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Purpose: The present study aimed to assess the efficacy and safety associated to the treatment of patients with non-infectious
posterior uveitis with intravitreal dexamethasone (DEX) implants in a real-world clinical setting.

Patients and Methods: This is a retrospective, single center analysis of the data from 29 patients with non-infectious posterior
uveitis in whom 38 eyes were treated with dexamethasone intravitreal implants in routine clinical practice between January 2012 and
October 2017. The parameters of visual acuity (VA), intraocular pressure (IOP) and central retinal thickness (CRT) were recorded 6
weeks after the first implant was administered, in accordance with the clinical guidelines for the use of these implants, and after a
6-month follow-up period. In addition, the formation of cataracts was evaluated at 12 months.

Results: Treatment with the DEX implant caused a significant improvement in the VA from baseline at 6 weeks in eyes treated with 2—6
implants and for eyes without cataracts. A significant decrease in CRT was observed relative to the baseline at 6 weeks for eyes treated with
1 and 2-6 implants, which was maintained at 6 months for those eyes treated with 2—6 implants. This significant improvement in CRT at 6
weeks and 6 months was evident in eyes with and without cataracts. During the study period, the IOP was found to increase significantly
from baseline at 6 weeks in some eyes but this was managed topically, and no surgical intervention was necessary.

Conclusion: Intravitreal DEX implants represent an effective and safe therapy for the treatment of non-infectious uveitis in routine
clinical practice, producing favorable visual and anatomical outcomes after the administration of just 2-6 DEX implants.
Keywords: visual acuity, intraocular pressure, central retinal thickness, cataracts, retrospective analysis

Plain Language Summary

Patients with non-infectious posterior uveitis may benefit from treatment with intravitreal dexamethasone (DEX) implants, although
their efficacy and safety must first be demonstrated in a real-world clinical setting. As such, we assessed the efficacy of this therapy in
a 6-month period after administering the first implant to 38 eyes of 29 patients with non-infectious posterior uveitis treated at our
hospital between January 2012 and October 2017. We assessed efficacy through the improvement in visual acuity (VA) and central
retinal thickness (CRT), as well as recording any common adverse events associated with the treatment, such as increased intraocular
pressure (IOP) or cataract development in the 12 months after the first treatment. In eyes that received 2—6 DEX implants, VA
improved significantly after 6 weeks and the CRT decreased (reflecting less inflammation of the retina), effects that persisted for 6
months in these eyes. Only a mild increase in IOP could be detected, which did not require surgery to be adequately managed, and
cataract induction was not exacerbated by the DEX implants. Thus, intravitreal DEX implants are an effective and safe treatment for
non-infectious posterior uveitis in routine clinical practice, producing favorable visual and anatomical outcomes after administering
just 1-6 DEX implants.

Introduction
Uveitis refers to a group of infectious and non-infectious intraocular inflammatory diseases that lead to irreversible
blindness in approximately 35% of patients, and that account for up to 15% of blindness in the developed world.'~
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Unlike other ocular diseases, uveitis may occur at any age, although it most commonly affects adults of working-age,'~
with the ensuing social and economic impact.*® The estimated average annual incidence of uveitis is 50.45 per
100,000,""-® with a geographic variation in prevalence from 9 to 730 cases per 100,000 individuals.” The main causes

3,4,10

of the visual loss associated with uveitis are cystoid macular edema (CME), which can provoke structural changes in

the retina and cataracts, and complications associated with increased intraocular pressure (IOP).

The majority of uveitis cases (67-90%) are non-infectious, "' 3

making this the third-leading cause of preventable
blindness worldwide.'* Uveitis is classified into anterior, intermediate and posterior according to the part of the uvea that
is affected.! Posterior uveitis affects the choroid at the back of the eye, although it can also affect the retina and optic
nerve, accounting for 15-22% of all uveitis cases'> and representing the type of uveitis most strongly associated with
a loss of vision.'®'” The treatments available for non-inflammatory posterior uveitis are either topical or systemic
corticosteroid or immunosuppressor administration to control ocular inflammation.'® However, the systemic and ocular
side-effects associated with prolonged administration limit their use. Topical corticosteroids are better tolerated than
systemic corticosteroids but compliance is an issue, and therapeutic concentrations are unlikely to reach the posterior
portions of the eye.'>'” Accordingly, sustained-release corticosteroid implants have been developed to maintain steroid
release to the posterior eye segment over prolonged periods of time.?%!

