approved by the Institutional Ethics Committee of the University of
Leipzig, Germany (209/18-ek; 31 May 2018).

Informed Consent Statement: Informed consent was obtained from all subjects involved in the
study.

Data Availability Statement: Datasets generated during the current study are available from the
corresponding author upon reasonable request.

Acknowledgments: None.

Conflicts of Interest: The authors declare no conflict of interest.



Biology 2021, 10, 273 14 0f 15

References

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.
23.

24.

25.

26.

27.

Tham, Y.C,; Li, X.; Wong, T.Y.; Quigley, H.A.; Aung, T.; Cheng, C.Y. Global prevalence of glaucoma and projections of glaucoma
burden through 2040: A systematic review and meta-analysis. Ophthalmology 2014, 121, 2081-2090, doi:10.1016/j.oph-
tha.2014.05.013.

Quigley, H.A.; Broman, A.T. The number of people with glaucoma worldwide in 2010 and 2020. Br. J. Ophthalmol. 2006, 90, 262—
267, doi:10.1136/bjo.2005.081224.

Thylefors, B.; Negrel, A.D.; Pararajasegaram, R.; Dadzie, K.Y. Global data on blindness. Bull. World Health Organ. 1995, 73, 115-
121.

Wang, W.; He, M,; Li, Z.; Huang, W. Epidemiological variations and trends in health burden of glaucoma worldwide. Acta
Ophthalmol. 2019, 97, e349-e355, doi:10.1111/a0s.14044.

Quigley, H.A. Ganglion cell death in glaucoma: Pathology recapitulates ontogeny. Aust. N. Z. ]. Ophthalmol. 1995, 23, 85-91.
Levkovitch-Verbin, H. Retinal ganglion cell apoptotic pathway in glaucoma: Initiating and downstream mechanisms. Prog.
Brain Res. 2015, 220, 37-57, d0i:10.1016/bs.pbr.2015.05.005.

Leske, M.C.; Wu, S.Y.; Hennis, A.; Honkanen, R.; Nemesure, B. Risk factors for incident open-angle glaucoma: The Barbados
Eye Studies. Ophthalmology 2008, 115, 85-93, doi:10.1016/j.ophtha.2007.03.017.

Tektas, O.Y.; Lutjen-Drecoll, E. Structural changes of the trabecular meshwork in different kinds of glaucoma. Exp. Eye Res.
2009, 88, 769775, doi:10.1016/j.exer.2008.11.025.

Schmidl, D.; Schmetterer, L.; Garhofer, G.; Popa-Cherecheanu, A. Pharmacotherapy of glaucoma. J. Ocul. Pharmacol. Ther. 2015,
31, 63-77, d0i:10.1089/jop.2014.0067.

Heijl, A.; Leske, M.C.; Bengtsson, B.; Hyman, L.; Hussein, M. Reduction of intraocular pressure and glaucoma progression:
Results from the Early Manifest Glaucoma Trial. Arch. Ophthalmol. 2002, 120, 1268-1279, d0i:10.1001/archopht.120.10.1268.
Leske, M.C.; Heijl, A.; Hussein, M.; Bengtsson, B.; Hyman, L.; Komaroff, E. Factors for glaucoma progression and the effect of
treatment: The early manifest glaucoma trial. Arch. Ophthalmol. 2003, 121, 48-56, doi:10.1001/archopht.121.1.48.

Razeghinejad, M.R.; Spaeth, G.L. A history of the surgical management of glaucoma. Optom. Vis. Sci. 2011, 88, E39-E47,
doi:10.1097/OPX.0b013e3181fe2226.

Zahid, S.; Musch, D.C.; Niziol, L.M.; Lichter, P.R. Risk of endophthalmitis and other long-term complications of trabeculectomy
in the Collaborative Initial Glaucoma Treatment Study (CIGTS). Am. ]. Ophthalmol. 2013, 155, 674-680,
doi:10.1016/j.ajo.2012.10.017.

