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Abstract

A 40-year-old woman presented with painful
ulcerations on the bilateral lower extremities. A
biopsy confirmed the diagnosis of livedoid
vasculopathy (LV). She was treated initially with
aspirin and pentoxifylline, and with the addition of
dipyridamole she has had no recurrence of her
ulcerations to date. Despite this positive response to
treatment she reported numbness and paresthesias
in her legs. Nerve conduction studies confirmed a
diagnosis of mononeuritis multiplex. This case
highlights mononeuritis multiplex as a rarely
described complication of LV, and suggests that early
recognition of symptoms and a multidisciplinary
approach are necessary for optimal management of
this condition.

Keywords: livedoid vasculopathy, vascular occlusion,
neuropathy, mononeuritis multiplex

Introduction

Livedoid vasculopathy (LV) is a chronic, relapsing-
remitting ulcerative disease of the lower extremities
that predominantly affects middle-aged women.
Although LV was once considered a form of
vasculitis, there is increasing evidence that the
cutaneous manifestations are related to vascular
occlusion from thrombus formation rather than
primary inflammation. We present an uncommon
neurologic manifestation of this cutaneous disease
that has rarely been reported in the dermatology
literature. It is important that dermatologists
recognize these neurologic symptoms early in the

course of the disease to appropriately manage this
condition.

Case Synopsis

A 40-year-old woman presented to a local
dermatologist with painful, stellate ulcerations on
the bilateral lower extremities (Figure 1). After
failing treatments with antibiotics and prednisone, a
punch biopsy was performed. The initial differential
diagnosis was broad and included conditions
characterized by vascular occlusion, such as
inherited coagulopathies, platelet-related
thrombopathies, hematologic malignancies,
cryoglobulinemia, cryofibrinogenemia, infectious
diseases, embolization, and immune-mediated
vasculitides, as well as other common causes of leg
ulcers, such as arterial disease, diabetes, neoplasms,
vascular proliferations, and medications.

Figure 1. At the time of presentation, the patient had multiple,
stellate ulcerated plaques on the bilateral lower extremities.



Dermatology Online Journal || Case Presentation

Volume 26 Number 7| Jul 2020|
26(7):6

Figure 2. Biopsy of left lateral ankle showing hyalinization of superficial and deep dermal blood vessels, fibrin thrombi in vessel luments,
focal tissue hemorrhage, and a mild perivascular lymphocytic infiltrate. H&E, 20x.

The patient was referred to the rheumatology
department and the results of the following
laboratory studies were either normal, negative, or
unremarkable: protein C and S, antithrombin Il
antigen, lupus anticoagulant, beta-2 glycoprotein,
cardiolipin  antibody, antinuclear  antibody,
rheumatoid factor, antineutrophil cytoplasmic
antibody, C1, C3, and C4 complement levels,
hepatitis panel, cryoglobulins, cryofibrinogens,
prothrombin  G20210A mutation, methylene
tetrahydrofolate reductase mutation, erythrocyte
sedimentation rate, C-reactive protein, serum
protein electrophoresis, hemoglobin A1C, complete
blood count with differential, comprehensive
metabolic panel, and urinalysis.

The patient was then referred to our dermatology
practice, where review of her original biopsy showed
hyalinization of superficial and deep dermal blood
vessels, fibrin thrombi in vessel lumens, focal tissue
hemorrhage, and a mild perivascular lymphocytic
infiltrate (Figure 2). These features were consistent
with a thrombotic vasculopathy rather than true
vasculitis. Given the clinical presentation of painful
persistent ulcerations over the malleoli combined
with these histopathologic findings and a negative
laboratory work-up, the patient was diagnosed with
primary livedoid vasculopathy (LV). Treatment was
begun according to the therapeutic ladder
previously set forth in the literature [1, 2]. She

continued to have periodic ulcerations despite
treatment with aspirin and pentoxifylline. With the
addition of dipyridamole, her skin lesions healed
with atrophic scars and she has not had any new
ulcerations for well over one year (Figure 3).