The Dexamethasone intravitreal implant (0.7 mg, DEX implant, Ozurdex®: Allergan, Inc., CA, USA) is
a biodegradable, sustained-release drug delivery system that secretes low doses of dexamethasone into the vitreous
humor for up to 6 months,** and it can be easily administered in an outpatient setting. DEX implants were first approved
by the FDA and EMA (US Food and Drug Administration and the European Medicines Agency) for the treatment of
macular edema (ME) secondary to Retinal Vein Occlusion (RVO) based on the conclusions of a Phase III, randomized,
controlled clinical trial: the GENEVA study.>*** Subsequently, it was approved as a safe and effective treatment for non-
infectious intermediate and posterior uveitis based on the results of the HURON study®® and more recently, for the
treatment of diabetic macular edema (DME) based on the results of the MEAD study.”® In the UK, Ozurdex® was
approved in 2011 for the treatment of adult patients with ME following either Branch or Central RVO (BRVO or
CRVO),?” which was extended to the treatment of posterior eye segment inflammation presenting as non-infectious
uveitis in 2017.%’

Treatment with intravitreal DEX implants reduces sight threatening intraocular inflammation with a low risk of IOP
spike requiring surgical intervention.>> However, there is limited data available regarding the effects of DEX implants in
patients with non-infectious posterior uveitis in real-world settings, with most studies involving relatively small cohorts
of patients with different types of uveitis.”*>* A retrospective study on the long-term outcomes of eyes with non-
infectious intermediate and posterior uveitis after repeated treatment with DEX implants®' reported visual and anatomical
improvements (resolved ocular inflammation and central retinal thickness — CRT) within 1-2 months of each injection,
which were sustained for about 6 months, and no eyes required surgery for increased IOP or cataract progression.
Favorable visual outcomes were also reported in the largest study to date on the effect of intravitreal DEX implants in
non-infectious uveitis in routine clinical practice, supporting their use as either single therapy or as a co-adjuvant to
systemic treatment, but requiring repeated injections to achieve a sustained improvement in visual acuity (VA) at 12
months.*

Here, we present data from a cohort of 29 patients with non-infectious posterior uveitis, in which 38 eyes were treated
with DEX implants in routine clinical practice and in accordance with the UK’s NICE (National Institute for Health and
Care Excellence) guidance (https://www.nice.org.uk/guidance/ta460). The results were consistent with those reported

previously on patients with non-infectious uveitis in real-world settings, emphasizing the benefits and safety of this
therapy to treat non-infectious posterior uveitis in routine clinical practice.

Materials and Methods

Study Design

A retrospective, single center audit study was carried out on patients with non-infectious posterior uveitis attended at the
Bradford Hospital (Bradford Teaching Hospitals National Health Service Foundation Trust, Bradford, UK). Based on
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their clinical records, 31 patients were identified that had been treated with intravitreal DEX implants between
January 2012 and October 2017, and followed for at least 6 months after receiving the first implant. Two of these
patients were excluded from the study, one due to the lack of information available after administering the implant and
the other due to complicated cataract surgery undertaken at a different clinical center. Informed consent was obtained
from all patients included in the study in accordance with the Helsinki Declaration for medical research involving human
subjects.

Clinical Data Collection and Outcome Measurements

Data were retrieved by retrospective review of non-infectious posterior uveitis patients’ electronic medical records
(Medisoft). A total of 38 eyes (from 29 patients) that received at least one intravitreal DEX implant were evaluated in this
study. In addition to the patient’s demographic data, the clinical variables assessed included VA, IOP, CRT, lens status
and the presence of a cataract, the number of DEX implant injections, and whether the patient was on immunosuppressor
therapy or medication to lower their IOP. The VA, IOP and CRT at baseline were recorded, as well as 6 weeks and 6
months after the first implant was administered. Lens status was measured at baseline and at 12 months after the injection
of the DEX implants, with eyes with a pseudophakic lens at 12 months but that were phakic at baseline flagged as having
developed a cataract.

