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Abstract

Purpose: To survey the clinical responses to treatment of chronic postoperative and uveitic cystoid macular
edema (CME) with a dexamethasone-based intravitreal implant (Ozurdex®).

Methods: This retrospective, interventional case series reports on patients with chronic CME after uncompli-
cated vitrectomy for epiretinal gliosis or phacoemulsification (group 1: 12 eyes) or secondary to noninfectious
endogenous uveitis (group 2: 36 eyes). Central retinal thickness (CRT), best-corrected visual acuity (BCVA,
logMAR), and intraocular pressure (IOP) throughout follow-up were gleaned from the medical records.
Results: In group 1, CRT decreased, compared with baseline, from 519143 to 297 £23 and 356149 pm by the
1- and 3-month visit (P=0.02) and to 429+57 um before reimplantation. In group 2, CRT decreased from
460%31 to 300%£21 and 312+26 um by the 1- and 3-month follow-up, respectively (P=0.001), and to
373+ 32 pm before reimplantation. Complete resolution of CME was achieved in 67% and 94% (groups 1 and 2,
respectively) by 1 month and in 42% and 80% by 3 months after injection. In group 1, BCVA improved from
0.46+0.08 to 0.27£0.09 and 0.20+0.06 (P=0.01) by the 1- and 3-month follow-up, respectively, and to
0.321+0.08 before reimplantation. In group 2, BCVA improved from 0.47+0.06 to 0.34+0.09, 0.26+0.07, and
0.29£0.08 (P<0.05) at 1 and 3 months of follow-up and before reimplantation, respectively. A significant IOP
increase was not observed in either group. Mean time to reimplantation of Ozurdex was 6.4+5.7 and 6.6t3.4
months for postoperative and uveitic CME, respectively.

Conclusion: Ozurdex seems to achieve a sustained effect over up to 6 months in postsurgical and uveitic CME.

Introduction

ACULAR EDEMA CAN RESULT from a variety of in-

flammatory and noninflammatory retinal disorders,
such as uveitis, or occur after an intraocular surgical inter-
vention, such as vitrectomy or cataract surgery.

The appearance of cystic macular edema after an intraoc-
ular intervention is usually successfully treated with topical
anti-inflammatory agents and often self-limiting after 6-12
months. Eyes with persistent cystoid macular edema (CME)
despite prior therapy are at risk for permanent visual loss. The
underlying pathogenesis still remains undetermined.’

The prevalence of clinically significant pseudophakic
cystoid macular edema (PCME) has declined in the past
decade due to the introduction of minimally invasive small
incision cataract surgery and phacoemulsification. Despite

this fact, PCME still remains a challenge as cataract surgery
is being performed at a very high number all over the world
so that the incidence of this postoperative morbidity remains
relevant. Chu et al. report an incidence of 1.2% after un-
complicated phacoemulsification surgery. After capsular
rupture with or without vitreous loss, the risk of PCME
development is increased, and in the presence of diabetic
retinopathy it may be increased by fourfold.?

Since epiretinal membrane (ERM) formation is primarily
associated with diffuse or CME, the surgical trauma of pars
plana vitrectomy for ERM removal usually goes along with
CME. Persisting CME despite topical therapy seems to be in-
creased with preoperative intraretinal cysts, and newly devel-
oped postoperative CME has to be expected in about 10%.’

Uveitis may be associated with a variety of infectious and
immunoregulatory diseases, however, the underlying etiology
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is often unknown. In chronic uveitis, macular edema is the most
common cause for visual impairment, making it—even after
control of the inflammatory activity—a sight-threatening dis-
ease, which compromises the quality of life of the affected
individuals, who are often of working age.*

A therapeutic handling of macular edema aims to reduce
the inflammatory response and to prevent the damage to the
ocular structures that would result in a long-term loss of
vision. A topical application or a local injection of corti-
costeroids is the preferred strategy for unilateral interme-
diate and posterior-segment noninfectious uveitis. In severe
cases, systemic treatment with either corticosteroids or other
immunomodulatory agents is called for; however, systemic
immunosuppressive therapy is associated with a broad range
of generalized side effects.

Although repeated intravitreal injections of corticosteroids,
such as triamcinolone, are used with the intention to control
inflammation in eyes with uveitic or postoperative CME, their
instrumentation is associated with a rapid progression of cat-
aracts and a secondary rise in intraocular pressure (IOP).>®
With a view to reduce the injection burden and side effects,
sustained-release intraocular corticosteroid implants have been
developed.” One such implant is Ozurdex® (Allergan, Inc.,
Irvine, CA), which delivers a 0.7 mg-dose of dexamethasone to
the vitreous cavity, and has been shown to improve the clinical
outcome by ameliorating vision and reducing the central retinal
thickness (CRT).® A large prospective randomized clinical trial
has been undertaken to demonstrate the efficacy and the safety
of Ozurdex (Huron trial).9 In this study, the effects of the im-
plant, with its 0.7 mg burden of dexamethasone, were com-
pared with those elicited by a 0.35 mg injection of the drug and
to sham in eyes with chronic uveitic CME (n=229) over a
follow-up period of 26 weeks. Ozurdex was well tolerated and
elicited a notable suppression of intraocular inflammation over
a time of 6 months.

