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Dorzolamid in a management of cystoid macular edema in a patient

with retinitis pigmentosa sine pigmento

Jlop3onamua y ieuery MUCTOUIHOT e1eMa MaKyJie Ko/l O0IecCHrKa
ca Retinopathia pigmentosa sine pigmento

SUMMARY

Introduction Retinitis pigmentosa (RP) is a group of
inherited retinal dystrophies caused by mutations in
various genes. The disease leads to progressive
photoreceptors loss (rods predominantly) and retinal
pigment epithelium alteration. RP can lead to
blindness in the advanced stages of the disease, when
the central retina is involved, mostly due to the
presence of cystoid macular edema (CME). Several
therapeutic approaches for CME in RP patients have
been attempted but responses have been variable.

Case Outline A 51-year-old gentleman was referred
due to progressive blurring of vision in his both eyes
of six months duration. The patient underwent
complete ophthalmological examination at baseline.
Based on the clinical presentation of mottled mid
periphery of the retina and characteristic tubar visual
field loss, hence typical fluorescein angiography and
optical coherence tomography (OCT) findings, the
patient was diagnosed as bilateral retinitis pigmentosa
sine pigmento with CME. In an attempt to control the
edema, treatment was started with dorzolamide,
instilled three times daily in each eye, which resulted
in reduction of macular edema in a one month period,
as documented by OCT. This effect was further
monitored for 5 months and was stabile.

Conclusion In the presented case, we investigate the 6
month therapeutic efficacy of dorsolamide for dealing
with the CME secondary to RP. Topical carbonic
anhydrase inhibitors are considered as_the first option
for treatment of CME in RP patients, due its’ high
efficacy and safety.

Keywords: Retinitis pigmentosa sine pigmento;
Cystoid macular edema; Topical carbonic anhydrase
inhibitors; Dorsolamid

INTRODUCTION

CAXKETAK

YBoa IlurmentHa perunonatuja (PII) je rpyma
quctpoduja peTuHe NPOY3POKOBAHMX MyTalyjaMa
paznuuutux reHa. OHa A0OBOAM [0 MPOTPECUBHOT
ryoutka ¢otopenentopa (mocebHo mranugha) u
IIPOMEHA y PETUHAIHOM NUIMEHTHOM enuteny. PIT
MOXe Ja JOBeAe [0 CleNmIa y y3HamnpeXoBaluM
clydajeBUMa OOJIeCTH, Kaja je 3axBalleH LeHTpalHu
Jeo peTuHe, Hajuemhe MOPUCYCTBOM IIUCTQUAHOT
makyiapHor engema (IIME). JIloctoju HeKkoiMKo
onnuja y neuewy LIME kon namujenara ca PII, nako
Cy OJTOBOPH HA JIEUCH:E Pa3THUUTH.

IIpuka3 ciaywyaja Mymkapaiy. ctap 51 roauny je
mperyiefaH 300T MPOTPECUBHOI 3aMarjbema BHUJA Ha
oba oka yHasan /mect Mecenu. llanujeHt je
KOMIUIETHO O()TaJIMOJIONIKH, TIperienad. Ha ocHoOBy
KJIMHUYKOT Hajla3a, HIIapaHe. cpenme nepudepuje
peTHHE U KapaKTepUCTHYHOT TyOapHOT Hajla3a BHHOT
0Jba, HOTOM KapakTepUCTUYHUX Hajaza
¢yopecuenHcke anruorpacguje u OITHYKE
KOXepeHTHe ToMorpaduje, NOCTaB/beHa je IujarHosa
omnarepanue Retinopathia pigmentosa sine pigmento
ca HUCTOUIHUM e[eMOM Makyie. 3amodeT je TpeTMaH
JOp30JIaMHJIOM y 00a OKa TpH IIyTa Ha JaH, Y KeJbU Ja
ce KoHTponume enem Makyne. ITocae mecen naHa
IpUMEHE JOLUIO je 10 CMamema elleMa MakKyle, IITO
je JI0Ka3aHO u ONTUYKOM KOXEPEHTHOM
Tomorpadujom. OBaj Hana3 je MOToM IpaheH jomr mer
Mecell U Huje OUIo 3HaKOBa PEeLUANBA.

3akbyyak VY IpHKa3aHOM CIy4yajy CMO MpaTHIN
miecToMeceuHu edekar gopsonamMpia  y Jiedemy
nucrougHor exema Makyne kox PII. Jloxamnu
UHXUOUTOpU YIJb€HE aHXUApaze cmarpajy ce
TperMaHoM mpsor u3bopa 3a IIME kom PII 36o0r
BHCOKe e(hUKacHOCTH U 06e30e1HOCTH.

