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Abstract \\
Background: This meta-analysis compared the efficacy and safety of dexamethasone intravitreal implant (DEX) and anti-vascular |
endothelial growth factor (anti-VEGF) in the treatment of macular edema (ME) secondary to branch retinal vein occlusion (BRVO).

Methods: The PubMed, Embase, Cochrane Library, and Web of Science databases were comprehensively searched for published
studies comparing DEX with anti-VEGF for the treatment of ME caused by BRVO. Outcomes of the selected studies included best-
corrected visual acuity (BCVA), central macular thickness (CMT), and adverse events. Review Manager (RevMan) 5.3 was used to
analyze the data.

Results: Six trials comparing the efficacy and safety of DEX with anti-VEGF were included in this meta-analysis. At 1 month, DEX
achieved a mean BCVA superior to that achieved by anti-VEGF (MD=—-0.11, P<.0001), in addition to a superior mean BCVA
change (MD=-0.35, P <.00001). At 3 months, the mean BCVA showed a significant difference (MD =—0.06, P=.03) between DEX
and anti-VEGF treatment, while the mean BCVA change was similar to that with anti-VEGF treatment (MD=-0.06, P=.11).
However, neither mean BCVA nor mean BCVA change showed a significant difference between DEX and anti-VEGF treatment at 6
months (MD=0.08, P=.06; MD=0.06, P=.43, respectively). Mean CMT and mean CMT change were significantly lower in the DEX
group than in the anti-VEGF group at 1 month (MD = —58.63 um, P <.00001; MD=—60.1 um, P=.005, respectively). However, at 3
months, mean CMT and mean CMT change were similar between DEX and anti-VEGF treatment (MD=17.4 w, P=.74; MD=18.01
wm, P=.72, respectively). Although mean CMT in the anti-VEGF group was not significantly lower than that in the DEX group at 6
months (MD=55.53, P=.07), the mean CMT change from baseline achieved by the anti-VEGF treatment was significantly superior to
that obtained with DEX (MD=75.53, P=.0002). Concerning adverse events, no statistically significant differences were observed in
the incidence of cataract (OR=4.25, P=.07), but the use of DEX led to a higher risk of intraocular pressure elevation compared with
anti-VEGF treatment (OR=12.04, P=.006).

Conclusions: Our results show that visual acuity recovery and CMT were better in the DEX group than in the anti-VEGF group after
1 and 3 months, although the difference in CMT at 3 months was not significant. However, there were no significant differences in
terms of visual acuity and CMT between the two groups after 6 months of follow-up. Therefore, DEX may be recommended as the
first treatment option in ME associated with BRVO.

Abbreviations: 95% Cl = 95% confidence interval, Anti-VEGF = anti-vascular endothelial growth factor, BCVA = best-corrected
visual acuity, BRVO = branch retinal vein occlusion, BRVO-ME = macular edema secondary to branch retinal vein occlusion, CMT =
central macular thickness, DEX = dexamethasone intravitreal implant, [? = inconsistency index, IOP = intraocular pressure, IVB =
intravitreal bevacizumab, IVR = intravitreal ranibizumab, logMAR = logarithm of the minimum angle of resolution, MCP = monocyte
chemotactic protein, MD = mean difference, ME = macular edema, OR = odds ratio, PDGF = platelet-derived growth factor, PRISMA
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= Preferred Reporting Iltems for Systematic Reviews and Meta-analysis, RCT = randomized controlled studies, SAEs = seridu&\

adverse events, SD = standard deviation.
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1. Introduction

Branch retinal vein occlusion (BRVO), which accounts for nearly
80% of retinal vein occlusions (RVOs), is the second most
common retinal vascular disorder, after diabetic retinopathy, ™!
and macular edema (ME) secondary to BRVO is the most
frequent cause of visual impairment.!®! Numerous risk factors
account for this disease, including hypertension, hypercholester-
olemia, diabetes mellitus, smoking, increased body mass index,
hypermetropia, glaucoma, and orbital diseases.!*! The pathogen-
esis of ME is mainly associated with increased vascular
permeability and levels of cytokines, such as VEGF, interleukins
6 and 8, monocyte chemotactic protein-1, and platelet-derived
growth factor-AA.>¢!

Currently, the most common therapeutic strategies for BRVO
include injections of anti-VEGF agents and corticosteroids, such
as triamcinolone acetonide. A variety of anti-VEGF agents, such
as ranibizumab, bevacizumab, and aflibercept have been proven
effective in the therapy of ME secondary to BRVO and with fewer
side effects.”! Intravitreal triamcinolone injection was found
effective in treating visual impairment associated with ME
secondary to BRVO, and especially beneficial for refractory
edema.!'”! Recently, the FDA approved a sustained release,
biodegradable dexamethasone implant (Ozurdex; Allergan) as a
therapy for ME,"" and the GENEVA study revealed that the
efficacy and safety of the DEX intravitreal implant was better
than observation in the therapy of ME associated with BRVO.!?!