All the data were gathered in a routine clinical setting, with IOP measured in mmHg by Goldmann tonometry. VA
scores were recorded on the Snellen scale and since all the line steps were not equal in size, the measurements were
converted to the logMAR scale. The analysis of eyes with a low VA was undertaken by substituting counting fingers (CF)
and hand movement (HM) with 1.9 and 3.0 logMAR, respectively.>> The CRT was measured by optical coherence
tomography (OCT). No missing value substitutions were performed in patients where data were not available for
a particular visit or that were lost during the follow-up.

Statistical Analysis

Standard summary statistics were used for the baseline characteristics of the patients, and for the VA, IOP and CRT
outcomes at the follow-up time points, stratified according to the number of DEX implants and the presence or absence
of a cataract. A Wilcoxon signed-rank test was used to compare the pre- and post-implant values for VA, IOP and CRT.
The p-values were not adjusted for multiple testing and a p-value <0.05 was considered significant in these exploratory
analyses. Patients with missing data at any of the follow-up points were not included in the Wilcoxon signed-rank tests.
The statistical package R (R Core Team (2019), URL https://www.R-project.org/) was used for all statistical analyses.

Results
Baseline Patient Demographic and Study Eye Characteristics

A total of 38 eyes from 29 patients were included in this study and the characteristics of the affected eyes were recorded
(Table 1). While all the patients were diagnosed with non-infectious posterior uveitis, the underlying causes in the audit
were: Idiopathic (63%); Sarcoidosis (8%); Retinitis Pigmentosa (8%); MS/Demyelination (5%); Birdshot chorioretino-
pathy (5%); Eales disease (3%); Tubulointerstitial nephritis and uveitis syndrome (TINU, 3%); Punctate inner chorior-
etinopathy (3%); Vogt-Koyanagi-Harada (VKH) disease (2%). At the time of the first implant (baseline), 10 eyes were
being treated with immunosuppressor therapy (26.3%) and 8 were receiving IOP lowering medication, and some patients
may also have been receiving a low dose systemic steroid. None of these additional treatments were stopped during the
period of the study. At baseline, the mean VA was 0.7 (£0.5, logMAR) and the mean CRT was 439.5 (£117.8 pum).

Treatment

The patients received between 1 and 26 DEX implants over the 5-years of the study and of the 38 eyes in total, 13
(34.2%) received a single injection, 9 (23.7%) required 2 injections, while 16 (42.1%) required between 3 and 26
injections (Table 2). Since in some cases the number of eyes receiving >3 DEX implants was relatively low, three groups
of eyes were established for the analyses according to the number of implants received: 1 (n = 13), 2-6 (n = 18), or 9-26
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Table | The Characteristics of the Patients and the Affected Eyes at Baseline,
the Number of DEX Implants, Unstratified and Stratified According to the

Presence or Absence of Cataract

Characteristic

Total (N=38)

Lens status,
Phakic

Mean CRT,

n (%)

Pseudophakic

um (SD)

Eyes receiving immunosuppressor therapy, n (%)
Eyes receiving IOP lowering medication, n (%)
Mean VA, logMAR (SD)

24 (63.2%)
14 (36.8%)
10 (26.3%)
8 (21.1%)
0.7 (0.5)

4395 (117.8)

Number of implants

Number of eyes

1 13

2 9

3 3

4 3

5 1

6 2

9 1

10 1

14 1

19 1

22 1

26 2

Cataracts N Median Mean [95% CI] P value
No cataract 29 2 5.8 [3.0, 8.6]

Cataract 9 2 3.0 [1.4, 4.6] p = 1.000

Abbreviations: VA, Visual acuity; logMAR, logarithm of the minimum angle of resolution; CRT,

Central retinal

thickness.

