CASE LETTER

Cutaneous Collagenous Vasculopathy
With Ocular Involvement

Ansley C. DeVore, MD; Hesham Alshaikh, MD; Dirk M. Elston, MD

PRACTICE POINTS

. Collagenous vasculopathy is an underrecognized
entity.

. Although most patients exhibit only cutaneous disease,
systemic involvement also should be assessed.

To the Editor:

Cutaneous collagenous vasculopathy (CCV) is an uncom-
mon microangiopathy that presents with progressive
telangiectases on the lower extremities that can eventu-
ally spread to involve the upper extremities and trunk.
Systemic involvement is uncommon. The diagnosis is
confirmed by biopsy, which demonstrates dilated capil-
laries and postcapillary venules with eosinophilic hyalin-
ized walls. Treatment generally has focused on the use of
vascular lasers.! We report a patient with advanced CCV
and ocular involvement that responded to a combination
of pulsed dye laser (PDL) therapy and sclerotherapy for
cutaneous lesions.

A 63-year-old woman presented with partially blanch-
able, purple-black patches on the lower extremities
(Figure 1). The upper extremities had minimal involve-
ment at the time of presentation. A medical history
revealed the lesions presented on the legs 10 years prior
but were beginning to form on the arms. She had a history
of hypertension and bleeding in the retina.

Histopathology revealed prominent dilation of post-
capillary venules with eosinophilic collagenous mate-
rials in the vessel walls that was positive on periodic
acid—Schiff stain, confirming the diagnosis of CCV.

The perivascular collagenous material failed to stain
with Congo red. Laboratory testing for serum protein
electrophoresis, antinuclear antibodies, and base-
line hematologic and metabolic panels revealed
no abnormalities.

Over 3 years of treatment with PDL, most of the
black patches resolved, but prominent telangiectatic ves-
sels remained (Figure 2). Sclerotherapy with polidoca-
nol (10 mg/mL) resulted in clearance of the majority
of telangiectatic vessels. After each sclerotherapy treat-
ment, Unna boots were applied for a minimum of 24
hours. The patient had no adverse effects from either
PDL or sclerotherapy and was pleased with the results
(Figure 3). An ophthalmologist had attributed the retinal
bleeding to central serous chorioretinopathy, but tortuos-
ity of superficial scleral and episcleral vessels progressed,
suggesting CCV as the more likely cause (Figure 4).
Currently, she is being followed for visual changes and
further retinal bleeding.

Early CCV typically appears as blanchable pink or red
macules, telangiectases, or petechiae on the lower extremi-
ties, progressing to involve the trunk and upper extrem-
ity."® In rare cases, CCV presents in a papular or annular
variant instead of the typical telangiectatic form.** As the
lesions progress, they often darken in appearance. Bleeding
can occut, and the progressive patches are disfiguring.®’
Middle-aged to older adults typically present with CCV
(range, 16-83 years), with a mean age of 62 years."*® This
disease affects both males and females, predominantly
in White individuals." Extracutaneous manifestations are
rare."*® One case of mucosal involvement was described
in a patient with glossitis and oral erosions.® We found no
prior reports of nail or eye changes."?
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FIGURE 1. Purple telangiectasia with macules coalescing into patches
on the legs.

FIGURE 2. Modest improvement in cutaneous collagenous vasculopa-
thy was noted on the legs after pulsed dye laser therapy for 3 years.

The etiology of CCV is unknown, but different theo-
ries have been proposed. One is that CCV is due to a
genetic defect that changes collagen synthesis in the
cutaneous microvasculature. Another more widely held
belief is that CCV originates from an injury that occurs to
the microvasculature endothelial cells. Regardless of the
cause of the triggering injury, the result is induced intra-
vascular occlusive microthrombi that cause perivascular
fibrosis and endothelial hyperplasia.>*”

Cutaneous collagenous vasculopathy may be
influenced by systemic diseases. The most common
comorbidities are hypertension, cardiovascular disease,
diabetes mellitus, and hyperlipidemia.'**® The pre-
sentation of CCV with a malignancy is rare; 1 patient
was diagnosed with multiple myeloma 18 months after
CCV, and another patient’s cutaneous presentation
led to discovery of pancreatic cancer with metasta-
sis.®!? In this setting, the increased growth factors or
hypercoagulability of malignancy may play a role in
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FIGURE 3. The addition of sclerotherapy to pulsed dye laser therapy
showed a decrease in telangiectases and smaller patches after 2 years.

FIGURE 4. Cutaneous collagenous vasculopathy eye involvement with
dilations, beading, and tortuosity of superficial scleral and episcleral
vessels, along with vessels on the palpebral conjunctiva.

endothelial cell damage and hyperplasia. Autoimmune
vascular injury also has been suggested to trigger
CCV; 1 case involved antiribonucleoprotein antibodies,
while another case involved anti-endothelial cell anti-
body assays.!' In addition, CCV has been reported in
hypercoagulable patients, demonstrating another route
for endothelial damage, with 1 patient being heterozy-
gous for prothrombin G202104, a report of CCV in a
patient with cryofibrinogenemia, and another patient
being found positive for lupus anticoagulant.'*> Drugs
also have been thought to influence CCV, including
corticosteroids, lithium, thiothixene, interferon, isotreti-
noin, calcium channel blockers, antibiotics, hydroxyurea,
and antidepressants.”!!

The diagnosis of CCV is confirmed using light micros-
copy and collagen-specific immunostaining. Examination
shows hyaline eosinophilic deposition of type IV collagen
around the affected vessels, with the postcapillary venules
showing characteristic duplication of the basal lamina.*
The material stains positive with periodic acid-Schiff and
Masson trichrome.’
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Underreporting may contribute to the low incidence
of CCV.The clinical presentation of CCV is similar to gen-
eralized essential telangiectasia, with biopsy distinguish-
ing the two. Other diagnoses in the differential include
hereditary hemorrhagic telangiectasia, which typically
would have mucosal involvement; radiating telangiec-
tatic mats and a strong family history; and hereditary
benign telangiectasia, which typically presents in younger
patients aged 1 year to adolescence.!

Treatment with vascular lasers has been the main focus,
using either the 595-nm PDL or the 1064-nm Nd:YAG
laser.®™® Pulsed dye laser or intense pulsed light devices can
improve patient well-being? intense pulsed light allows
for a larger spot size and may be preferred in patients with
a larger body surface area involved.” However, a few other
treatments have been proposed. One case report noted
poor response to sclerotherapy.' In another case, a patient
treated with a chemotherapy agent, bortezomib, for their
concurrent multiple myeloma showed notable CCV cuta-
neous improvement. The proposed mechanism for bort-
ezomib improving CCV is through its antiproliferative
effect on endothelial cells of the superficial dermal vessels.®
Our patient did not achieve an adequate response with
PDL, but the addition of sclerotherapy with polidocanol
induced a successful response.

Patients should be examined for evidence of ocular
involvement and referred to an ophthalmologist for
appropriate care. Although there is no definite asso-
ciation with systemic illnesses or mediation, recent
associations with an autoimmune disorder or underly-
ing malignancy have been noted.®'"!' Age-appropriate
cancer screening and attention to associated signs and
symptoms are recommended.
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