To the best of our knowledge, there has been no meta-analysis
evaluating the relative efficacy and safety of intravitreal anti-
VEGEF treatment and DEX in the treatment of ME secondary to
BRVO. We thus undertook such a meta-analysis, specifically to
evaluate the effect of these treatments on best-corrected visual
acuity (BCVA) and central macular thickness (CMT) in ME
secondary to BRVO, and the incidence of adverse events, thus
providing robust clinical evidence for ophthalmologists.

2. Methods
2.1. Search strategy

We performed a meta-analysis according to previously published
studies, thus the ethical approval was not required. This study
was conducted in accordance with the Preferred Reporting Items
for Systematic Reviews and Meta-analysis (PRISMA) guide-
lines."®! Two investigators (Kaibao Ji and Qinglin Zhang)
performed the literature search via PubMed (http://www.ncbi.
nlm.nih.gov/PubMed/), Embase (http://www.embase.com), The
Cochrane Library (http://www.thecochranelibrary.com/), and
the Web of Science (http://webofknowledge.com/WOS), search-
ing for papers published until September 2018. The search terms
used were “branch retinal vein occlusion,” “macular edema,”
“macular oedema,” “cystoid macular edema,” “anti-VEGF,”
“bevacizumab,” “Avastin,” “ranibizumab,” “Lucentis,” “afli-
bercept,” “Anti-vascular Endothelial Growth Factor,” “Ozur-
dex,” “intravitreal dexamethasone implant,” “intravitreal
dexamethasone,” and “dexamethasone implant,” so as to

maximize the number of studies considered. Studies written in
English were considered eligible. A final decision about the
inclusion of each study was made after the two investigators
reached a consensus. A flow diagram of the search strategy
process is shown in Fig. 1.

2.2. Inclusion and exclusion criteria
Studies meeting the following criteria were considered eligible:

1. the study population included patients with ME secondary to
branch retinal vein occlusion (BRVO-ME);

2. interventional therapies for BRVO-ME consisted of DEX
implant (Ozurdex) and anti-VEGF treatment;

3. the following primary outcomes were available, allowing the
calculation of odds ratios (OR) or mean differences (MD) with
their 95% confidence interval (95% CI): mean BCVA
expressed as logMAR (time points: baseline, 1 month, 3
months, and 6 months); mean CMT (at the same time points);
total number of serious adverse events (SAEs), such as
endophthalmitis, retinal detachment, or retinal breaks at the
end of each study; elevation of intraocular pressure (IOP > 21
mm Hg, use of glaucoma agents for IOP control);

4. the mean number of intravitreal injections was reported.

We did not set limitations on the doses used in the studies.
Patients taking bevacizumab, ranibizumab, Avastin, Lucentis,
and aflibercept were placed in the anti-VEGF group. Studies were
excluded if they were written in a language other than English, or
in case of insufficient data. Case reports, abstracts from
conferences, and review articles were also excluded.

2.3. Data extraction and quality assessment

Kaibao Ji and Qinglin Zhang independently collected the relevant
data from all the studies included, and specifically

1. mean and standard deviation (SD) of the BCVA and of its
change from baseline, expressed in logMAR;

2. mean and SD of the CMT and of its change from baseline,
expressed in um;

3. incidence of adverse events.

The results were compared, and disagreements were resolved
through discussions until consensus was achieved. The following
data about the studies, their population, and their design were
also extracted: first author, year of publication, country of origin,
study design, interventions, sample size, mean age, gender ratio,
follow-up time frames. We used the Jadad scale to assess
randomized controlled trials (RCT)!" and the Newcastle-
Ottawa Scale for nonrandomized controlled studies.!**!

2.4. Statistical analysis

Review Manager (RevMan, version 5.3, Cochrane Collabora-
tion, Oxford, UK) was used to analyze the collected data. Pooled
OR and its 95% CI were used to assess dichotomous variables,
and MD with its 95% CI for continuous variables. Mean changes
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Figure 1. Flow chart of the search strategy and literature selection.

in BCVA and CMT were calculated according to the Cochrane
Handbook.'®! Heterogeneity between the studies was evaluated
using the chi squared test based on the values of P and
(inconsistency index) I%. I statistic ranging from 50% to 100%
was considered to represent substantial heterogeneity. A random-
effect model was used for the meta-analysis, and P-values < .05
were considered statistically significant.

3. Results

3.1. Search results

A total of 265 potentially relevant records published until
September 2018 were identified by our literature search
(PubMed: 57; Embase: 90; Cochrane Library: 21; Web of
Science: 97), of which 92 were duplicates that were excluded.

After reading the titles and abstracts, 160 more records were
excluded. After reading the full text of the remaining 13 studies, 2
were excluded due to insufficient data and 5 because they did not
meet the inclusion criteria. Thus, 6 studies!'” 2% were eventually
included in our meta-analysis (Fig. 1).