Table 2 Visual Acuity Outcomes (logMAR) After Administering DEX Implants at the Follow-
Up Time Points, Stratified According to the Number of DEX Implants Received and the

Presence or Absence of a Cataract

No. of implants | Time point N Median [25%, 75%] | Mean [95% CI] | P value
| Baseline 12 0.6 [0.5, 0.85] 0.7 [0.5, 0.9]

6 weeks 13 0.4 [0.2, 0.8] 0.6 [0.3, 0.8] p =0.271

6 months 12 0.5 [0.275, 0.8] 0.6 [0.3, 0.9] p=0514
2-6 Baseline 15 0.6 [0.45, 0.75] 0.6 [0.4, 0.7]

6 weeks 14 0.25[0.2, 0.5] 0.3 [0.2, 0.4] p = 0.009

6 months 15 0.5 [0.25, 0.75] 0.7 [0.3, 1.1] p=0916
9-26 Baseline 6 0.3 [0.225, 0.525] 0.7 [-0.2, 1.6]

6 weeks 4 0.15 [-0.025, 0.3] 0.1 [-0.1, 0.3] p=0.174

6 months 5 0.3 [0.3, 0.6] 0.4 [0.1, 0.7] p = 0.423
Cataracts Time point N Median [25%, 75%] | Mean [95% CI] | P value
No cataract Baseline 24 0.55 [0.475, 0.8] 0.7 [0.5, 0.9]

6 weeks 23 0.3 [0.2, 0.6] 0.4 [0.3, 0.6] p =0.032

6 months 23 0.4 [0.2, 0.8] 0.6 [0.3, 0.8] p = 0.679
Cataract Baseline 9 0.6 [0.2, 0.7] 0.5 [0.3, 0.8]

6 weeks 8 0.25 [0.15, 0.425] 0.3 [0.1, 0.4] p = 0.058

6 months 9 0.6 [0.3, 0.6] 0.8 [0.2, 1.4] p =0.678
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Table 3 CRT (um) Outcomes After DEX Implants at the Follow-Up Time Points, Stratified
According to the Number of DEX Implants Received and According to the Presence or

Absence of a Cataract

No. of implants | Time point | N | Median [25%, 75%] Mean [95% CI] P value
| Baseline 12 469 [331, 571.25] 467.6 [380.4, 554.8]

6 weeks 12 319 [281.5, 378.5] 326.5 [279.3, 373.7] | p = 0.003

6 months I 299 [281, 393.5] 352.2 [268.9, 435.5] | p = 0.054
2-6 Baseline 17 442 [397, 474] 445.4 [405.8, 485.0]

6 weeks 17 297 [268, 330] 331.8 [278.1, 385.4] | p <0.001

6 months 18 405.5 [311.25, 433] 372.7 [336.1, 409.4] | p =0.001
9-26 Baseline 5 337 [276, 389] 352.2 [267.4, 437.0]

6 weeks 5 317 [243, 342] 298.4 [244.0, 352.8] | p = 0.062

6 months 5 329 [258, 358] 350.2 [232.8, 467.6] | p = 0.625
Cataracts Time point | N | Median [25%, 75%] Mean [95% CI] P value
No cataract Baseline 25 429 [337, 474] 425.3 [378.3, 472.3]

6 weeks 25 310 [268, 344] 322.8 [283.6, 362.0] | p < 0.001

6 months 25 344 [288, 430] 366.6 [321.4,411.7] | p = 0.006
Cataract Baseline 490 [433, 530] 479.0 [408.2, 549.8]

6 weeks 322 [275, 342] 331.1 [274.5, 387.7] | p = 0.004

6 months 329 [299, 430] 352.2 [295.1, 409.3] | p = 0.004

(n = 7). These groups were established not only to facilitate the capture and analysis of the data but also, with a view to
gaining potentially relevant information regarding cataract development. No significant differences were found in the
number of DEX implants received between eyes with cataract and without cataract at 12 months (Table 3).