Since only a few long-term trials have been undertaken to
evaluate the efficacy and the safety of multiple injections of
dexamethasone,'® especially regarding postoperative CME,
we retrospectively evaluated the mid-term effect of Ozurdex
on the anatomical and the functional outcomes in genuine
cases of postoperative and uveitic macular edema that
evinced no obvious signs of inflammation.

Methods

The study protocol for this retrospective multicenter cohort
study, involving 48 eyes (40 patients), was approved by the
Institutional Review Boards of the respective Clinical Ethics
Committees and was conducted in accordance with the tenets
of the Declaration of Helsinki. Informed consent was ob-
tained from all patients and power analysis was performed.

Patients had to be monitored for a minimal follow-up pe-
riod of 6 months. Anatomical response (change in CRT) was
defined as the primary study outcome parameter, whereas the
time until reimplantation, the change in visual acuity, and the
side effects were taken as the secondary ones. Measurements
of CRT (determined in pm by OCT, Spectralis™; Heidelberg
Engineering, Heidelberg, Germany), best-corrected visual
acuity ([BCVA] determined on a logarithmic scale and con-
verted to logMAR values), and IOP (mmHg, measured by
Goldmann applanation tonometry) were performed before
Ozurdex placement, 1 and 3 months thereafter, and before
reimplantation. Data appertaining to the anatomical and the
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functional outcomes were extracted from patients’ medical
records. We evaluated the treatment as good anatomical
outcome if there was a reduction of retinal thickness by more
than 20% and/or a complete resolution of macular edema was
achieved.

All patients included in this series were suffering from
postoperative (group 1) or inflammatory (group 2) CME
associated with a noninfectious chronic endogenous uveitis
and had been pretreated for a minimum of 3—-6 months with
local and, in some instances, also systemic steroids and/or
immunomodulating agents to control their inflammatory
disease and a secondary CME. In all cases, the secondary
CME was irresponsive to this therapy before considering
intravitreal steroids.

Therapy-refractive CME was the only postoperative prob-
lem that was encountered in eyes that had undergone vitrec-
tomy for ERMs (n=9). All of these eyes had been primarily
pseudophakic or had undergone combined cataract surgery and
vitrectomy. Eyes that had developed CME after uncomplicated
cataract surgery (n=3) had evinced no signs of a pre-existing
macular pathology, such as vitreomacular traction or epiretinal
gliosis (group 1). In group 2 cases, uveitis was well controlled,
the affected eyes showed a vitreous haze score of or below 1
according to the Standardization of Uveitis Nomenclature
(SUN) criteria at all time points.'"

In addition to the measurements of CRT, BCVA, and
IOP, data appertaining to the treatment indications, the di-
agnosis of uveitis, the status of the lens, the number of
injections, the time to reinjection, systemic treatment strat-
egies, and complications were collected.

The numerical data are presented as mean values together
with the standard deviation (SD) or standard error of the mean
(SEM) and were statistically evaluated using Student’s 7-test.
Differences between groups were considered to have attained
statistical significance (*) or high significance (¥*) if the P-
value lay below 0.05 or 0.01, respectively. Probabilities of
events occurring after the first intravitreal dexamethasone
implant injection are diagramed as survival curves using the
Kaplan—Meier method. Construction of the Kaplan—Meier
survival analysis curves was performed using MedCalc
15.11.4 software (MedCalc software, Ostend, Belgium).

Results

In this retrospective multicenter cohort study, involving
48 eyes (40 patients), Ozurdex-treated patients were fol-
lowed over a period of 13+9 months in cases either of
postoperative macular edema that had not responded to
standard treatment regimens (group 1, n=12 eyes) or non-
infectious uveitis (group 2, n=36 eyes).

At the time of the first intravitreal Ozurdex implant, 40 of
the 48 eyes in the study cohort were pseudophakic.

Nine out of 12 (75%) in group 1 and 10 out of 36 eyes
(28%) in group 2 had undergone vitrectomy before the first
placement of Ozurdex. In group 1 and group 2 patients, this
intervention had been performed 32+30 and 22+14
months, respectively, before the first Ozurdex placement.