The six studies included one RCT, four retrospective studies,
and one prospective pilot study; the detailed characteristics and
quality assessment of the studies are described in Table 1. A total
of 452 BRVO-ME eyes (212 patients in the DEX group and 240
in the anti-VEGF group) were considered in this meta-analysis.
The DEX dose was the same in all the trials. The studies by
Hattenbach et al,**! Yuksel et al,*® and Kaldirim et all*”!
performed intravitreal ranibizumab (IVR) injections, while Kim
et al,"®! Guignier et al,”*!" and Moon et al™®! used intravitreal
bevacizumab (IVB) injections.
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Table 1
The characteristics and quality assessments of the included studies.
Numbers of Follow-up  Quality
Study Place Study design Type of RVO Participants Interventions details Mean age (years) (months)  score
Kaldurim HE 2018!""! Turkey Retrospective case-control BRVO DEX: 20 DEX: 0.7mg given at initial visit 706+3.9 6 Ak
study IVR: 22 IVR:0.5mg IVR given at initial 70.32+4.3
visit,
month 1and month 2
Moon SY 2018['® Korea Retrospective case-control BRVO DEX: 20 DEX: 0.7 mg given at initial+ PRN ~ 60.8 +10.1 6 ek
study IVB: 26 IVB: 1.25mg IVB monthly+ 60.7 +8.1
PRN
Kim M 20159 Korea Retrospective case-control BRVO DEX: 28 DEX: 0.7mg at baseline and 64.07 +6.88 12 AR
study IVB: 44 month 6 61.79+9.17
IVB: 1.25mg IVB at initial +
PRN
Yuksel B 201820 Turkey ~ Retrospective case-control BRVO DEX: 15 IVR: 14 DEX: 0.7 mg given at initial+ PRN ~ 63.5+5.6 61.7+12.7 6 ok ok
study IVR: 0.5mg IVR given at initial
+ PRN
Guignier B 2018 France  Prospective case-control BRVO DEX: 11 DEX: 0.7 mg given at initial visit ~ 67.0+7.0 6 ok
study IVB: 8 IVB: 1.25mg IVB given at 61.0+12.0
initial visit, month 1 and
month 2
Hattenbach LO 20182 Germany  Randomized controlled trial  BRVO DEX: 118 DEX: 0.7mg given at initial visit ~ 65.6+10.0 6 5 points
IVR: 126 IVR:0.5mg IVR given at initial 65.7+10.9

visit, month 1and month 2

BRVO =branch retinal vein occlusion, DEX =dexamethasone intravitreal implant, IVB =intravitreal bevacizumab, IVR =intravitreal ranibizumab.

4. Meta-analysis results

4.1. Mean BCVA at 1, 3, and 6 months

Two studies including 88 eyes (40 eyes with DEX treatment and
48 with anti-VEGF treatment) reported the BCVA at 1 month.
The difference between the two treatments was significant. The
MD in visual acuity of the two trials was —0.11 (95% CI: —0.16
to —0.06, P <.0001, Fig. 2), indicating the superiority of DEX

treatment.

=.36,I’=

eyes with

No statistical heterogeneity was found (chi* = 0.84, P
0%). At 3 months, two studies including 71 eyes (35
DEX treatment and 36 with anti-VEGF treatment)

reported that the difference between the two treatments was

significant.

(95% CI:

The MD in visual acuity of the two trials was —0.06
—0.11 to —0.00, P=.03, Fig. 2), and there was no

statistical heterogeneity (chi*=0.02, P=.89, I>=0%). However,
we found no significant difference in BCVA between the two
groups at 6 months: The MD in visual acuity of the two trials was
0.08 (95% CI: —0.00 t0 0.17, P=.06, Fig. 2), and again there was
no statistical heterogeneity (chi’=0.72, P=.40, >=0%).

4.2. Mean BCVA change at 1, 3, and 6 months

Two studies assessing

a total

of 87

eyes

reported

an improvement in BCVA from baseline at 1 month. A
statistically significant difference was found between the
two groups in the mean BCVA change (MD=-0.35, 95%
CI: —0.49 to —0.20, P<.00001, Fig. 3), indicating superior
effectiveness of the DEX treatment, but there was substantial
heterogeneity (chi*=2.48, P=.12, I*’=60%). However, no

BCVA=best-corrected visual acuity, DEX=dexamethasone intravitreal implant, LogMAR =logarithm of the minimum angle of resolution.