Kim, E.A; Law, S.K.; Coleman, A.L.; Nouri-Mahdavi, K.; Giaconi, J.A.; Yu, F.; Lee, ] W.; Caprioli, ]J. Long-Term Bleb-Related
Infections After Trabeculectomy: Incidence, Risk Factors, and Influence of Bleb Revision. Am. J. Ophthalmol. 2015, 159, 1082-
1091, doi:10.1016/j.ajo.2015.03.001.

Sheybani, A.; Lenzhofer, M.; Hohensinn, M.; Reitsamer, H.; Ahmed, II. Phacoemulsification combined with a new ab interno
gel stent to treat open-angle glaucoma: Pilot study. J. Cataract Refract. Surg. 2015, 41, 1905-1909, doi:10.1016/j.jcrs.2015.01.019.
Lavia, C.; Dallorto, L.; Maule, M.; Ceccarelli, M.; Fea, A.M. Minimally-invasive glaucoma surgeries (MIGS) for open angle glau-
coma: A systematic review and meta-analysis. PLoS ONE 2017, 12, 0183142, doi:10.1371/journal.pone.0183142.

Grover, D.S.; Flynn, W.].; Bashford, K.P.; Lewis, R.A.; Duh, Y.J.; Nangia, R.S.; Niksch, B. Performance and Safety of a New Ab
Interno Gelatin Stent in Refractory Glaucoma at 12 Months. Am. |. Ophthalmol. 2017, 183, 25-36, doi:10.1016/j.ajo.2017.07.023.
Fea, AM.; Durr, G.M.; Marolo, P.; Malinverni, L.; Economou, M.A.; Ahmed, I. XEN((R)) Gel Stent: A Comprehensive Review
on Its Use as a Treatment Option for Refractory Glaucoma. Clin. Ophthalmol. 2020, 14, 1805-1832, d0i:10.2147/OPTH.S5178348.
Buffault, J.; Graber, M.; Bensmail, D.; Bluwol, E.; Jeanteur, M.N.; Abitbol, O.; Benhatchi, N.; Sauvan, L.; Lachkar, Y. Efficacy and
safety at 6 months of the XEN implant for the management of open angle glaucoma. Sci. Rep. 2020, 10, 4527, doi:10.1038/541598-
020-61319-1.

Lenzhofer, M.; Kersten-Gomez, I.; Sheybani, A.; Gulamhusein, H.; Strohmaier, C.; Hohensinn, M.; Burkhard Dick, H.; Hitzl, W.;
Eisenkopf, L.; Sedarous, F.; et al. Four-year results of a minimally invasive transscleral glaucoma gel stent implantation in a
prospective multi-centre study. Clin. Exp. Ophthalmol. 2019, 47, 581-587, doi:10.1111/ce0.13463.

Gabbay, LE.; Allen, F.; Morley, C.; Pearsall, T.; Bowes, O.M.; Ruben, S. Efficacy and safety data for the XEN45 implant at 2 years:
A retrospective analysis. Br. J. Ophthalmol. 2019, 104, 1125-1130, doi:10.1136/bjophthalmol-2019-313870.

Rits, I.A. Declaration of Helsinki. Recommendations Guidings Doctors in Clinical Research. World Med. ]. 1964, 11, 281.
Shaarawy, T.; Grehn, F.; Sherwood, M. WGA Guidelines on Design and Reporting of Glaucoma Surgical Trials; Kugler Publications:
Amsterdam, The Netherlands, 2009.

Theilig, T.; Rehak, M.; Busch, C.; Bormann, C.; Schargus, M.; Unterlauft, ].D. Comparing the efficacy of trabeculectomy and
XEN gel microstent implantation for the treatment of primary open-angle glaucoma: A retrospective monocentric comparative
cohort study. Sci. Rep. 2020, 10, 19337, d0i:10.1038/s41598-020-76551-y.