The mean age of the patients in groups 1 and 2 were
7247 and 53118 years, respectively (P=0.0009). The
mean duration of CME before Ozurdex implantation after
either uncomplicated vitrectomy for epiretinal gliosis or
cataract surgery (group 1) was 25+22 months, and for that
secondary to uveitis 3831 months (group 2). Before the
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FIG. 1. CRT in pm: before the first implantation of

Ozurdex®, 1 and 3 months later and before a reimplantation.
Light gray: cases of postoperative CME (n=12 eyes in 12
patients); dark gray: cases of uveitic CME, irrespective of
whether vitrectomy had or had not been performed (n=36
eyes in 28 patients). *P <0.05; **P<0.01. Error bars rep-
resent SEM. CME, cystoid macular edema; CRT, central
retinal thickness; SEM, standard error of the mean.

first Ozurdex implant, patients in group 1 had received
2.1+3.8 intravitreal injections (in total 26 injections, 85%
triamcinolone, and 15% anti-VEGF), those in group 2,
1.8£5.5 intravitreal injections (in total 63 injections, of
which 87% were triamcinolone and 13% anti-VEGF). In
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FIG. 2. Kaplan—-Meier survival analysis of time to re-
peated intravitreal dexamethasone implant injections after
first implant injection in postoperative and chronic nonin-
fectious uveitis eyes. (postoperative n=12 eyes, uveitis
n=36 eyes); dotted fine lines=95% confidence intervals;
formula=median time to second injection.

GARWEG ET AL.

total, in group 1 patients, 43 Ozurdex implants were per-
formed in 12 eyes over a period of 21 =11 months. In group
2 patients, 47 Ozurdex implants were placed in 36 eyes over
a period of 105 months.

In group 1, CRT decreased from 519 £43 um, before the
first Ozurdex placement, to 297 + 23 um by the first month, by
the third month, it newly increased to 356 =49 um (P =0.02),
and further to 429 + 57 um before a reimplantation. In group
2, CRT decreased from 460+ 31 pm, before the first Ozurdex
placement, to 300+21 pum by the first month and to
312126 um by the third month (P=0.001), before it again
increased to 373+32pm before reimplantation (Fig. 1).
Complete resolution of CME was achieved in group 1 in 67%
of eyes and in group 2 in 94% by the 1-month visit and in 42%
and 80% by the 3-month follow-up.

A single implant was placed in 2 out of 12 eyes (17%) in
group 1 and in 12 out of 36 eyes (33%) in group 2, and multiple
ones in 83% and in 67% of the eyes, respectively. The mean
duration until reimplantation of Ozurdex was 6.4 £5.7 months
and 6.6 = 3.4 months in group 1 and group 2 eyes, respectively.
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FIG. 3. BCVA on a Snellen scale (upper row) and in
logMAR units (lower row): Before the first implantation of
Ozurdex®, 1 and 3 months later and before a reimplantation.
Light gray: cases of postoperative CME (n=12 eyes, 12
patients); dark gray: cases of uveitic CME, irrespective of
whether vitrectomy had or had not been performed (n=36
eyes, 28 patients). *P<0.05; **P<0.01. Error bars repre-
sent SEM. BCVA, best-corrected visual acuity.
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TABLE 1. ANATOMICAL AND FUNCTIONAL INFORMATION APPERTAINING TO THE DIFFERENT GROUPS
Group 1 Group 2a Group 2b
Postoperative Uveitic CME Uveitic CME
CME (n=12), (no vitrectomy) (n=26), (vitrectomy) (n=10),
mean* SEM mean* SEM meant SEM

CRT (um)

Preimplantation 519+43 439+32 51374

1 month 297123 306+29 285+ 13

3 months 35649 32842 286+ 13

Before reimplantation 429+57 369142 383+46
BCVA (logMAR)

Preimplantation 0.46+0.08 0.44+0.06 0.57+0.15

1 month 0.2710.09 0.31£0.09 0.3910.24

3 months 0.20£0.06 0.25+0.09 0.30£0.11

Before reimplantation 0.32+0.08 0.29+0.12 0.30£0.10
IOP (mmHg)

Preimplantation 151 13£1 13£1

1 month 161 14+1 15+1

3 months 16+1 14+1 1412

Before reimplantation 151 14+2 13+1

BCVA, best-corrected visual acuity; CME, cystoid macular edema; CRT, central retinal thickness; IOP, intraocular pressure; SEM,

standard error of the mean.

The Kaplan—Meier analysis (Fig. 2) estimates the probability of
a second dexamethasone implantation. Accordingly, 50%
would require a second implant after 5 months and after 6
months in groups 1 and 2, respectively.

Ingroup 1 meanlogMAR BCVA improved from 0.46+0.08,
before the first Ozurdex placement, through 0.27+0.09 to
0.20£0.06 by the first and the third months, respectively
(P=0.01) and then decreased to 0.32+0.08 before a re-
implantation. In group 2, the mean BCVA (logMAR) amelio-
rated from 0.4710.06, before the first Ozurdex placement,
through 0.34+0.09 to 0.26 £ 0.07 (P =0.04) by the first and the
third months, respectively, and then fell back to 0.29+0.08
before a reimplantation (Fig. 3). A 2 or more line improvement
was seen in 27% at 1 month after implantation, in 30% at 3
months after implantation, and in 27% before reimplantation in
group 1, whereas in group 2 a 2 or more line improvement was
observed in 47% at the 1-month visit, 44% at the 3-month
follow-up, and 41% before reimplantation. With respect to vi-
sual improvements, changes in CRT, rises in IOP, and duration
of the Ozurdex-induced effect, no differences were observed
between vitrectomized and nonvitrectomized eyes in group 2
(Tables 1 and 2).