Anti-VEGF

1.1.1 at 1 month

Kaldirnm HE 2018 0.18 0.07 20 0.28 0.1 22 89.6%
Moon SY 2018 0.21 0.26 20 039 03 26 104%
Subtotal (95% CI) 40 48 100.0%

Heterogeneity: Tau? = 0,00; Chi = 0.84, df = 1 (P = 0.36); = 0%
Test for overall effect: Z = 4.06 (P < 0.0001)

1.1.2 at 3 months

Kaldinm HE 2018 0.19 0.07 20 025 0.1 22 98.4%
Yuksel B 2018 0.8 0.57 15 0.83 0.61 14 1.6%
Subtotal (95% CI) 35 36 100.0%

Heterogeneity: Tau? = 0.00; Chi? = 0.02, df = 1 (P = 0.89); = 0%
Test for overall effect: Z = 2.13 (P = 0.03)

1.1.3 at 6 months

Kaldirnm HE 2018 0.33 0.18 20 0.24 0.09 22 96.0%
Yuksel B 2018 0.69 0.62 15 0.79 0.56 14 4.0%
Subtotal (95% CI) 35 36 100.0%

Heterogeneity: Tau? = 0.00; Chi? = 0.72, df = 1 (P = 0.40); P = 0%
Test for overall effect: Z = 1.89 (P = 0.06)
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Figure 2. Forest plot for the mean BCVA (logMAR) at 1, 3, and 6 months between DEX and Anti-VEGF. Anti-VEGF =anti-vascular endothelial growth factor,
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Anti-VEGF

1.1.1 at 1 month

Kaldirnm HE 2018 -0.41 013 20 -0.01 012 22 63.5%
Moon SY 2018 -0.39 0.27 20 -0.14 0.32 26 36.5%
Subtotal (95% CI) 40 48 100.0%

Heterogeneity: Tau? = 0.01; Chi*=2.48, df = 1 (P = 0.12); I = 60%
Test for overall effect: Z = 4.78 (P < 0.00001)

1.1.2 at 3 months

Kaldinm HE 2018 -04 013 20 -0.34 0.12 22 96.8%
Yuksel B 2018 -0.16 0.51 15 -0.08 0.63 14  3.2%
Subtotal (95% CI) 35 36 100.0%
Heterogeneity: Tau? = 0.00; Chiz = 0.01, df = 1 (P = 0.93); P = 0%

Test for overall effect: Z = 1.59 (P = 0.11)

1.1.3 at 6 months

Kaldinm HE 2018 -0.26 0.18 20 -0.35 0.11 22 87.9%
Yuksel B 2018 -0.27 0.55 15 -0.12 06 14 12.1%
Subtotal (95% CI) -] 36 100.0%

Heterogeneity: Tau? = 0.00; Chiz = 1.20, df =1 (P = 0.27); P=17%
Test for overall effect: Z = 0.78 (P = 0.43)
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Figure 3. Forest plot for the mean change in BCVA (logMAR) at 1, 3, and 6 months between DEX and anti-VEGF. BCVA=best-corrected visual acuity; LogMAR =

logarithm of the minimum angle of resolution.

significant differences were found between the two groups in the
mean BCVA change at 3 and 6 months (MD =-0.06, 95% CI:
—0.14 to 0.01, P=.11; MD=0.06, 95% CI: —0.09 to 0.21,
P=.43, respectively, Fig. 3), and no heterogeneity was detected
(chi?=0.01, P=.93, I’=0%; chi’=1.20, P=.27, ’=17%,
respectively).

4.3. Mean CMT at 1, 3, and 6 months

Three studies, including 107 eyes in total (51 eyes with DEX
treatment and 56 with anti-VEGF treatment), reported CMT at 1
month after the initial treatment. Meta-analysis revealed that the
difference between the two groups was remarkable: The MD of
the mean CMT between the two treatments was significant
(MD=-53.63,95% CI: —71.77 to —35.50, P <.00001, Fig. 4),
with the DEX treatment being superior to the anti-VEGF
treatment, and with no heterogeneity (chi*=1.83, P=.40, I>=
0%). Our meta-analysis demonstrated a lower CMT value at 3
months with DEX treatment, with the exception of the study by
Yuksel et al*! (MD=17.40, 95% CI: —83.35 to 118.14,
P=.74), with high heterogeneity (chi*=13.53, P=.001, =
85%, Fig. 4). At 6 months, two of the three studies reported
higher CMT values in the DEX group, the exception being the
work by Guignier et al*'' (MD=55.53, 95% CL —5.11 to
116.17, P=.07), but also showed high heterogeneity (chi*=
19.06, P=.0003, >=84%, Fig. 4).

4.4. Mean CMT change at 1, 3, and 6 months

Three studies, assessing a total of 107 eyes, showed that the mean
CMT reduction from baseline to 1 month in was larger in the
DEX group (MD=-60.10, 95% CL: —101.72 to —18.48,
P=.005, Fig. 5), and showed no heterogeneity (chi*=2.00,
P=.37, ’=0%). At 3 months, all studies except the one by
Yuksel et al?®! showed a reduction in CMT from baseline to 3
months in the DEX group (MD=18.01, 95% CI: —81.23 to
117.25, P=.72), with high heterogeneity (chi*=6.23, P=.04,

[*=68%, Fig. 5). At 6 months, five studies including 406 eyes
illustrated higher reduction in the DEX group in terms of mean
change in CMT (MD=75.53, 95% CI: 35.39 to 115.67,
P=.0002), and showed moderate heterogeneity (chi*>=8.04,
P=.09, >=50%, Fig. 5).