Figure 3 Four months after instituting aspirin, pentoxifylline, and
dipyridamole, the patient’s leg wounds healed with atrophic scars.
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As the patient’s skin lesions resolved, she continued
to complain of numbness, tingling, and burning pain
in her legs that was distinct from the pain related to
her ulcers. She was referred by her primary care
provider for a vascular surgery consultation and had
no evidence of hemodynamically significant arterial
occlusive disease. As her symptoms seemed
neuropathic in nature, she was seen by a neurologist
and found to have diminished Achilles reflexes
bilaterally. An electromyogram with nerve
conduction studies showed unobtainable evoked
potentials in her right superficial peroneal and left
sural nerves. She was diagnosed with mononeuritis
multiplex of the bilateral sural, posterior tibial, and
peroneal nerves, likely associated with LV. The
patient was treated with varying combinations of
tramadol, acetaminophen, gabapentin, sertraline,
pregabalin, hydrocodone-acetaminophen,
magnesium oxide, amitriptyline, compounded
topical analgesic gels, and lidocaine patches. To
date, she reports moderate relief of her symptoms
with gabapentin and uses lidocaine patches as
needed for flares.

Case Discussion

Although LV is a well-known condition, associated
peripheral neuropathy is a rarely described potential
sequela of the disease. Only 7 cases of associated
neuropathy have been reported in the dermatology
literature to our knowledge and 21 cases have been
reported overall [3-10]. Of the cases reported in
dermatology journals, 5 did not include nerve biopsy
data or nerve conduction studies [3-6]. Patients
suffering with neurologic involvement typically
complain of sensory symptoms, such as numbness,
tingling, or loss of pinprick and light-touch
sensitivity, which can occur before or after the onset
of skin lesions [7, 8]. A clinical neurological
examination will often be abnormal [9]. These signs
and symptoms tend to fit the criteria for a diagnosis
of mononeuritis multiplex, or a pattern of peripheral
neuropathy characterized by multifocal damage to
two or more different nerves [8].

Mononeuritis multiplex can be associated with
several other systemic disorders such as diabetes,
connective tissue disease, vasculitis, amyloidosis,

cryoglobulinemia, sarcoidosis, neoplasms, and
infections [8]. The diagnosis can be confirmed with
electrophysiological testing and/or a nerve biopsy. In
patients with neuropathic symptoms in the setting
of LV, nerve conduction studies typically reveal
diminished or absent sensory nerve action
potentials, as was seen in our patient [7, 9]. Nerve
biopsy samples from patients with LV-related
mononeuritis multiplex reveal endoneurial capillary
ectasia and congestion with hemorrhage, as well as
extensive infarct of the peripheral nerve and
Schwann cells leading to axonal loss. There are
scattered perivascular CD3+ lymphocytes infiltrating
the arterioles in the epineurium, without clear signs
of vasculitis [7, 10]. These nerve biopsy findings can
be interpreted as the product of ischemia from
vascular thrombosis of the vasa nervorum rather
than a vasculitic peripheral neuropathy [7, 8, 10]. The
same alterations of the vasculature are present in
both nerve and skin biopsies, strongly suggesting a
common mechanism leading to ischemic damage in
each tissue [8, 10]. It is therefore conceivable that
restoration of normal blood flow in patients with LV
may reduce potential long-term effects on the
nervous system. A multidisciplinary approach using
targeted antithrombotic therapies may halt the
progression to permanent nerve damage in addition
to new skin ulcerations. Our patient’s skin lesions
appear to have responded well to combination
therapy  with  aspirin,  pentoxifylline, and
dipyridamole.

Conclusion

Based on the paucity of reports in the literature,
peripheral neuropathy may be rare in patients
diagnosed with LV. Nevertheless, those who present
with persistent or progressive numbness, weakness,
or burning pain should be promptly referred for
formal neurological assessment [9]. It is important
that dermatologists recognize this complication
early in the course of the disease so that it can be
managed appropriately.
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