No significant increase in IOP was observed in either of
the groups or sub-groups (Fig. 4a, b). Rises of IOP were
medically controlled by the administration of no more than
2 new antiglaucoma agents in 2 of the 12 eyes (13%) in
group 1 and in 4 of the 36 group 2 eyes (11%). In one eye
with uveitic CME and a retropupillary iris claw (Artisan®)
intraocular lens, the implant spontaneously dislocated into
the anterior chamber. However, after a pharmacologically
induced dilation of the pupil, it could be relocated and did
not newly dislocate. No other adverse events were recorded.

Discussion

Dexamethasone is implemented in the treatment of many
ophthalmological diseases, such as retinal vein occlusion-
associated macular edema, diabetic macular edema, nonin-
fectious uveitis, Irvine-Gass syndrome, and age-related
macular degeneration (adjunctively). However, its use is
associated with several adverse consequences, first and
foremost among which are rises in IOP and the formation of
cataracts.'” The safety profile of Ozurdex is better, and until
now it has a longer lasting effect than the most frequently

TABLE 2. THREE-MONTH OUTCOME AFTER OZURDEX IMPLANTATION AND DURATION EFFECT

CRT-change (%) BCVA-change IOP-change Duration
3 months 3 months 3 months of effect
n (eyes/ after Ozurdex after Ozurdex after Ozurdex (months),
Groups patients) implantation implantation implantation mean=*SD
Group 1: postoperative CME 12/12 32% Reduction ~ 2.5-Line improvement 1 mmHg increase 6.4+5.7
Group 2: all cases of uveitic 36/28 32% Reduction  2-Line improvement 2mmHg increase 6.6+34
CME (vitrectomized and
nonvitrectomized)
Group 2a: uveitic CME 26/19 25% Reduction  2-Line improvement 1 mmHg increase 6.6+£3.3
(no vitrectomy)
Group 2b: uveitic CME 10/9 44% Reduction  2.5-Line improvement 1 mmHg increase 6.1+£3.0

(vitrectomy)

SD, standard deviation.



(panunuod)

(PazZIw0oaIIA)
§9:—18 dOI pssealdur 9,/ Uf 0c¢e (4514 ru ru el m%mzmmv Sw?«
10T
L1
99 ‘ThI 78  (T8/€€) SHWW [Z< dOI 671 F8I€ €61 +69¥ S0F610 ¥0+89°0 €9 BINUI A -ZUBLIE/
(sypuowr gH—g “o3uel)
syjuowr 9 syuefduur
Quoseylowexap ol #1020
19 ‘sokq 8¢ L=Uu ‘SHww [g< ru (LS€E) 6T ESY ru SO0+LYO LT JOZPON-SUBWoJ,
yee “weys 98°0_-weys 9L -weys
%S uey) ppe W0 O $8°0 :8W L0 O LLBWL0 O
JuoUNEaNAI ON  $S9] Ul SHWW G¢< JOI ru 6£€ BWGE0 O ru 680 :3WGE0 O 6CC 9L BWGED O «(107) 19pMmo]
(syauout) sado=u s&vp 06 au11asvq (yvmsop) (yvmsop) (s1uanvd) (sak2) u (uoywongnd fo
[DA42IUT JUIULIDIA]DL (Sguu) xouwt JOJ (wm) 13D (wm) 13D s&vp 06 2U1]2sPq u ADak) AoyInD 841,
“lur Jo ou X(paipagal VADd VADd
saka Jo ou) u
d
(V) § (1) 1T ¢ dnoip z1 g dnoip 21 g dnoip
(V) ¢z “(1) 1¢ :1 dnoip do Cl 92 k! 8T ‘1 dnoip 9¢ 11 dnoip sjuaned umo
ra n ra Y d 4 9 22(0107) Sunky
SIoAN
ru JUBNIO[BOY ru 6 d 4! 14! 12(T10T) 1YI90I3STA
¥1 _‘Weys
71 8WL00
ru d €< 1 ad 8% €1 :8wge0 O 0z(6007) SWEIIIA
91 -LYdSILHY
Iy n Iy o< d Gz 11 8w /°(Q xopInzQ ¢1(T107) onurory
(L@ s d 4! 96 d el (Paz1w010aNIA) L] «(€100) ugpy
@) 91 “(L) 9% n ru e Tajudonnu Y €9 (43 1 (P107) BIMUS A-ZURLIEZ,
(arexanoyeN) ¥ (L) 81 n R L1 d LT 8¢ o1(P107) 19719N-sunjuo,
9L -ureyg
Jojudnnu LLSBW/00
ra n ra 9 Aqd ‘d 6¢C 9L BWwGE0 O «(r107) 19pmo]
s42y10 T L 'V N (n) pauiuiiajopun (Syuou) (Syuou) IN Ud (spuanvd) (s242) u (uoyvongnd fo
SJUAUIDALIIA] (d) uaysisiad Adpaayy pouad ‘dy u ADIK) LOYIND 1841
{(2) owoayo 21029 FW dn-mojjof ‘ugisap
pwapa fo Jo uoyvang Jo uonyvang Apnig
§21JS14210D4DY))
v
VINIAY ¥VINDVIA OLLIFA() NI XdA¥NZ() HLIM LNIWLVHY] 0 FONIAIAY adHSI19nd (g V) °¢ 414Vv],