Fontana, H.; Nouri-Mahdavi, K.; Lumba, J.; Ralli, M.; Caprioli, ]. Trabeculectomy with mitomycin C: Outcomes and risk factors
for failure in phakic open-angle glaucoma. Ophthalmology 2006, 113, 930-936, doi:10.1016/j.ophtha.2006.01.062.

Stalmans, I; Gillis, A.; Lafaut, A.S.; Zeyen, T. Safe trabeculectomy technique: Long term outcome. Br. ]. Ophthalmol. 2006, 90,
44-47, doi:10.1136/bjo.2005.072884.

Edmunds, B.; Thompson, J.R.; Salmon, J.F.; Wormald, R.P. The National Survey of Trabeculectomy. II. Variations in operative
technique and outcome. Eye 2001, 15, 441-448, doi:10.1038/eye.2001.152.



Biology 2021, 10, 273 15 of 15

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

Edmunds, B.; Thompson, J.R.; Salmon, ].F.; Wormald, R.P. The National Survey of Trabeculectomy. III. Early and late compli-
cations. Eye 2002, 16, 297-303, doi:10.1038/sj.eye.6700148.

Kirwan, J.F.; Lockwood, A.J.; Shah, P.; Macleod, A.; Broadway, D.C.; King, A.].; McNaught, A.L,; Agrawal, P. Trabeculectomy
in the 21st century: A multicenter analysis. Ophthalmology 2013, 120, 2532-2539, doi:10.1016/j.ophtha.2013.07.049.

Reitsamer, H.; Sng, C.; Vera, V.; Lenzhofer, M.; Barton, K.; Stalmans, I. Two-year results of a multicenter study of the ab interno
gelatin implant in medically uncontrolled primary open-angle glaucoma. Graefes Arch. Clin. Exp. Ophthalmol. 2019, 257, 983-996,
doi:10.1007/s00417-019-04251-z.

Heidinger, A.; Schwab, C.; Lindner, E.; Ried], R.; Mossbock, G. A Retrospective Study of 199 Xen45 Stent Implantations From
2014 to 2016. . Glaucoma 2019, 28, 75-79, d0i:10.1097/1JG.0000000000001122.

Schlenker, M.B.; Gulamhusein, H.; Conrad-Hengerer, I.; Somers, A.; Lenzhofer, M.; Stalmans, I.; Reitsamer, H.; Hengerer, F.H.;
Ahmed, I.LK. Efficacy, Safety, and Risk Factors for Failure of Standalone Ab Interno Gelatin Microstent Implantation versus
Standalone Trabeculectomy. Ophthalmology 2017, 124, 1579-1588, doi:10.1016/j.ophtha.2017.05.004.

Hengerer, F.H.; Kohnen, T.; Mueller, M.; Conrad-Hengerer, I. Ab Interno Gel Implant for the Treatment of Glaucoma Patients
With or Without Prior Glaucoma Surgery: 1-Year Results. J. Glaucoma 2017, 26, 1130-1136, d0i:10.1097/IJG.0000000000000803.
Galal, A.; Bilgic, A.; Eltanamly, R.; Osman, A. XEN Glaucoma Implant with Mitomycin C 1-Year Follow-Up: Result and Com-
plications. J. Ophthalmol. 2017, 2017, 5457246, doi:10.1155/2017/5457246.

Karimi, A.; Lindfield, D.; Turnbull, A.; Dimitriou, C.; Bhatia, B.; Radwan, M.; Gouws, P.; Hanifudin, A.; Amerasinghe, N.; Jacob,
A. A multi-centre interventional case series of 259 ab-interno Xen gel implants for glaucoma, with and without combined cata-
ract surgery. Eye 2019, 33, 469477, doi:10.1038/s41433-018-0243-8.

Mansouri, K.; Guidotti, J.; Rao, H.L.; Ouabas, A.; D" Alessandro, E.; Roy, S.; Mermoud, A. Prospective Evaluation of Standalone
XEN Gel Implant and Combined Phacoemulsification-XEN Gel Implant Surgery: 1-Year Results. ]. Glaucoma 2018, 27, 140-147,
do0i:10.1097/1JG.0000000000000858.

