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Introduction

Anti-phospholipid syndrome (APS) is an autoim-
mune disease characterized by venous and arterial
thrombosis, miscarriage or preterm delivery, and per-
sistent positive laboratory tests for antiphospholipid
antibodies (aPLs); aPLS include lupus anticoagulant
(LAC) and/or anti-cardiolipin antibodies (ACA) [im-
munoglobulin (Ig) G or IgM] and/or anti-β 2 glyco-
protein 1 (anti-β2GPI) (IgG or IgM).1,2 Catastrophic

APS (CAPS) is the most severe form of APS. It is an
acute biological process that leads to multiple organ
failure in a short time, due to microthrombosis of
small vessels.3,4 It occurs in less than 1% of APS cases,
but early diagnosis is very important because of high
mortality and morbility.5 Other thrombotic microan-
giopathic conditions need to be considered in the dif-
ferential diagnosis: thrombotic thrombocytopenic
purpura, hemolytic uremic syndrome, hemolysis, ele-
vated liver enzymes, low platelets syndrome.6

Case Report

A 58-year-old Polish woman was admitted with a
suspected septic condition. She presented with gan-
grene of her legs, necrosis of the 2nd and 3rd toe of her
left foot, ischemic lesions of her arms and hands, fever
and dyspnea. Reactive C protein was elevated, while
procalcitonin, renal function, platelet count and liver
enzymes were normal; D-dimer was 2.49 (reference
0-0.5 ug/mL). The vascular ultrasound study of her
lower limbs did not show any thrombosis or stenosis.
Echocardiogram was normal and blood cultures were
sterile. Exudate collected from the gangrenous lesions
was positive for Pseudomonas aeruginosa. The pa-
tient was treated with antibiotics, morphine and low
molecular weight heparin (enoxaparin 4000
UI×2/die). First hypothesis was of an autoimmune or
paraneoplastic cutaneous vasculitis, but anti-nuclear
antibodies, anti-neutrophil cytoplasmic antibodies,
anti-extractable nuclear antigen antibodies cryoglob-
ulins, C3, C4 and onco-hematological markers were
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in the normal range. The fever disappeared and skin
lesions improved after debridement, but the patient
maintained a condition of mild type 1 respiratory fail-
ure; chest-abdomen computed tomography (CT) scan
showed inflammatory thickening of the lung. Around
one month after admission she developed confusion,
weakness and aphasia. Brain magnetic resonance im-
aging showed hyperintense bilateral and symmetrical
lesions in the frontal and cerebellar regions (Figures
1 and 2). A total body angio-CT was also performed,
that showed multiple cerebral ischemic areas and tight
stenosis at the origin of the celiac trunk. Liquor exam-
ination was normal. She was started on acetylsalicylic
acid 100 mg/die and clopidogrel 75 mg/die. The pres-
ence of aPLS was tested: ACA and LAC were nega-
tive, whereas anti-β2GPI antibodies were found in
high titer (100 U/mL, normal values: 1.0-8.0). These
findings allowed us to formulate the diagnosis of
CAPS, and she was started on high-dosage steroids
(prednisone 75 mg/die); after 15-day prednisone was
replaced with hydroxychloroquine (200 mg bid),
clopidogrel and warfarin, obtaining a progressive im-
provement of the whole clinical picture, as well as re-
mission of the neurological symptoms. The patient
subsequently left Italy and we were therefore unable
to repeat the laboratory tests. 

Discussion

APS is a debilitating syndrome, especially because
of neurological damage; in fact a cognitive dysfunction

has been recorded in more than 40% of patients, and
stroke or transient ischemic attack (TIA) occurred in
more than 20% of cases.7 Thrombotic neurological
manifestations include ischemic stroke, TIA, acute is-
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Case report

Figure 1. Diffusion weighted imaging on magnetic reso-
nance imaging, which reveals the presence of a restric-
tion of the apparent diffusion coefficient in the cerebellar
regions and bilaterally in the parietal lobes.

Figure 2. Fluid attenuation inversion recovery sequence on magnetic resonance imaging, which reveals the presence of
almost symmetrical hyperintense bilateral lesions in the frontal and cerebellar regions.
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chemic encephalopathy, spinal cord stroke, cerebral ve-
nous thrombosis; the non-thrombotic neurological man-
ifestations, described in up to 40% of patients with
elevated aPLS are headache, transverse myelitis, sen-
sorineural hearing loss, seizures, multiple sclerosis-like
lesions, peripheral neuropathy, dementia, idiopathic in-
tracranial hypertension and chorea.8 Brain involvement
in CAPS occurs in 55.9% of cases and the most fre-
quent cerebral manifestations are encephalopathy
(40.2%), stroke (35.2%), seizures (14.6%), headache
(8.5%) and coma (6.1%), according to the CAPS reg-
istry.5 The peculiarity of this case is the symmetry of
the cerebral ischemic lesions and the development in
outbreaks. Regarding the cutaneous manifestation of
APS, the most frequent is livedo reticularis that occurs
in a quarter of all patients; the presence of leg ulcers6 is
more unusual (<10% of cases). In CAPS the most fre-
quent skin complications are livedo reticularis (42.3%),
skin necrosis (25.2%), ulcers (23.5%) and digital is-
chemia (10%).5

In our patient, skin and digital necrosis was the
onset manifestation, and the infection could be the
trigger for CAPS. 

Conclusions

This case teaches us to consider immediately the
diagnosis of APS in a patient presenting with ischemic
skin lesions and necrosis of the toes and/or fingers.

The severity of clinical manifestations, in particular
regards of neurological involvement, and the clinical
evolution rapidly impose an early diagnosis and treat-
ment in order to reduce the probability of occurrence
of CAPS or to improve the prognosis of this syn-
drome. 
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