‘Ajuo asn feucssad 104 */T/2T/2T e wodgndusge||auljuo woljaueg BIseAluN Aq papeojumoq

446



‘(suonoolur [eanIABIUL) QUOJOUIOWERIL], ‘], ‘9ANOadsonar < {poziwopuel
“Ad ‘eanodadsord ‘g xopInzQ ‘Q ‘peziwopueIuou YN pomodar jou “ru uowieanald ou ‘N (ewOp?d Ie[novw ‘G ‘Juowniean} Jase ‘T ‘uonoolur “fur {(suonosfur [eaniaenur) sjuade JOFA-DUR Y

67 F96¢ eV +6I1¢S 90'0+02C0 80°'0+9¥°0 (44
¥'9 ‘e ‘71 ¢ dnoin 1z dnoip :7 dnoip 1z dnoip 1z dnoip dnoin Z1 ¢ dnoin
9C+7Cl¢ [€+ 091 80'0+6C°0 900+ L0 8C -1
99 {/¥ ‘9¢ :1 dnoin peSueyoun  :] dnoip :1 dnoip :1 dnoip :1 dnoip dnoin 9¢ :1 dnoin sjuanzed umQ
G¢i— pasueyoun Iy ru Iy 08°0 ¥ 9 -(0107) Sunky
juowyean
euiodne[Snue yHm 12(T100)
JUOWIIBANIAI ON PO[[0NUOD S9Kd daIy], Iu 961 Iu 09°0 1 ¥1 TJO00IASTIA
0 -weys Y1/ -Weyg
€1Jo ¢ Bw/00 €I/L SWL0 O
Tl 3o [ :8Bwge0 0 T1/S Bwge0 O 8L°0 ‘weys ¥1 ‘weys
;210w 10 SH wu (] Juaweroxdur 7608w/ 00 721 8w/ 00 02(6000)
JUQWIIBANAI ON JO dO] ur asearouy U ul g Tu 60 :Swgeo O 157 €1 Bwgeo O SWRI[TA\
dnoi3 xepinzQ oy
Ul duou ‘quauean 1¥1 F0PE
syyuowr 8¢ - LYASILHY ewoone[snue ~LIASILH 91 -LYASILHA
popaau dnoid Y1 F08€ 1 8wz
squows ¢1 :xepinzQ  LYASLLAY oyl Ul %+ ru 1XopInzQ ru Iu ST XopInzQ ¢1(T107) enurory
(syauowt) sada=u s&vp 06 au11asnq (Yvwsoy) (Yvwsop) (stuanpd) (s242) u (uoyvongnd fo
1PAL2IUT JUIULID D] (SHwuw) xouw JOJ (wm) 13D (wm) 13D s&vp 06 u1]asvq u ADK) AOYIND 1S4
Sur Jo ~ou {(papasjaa VADEd VADd

5242 fo “ou) u

(QINNILNOD)) “¢ A4TdV],

*Ajuo asn peuosied 104 "/ T/2T/2T ¥ woo'gndusgel|aul|uo wolyaueg BIseAluN Ag pepeojumog

447



Downloaded by Universitét Berne from online.liebertpub.com at 12/12/17. For personal use only.

448
o
25 Jé
]
£
20 %
2 - 1 I T
E 15 1 . 1 [
E }-—"’-—_ T m—r post-op
& — veitis
o 10
5
o
Post-implantation E
2 Pre- E
implantation ™ M Before E
re-implantation o
FIG. 4.

GARWEG ET AL.