4.5. Adverse events

In our meta-analysis, no studies reported any serious adverse
events during the follow-up period. Three studies involving 90
eyes revealed increased IOP after injection of DEX or anti-VEGF,
with significantly higher incidence in the DEX group (OR=
12.04, 95% CI: 2.03-71.28, P=.006), and no heterogeneity
(chi*=1.38, P=.50, 1>=0%, Fig. 6). Three studies involving 358
eyes reported occurrences of cataract during the follow-up
period, with larger incidence in the DEX group than in the anti-
VEGEF group, although the difference was not significant (OR =
4.25, 95% CI: 0.87-20.85, P=.07), and no heterogeneity was
detected (chi*=0.02, P=.99, ’=0%, Fig. 7).

4.6. Number of intravitreal injections

In the studies by Guignier et al*"! and Hattenbach et al,'*?! three
injections were required in the anti-VEGF treatment, and only
one in the DEX treatment. Also in the study by Kaldirim et al'*”!
the DEX group received one injection, while more injections
(3.64+0.49) were needed in the anti-VEGF group. Similarly,
fewer treatments were required for the DEX treatment in
comparison with the anti-VEGF treatment in other three
studies.8-20)

5. Discussion

We analyzed six studies on the efficacy of DEX and anti-VEGF in
the treatment of ME secondary to BRVO. Our meta-analysis
revealed that the DEX treatment could reduce CMT at 1 month
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DEX Anti-VEGF Mean Difference Mean Difference

_Study or Subgroup Mean SD Total Mean SD Total Weight V. Random. 95% Cl 1V, Random, 95% CI

1.1.1 at 1 month

Guignier B 2013 321 77 | 473 226 8 1.2% -152.00 [-314.42, 10.42]

Kaldinm HE 2018 237.2 16.33 20 2875 43.07 22 87.6% -50.30[-69.67, -30.93] -

Moon SY 2018 270 62 20 3389 12286 26 11.1% -68.90[-123.30, -14.50] TR

Subtotal (95% CI) 51 56 100.0% -53.63 [-71.77, -35.50] L 2

Heterogeneity: Tau® = 0.00; Chi* = 1.83, df = 2 (P = 0.40); I’ = 0%

Test for overall effect: Z = 5.80 (P < 0.00001)

1.1.2 at 3 months

Guignier B 2013 355 85 1 438 152 8 26.4% -83.00[-199.69, 33.69] — & 7

Kaldirim HE 2018 251.7 26.51 20 259.32 4212 22 40.2% -7.62 [-28.71, 13.47]

Yuksel B 2018 4156 115.7 15 288.7 886 14  33.4% 126.90 [52.19, 201.61] S

Subtotal (95% CI) 46 44 100.0% 17.40 [-83.35, 118.14]

Heterogeneity: Tau? = 6457.51; Chiz = 13.53, df = 2 (P = 0.001); I = 85%

Test for overall effect: Z = 0.34 (P = 0.74)

1.1.3 at 6 months

Guignier B 2013 309 59 1 332 76 8 231%  -23.00[-86.16, 40.16] e

Kaldinm HE 2018 3276 65.25 20 27159 56.1 22 27.6% 56.01 [19.03, 92.99] =T

Kim M 2015 415 73.02 28 289.27 73.01 44 28.0% 125.73[91.13, 160.33] i

Yuksel B 2018 346.4 116.3 15 2986 81.1 14  21.4%  47.80[-24.79, 120.39] =

Subtotal (95% CI) 74 88 100.0%  55.53 [-5.11, 116.17] -

Heterogeneity: Tau? = 3110.52; Chi? = 19.06, df = 3 (P = 0.0003); I* = 84%

Test for overall effect: Z = 1.79 (P = 0.07)

200 -100 0 100 200
Favours [DEX] Favours [Anti-VEGF]

Figure 4. Forest plot for the mean CMT (um) at 1, 3, and 6 months between DEX and anti-VEGF. Anti-VEGF =anti-vascular endothelial growth factor, CMT =

central macular thickness, DEX=dexamethasone intravitreal implant.