Kibyuyne peun: Retinopathia pigmentosa sine
pigmento; IlucTtomgHu exgeM Makylye; JIOKalIHU
HHXUOUTOP YIJbEHE aHXUApa3e; JOP30JaMUL

Retinitis pigmentosa (RP) is a group of inherited retinal dystrophies caused by mutations in

various genes [1]. This disease leads to gradual and progressive photoreceptors loss (rods

predominantly) and alteration of retinal pigment epithelium [2]. RP can occur in sporadic form

without any familial history, or it can be inherited as a dominant and recessive autosomal, or X-linked

disease [3]. The symptomatology consists of night blindness and gradual loss of visual fields [4]. This

condition can lead to blindness in the advanced stages of the disease, when the central retina is

involved [5], mostly because of the presence of cystoid macular edema (CME). The exact CME
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aetiology is not well understood, but it is proposed that the retinal pigment epithelium pump
dysfunction and/or compromise of the blood-retinal barrier [6, 7] bring the fluid to accumulate in
cystoid spaces within the retina. Cystoid macular edema may cause blurred vision or reduced visual
acuity and finaly atrophic foveal changes with permanent loss of visual function. Thus, it is necessary
to find an optimal and effective treatment for it [7]. Several therapeutic protocols have been
considered, such as systemic or topical carbonic anhydrase inhibitors (CAI) (acetazolamide and
dorzolamide, respectively), systemic or intravitreal corticosteroids (triamcinolone, dexamethasone),
laser photocoagulation and pars plana vitrectomy but responses have been variable [6, 8—12].

We have the opportunity to report a case of cystoid macular edema in a patient with RP sine
pigmento treated with topical CAI (dorsolamid). The therapeutic response was monitored by, visual
acuity assessment, central visual filed program (10-2 program) on Humphrey field analyzer-and by

measuring central macular thickness on optical coherence tomography (OCT).

CASE REPORT

A 51-year-old gentleman was referred to our Clinic due to progressive blurring of vision in his
both eyes of six months duration. He had a history of hypertension, with-no family history of diabetes,
glaucoma and retinitis pigmentosa (RP). He reported he was an exsmoker. The patient underwent
complete ophthalmological examination at baseline including visual acuity assessment (measured by
Snellen chart), applanation tonometry, slit lamp examination, indirect ophthalmoscopy with 90D lens
and imunological and biochemical investigation.

Upon examination, best corrected visual/acuity (BCVA) was 0.9 in his right eye (RE) and 0.7 in
the left eye (LE). He had normal color vision and no relative afferent pupillary defect. Fundoscopy of
the both eyes revealed very discrete mid- and far- peripheral mottled retina, arteriolar narrowing and
sheathing. There were no/typical pigmentary changes or clumps, nor significant pallor of the optic

nerve heads (Figure 1). The intraocular pressure (IOP) by applanation tonometry was in the range (10

Figure 1a and 1b. Fundus photo of the left eye (posterior pole and mid- periphery) with visible arteriolar
narrowing and sheathing. Note there was no tipical pigmentary clumps nor significant pallor of the optic
nerve head.
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mmHg). All investigations at presentation which included complete blood count, erythrocyte
sedimentation rate, C-reactive protein, prothrombin and partial thromboplastin time, blood sugar
level, renal and liver function tests, rheumatoid factor and autoantibody profile were within normal
range. The visual field tests, fluorescein angiography (FA), optical coherence tomography (OCT) and
dark adaptation testing were performed. Fluorescein angiography showed unusual degree of choroidal
hyperfluorescence which surrounded darker central macular zone (Figure 2), and diffuse mid and far

periphery mottled hyperfluorescence extended till the equatorial region (Figure 3). Fluorescein

angiography did not show any macular edema. Optical coherence tomography showed in parafoveolar

Figure 2. Fluorescein angiography of the right eye Figure 3. Abnormal fluorescein angiography of the
after the injection of the dye (posterior pole). Note right eye (mid periphery). Note diffuse mottled
unusual degree of choroidal hyperfluorescence hyperfluorescence observed during the most period
surrounding darker macular area, indicating of the dye transit through the retina vessels which

abnormality of retinal pigment epithelial layer.

correspond to the retinal pigment epithelial changes.

region a thinned/disappeared some retinal layers including the photoreceptor layer/junction between
inner and outer segment of photoreceptors. OCT also detected the subclinical cystoid macular edema
(CME) (Figure 5a). Automated white-on-white threshold perimetry showed constricted peripheral
visual field in both eyes (Figure 4): Dark adaptation testing showed prolonged rod dark adaptation in
both eyes. We also performed magnetic resonance imaging of the brain with contrast which was
unremarkable. Based on the clinical presentation of discrete mottled mid periphery of the retina and
characteristic tubar visual field loss, hence typical FA and OCT findings, the patient was diagnosed
with bilateral retinitis pigmentosa sine pigmento and cystoid macular edema. The patient was
consulted about therapeutic options for CME. In an attempt to decrease the edema, treatment was
started with instillation of dorzolamide three times daily in each eye. As a result of a one month
treatment, the reduction of macular edema was documented by OCT (Figure 5b), while BCVA
improved to 1.0 in the right eye (RE) and 0.9 in the left eye (LE). The patient was also seen five
months later, and the improvement was maintained with BCVA unchanged (1.0 RE, 0.9 LE). The

patient did not receive any other kind of therapy for his condition.
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Figure 4. Automated white-on-white threshold perimetry showed constricted peripheral visual field on

the both eyes.