IOP 21 mmHG
® & ¢
® ®
15 v v
®
10— @ ¢
s 4
o
0 T
%
@ : @
20 v ¢ IOP 21 mmHG
- * *e
@ : Py
15 hd ¥ . e oo
@ F 2 @
Yoo Yo %o o

(a) IOP in mm of mercury (mmHg): Before the first implantation of Ozurdex, 1 and 3 months later and before a

reimplantation. Light gray: cases of postoperative CME (n=12 eyes, 12 patients); dark gray: all cases of uveitic CME,
irrespective of whether vitrectomy had or had not been performed (n =36 eyes, 28 patients). *P <0.05; **P <0.01. Error bars
are SEM. (b) IOP in mm of mercury (mmHg) 1 month after the first implantation of Ozurdex. Upper row: cases of postoperative
CME (n=12 eyes, 12 patients); lower row: all cases of uveitic CME, irrespective of whether vitrectomy had or had not been
performed (n =36 eyes, 28 patients). *P <0.05; **P <0.01. Error bars represent SEM. IOP, intraocular pressure.

used corticosteroid triamcinolone acetonide (TA).13 Another
corticosteroid that has been used for intravitreal applications
is Fluocinolone acetonide (FA), which, in contrast to TA,
exerts neuroprotective effects on the retina and the retinal
pigment epithelium.'*'> The MUST trial has demonstrated
FA implants to be slightly more effective than systemic
therapy when they are placed bilaterally. However, in cases
of unilateral macular edema, local treatment strategies may
be preferable.’” The FA-containing RETISERT © implant
permits a release of the corticosteroid at a constant rate of
2.5 years. However, it needs to be surgically placed.
Moreover, its use is associated with a very high risk of
cataract formation and need for IOP-lowering surgery. Al-
though the duration of the dexamethasone-induced effects is
shorter than that of the RETISERT implant-induced ones,
the agent seems to be better tolerated and its use is associ-
ated with fewer side effects and does not require surgical
implantation.'*!'® Compared with these data, the beneficial
safety outcome with an incidence of 11%—-13% of 1OP rise
in our series seems favorable.

Moreover, our findings are concordant with those of
Zarranz-Ventura et al.'” who demonstrated that in 40.7%
of their cases of noninfectious uveitis, a second placement
of dexamethasone was necessary after a mean duration of
6.6+ 1.9 months (Table 3), which is a longer time span than
was called for in the handling of other ocular diseases. A third
one was needed in 11.7% after 11+ 1.5 months. An interesting
finding of our own study adding to these data is that the mean
duration until Ozurdex reimplantation was 6 months, not only
in cases of uveitic CME, including those after vitrectomy, but
also in those of postoperative CME.

To date, few publications refer to Ozurdex treatment in
postoperative CME. Bellocq et al. and Mayer et al. report a
recurrence of macular edema starting about 3 months after
implantation. Regarding CRT, BCVA, IOP, and safety, both
articles are well in line with ours'®'® and demonstrate that

repeated dexamethasone implantations show good effec-
tiveness and no additional adverse events.

A prospective study from Williams et al. revealed a good
safety profile for Ozurdex treatment with 0.35 or 0.7 mg dose
for uveitic or postoperative CME with satisfactory visual im-
provements.”’ Smaller retrospective studies, likewise, showed
an anatomic and functional improvement in persistent uveitic
CME 2122

In a retrospective case series conducted by Sorkin et al.,
including 37 eyes with persistent CME, eyes with uveitis
(n=7) demonstrated a faster CME resolution (2 weeks) and a
longer CME-free period (20 weeks) than in retinal vein oc-
clusion and diabetic macular edema as well as a similar ef-
ficacy for repeated Ozurdex injections.”” Adding to these
data, Tomkins-Netzer et al. reported that the accumulated
effects of repeated implantations of dexamethasone result in
continuous improvements in BCVA and CRT, with an ulti-
mate stabilization of the latter.'® Repeated implantations
were performed in 63% of cases and led to a progression of
posterior subcapsular cataract in 2 instances. In 7 of the eyes, a
rise in IOP of more than 21 mmHg was recorded, but all re-
sponded well to pharmacological treatment.'®

In another observational study, a consecutive series of 27
eyes in which CME persisted in the face of quiescent nonin-
fectious intermediate or posterior uveitis was evaluated. In
these cases, the BCVA (logMAR) improved from 0.60, before
the dexamethasone implantation, to 0.41 at the 3-month
juncture (P=0.0005). The CRT decreased from 480 um, be-
fore the dexamethasone implantation, to 280 um at the 1-
month juncture (P <0.0001). These findings indicate that a
dexamethasone implant is as effective in the suppression of
inflammation in uveitis as in the treatment of uveitis-
associated CME. Moreover, once again, no major complica-
tions were reported.24

In a retrospective case series of 17 eyes in 13 patients,
who were suffering from persistent uveitic CME that had
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been endured for 12 months, and who had a history of pars
plana vitrectomy, the effects of dexamethasone implants
were monitored for 9.6 months. CRT decreased from a
preimplantation value of 462 um through 277 pm at 4 weeks
(P<0.01) and 350 pm at 3 months (P=0.01) to 394 um at 6
months (P=0.14). An improvement in the BCVA of >2
lines was recorded in 59% of eyes (P <0.01). In 29% of the
eyes, the anatomic and the functional gains were still ap-
parent at 6 months. Similar to our results, repeated im-
plantations were necessary in 47% of the eyes after a mean
duration of 6.5 months.?’