DEX Anti-VEGF
_StudyorSubgroup  Mean  SD Total Mean SD Total Weight

Mean Difference Mean Difference

IV. Random, 95% CI IV, Random, 95% Cl

1.1.1 at 1 month

Guignier B 2013 -226 105.3 1" -135 220.64 8 64%
Kaldinm HE 2018 -263.55 82.94 20 -179.45 78.12 22 726%
Moon SY 2018 -230.3 119.54 20 -227.7 192.44 26 21.1%
Subtotal (95% Cl) 51 56 100.0%

Heterogeneity: Tau® = 0.00; Chi* = 2.00,df =2 (P =0.37); P =0%
Test for overall effect: Z = 2.83 (P = 0.005)

1.1.2 at 3 months

Guignier B 2013 4192 10689 11 -170 192.17 8 238%
Kaldinm HE 2018 -239.05 80 20 -207.63 78.15 22 44.9%
Yuksel B 2018 972 1313 15 -2164 16387 14 31.3%
Subtotal (95% CI) 46 44 100.0%

Heterogeneity: Tau® = 5115.87; Chi? = 6.23, df = 2 (P = 0.04); I = 68%
Test for overall effect: Z = 0.36 (P = 0.72)

1.1.3 at 6 months

Guignier B 2013 -238 103.93 11 -276 189.78 8 65%
Hattenbach LO 2018 1123 1721 118 -2306 1693 126 29.2%
Kaldinm HE 2018 -163.15 80.45 20 -195.36 78.86 22 26.8%
Kim M 2015 -62.36 103.62 28 -157.34 96.88 44 27.0%
Yuksel B 2018 -166.4 131.5 15 -206.5 164.32 14  104%
Subtotal (95% CI) 192 214 100.0%

Heterogeneity: Tau? = 956.04; Chi? = 8.04, df = 4 (P = 0.08); I? = 50%
Test for overall effect: Z = 3.69 (P = 0.0002)
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Figure 5. Forest plot for the mean change in CMT (wm) at 1, 3, and 6 months between DEX and anti-VEGF. Anti-VEGF = anti-vascular endothelial growth factor,

CMT =central macular thickness, DEX=dexamethasone intravitreal implant.

significantly more than anti-VEGF treatment, but such efficacy,
unfortunately, did not last until 6 months. This phenomenon can
be explained by the characteristics of DEX implants, which show
two main phases, with higher concentration in the early phase
and lower concentration in the late phase.””>! We speculate that,

at 3 months, the heterogeneity shown by the mean CMT and the
mean CMT change mainly originates from the small sample of
the study by Yuksel et al.*® Moreover, other potentially
confounding factors such as age, race, and baseline state are
unavoidable. The mean CMT, at 6 months, also demonstrated
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Figure 6. Forest plot showing the elevation of IOP. IOP =intraocular pressure.
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Figure 7. Forest plot showing the adverse events: cataract.

heterogeneity, mainly resulting from the pharmacokinetics and
pharmacodynamics of DEX implants. Consistent with our
results, a Chinese RVO study using Ozurdex to evaluate DEX
treatment revealed that the mean change in CMT was
significantly better with DEX treatment than in the sham group
at 1 month but not at 6 months.**

As expected, the improvement in macular thickness in
our meta-analysis translated into enhanced visual acuity out-
comes at early time points. Similar to our results, the Haller
showed significant improvements in BCVA, averaging
15 letters from baseline, as early as 1 month after DEX treatment,
which continued until 3 months; however, the BCVA improve-
ment was not significantly greater at 6 months. The limited
improvement in visual acuity at 6 months is attributable to the
pharmacokinetics and pharmacodynamics of DEX implants,
and the duration of the ME may have contributed to this
phenomenon.?*!

In addition to the efficacy in the treatment of BRVO-ME, the
incidence of adverse events was analyzed in the two treatment
groups. No serious systemic adverse events were observed in
either group. Among ocular adverse events, elevated IOP and
cataract are commonly observed. Our meta-analysis revealed a
significantly higher risk of elevated IOP in the DEX group; the
DEX group also showed higher risk of cataract, although the
difference was not significant. The safety of DEX in the treatment
of BRVO-ME as assessed by our meta-analysis was consistent
with the results of a previous study.?”! Therefore ophthalmol-
ogists should be prudent when using DEX in patients with high
IOP or in patients with clear lens.

Although anti-VEGF treatment is still the first-line treatment
for BRVO-ME, the frequent injections may impose a significant
cost burden and increase the risk of adverse events. Recent studies
have reported an average interval between DEX injections of < 6
months for RVO.?%*° The reduction in the cost of treatment

associated with the number of intravitreal injections is a clear
advantage of the DEX treatment for BRVO-ME.!**!

For the current meta-analysis, both DEX and anti-VEGF
therapies have a positive effect on the treatment of BRVO-ME.
However, these two drugs have divergent pharmacological
characteristics and adverse effects. DEX is considered the preferred
treatment for patients who are anti-VEGF-resistant or those with
refractory ME secondary to BRVO. We suggest that DEX should
be proposed as the first treatment in the following cases:

1. patients without a high IOP risk at baseline;

2. patients with pseudophakic eyes;

3. patients who cannot afford the expenses associated with
frequent intravitreal injections;

4. patients who have refractory ME secondary to BRVO.

The average time to DEX re-treatment in clinical practice is
approximately 5 months.1’!