Examination date: 11-Jun-15 12:31:48
SOCT Copernicus #337-2.7/H

showing CME.

Figure Sa. Pretreatent OCT of the rght eye,

Examination date: 16-Ju!-1‘5 14:17:00
SOCT Copernicus #337-2.7/H

Figure Sb. OT of the same e 1 month fter the
treatment, showing resolved CME.
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DISCUSSION

In the current paper, we showed the therapeutic effects of a topical CAI for the management of
CME in patients with RP over a 6-month period. Retinitis pigmentosa is retinal dystrophy
characterized by night blindness, constricted visual fields, pigmented clumps of the retina, and
photoreceptor cell dysfunction and loss [13]. The long-term prognosis is unfavorable, as there is a
final loss in central vision because of direct involvement of the macula from the photoreceptors loss
and/or maculopathy [14]. The diagnosis of retinitis pigmentosa sine pigmento purely from retinal
findings is more challenging than in the typical cases. The retinal pigment epithelial defects could be
very subtle and discrete and therefore could easily be overlooked. The vascular attenuationiis also.not
always obvious, and sometimes retinal vascular occlusion could be considered and initially suspected.
On the other hand, optic disc pallor may be discreet, partial or even absent [15], as in our case.
Although the subjective symptomatology is typical for RP, such as night blindness and reduced visual
field in its early stages, it could be completely obscured as it affects only the peripheral fundus [16].
Without this typical clinical findings, advances in imaging and testing could-help in setting the
diagnosis of RP sine pigmento such as visual field and dark' adaptation testing; FA, OCT and
conventional or full-field electroretinography.

CME is an uncommon complication of RP occurring in 10-20% of patients [9]. Currently, there
are no uniform guidelines how to treat this condition. The responses to the treatment seems to be
individually variable. There are several therapeutic approaches for CME in RP such as systemic or
intravitreal corticosteroids, grid laser photocoagulation, systemic or topical carbonic anhydrase
inhibitors [9], and in the recent years, some authors found the inhibitors of the vascular endothelial
growth factor (VEGF) to be effective [17]. Anyhow, many practitioners believe that carbonic
anhydrase inhibitors are the mainstay of treatment [9]. These drugs stimulate the pumping mechanism
of the retinal pigment epithelium [18]. Unfortunately, severe side effects could appear with oral
administration of CAI (drowsiness, confusion, allergic reactions, paresthesias, myelosuppression,
renal calculi, loss of potassium, or with extended usage hyperchloremic metabolic acidosis). That is
the reason why this treatment is not proposed for prolonged period of time. On the other hand, topical
CAI is free from the adverse effects that are related to systemic administration [19] and thus
appropriate for prolonged usage.

Ikeda et al. found the dorsolamide to be an effective and safe treatment option for CME in RP
patients, ‘and consider it as the first treatment choice for CME. If the therapeutic efficacy is not
sufficient i.e. when CME does not completely resolve within 6 months, additional or change of the
treatment could be required. They also believed that other therapeutic approaches such as intravitreal
injections of corticosteroids, inhibitors of VEGF or viterectomy are not standard therapy because of
their potentially severe complications and because of the fact that safer and still effective alternative

exists, topical CAI [7].
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Pacella et al. believed that although topical CAI are less potent than systemic ones, because of
their lacking in systemic adverse effects, it could be a reasonable option for the treatment of this
condition, particularly if it is necessary to be used continuously [19]. The reduction of CME
commonly results in visual acuity improvement [20]. However, Chung et al. found that, occasionally,
improvement in visual acuity did not match the degree of edema resolution shown by OCT. This
limitation of treatment could be explained by irreparable functional impairment within the fovea,
arising from either chronic macular edema or photoreceptor cell dysfunction [18]. Moustafa et al.
reported only 10% improvement in BCVA after the treatment, despite of the significant resolution of
macular edema in OCT scan. They deem that reasonable explanation is that CME is only one factor
that affects the vision, while atrophy of the retina (particularly of the photoreceptors) also-has impact
on the visual function [17]. Although, our patient had anatomical and functional improvement after
the treatment with topical CAl, the attention must be paid to the preintervention anatomical changes
of the retina (photoreceptors and retinal pigment epithelium band shown on OCT), which have
prognostic significance for the efficacy of the treatment. Thus, timely-diagnosis and prompt treatment
of CME in patients with RP are necessary before permanent photoreceptor loss occurs [16].

In the presented case, we investigate the 6 month therapeutic efficacy -of dorsolamide for
management of the cystoid macular edema secondary to RP. Our patient showed an anatomical and
functional improvement after topical CAI. There are various therapeutic options for this condition, but
because of their safety and efficacy, topical CAI are considered as the first treatment choice by many
authors. Treatment of CME should be rapid and effective before structural changes of photoreceptors

occur.
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