The findings of these studies compare favorably with
our own and bolster evidence that the duration of the
dexamethasone-induced effects persist longer in cases of
uveitis, independent of vitrectomy, than do those that are
elicited by other treatment modalities approved in Switzer-
land. Nevertheless, the risk for complications may be in-
creased after vitrectomy. In vitrectomized patients, Adan
et al. reported a higher-than-expected rate of side effects:
ocular hypertension (47.1%), hypotony (11.8%), an anterior
chamber displacement of the implant (5.9%), and glaucoma
requiring filtration surgery (5.9%).%

In contrast to other ocular diagnoses most of the postop-
erative and uveitic cases of CME responded to 2 intravitreal
implantations of dexamethasone, which were separated by a
mean of 6 month interval, with satisfying anatomical and
functional outcomes. Hence, implants of dexamethasone
would appear to be an attractive treatment option for persis-
tent postoperative and uveitic macular edema. The outcomes
might have been better, if the therapy had been instigated
before the structural damage had attained a level that ren-
dered further improvements impossible. However, even in
pretreated eyes with long-standing macular edema, which
developed after vitrectomy for uveitis and after the removal
of ERMs, a reduction of 32% in CRT and a 2-line im-
provement in the BCVA can be achieved.

The similar effects of Ozurdex in postoperative and
uveitic cases of CME in our series are well compatible with
experimental data suggesting that CME is mediated by in-
flammatory cytokines.?®2’

In conclusion, we found, in accordance with published
evidence, a satisfying anatomical response to treatment with
significantly reduced macular edema in postoperative and
uveitic CME over more than 1 year after repeated Ozurdex
implantation. A functional gain, that is, a 2-line improvement
in BCVA was observed remarkably beyond 3 months after
implantation. Despite a decline of visual acuity thereafter, the
majority of patients reported an improvement in the visual
performance even after long-standing macular edema.

Acknowledgments

Organizing assistance was provided by U. Hornberger,
Study Nurse at the Triemli Hospital, Ziirich. The study was
supported by the Werner H. Spross Foundation (Ziirich,
Switzerland).

Author Disclosure Statement

J.G.G. acts as an advisor to diverse pharmaceutical com-
panies, including Allergan, and contributes to several clinical
studies. The Research Foundation of the City Hospital in
Triemli has been awarded grants by Novartis and Bayer and has

449

been reimbursed for consultations (S.M.) with Novartis, Bayer,
Allergan, Roche, Pfenex, and Clanotech. Nevertheless, none of
the authors has received financial support for this study or a
conflicting interest with the data that are presented herein.

References

1. Loewenstein, A., and Zur, D. Postsurgical cystoid macular
edema. Dev. Ophthalmol. 47:148-159, 2010.

2. Chu, C.J., Johnston, R.L., Buscombe, C., Sallam, A.B., Mo-
hamed, Q., and Yang, Y.C., United Kingdom Pseudophakic
Macular Edema Study Group. Risk factors and incidence of
macular edema after cataract surgery: a database study of 81984
eyes. Ophthalmology. pii: S0161-6420(15)01146-X, 2015.

3. Frisina, R., Pinackatt, S.J., Sartore, M., et al. Cystoid
macular edema after pars plana vitrectomy for idiopathic
epiretinal membrane. Graefes Arch. Clin. Exp. Ophthalmol.
253:47-56, 2015.

4. Naik, R.K., Rentz, A.M., Foster, C.S., et al. Normative com-
parison of patient-reported outcomes in patients with nonin-
fectious uveitis. JAMA Ophthalmol. 131:219-225, 2013.

5. de Smet, M.D. Corticosteroid intravitreal implants. Dev.
Ophthalmol. 51:122-133, 2012.

6. Sallam, A., Taylor, S.R., and Lightman, S. Review and
update of intraocular therapy in noninfectious uveitis. Curr.
Opin. Ophthalmol. 22:517-522, 2011.

7. Hunter, R.S., and Lobo, A.M. Dexamethasone intravitreal
implant for the treatment of noninfectious uveitis. Clin.
Ophthalmol. 5:1613-1621, 2011.

8. Kapoor, K.G., Wagner, M.G., and Wagner, A.L. The sustained-
release dexamethasone implant: expanding indications in
vitreoretinal disease. Semin. Ophthalmol. 2015:21:1-7.

9. Lowder, C., Belfort, R., Jr, Lightman, S., et al. Dexamethasone
intravitreal implant for noninfectious intermediate or posterior
uveitis. Ozurdex HURON Study Group. Arch. Ophthalmol.
129:545-553, 2011.

10. Tomkins-Netzer, O., Taylor, S.R., Bar, A., et al. Treatment
with repeat dexamethasone implants results in long-term
disease control in eyes with noninfectious uveitis. Oph-
thalmology. 121:1649-1654, 2014.