Efficacy Analysis
In general terms, in the three groups of eyes analyzed administering DEX implants improved the VA from baseline at 6
weeks, which reverted a little at 6 months (Figure 1 and Table 2). However, this improvement was only significant at 6
weeks for the group of eyes treated with 2—6 implants (p = 0.009: see Figure 1 and Table 2). When considering the
presence or absence of a cataract at baseline, a similar pattern of change in VA was observed over time for the two groups
of eyes, with and without cataracts. As such, VA improved at 6 weeks and by 6 months it had deteriorated, even to the
median baseline value in the case of the group of eyes with cataracts. The improvement in VA observed was only
significant at 6 weeks for the group of eyes without cataracts (p = 0.009: see Figure 1 and Table 2).

The effect of DEX implants on CRT was also studied over the follow-up period (Figure 1 and Table 3), producing
a significant decrease in CRT relative to the baseline at 6 weeks for the groups of eyes treated with 1 (p = 0.003) and 2-6
implants (p < 0.001). This decrease from baseline was maintained at 6 months for the group of eyes treated with 2—6
implants (p = 0.001) and although not significantly, also for the group of eyes that received only 1 implant (p = 0.054).
When considering the presence or absence of cataract at baseline, a similar change in CRT over time was observed for the
two groups of eyes. Indeed, the CRT decreased significantly at 6 weeks (p < 0.001 for the eyes with no cataract, p =
0.004 for the eyes with cataracts: see Figure 1 and Table 3), later stabilizing at the 6-month follow-up point for eyes with
or without a cataract (p = 0.006 for the eyes with no cataract, p = 0.004 for the eyes with a cataract: Figure 1 and
Table 3).

Safety Analysis

At baseline, 8 eyes (21.1%) were receiving IOP lowering medication (Table 1). During the study period, IOP generally
increased from baseline to 6 weeks and then decreased again at 6 months in the three groups of eyes analyzed (Figure 1
and Table 4). However, the increase at 6 weeks was only significant for the group of eyes treated with 1 implant (p =
0.024: see Table 4). When stratified according to the presence or absence of a cataract at baseline, a similar pattern in the
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Visual Acuity (logMAR)

Central Retinal Thickness

Intraocular Pressure

Figure | Plots of the development of the different parameters assessed over the course of the follow up. (A) Median VA over time, stratified according to the number of
implants. (B) Median VA (logMAR) over time, stratified according to the presence or absence of a cataract. (C) Median CRT (um) over time, stratified according to the
number of implants. (D) Median CRT (um) over time, stratified according to the presence or absence of a cataract. (E) Median IOP over time, stratified according to the
number of implants. (F) Median IOP over time, stratified according to the presence or absence of a cataract. The error bars represent the 25th and 75th percentile values.
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Table 4 IOP (mmHg) After DEX Implants at the Follow-Up Time Points, Stratified According
to the Number of DEX Implants Received and According to the Presence or Absence of

a Cataract
No. of implants | Time point N Median [25%, 75%] | Mean [95% CI] | P value
| Baseline 12 14.5 [12.75, 18.5] 144 11.1, 17.7]
6 weeks 12 17.5 [15, 23.25] 19.8 [15.8,23.7] | p=0.024
6 months I 15 [13.5, 16.5] 172 [11.5,229] | p=0.634
2-6 Baseline 14 14512, 17.5] I15.1 [11.9, 18.3]
6 weeks 12 15.5[12, 18.5] 17.1 [12.0, 22.2] | p =0.220
6 months 15 1512, 16] 15.7 [12.4, 19.0] | p =0.755
9-26 Baseline 5 14 [14, 14] 142 [11.4, 17.0]
6 weeks 5 18 [17, 19] 182 [16.5,19.9] | p=0.125
6 months 5 12 [I1, 15] 140[9.8, 182] | p=0.855
Cataracts Time point N Median [25%, 75%] | Mean [95% CI] | P value
No cataract Baseline 22 14112, 16.5] 14.1 [11.6, 16.6]
6 weeks 21 17 [15, 20] 18.5[15.2,21.9] | p =0.006
6 months 22 145 [12, 16] I15.1 [12.7, 17.5] | p = 0.499
Cataract Baseline 9 16 [12, 18] 16.1 [13.4, 18.9]
6 weeks 8 16.5 [14.75, 18.5] 18.0 [13.7,22.3] | p=0.293
6 months 9 1512, 18] 180 [II.1,24.9] | p=1.000

IOP over time was found for the group of eyes without cataracts, with a significant increase in IOP at 6 weeks (p = 0.006:
see Figure 1 and Table 4), decreasing at 6 months. Nevertheless, in all patients the increase in IOP was managed topically
with no long-term sequelae or the need for surgical intervention.