Our meta-analysis had some limitations. First, the sample size
of our study is relatively small, and the quality of the included
trials was relatively low, as only one RCT was included. Second,
the follow-up time of the studies was quite short. Third,
heterogeneity was inevitable, given the different anti-VEGF
therapies used in the studies. A fourth potential limitation is that
BRVO can be classified into two subtypes, ischemic and non-
ischemic, and this distinction was not considered. To verify the
validity of our meta-analysis, randomized clinical trials compar-
ing different anti-VEGF drugs with DEX treatment, with longer
follow-up times, should be carried in the near future.

6. Conclusions

This meta-analysis demonstrated that, despite some ocular
adverse events, DEX appears to be relatively more effective
than anti-VEGF therapy in the treatment of ME secondary to
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BRVO, when considering early follow-up times. However, no
significant differences in terms of visual acuity between the two
treatments could be observed after 6 months of follow-up. We
thus suggest that DEX should be recommended as the first-line
treatment option in ME associated with BRVO, and that
randomized clinical trials comparing anti-VEGF drugs with DEX
in terms of both efficacy and safety, with long-term follow-up,
should be carried out in the near future.

Acknowledgments

This study was supported by National Natural Science Founda-
tion of China (grant no. 81271025). The authors thank Peng
Huang, School of Public Health, Nanchang University, for his
statistical consultation and help.

Author contributions

Conceptualization: Kaibao Ji.

Data curation and analysis: Kaibao Ji, Qinglin Zhang.
Data curation: Man Tian.

Formal analysis: Kaibao Ji, Qinglin Zhang.
Funding acquisition: Yigiao Xing.
Methodology: Kaibao Ji.

Resources: Qinglin Zhang.

Software: Man Tian.

Supervision: Man Tian.

Validation: Yigiao Xing.

Writing — original draft: Kaibao Ji.
Writing — review & editing: Yigiao Xing.
Kaibao Ji orcid: 0000-0002-7704-8438.

References

[1] Klein R, Klein BE, Moss SE, et al. The epidemiology of retinal vein
occlusion: the Beaver Dam Eye Study. Trans Am Ophthalmol Soc
2000;98:133-41. discussion 141-143.

[2] Klein R, Moss SE, Meuer SM, et al. The 15-year cumulative incidence of
retinal vein occlusion: the Beaver Dam Eye Study. Arch Ophthalmol
2008;126:513-8.

[3] Rehak J, Rehak M. Branch retinal vein occlusion: pathogenesis, visual
prognosis, and treatment modalities. Curr Eye Res 2008;33:111-31.

[4] Jaulim A, Ahmed B, Khanam T, et al. Branch retinal vein occlusion:
epidemiology, pathogenesis, risk factors, clinical features, diagnosis, and
complications. An update of the literature. Retina 2013;33:901-10.

[5] Noma H, Funatsu H, Yamasaki M, et al. Pathogenesis of macular edema
with branch retinal vein occlusion and intraocular levels of vascular
endothelial growth factor and interleukin-6. Am ] Ophthalmol
2005;140:256-61.

[6] Noma H, Mimura T, Yasuda K, et al. Role of soluble vascular
endothelial growth factor receptors-1 and -2, their ligands, and other
factors in branch retinal vein occlusion with macular edema. Invest
Ophthalmol Vis Sci 2014;55:3878-85.

[7] Campochiaro PA, Heier ]S, Feiner L, et al. Ranibizumab for macular
edema following branch retinal vein occlusion: six-month primary end
point results of a phase III study. Ophthalmology 2010;117:1102-12.

[8] Rabena MD, Pieramici DJ, Castellarin AA, et al. Intravitreal
bevacizumab (Avastin) in the treatment of macular edema secondary
to branch retinal vein occlusion. Retina 2007;27:419-25.

[9] Campochiaro PA, Clark WL, Boyer DS, et al. Intravitreal aflibercept for
macular edema following branch retinal vein occlusion: the 24-week
results of the VIBRANT study. Ophthalmology 2015;122:538-44.

[10] Yoo SG, Kim JH, Lee TG, et al. Short-term efficacy of intravitreal
triamcinolone acetonide for macular edema secondary to retinal vein
occlusion that is refractory to intravitreal bevacizumab. Indian J

Ophthalmol 2015;63:25-9.

Medicine

[11] London NJ, Chiang A, Haller JA. The dexamethasone drug delivery
system: indications and evidence. Adv Ther 2011;28:351-66.

[12] Haller JA, Bandello F, Belfort R]r, et al. Ozurdex GENEVA Study
Group: dexamethasone intravitreal implant in patients with macular
edema related to branch or central retinal vein occlusion twelve-month
study results. Ophthalmology 2011;118:2453-60.

[13] Moher D, Liberati A, Tetzlaff ], et al. Preferred reporting items for
systematic reviews and meta-analyses: the PRISMA statement. Ann
Intern Med 2009;151:264-9. W264.

[14] Jadad AR, Moore RA, Carroll D, et al. Assessing the quality of reports of
randomized clinical trials: is blinding necessary? Control Clin Trials
1996;17:1-2.

