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Pseudoxanthoma elasticum [PXE] is a rare multisystem genetic disorder characterized by progressive calcification of
elastic fibers affecting primarily the skin, cardiovascular system, and eyes. Ophthalmologic involvement, mainly
represented by angioid streaks and choroidal neovascularization [CNV], is a major cause of visual impairment in young
patients. We report the case of a 54-year-old woman with clinically and histologically confirmed pseudoxanthoma
elasticum who presented with progressive bilateral visual loss. Fundus examination revealed bilateral angioid streaks
associated with a “peau d’orange” appearance and fibrotic macular changes. Multimodal imaging including fluorescein
angiography, optical coherence tomography [OCT], and OCT angiography [OCT-A] demonstrated inactive cicatricial
choroidal neovascularization complicating angioid streaks. Management consisted of close monitoring and intravitreal
anti-VEGEF injections administered on a pro re nata [PRN] basis. Ophthalmologic complications of PXE mainly result
from calcification and fragility of Bruch’s membrane. Anti-VEGEF therapy is currently considered the standard treatment
for PXE-associated CNV, allowing anatomical and functional stabilization in most cases. However, long-term evolution
remains marked by the risk of neovascular recurrence and progressive macular atrophy. Novel therapeutic approaches
targeting calcification pathways and underlying genetic abnormalities are currently under investigation. Ophthalmologic
complications of PXE represent an important cause of visual loss. Regular follow-up based on multimodal imaging and
early management of choroidal neovascularization are essential to improve visual prognosis. Targeted therapies and
gene therapy represent promising future perspectives.
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Case Report

The progression of macular complications
determines the visual prognosis of the disease. The aim
of this work is to present the main ophthalmologic
complications of PXE, their diagnostic modalities,
currently available treatments, and future therapeutic

INTRODUCTION

Pseudoxanthoma elasticum [PXE] is a rare
hereditary multisystem disorder inherited in an
autosomal recessive manner and mainly associated with

mutations in the ABCC6 gene located on chromosome
16p13.1. [1] This genetic abnormality leads to
progressive ectopic calcification of elastic fibers,
primarily affecting the skin, cardiovascular system, and
ocular tissues. [2]

Ophthalmologic involvement is a major
manifestation of PXE and constitutes an important cause
of visual disability in young individuals. [3] The
pathophysiology mainly relies on progressive alteration
of Bruch’s membrane, resulting in its calcification and
fragmentation, thereby promoting the development of
angioid  streaks and  subsequent  choroidal
neovascularization [CNV]. [4]

perspectives.

CASE REPORT

We report the case of a 54-year-old woman
followed for six years for clinically and histologically
confirmed pseudoxanthoma elasticum, referred for
progressive worsening of bilateral visual acuity.

The patient complained of progressive central
visual loss associated with metamorphopsia evolving
over several months, without ocular pain or
inflammatory symptoms. Past medical history was
notable for cervical cutaneous lesions suggestive of PXE
and well-controlled arterial hypertension under medical
treatment.
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Ophthalmologic examination revealed a best-
corrected visual acuity of 2/10 in the right eye and 3/10
in the left eye. Anterior segment examination showed
bilateral early cortico-nuclear cataract without other
abnormalities. Intraocular pressure was 15 mmHg in
both eyes.

Fundus examination demonstrated bilateral
angioid streaks radiating from the optic disc associated
with a “peau d’orange” appearance of the posterior pole.
Bilateral macular changes with subretinal foveal fibrosis
and diffuse pigmentary alterations were also observed.

Fluorescein angiography revealed
hyperfluorescent window defects corresponding to
angioid streaks associated with heterogeneous late
macular hyperfluorescence consistent with old cicatricial

choroidal neovascularization without clear exudative
activity. [Figure 1]

Macular OCT showed severe disruption of the
foveal architecture with hyperreflective subretinal
fibrosis, serous retinal detachment, and diffuse
irregularities of the retinal pigment epithelium. [Figure
2] OCT-A demonstrated an inactive choroidal
neovascular network embedded within subretinal
fibrosis associated with perifoveal choriocapillaris flow
impairment. [Figure 3]

The  diagnosis of  bilateral  macular
complications of  pseudoxanthoma elasticum
complicated by cicatricial choroidal neovascularization
was established. Close follow-up associated with a PRN
intravitreal anti-VEGF injection regimen was initiated
with regular macular OCT monitoring. [Figure 4]

Figure 1: Fluorescein angiography demonstrating hyperfluorescent angioid streaks exhibiting a window defect,
associated with heterogeneous late macular hyperfluorescence.
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Figure 2: Macular OCT showing severe disruption of foveolar architecture, with hyperreflective subretinal
fibrosis, serous retinal detachment, and diffuse irregularities of the retinal pigment epithelium.
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Figure 3: OCT-A revealing a choroidal neovascular network associated with rarefaction of perifoveolar
choriocapillary flow.
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Figure 4: Macular OCT revealing resolution of the serous retinal detachment associated with subretinal fibrosis.

DISCUSSION

Ophthalmologic  manifestations of PXE
generally occur after cutaneous lesions but may
occasionally reveal the disease. [5] Early fundus
abnormalities are dominated by the “peau d’orange”
appearance, corresponding to diffuse alterations of
Bruch’s membrane. [6]

Angioid  streaks  constitute the  most
characteristic ophthalmologic manifestation. They
appear as brownish or grayish lines radiating from the
optic disc. [7] Histologically, they correspond to breaks
in Bruch’s membrane weakened by calcification
processes. [8]

The major vision-threatening complication
remains choroidal neovascularization, secondary to the
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proliferation of neovessels through ruptures in Bruch’s
membrane. This complication may lead to subretinal
hemorrhage, macular edema, and cicatricial fibrosis
responsible for irreversible visual acuity loss. [9]

Diagnosis currently relies on multimodal
imaging. OCT enables the assessment of retinal
structural changes and neovascular membrane activity,
while fluorescein angiography and OCT-A provide
detailed vascular characterization of lesions. [10,11]

Therapeutic management has dramatically
evolved with the advent of anti-VEGF therapy. Before
its introduction, treatment mainly relied on laser
photocoagulation and photodynamic therapy, whose
functional outcomes remained limited. [12]

Currently, intravitreal injections of
ranibizumab, bevacizumab, or aflibercept represent the
standard treatment for PXE-associated CNV. [13,14]
PRN [“pro re nata”] and treat-and-extend regimens are
the most commonly used protocols. [15] These
treatments generally allow anatomical and functional
stabilization, although the risk of neovascular recurrence
and progressive macular atrophy persists over the long
term. [16,17]

Current research aims to target the disease
earlier at the pathophysiological level. The deficiency of
inorganic pyrophosphate observed in PXE has led to the
development of anti-calcification strategies such as
bisphosphonates and pyrophosphate supplementation.
[18]

Furthermore, gene therapy approaches targeting
the ABCC6 gene represent promising perspectives for
future etiological management. [19] Other experimental
strategies are also investigating modulation of
inflammatory and angiogenic mechanisms involved in
the progressive degradation of Bruch’s membrane. [20]

CONCLUSION

Ophthalmologic complications of
pseudoxanthoma elasticum represent a major cause of
visual disability due to the high risk of choroidal
neovascularization and macular fibrosis. Multimodal
imaging allows early diagnosis and precise monitoring
of lesion progression. Anti-VEGF therapy has
considerably improved the visual prognosis of patients
with PXE-associated CNV. Nevertheless, the absence of
curative treatment justifies ongoing research focusing on
anti-calcification therapies and gene therapy. Regular
ophthalmologic follow-up remains essential to ensure
early management of complications.
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