In terms of other adverse events (AEs) associated with the use of DEX implants, cataracts developed in 9 of the 24
phakic eyes at baseline (37.5%), a figure that was in line with the cataract development previously associated with DEX
implant use.’*>® Apart from this, 2 patients required anti-VEGF therapy within 12 months due to choroidal neovascu-
larization and one patient developed seclusio pupillae requiring a Peripheral Iridotomy (PI), both of which are generally
considered to be associated with the progression of uveitis and unlikely to have been provoked by DEX implant
administration. No other AEs of note were reported.

Discussion

This retrospective study focused on the response of patients with non-infectious posterior uveitis to treatment with DEX
implants in a clinical setting from a single center in the United Kingdom. The majority of these patients required less than
four injections during the six-month study, with 2—6 DEX implants leading to significant VA improvement from 6 weeks
after the first injection, particularly in eyes that did not develop a cataract. Treatment with 1-6 DEX implants improved
CRT 6 weeks after the first injection and this was maintained at 6 months, particularly in those eyes treated with 2—6
implants. This improved CRT was not influenced by whether or not a cataract developed in the eye studied. Thus, DEX
implants seem to represent an effective and safe treatment for non-infectious posterior uveitis in real-world clinical
practice, the administration of just 2-6 DEX implants producing favorable visual and anatomical outcomes over 6
months.

The DEX implant was well tolerated in these patients, with IOP only increasing significantly from baseline at 6 weeks
for eyes treated with 1 implant alone, and with no patients developing rapid onset cataract. The increased IOP observed
was controlled with topical medication in all cases. Among the phakic eyes that received implants, the incidence of
cataracts was in line with that observed elsewhere, given that the risk of cataract with a single DEX implant is 10% and
uveitis alone is a significant cause of cataracts.'''*” Hence, DEX implant administration does not appear to induce this
AE beyond the levels expected for intravitreal corticosteroid treatment and to a lesser extent than other corticosteroids
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used to treat this or other conditions.'>'*** All the AEs reported were predictable and manageable, consistent with the
safety profile established for intravitreal DEX implant injection.*”

The real-world data presented here are consistent with that obtained from clinical trials on intravitreal DEX use to
treat uveitis and from reports on smaller patient cohorts.>*?*32 The benefits of using the DEX implants in non-
infectious intermediate and posterior uveitis were demonstrated over a decade ago in the largest clinical trial to date
(Identifier NCT00333814), improving vision and reducing inflammation with a favorable safety profile.”” These features
were largely replicated in our real-world study exclusively on non-infectious posterior uveitis patients. In neither case did
the implants produce important AEs, with similar effects on the proportion and severity of increased IOP in both studies,
not requiring surgery and controlled adequately with medication when necessary. The incidence of cataracts was slightly

higher here than in the Huron trial,*®

although the longer period over which this was evaluated in our study (12 months as
opposed to 26 weeks) may in part explain this increase in the absence of other clear explanations (eg, age bias,
environmental factors, other known risk factors, etc.). Indeed, a similar number of cataracts developed here to that
seen in non-infectious intermediate uveitis patients’ and fewer than when non-infectious uveitis in general was
studied.*® In this latter study, the follow-up period varied from 12 to 64 months, further suggesting that the longer the
follow-up the higher the prevalence of cataracts.

The DEX implants used here are biodegradable and produce delayed drug release. This offers benefits over systemic
or topical treatments, not least due to the poor penetration of the latter that is particularly relevant in posterior non-
infectious uveitis, while also avoiding the more general side-effects and complications of the long-term use of the former.
The DEX implants also ensure that steroid concentrations do not drop quite as rapidly between administrations,
a decrease that could provoke a recurrence of inflammation as the concentration falls and hence, an increased risk of
visual loss. These implants also reduce other risks associated with repeated intravitreal injection and those associated
with the need to remove non-biodegradable implants, including hemorrhage, retinal detachment or endophthalmitis, none
of which were observed here.