[15] Stang A. Critical evaluation of the Newcastle-Ottawa scale for the
assessment of the quality of nonrandomized studies in meta-analyses. Eur
J Epidemiol 2010;25:603-5.

[16] Higgins J, Green S. (Eds). Cochrane Handbook for Systematic Reviews of
Interventions. The Cochrane Collaboration. Chichester, UK: John Wiley
& Sons, Ltd.; 2011.

[17] Kaldirim HE, Yazgan S. A comparison of three different intravitreal

treatment modalities of macular edema due to branch retinal vein

occlusion. Int Ophthalmol 2018;38:1549-58.

Moon SY, Cho KH, Woo SJ, et al. Bevacizumab versus dexamethasone

implant followed by bevacizumab for the treatment of macula edema

associated with branch retinal vein occlusion. Korean ] Ophthalmol
2018;32:29-37.

[19] Kim M, Lee DH, Byeon SH, et al. Comparison of intravitreal
bevacizumab and dexamethasone implant for the treatment of macula
oedema associated with branch retinal vein occlusion. Br | Ophthalmol
2015;99:1271-6.

[20] Yuksel B, Karti O, Celik O, et al. Low frequency ranibizumab versus

dexamethasone implant for macular oedema secondary to branch retinal

vein occlusion. Clin Exp Optom 2018;101:116-22.

Guignier B, Subilia-Guignier A, Fournier I, et al. Prospective pilot study:

efficacy of intravitreal dexamethasone and bevacizumab injections in the

treatment of macular oedema associated with branch retinal vein
occlusion. Ophthalmologica 2013;230:43-9.

Hattenbach LO, Feltgen N, Bertelmann T, et al. Head-to-head

comparison of ranibizumab PRN versus single-dose dexamethasone

for branch retinal vein occlusion (COMRADE-B). Acta Ophthalmol
2018;96:¢10-8.

[23] Chang-Lin JE, Attar M, Acheampong AA, et al. Pharmacokinetics and
pharmacodynamics of a sustained-release dexamethasone intravitreal
implant. Invest Ophthalmol Vis Sci 2011;52:80-6.

[24] LiX, Wang N, Liang X, et al. China Ozurdex in RVO Study GroupSafety

and efficacy of dexamethasone intravitreal implant for treatment of

macular edema secondary to retinal vein occlusion in Chinese patients:
randomized, sham-controlled, multicenter study. Graefes Arch Clin Exp

Ophthalmol 2018;256:59-69.

Haller JA, Bandello F, Belfort RJr, et al. OZURDEX GENEVA Study

GroupRandomized, sham-controlled trial of dexamethasone intravitreal

implant in patients with macular edema due to retinal vein occlusion.

Ophthalmology 2010;117:1134-46.

[26] SCORE., Study Research GroupA randomized trial comparing the

efficacy and safety of intravitreal triamcinolone with standard care to

treat vision loss associated with macular edema secondary to branch
retinal vein occlusion: the Standard Care vs Corticosteroid for Retinal

Vein Occlusion (SCORE) Study report 6. Arch Ophthalmol

2009;127:1115-28.

Eter N, Mohr A, Wachtlin ], et al. German Ozurdex in RVO Real World

Study GroupDexamethasone intravitreal implant in retinal vein occlu-

sion: real-life data from a prospective, multicenter clinical trial. Graefes

Arch Clin Exp Ophthalmol 2017;255:77-87.

Augustin AJ, Holz FG, Haritoglou C, et al. Retrospective, observational

study in patients receiving a dexamethasone intravitreal implant 0.7 mg

for macular oedema secondary to retinal vein occlusion. Ophthalmo-
logica 2015;233:18-26.

[29] Querques L, Querques G, Lattanzio R, et al. Repeated intravitreal
dexamethasone implant (Ozurdex®) for retinal vein occlusion. Oph-
thalmologica 2013;229:21-5.

[30] Singer MA, Capone AJr, Dugel PU, et al. Two or more dexamethasone
intravitreal implants as monotherapy or in combination therapy for
macular edema in retinal vein occlusion: subgroup analysis of a
retrospective chart review study. BMC Ophthalmol 2015;15:33.

[18

21

[22

25

[27

28



	Comparison of dexamethasone intravitreal implant with intravitreal anti-VEGF injections for the treatment of macular edema secondary to branch retinal vein occlusion
	1 Introduction
	2 Methods
	2.1 Search strategy
	2.2 Inclusion and exclusion criteria
	2.3 Data extraction and quality assessment
	2.4 Statistical analysis

	3 Results
	3.1 Search results

	4 Meta-analysis results
	4.1 Mean BCVA at 1, 3, and 6 months
	4.2 Mean BCVA change at 1, 3, and 6 months
	4.3 Mean CMT at 1, 3, and 6 months
	4.4 Mean CMT change at 1, 3, and 6 months
	4.5 Adverse events
	4.6 Number of intravitreal injections

	5 Discussion
	6 Conclusions
	Acknowledgments
	Author contributions
	References


