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Abstract: We report on a case of Churg—Strauss syndrome (CSS) associated with the presence
of antiphospholipid antibodies. The patient had a history of recurrent myocardial infarction and
presented with acute ischemic cerebral disease. Eosinophilia with typical lung and skin lesions
led us to diagnose the patient with CCS. We hypothesize that the presence of antiphospholipid
antibodies significantly contributed to the ischemic events. We suggest that the search for
antiphospholipid antibodies should be included in the laboratory work-up in CSS patients and
patients affected by primary systemic vasculitides in general. Moreover, anticoagulant treatment
appears to be warranted in all CSS patients and antiphospholipid antibodies to counteract this
thrombosis-favoring association.
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Introduction

Churg—Strauss syndrome (CSS) is a medium—small vasculitis included in the antineu-
trophil cytoplasmic antibodies (ANCA)-associated vasculitis (AAV). CCS is associ-
ated in 40% of cases with perinuclear-ANCA-recognizing myeloperoxidase (MPO)
antigen, whereas the remaining cases are ANCA-negative. This vasculitis progresses
through three phases: the first is characterized by allergy-like symptoms including
severe asthma and peripheral eosinophilia; the second in which tissues are infiltrated
by eosinophils; and the third in which frank vasculitis develops.! In this report, we
describe a case of CSS associated with the presence of antiphospholipid antibodies
and presenting with recurrent ischemic myocardial and cerebral disease.

Case report

A 46-year-old Caucasian woman was admitted to our department in 2011 for the sud-
den onset of motor and sensitive neurologic deficit in the right both upper and lower
limbs. The patient had no history of hypertension, diabetes mellitus, valvular heart
disease, or atherosclerosis. Her past medical history revealed the presence of severe
asthma since the age of 18 years with allergometric tests for inhalants and food aller-
gens showing negative results. She was under treatment with inhaled corticosteroids
and with 3 -agonists. She had also a history of erythema nodosum and two episodes
of recurrent myocardial infarction; the first one in 1994 (non-ST-segment elevated
myocardial infarction) and the second one in 2004 (ST-segment elevated myocardial
infarction). At that time, angiographic investigation did not reveal any atherosclerotic
plaque within the coronary arteries. Treatment with acetylsalicylic acid daily was
then begun.
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On examination, the patient had motor and sensitive
deficit involving right both upper and lower extremities.
In addition, the patient complained of mastitis of the right
breast, which was present from about 3 months before and
was treated unsuccessfully with antibiotics.

Laboratory findings showed a slightly elevated white
blood cell count of 13.0 x 10°L, an elevated absolute
eosinophil count of 8.64 x 10°/L, elevated rheumatoid factor
126 TU/mL, reference range (0—15 IU/mL), elevated immu-
noglobulin E (IgE; 324 TU/mL), erythrocyte sedimentation
rate 65 mm/hour, and C reactive protein of 2.23 mg/dL
(reference range 0.00—0.50 mg/dL). The patient had nega-
tive cytoplasmic-ANCA, perinuclear-rANCA, ANA, and
cryoglobulins. Antihepatitis C virus, hepatitis B surface
antigen and anti-human immunodeficiency virus were
also negative. Anti-B, glycoprotein I antibodies (anti-f3,
GPI) (IgM) were positive (56 GPI units). These were
repeatedly positive (62 GPI units) 12 weeks after the first
determination.

Chest high-resolution computed tomography revealed
bilateral nonsegmental consolidation due to interstitial
thickening (Figure 1). Pulmonary infiltrates revealed to be
nonfixed in sequential chest X-ray images. Cerebral magnetic
resonance imaging (MRI) showed the presence of a left thal-
amic ischemic lesion (Figure 2). Liver, spleen, and kidney
ultrasound were negative. An echocardiogram revealed a
significant deficit in heart contractility with an ejection frac-
tion of 48%. A skin biopsy of the breast revealed extensive
areas occupied by periductal necrotizing granulomas and an
inflammatory infiltrate constituted mainly by eosinophils.
Injury of medium and small vessels was also present. Both
periodic acid—Schiff and Ziehl-Neelsen staining excluded
the presence of pathogens within the lesion. These results
were compatible with a diagnosis of CSS. The patient now
fulfilled the criteria for CSS as established by the American
College of Rheumatology.’

After the diagnosis of CSS was made, 3 days of intrave-
nous pulse-dose corticosteroids were administered and fol-
lowed by oral treatment with 50 mg prednisone and 100 mg
cyclophosphamide daily. Anticoagulation with warfarin was
added to the regimen. Asthma and motor and sensitive deficits
progressively improved. The patient is presently followed up
at our institution by a multidisciplinary clinical team.

Discussion

CSS in a medium—small vessel vasculitis is classified as an
AAV. The pathogenesis of CSS is still unknown. ANCA play
a pathogenetic role in AAV.> However, perinuclear-rANCA

Figure | Chest high-resolution computed tomography.
Note: Images of interstitial disease are visible in the right medial segments and in the
left basal area of the lung (white arrows).

Figure 2 Cerebral magnetic resonance imaging.
Note: T -weighted sequence after infusion of contrast agent shows a left thalamic
hyperintense signal due to subacute ischemic lesion (black arrow).

are present in only 40% of CSS patients. Therefore, other
factors are likely to be responsible for the pathogenesis of
the disease. These include abnormal cell apoptosis inducing
T-cell response by a mechanism of cross-presentation* as
recently demonstrated in other autoimmune conditions.’
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Moreover, the cytokine network, in particular interleukin-6
(IL-6) may induce rheumatoid factor formation and induce
vasculitis.® Interestingly, IL-6 is also important in heart
damage,” and this could explain in part the recurrent
myocardial infarction in our patient. On the other hand,
both apoptosis® and IL-6° are involved in antiphospholipid
syndrome. Ischemic heart disease'® and stroke'' are both
described in CSS. Therefore, the patient was already at
risk for premature atherosclerotic disease due to atheroma
formation favored by chronic inflammation or to vasculitis
as well. In addition, eosinophil cationic protein, myelin basic
protein, and eosinophil peroxidase, which are all contained
in eosinophil granules, can induce a hypercoagulable state.'?
However, the high rate of recurrence of ischemic events
leads us to suspect a possible additional risk factor for
arterial ischemia. Although it is not possible to establish
the relative role of CSS-associated vasculitis or thrombosis
in cardiac and brain ischemia in our patient as discussed
above, we think that warfarin therapy should be instituted
when antiphospholipid antibodies are also present. In
addition, we believe that antiphospholipid antibodies should
be identified in all these patients. Very few similar cases
have been reported so far. In a report from Acciarini et al,
a case of thrombosis of the right retinic vein associated
with anticardiolipin antibodies in a patient with CSS has
been observed. Rees et al described two cases of CCS who
presented with thrombotic cardiovascular accidents and
positivity for antiphospholipid antibodies.'* Ferenczi et al'’
reported a case of CSS characterized by severe digital
gangrene in the presence of antiphospholipid antibodies.
Interestingly, the presence of antiphospholipid antibodies
has also been reported in other AAV including Wegener’s
disease.'® Further study is therefore needed to establish the
prevalence of the association between CCS (or other AAV)
and antiphospholipid antibodies, and to better define the
optimal antithrombotic therapy for these patients.
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