Local administration of other corticosteroids to treat non-infectious uveitis has been assessed, particularly triamci-
nolone acetonide (TA) and fluocinolone acetonide (FA).' Intravitreal TA administration produces similar short-term
effects to DEX administration but sustained over a shorter period with the formulations used, limiting its clinical use due
to the need for more frequent injections.'® The FA implants currently available are only indicated for quiescent eyes and
they are non-biodegradable, requiring surgery to be removed when they need to be replaced with the risks associated with
such interventions.?’ In addition to the patient discomfort caused, a slightly higher risk of AEs is associated with the use
of these implants, such as surgery for increased IOP or cataract formation.?'***4° Hence, DEX biodegradable implants
currently seem to offer the best benefits and safety to treat active, non-infectious posterior uveitis with local
corticosteroids.

Little information is available regarding the use of other intravitreal treatments used to manage ophthalmic inflam-
mation in the treatment of non-infectious posterior uveitis. While anti-VEGF agents studied are safe and appear to offer
benefits for this condition, their anti-inflammatory effects are limited and their short half-life requires frequent repeat
injections.'>***! Similarly, the short half-life of sirolimus limits its therapeutic use despite its good safety profile, and it
is not clear if it produces real improvements in VA or CMT. It remains to be seen if the biodegradable intravitreal
implants under development to administer these agents offer improvements.'>***' There is also evidence that intravitreal
methotrexate may be a good treatment for non-infectious posterior uveitis although this requires a longer lag period to
produce a response, and it may be associated with other contraindications and safety issues.'>***! There are little data
regarding the intravitreal use of non-steroidal anti-inflammatory drugs (NSAIDs) although it may be an interesting future
prospect.*>** Advances in immunotherapy involving the use of different antibodies and adenoviral delivery systems may
also improve the treatment of non-infectious posterior uveitis in the forthcoming years and as such, these should be borne
in mind.***°

Here, we did not assess whether the effectiveness of DEX implants may be improved when combined with any other
systemic immunomodulatory or other treatment, an issue that could be evaluated in the future. Moreover, we found no
evidence suggesting the use of DEX intravitreal implants might be incompatible with other therapies that limit its use.
Indeed, the importance of studying the effects of such therapies in real-world settings is that the patients studied may be
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using multiple and diverse medications for other conditions, despite being a cohort restricted to one particular condition
(ie, posterior non-infectious uveitis). This provides more realistic information on the benefits to be gained with a specific
therapy despite the use of common concomitant medications.

The main weakness of the present analysis is the retrospective, observational nature of the study, meaning that many
items are not defined and some data was lacking for a few patients. However, as the data is obtained from a cohort of
patients outside of a clinical trial, it better reflects the patients seen in daily clinical practice. A detailed comparison of the
data obtained in the present study with that from the HURON trial and other retrospective studies is complicated by the
fact that they involve different patient groups and eyes with different baseline characteristics, particularly in terms of the
type of non-infectious uveitis. Indeed, in many previous studies the cohorts are a mix of non-infectious uveitis patients,
whereas here only patients with non-infectious posterior uveitis were included. There are also differences in terms of
prior treatments, the number of repeated DEX implant injections and the intervals between them.

The results of the present study indicate that DEX implant therapy is a safe and effective therapy for non-infectious
posterior uveitis in routine clinical practice. It will be of interest to follow the future developments regarding the
development of novel therapeutic agents and new delivery systems, especially if these can reduce the incidence of AEs,
although it will be some time until such developments will be available for use in clinical practice. As such, this study
supports the continued and more extended use of intravitreal DEX implants to treat non-infectious posterior uveitis.

Conclusion
Intravitreal DEX implants represent an effective and safe therapy for the treatment of non-infectious uveitis in routine
clinical practice, producing favorable visual and anatomical outcomes after the administration of just 2-6 DEX implants.
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