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blestoning. Anogenital granulomatosis has been suggested
to be the genital equivalent of cheilitis granulomatosa? and
although the co-occurrence of these 2 conditions in the
same patient is rare, it has been reported.” In 10%-48% of
cases cheilitis granulomatosa and intestinal Crohn disease
are associated.?

The term anogenital granulomatosis' was introduced in
2003 to identify these chronic recurrent conditions with
characteristic clinical and histopathologic features that
may have different causes. This clinical entity is a uni-
fying concept for others used in the literature (chronic
hypertrophic vulvitis, vulvitis granulomatosa, chronic edema
of the vulva, Melkersson-Rosenthal vulvitis and anoper-
ineitis granulomatosa) and is especially useful for cases of
unknown etiology and those highly suggestive of metastatic
Crohn disease in the absence of established intestinal dis-
ease.

Therapeutic management of this condition is diffi-
cult and there is no set protocol to follow because of
the lack of case series and randomized trials. Suggested
treatments have obtained mixed and sometimes unsatisfac-
tory results marked by frequent relapse after treatment is
discontinued. The reported options include topical, intrale-
sional, and oral corticosteroids,” salicylates, antibiotics’
such as metronidazole®'? and ciprofloxacin,* and immuno-
suppressants such as azathioprine and ciclosporin.’? More
recently, anti-tumor necrosis factor monoclonal antibod-
ies such as infliximab and adalimumab have given good
results.

We have reported 2 cases of idiopathic anogenital gran-
ulomatosis in which possible underlying causes were ruled
out and no associated systemic symptoms developed even
after years of follow-up.
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Atypical Calciphylaxis Secondary to
Treatment With Acenocoumarol™

Calcifilaxia atipica secundaria al tratamiento
con acenocumarol

To the Editor:

Calciphylaxis is a rare disease characterized by cuta-
neous ischemia and necrosis caused by mural calcification
of small and medium-sized blood vessels." This condi-
tion leads to cutaneous ulceration and eschar formation.
It generally affects patients with end-stage renal failure
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and secondary hyperparathyroidism,'3 and is associated
with a poor prognosis, high morbidity, and high mortal-
ity rates."* In recent years, cases have been reported
of calciphylaxis in patients with normal kidney func-
tion and calcium-phosphate metabolism.*7 When seen in
patients without abnormalities of this sort—a rather rare
occurrence—the condition is called atypical calciphylaxis.®
It has occasionally been reported in patients receiving oral
anticoagulant therapy with coumarin derivatives, such as
warfarin and phenprocoumon.3467

We present the case of an 80-year-old woman who came
to our hospital with purpuric skin lesions in a livedoid pat-
tern that had appeared 2 months earlier on the back of
the right leg. The lesions were associated with induration
and intense local pain. Several weeks after the onset of the
first symptoms, the patient noticed the appearance of an
ulcer, which was quickly covered by necrotic eschar. Similar
intensely painful skin lesions began to appear on the left leg
at the same time.
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Fig. 2 Skin biopsy showing intramural calcification and inti-
mal hyperplasia in an arteriole of the subcutaneous tissue

. . . . (hematoxylin-eosin, original magnification x400).

Fig. 1 Ulcer with necrotic eschar surrounded by a reticular

purpuric plague on the back of the left leg.

Relevant aspects of her medical history included diabetes
mellitus, bronchial asthma, arterial hypertension, and atrial
fibrillation. Current medication included acenocoumarol
(which she had been taking for 1 year), acetaminophen,
omeprazole, diltiazem, metformin, tiotropium bromide, and
a formoterol-budesonide combination.

Dermatological examination revealed a well-defined and
extremely painful ulcer on the back of the patient’s left
leg (Fig. 1). The lesion was covered with eschar and sur-
rounded by a racemose erythematous-violaceous plaque.
Livedo reticularis was observed on the back of both legs.
The skin lesions and the underlying area were indurated on
palpation. The patient’s right leg had similar lesions, but
without necrotic eschar. The physical examination was oth-
erwise normal.

Testing revealed normal levels of urea, creatinine,
parathyroid hormone, calcium, serum phosphate, protein C,
and protein S. The patient tested negative for cryoglobulins
and for antinuclear and anticardiolipin antibodies. Radio-
graphs of both legs showed marked vascular calcification.

A skin biopsy of the affected area revealed superficial
ulceration with necrosis of the superficial dermal collagen,
as well as extensive calcification and intimal proliferation
in multiple arteries and arterioles (Fig. 2). The calcium
deposits in the blood vessel walls were more visible with
Von Kossa staining. As there were no extravascular calcium
deposits or fat necrosis, the diagnosis of calciphylaxis was
confirmed. Because the patient had normal levels of pro-
tein C, protein S, parathyroid hormone, calcium, and serum
phosphate, a diagnosis of atypical calciphylaxis was estab-
lished.

In this case the condition was associated with treat-
ment with coumarin derivatives, a phenomenon that has
recently been described in the literature. Acenocoumarol
was withdrawn and the patient was prescribed enoxaparin
anticoagulant therapy at a dose of 1 mg/kg every 12 h, which
led to rapid improvement in both the lesion and local pain.
Moreover, the ulcer gradually healed and the livedo rash
resolved.

Calciphylaxis is considered atypical when it occurs
in patients who do not have renal failure or impaired

calcium-phosphate metabolism.® In such cases, we must
consider that the disease may be the result of the inter-
action between various risk factors, including obesity, liver
disease, systemic corticosteroid therapy, elevated erythro-
cyte sedimentation rate, white race, female sex, warfarin
therapy, vitamin D supplementation, protein C or protein S
deficiency, and diabetes mellitus.*

Our patient’s kidney and parathyroid function were nor-
mal, but other risk factors were present; she was white,
she had diabetes mellitus, and she was receiving aceno-
coumarol, a coumarin-derived oral anticoagulant. Since the
anticoagulant treatment was the only risk factor that could
be modified, it was withdrawn and replaced with low-
molecular-weight heparin, the recommended anticoagulant
for patients of these characteristics.® Atypical calciphylaxis
has occasionally been described in association with oral
coumarin-derived anticoagulants, which interact with the
calcification inhibitor matrix gla protein.®

The differential diagnosis should consider warfarin-
induced skin necrosis, which normally appears 3-10 days
after start of treatment and is caused by an imbal-
ance between procoagulant and anticoagulant factors.
Histopathology of this condition reveals thrombotic occlu-
sion of dermal and subcutaneous venules and veins,
surrounded by diffuse fat necrosis and bleeding,’™ but no
calcification of the blood vessel walls, unlike the case of
our patient.

None of the authors in the literature reviewed indicated
an association between atypical calciphylaxis and aceno-
coumarol anticoagulant therapy. Risk factor modification
should be considered whenever possible. In our case, the
cessation of acenocoumarol was decisive in the favorable
evolution of the disease.
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