Ibanez-Munoz, A.; Soto-Biforcos, V.S.; Rodriguez-Vicente, L.; Ortega-Renedo, I.; Chacon-Gonzalez, M.; Rua-Galisteo, O.; Ar-
rieta-Los Santos, A.; Lizuain-Abadia, M.E.; Del Rio Mayor, ]J.L. XEN implant in primary and secondary open-angle glaucoma:
A 12-month retrospective study. Eur. J. Ophthalmol. 2019, 30, 1034-1041, doi:10.1177/1120672119845226.

Gillmann, K,; Bravetti, G.E.; Rao, H.L.; Mermoud, A.; Mansouri, K. Combined and stand-alone XEN 45 gel stent implantation:
3-year outcomes and success predictors. Acta Ophthalmol. 2020, doi:10.1111/a0s.14605.

Schargus, M.; Theilig, T.; Rehak, M.; Busch, C.; Bormann, C.; Unterlauft, J.D. Outcome of a single XEN microstent implant for
glaucoma patients with different types of glaucoma. BMC Ophthalmol. 2020, 20, 490, d0i:10.1186/s12886-020-01764-8.

Ch’'ng, T.W.; Gillmann, K.; Hoskens, K.; Rao, H.L.; Mermoud, A.; Mansouri, K. Effect of surgical intraocular pressure lowering
on retinal structures—Nerve fibre layer, foveal avascular zone, peripapillary and macular vessel density: 1 year results. Eye
2020, 34, 562-571, doi:10.1038/s41433-019-0560-6.

Raghu, N.; Pandav, S.S.; Kaushik, S.; Ichhpujani, P.; Gupta, A. Effect of trabeculectomy on RNFL thickness and optic disc pa-
rameters using optical coherence tomography. Eye 2012, 26, 1131-1137, doi:10.1038/eye.2012.115.

Chang, P.T.; Sekhon, N.; Budenz, D.L.; Feuer, W.].; Park, P.W.; Anderson, D.R. Effect of lowering intraocular pressure on optical
coherence tomography measurement of peripapillary retinal nerve fiber layer thickness. Ophthalmology 2007, 114, 22522258,
doi:10.1016/j.ophtha.2007.02.012.

Sanchez, F.G.; Sanders, D.S.; Moon, ].J.; Gardiner, S.K.; Reynaud, ].; Fortune, B.; Mansberger, S.L. Effect of Trabeculectomy on
OCT Measurements of the Optic Nerve Head Neuroretinal Rim Tissue. Ophthalmol. Glaucoma 2020, 3, 32-39,
doi:10.1016/j.0gla.2019.09.003.

Gietzelt, C.; von Goscinski, C.; Lemke, J.; Schaub, F.; Hermann, M.M.; Dietlein, T.S.; Cursiefen, C.; Heindl, L.M.; Enders, P.
Dynamics of structural reversal in Bruch’s membrane opening-based morphometrics after glaucoma drainage device surgery.
Graefes Arch. Clin. Exp. Ophthalmol. 2020, 258, 1227-1236, d0i:10.1007/s00417-020-04621-y.

Chua, J.; Kadziauskiene, A.; Wong, D.; Asoklis, R.; Lesinskas, E.; Quang, N.D.; Chong, R.; Tan, B.; Girard, M.]J.A.; Mari, ] M.; et
al. One year structural and functional glaucoma progression after trabeculectomy. Sci. Rep. 2020, 10, 2808, doi:10.1038/s41598-
020-59792-9.

Kim, W.J.; Kim, K.N,; Sung, J.Y.; Kim, ].Y.; Kim, C.S. Relationship between preoperative high intraocular pressure and retinal
nerve fibre layer thinning after glaucoma surgery. Sci. Rep. 2019, 9, 13901, doi:10.1038/s41598-019-50406-7.



	1. Introduction
	2. Materials and Methods
	3. Results
	4. Discussion
	5. Conclusions
	References

