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We report a case of a acenocoumarol (Sin-
trom®)-induced vasculitis in a 54-year-old
white female receiving oral anticoagulant

therapy for atrial fibrillation, secondary to mitral
stenosis. She was given digoxin, furosemide and
acenocoumarol. In the third week of acenocoumarol
treatment the patient was feverish (38ºC) and both
legs became tender and swollen. The skin was ini-
tially erythematous and later showed purpuric
lesions and hemorrhagic bullae (Figure 1). Histo-
logic examination of the involved skin demonstrated
vascular changes of small  vessels with fibrinoid
necrosis of the walls. Polymorphonuclear leukocytes
were found within and around the vessel wall with
many scattered nuclear fragments (leukocytoclastic
vasculitis) (Figure 2). The INR, being 2.35, was with-
in the normal therapeutic range. Antinuclear anti-
body and anti-neutrophil cytoplasmic antibody tests
were negative. Two months after withdrawal of
acenocoumarol, the levels of protein C and S (total
and free) were determined, being 88%, 78%  and
70%, respectively. The coumarin was stopped and
prednisone was started at a dose of 1 mg/kg/day IV.
The skin lesions and fever resolved. The patient
refused treatment with another coumarin drug and
she was discharged on digoxin, furosemide and
aspirin (100 mg/day).

Anticoagulants of the coumarin family are fre-
quently administered for the treatment and prophy-
laxis of arterial and venous thromboembolic disease.
The most common side effect of these drugs is bleed-
ing due to excessive lowering of the procoagulant fac-
tors, but uncommon complications such as skin reac-
tions have been described.1 Among the cutaneous side
effects of oral anticoagulant therapy, the most fre-
quent are the purple toes syndrome and warfarin-induced
skin necrosis,2 although hypersensitivity reactions such
as vasculitis are possible and have been previously
described in several reports.3-6 In severe cases of vas-
culitis, the cutaneous manifestations may mimic skin
necrosis: erythematous lesions that expand and evolve
into red-purple zones with hemorrhagic bullae. In this
situation, it is important to make a differential diag-

Figure 1. Hemorrhagic lesions with surrounding normal tissue.

Figure 2. Skin biopsy. Fibrinoid necrosis of the vessel wall
with infiltration by neutrophils and nuclear fragments
(H&E 4003).
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nosis from warfarin-induced skin necrosis, because the
therapy of the two entities is different. 

Warfarin-induced skin necrosis typically presents
between the third and eighth day of therapy,
although it can appear later.7 It is more common in
females, and frequently affects areas where there is
abundant subcutaneous fatty tissue: breast, thighs
and buttocks. In males the penis is affected, while
the breast is spared. Histopathologically, there is
microvascular thrombosis in the areas of skin
involved. Declining protein C and S levels are thought
to be important in the pathogenesis because of a
rapid fall in the levels of these anticoagulant proteins
before the anticoagulant effect is obtained, although
other factors may be involved.8-10 By contrast, vas-
culitis appears later, is accompanied by an inflam-
matory infiltrate, its localization is different and the
treatment is based on discontinuation of the drug
plus administration of steroids.
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