11. Jabs, D.A., Nussenblatt, R.B., and Rosenbaum, J.T. Stan-
dardization of Uveitis Nomenclature (SUN) Working
Group. Standardization of uveitis nomenclature for re-
porting clinical data. Results of the First International
Workshop. Am. J. Ophthalmol. 140:509-516, 2005.

12. London, N.J., Chiang, A., and Haller, J.A. The dexameth-
asone drug delivery system: indications and evidence. Adv.
Ther. 28:351-366, 2011.

13. Arcinue, C.A., Cerdn, O.M., and Foster, C.S. A Compar-
ison between the fluocinolone acetonide (Retisert) and
dexamethasone (Ozurdex) intravitreal implants in uveitis.
J. Ocul. Pharmacol. Ther. 29:501-507, 2013.

14. Glybina, I.V., Kennedy, A., Ashton, P., Abrams, G.W., and
Iezzi, R. Photoreceptor neuroprotection in RCS rats via low-
dose intravitreal sustained-delivery of fluocinolone aceto-
nide. Invest. Ophthalmol. Vis. Sci. 50:4847-4857, 2009.

15. Valamanesh, F., Berdugo, M., Sennlaub, F., Savoldelli, M.,
Goumeaux, C., Houssier, M., Jeanny, J.C., Torriglia, A., and
Behar-Cohen, F. Effects of triamcinolone acetonide on vessels
of the posterior segment of the eye. Mol. Vis. 15:2634-2648,
2009.

16. Kiddee, W., Trope, G.E., Sheng, L., et al. Intraocular
pressure monitoring post intravitreal steroids: a systematic
review. Surv. Ophthalmol. 58:291-310, 2013.

17. Zarranz-Ventura, J., Carrefio, E., Johnston, R.L., et al.
Multicenter study of intravitreal dexamethasone implant



Downloaded by Universitét Berne from online.liebertpub.com at 12/12/17. For personal use only.

450

18.

19.

20.

21.

22.

23.

in noninfectious uveitis: indications, outcomes, and re-
injection frequency. Am. J. Ophthalmol. 158:1136—1145.e5,
2014.

Bellocq, D., Korobelnik, J.F., Burillon, C., et al. Implants
for post-surgical macular oedema including Irvine-Gass
syndrome: the EPISODIC study. Br. J. Ophthalmol. 99:
979-983, 2015.

Mayer, W.J., Kurz, S., Wolf, A., et al. Dexamethasone im-
plant as an effective treatment option for macular edema due
to Irvine-Gass syndrome. J. Cataract. Refract. Surg. 41:
1954-1961, 2015.

Williams, G.A., Haller, J.A., Kuppermann, B.D., et al. Dex-
amethasone Phase II Study Group. Dexamethasone posterior-
segment drug delivery system in the treatment of macular
edema resulting from uveitis or Irvine-Gass syndrome. Am. J.
Ophthalmol. 147:1048-1054, 1054.e1—e2, 2009.
Miserocchi, E., Modorati, G., Pastore, M.R., and Bandello,
F. Dexamethasone intravitreal implant: an effective ad-
junctive treatment for recalcitrant noninfectious uveitis.
Ophthalmologica. 228:229-233, 2012.

Myung, J.S., Aaker, G.D., and Kiss, S. Treatment of non-
infectious posterior uveitis with dexamethasone intravitreal
implant. Clin Ophthalmol. 4:1423-1426, 2010.

Sorkin, N., Loewenstein, A., Habot-Wilner, Z., and Gold-
stein, M. Intravitreal dexamethasone implant in patients
with persistent macular edema of variable etiologies.
Ophthalmologica. 232:83-91, 2014.

24.

25.

26.

27.

GARWEG ET AL.

Cao, J.H., Mulvahill, M., Zhang, L., Joondeph, B.C., and Da-
cey, M.S. Dexamethasone intravitreal implant in the treatment
of persistent uveitic macular edema in the absence of active
inflammation. Ophthalmology. 121:1871-1876, 2014.

Adan, A., Pelegrin, L., Rey, A., et al. Dexamethasone in-
travitreal implant for treatment of uveitic persistent cystoid
macular edema in vitrectomized patients. Retina. 33:1435—
1440, 2013.

Kim, S.J., Martin, D.F., Hubbard, G.B., et al. Incidence of
postvitrectomy macular edema using optical coherence
tomography. Ophthalmology. 116:1531-1537, 2009.
Yoshimura, T., Sonoda, K.H., Sugahara, M., et al. Com-
prehensive analysis of inflammatory immune mediators in
vitreoretinale diseases. PLoS One. 4:e8158, 2009.

Received: April 5, 2016
Accepted: June 14, 2016

Address correspondence to:

Dr. Souska Zandi

Berner Augenklinik am Lindenhofspital
Swiss Eye Institute

Bremgartenstrasse 119

CH-3012 Bern

Switzerland

E-mail: souska.zandi@augenklinik-bern.ch



