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A 32-year-old woman presented for evaluation

of small, tender, erythematous nodules on the
lower legs of 1 year’s duration that had started to
spread to the thighs over several months prior to
presentation. The patient reported no history of
ulceration or other cutaneous findings. On physical
examination, a hyperpigmented, linear to reticular
pattern was noted on the lower legs with a few
1-cm, erythematous, mildly indurated and tender
subcutaneous nodules. The patient denied any
recent medical procedures, history of malignancy
or cardiovascular disease, use of tobacco or illicit
drugs, prolonged contact with a heat source,
recent unintentional weight loss, fevers, or night
sweats. Her medical history was notable for
asthma and migraines, which were treated with
albuterol, fluticasone, and topiramate.

WHAT’S THE DIAGNOSIS?
a. cholesterol embolism

b. cryoglobulinemia

c. erythema ab igne

d. livedo reticularis

e. superficial migratory thrombophlebitis

PLEASE TURN TO PAGE 325 FOR THE DIAGNOSIS
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THE DIAGNOSIS:
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Superficial Migratory Thrombophlebitis

n initial presentation, the differential diagnosis

included livedoid vasculopathy, cutaneous poly-

arteritis nodosa, erythema ab igne, cholesterol
embolism, and livedo reticularis. Laboratory investigation
included antiphospholipid antibody syndrome (APS),
antinuclear antibody, rheumatoid factor, antineutrophil
cytoplasmic antibody, serum protein electrophoresis,
and coagulation tests. Pertinent findings included tran-
sient low total complement activity but normal com-
plement protein C2, C3, and C5 levels and negative
cryoglobulins. Additional laboratory testing revealed
elevated antiphosphatidylserine IgG, which remained
elevated 12 weeks later.

New lesions continued to appear over the next sev-
eral months as painful, erythematous, linear, pruritic
nodules that resolved as hyperpigmented linear patches,
which intersected to form a livedo reticularis-like pat-
tern that covered the lower legs. Biopsy of an erythema-
tous nodule on the right leg revealed fibrin occlusion
of a medium-sized vein in the subcutaneous fat. Direct
immunofluorescence was not specific. Venous duplex
ultrasonography demonstrated chronic superficial throm#
bophlebitis and was crucial to the diagnosis. Ultimately,
the patient’s history, clinical presentation, laboratory
results, venous studies, and histopathologic analysis
were consistent with a diagnosis of superficial migratory
thrombophlebitis (SMT) with resultant postinflammatory
hyperpigmentation presenting in a.reticularpattern that
mimicked livedoid vasculopathy, livedo reticularis, or
erythema ab igne.

Superficial migratory thrombophlebitis, also known
as thrombophlebitis migrans,(is defined as the recur-
rent formation of thrombi within superficial veins.' The
presence of a thrombus in a superficial vein evokes an
inflammatory response, resulting in swelling, tenderness,
erythema, and warmth in the affected area. Superficial
migratory thrombophlebitis has been associated with
several etiologies, including pregnancy, oral contracep-
tive use, APS, vasculitic disorders, and malignancies (eg,
pancreas, lung, breast), as well as infections such as sec-
ondary syphilis.!

When SMT is associated with an occult malignancy, it
is known as Trousseau syndrome. Common malignancies
found in association with Trousseau syndrome include
pancreatic, lung, and breast cancers.” A systematic review
from 2008 evaluated the utility of extensive cancer screen-
ing strategies in patients with newly diagnosed, unpro-
voked venous thromboembolic events.> Using a wide
screening strategy that included computed tomography
of the abdomen and pelvis, the investigators detected a
considerable number of formerly undiagnosed cancers,
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increasing detection rates from 49.4% to 69.7%. After the
diagnosis of SMT was made in our patient, computed
tomography of the chest, abdomen, and pelvis was per-
formed, but the findings were unremarkable.

Because occult malignancy was excluded in our
patient, the likely etiology of SMT was APS, an acquired
autoimmune condition diagnosed based on the pres-
ence of a vascular thrombosis and/or pregnancy
failure in women as well as elevation of at least
one antiphospholipid antibody laboratory marker
(eg, lupus anticoagulant, anticardiolipin antibody, and
anti-B2 glycoprotein I antibody) on 2 or more occa-
sions at least 12 weeks apart* Other antibodies such as
those directed against negatively charged phospholipids
(eg, antiphosphatidylserine [which was elevated in our
patient], phosphatidylinositol, phosphatidic acid) have
been reported in patients with APS, although their diag-
nostic_use is controversial.” For example, the presence
of antiphosphatidylserine antibodies has been consid-
eréd common but not specific in patients with APS.*
However, a recent observational study demonstrated
that antiphosphatidylserine antibodies are highly spe-
cific (87%) and useful in diagnosing clinical APS cases
in the presence of other negative markers.®

In our patient, diagnosis of SMT with resultant postin-
flammatory hyperpigmentation in a reticular pattern was
based on the patient’s medical history, clinical examina-
tion, and histopathologic findings, as well as laboratory
results and venous studies. However, it is important to
note that a livedo reticularis-like pattern also is a very
common finding in APS and must be included in the
differential diagnosis of a reticular network on the skin.”
Moreover, differentiating livedo reticularis from SMT has
prognostic importance since SMT may be associated with
underlying malignancies while livedo reticularis may be
associated with Sneddon syndrome, a disorder in which
neurologic vascular events (eg, cerebrovascular accidents)
are present.® While this distinction is important, there
are no pathognomonic histologic findings seen in livedo
reticularis, and consideration of the clinical picture and
additional testing is critical.*®

Livedo vasculopathy was excluded in our patient due
to the lack of diagnostic histopathologic findings, such
as fibrin deposition and thrombus formation involving
the upper- and mid-dermal capillaries.” Furthermore,
characteristic direct immunofluorescence findings of a
homogenous or granular deposition in the vessel wall
consisting of immune complexes, complement, and fibrin
were absent in our patient.” Our patient also lacked com-
mon clinical findings found in livedo vasculopathy such
as small ulcerations or atrophic, porcelain-white scars on
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the lower legs. Erythema ab igne also was excluded in our
patient due to the absence of heat exposure and presence
of fibrin occlusion in the superficial leg veins. Physiologic
livedo reticularis, defined as a livedoid pattern due to
physiologic changes in the skin in response to cold
exposure,'’ also was excluded, as our patient’s cutaneous
changes included an alteration in pigmentation with a
brown reticular pattern and no blanching, erythematous
or violaceous hue, warmth, or tenderness.

In conclusion, SMT is a disorder with multiple asso-
ciations that may clinically mimic livedo reticularis and
livedoid vasculopathy when postinflammatory hyper-
pigmentation has a lacelike or livedoid pattern. While
nontraditional antibodies may be useful in diagnosis in
patients suspected of having APS with otherwise nega-
tive markers, standardized assays and further studies are
needed to determine the specificity and value of these
antibodies, particularly when used in isolation. Our
patient’s elevated antiphosphatidylserine IgG may have
been the cause of her hypercoagulable state causing the
SMT. A livedoid pattern is a common finding in APS and
also was seen in our patient with SMT, but the differen-
tiation of the brown pigmentary change and more active
erythema was critical to the appropriate clinical workup
of our patient.
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