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A 42 year old female lupus anticoagulant 
positive case with frequent hospitalization 
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ABSTRACT A 42-year-old female presented with frequent episodes of acute coronary syndrome and was found to have severe 
coronary artery disease. However, despite percutaneous coronary intervention with adequate anticoagulation, the 

patient had recurrent stent stenosis during the hospitalization, finally she was found as lupus anticoagulant positive. She was treated ini-
tially with low molecular weight heparin followed by oral warfarin  with maintain INR and became asymptomatic after few months.

Introduction-
Lupus anticoagulants are antibodies directed against plasma 
proteins such as ß2GPI, prothrombin, or annexin V that are 
bound to anionic phospholipids. The term “lupus antico-
agulant” is a misnomer for three reasons: 1) the presence of 
lupus anticoagulants is generally associated with a clotting 
tendency, not an anticoagulant effect; 2) more than one an-
tibody is associated with lupus anticoagulant activity; and 3) 
only about 50% of individuals with lupus anticoagulants meet 
the American College of Rheumatology criteria for the clas-
sification of systemic lupus erythematosus (SLE).5 Since there 
is more than one lupus anticoagulant, and not all antibodies 
with antiphospholipid antibody syndrome (APS) are associ-
ated with anticoagulant activity, the detection of lupus anti-
coagulants occurs through functional clotting tests, and not 
through ELISAs. Lupus anticoagulants block in vitro assem-
bly of the prothrombinase complex, resulting in a prolonga-
tion of in vitro clotting assays. This prolongation is not re-
versed when the patient’s plasma is diluted 1:1 with normal 
platelet-free plasma. In contrast, such mixing studies do 
correct the clotting abnormality associated with factor defi-
ciencies. Although these changes suggest impaired coagula-
tion, patients with lupus anticoagulants have a paradoxical 
increase in the frequency of arterial and venous thrombotic 
events.4

Case Report-
A 42-year-old female with history of palpitation  on exertion 
and inflammatory bowel disease presented with symptoms 
of unstable angina, beginning 15 days prior to admission. 
She reported exertional chest pain  associated with diapho-
resis and shortness of breath that resolved with rest and last 
episode of hospitalization due to acute coronary syndrome 1 
month ago.She came with retrosternal chest pain and short-
ness of breath with st depression in antero-lateral leads in 
ECG , Bedside Echo showed  regional wall motion abnormal-
ity (RWMA) with LV Ejection fraction -50% , No MR(mitral 
regurgitation).  Coronary angiography demonstrated left an-
terior descending (LAD) artery with proximal 80% stenosis 
and large ramus intermedius (RI) with proximal 90% stenosis 
.(Figure 1).

Left ventriculography revealed preserved ejection fraction 
with no  mitral regurgitation. Percutaneous coronary inter-
vention (PCI) was performed in the same setting after anti-
coagulation using bivalirudin bolus and infusion, and anti-
platelet therapy using aspirin 325 mg and clopidogrel 600 mg 
pre-procedure. The RI lesion was treated with a 2.5 x 24 mm 
Ion stent (Boston Scientific) and post-dilated using a 2.75 
mm non-compliant balloon. Final angiography demonstrated 
TIMI-3 flow in the ramus intermedius (RI) (see -Figure 2), 
and the patient was transferred to recovery in stable condi-
tion.

Approximately 4 days post-procedure, the patient developed se-
vere chest pressure with lateral ST elevations. The patient was 
taken back emergently to the catheterization laboratory, where 
angiography demonstrated 100% thrombotic occlusion of the 
RI at the proximal edge of the recently placed stent (Figure 3). 
The patient was re-bolused with bivalirudin, followed by infusion 
and activated clotting time (ACT) after bivalirudin administra-
tion was confirmed to be 397 seconds. Laser atherectomy was 
performed using a 0.9 mm excimer laser  coronary atherectomy 
catheter (Spectranetics) (Figure 4) 

with multiple runs, followed by aggressive angioplasty using a 3 
mm non-compliant balloon and adequate stent expansion con-
firmed by intravascular ultrasound (IVUS; Boston Scientific). Fi-
nal angiogram again demonstrated good result with TIMI-3 flow 
(Figure 5) and resolution of ST changes and chest pressure.
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As the patient was being transferred off the procedure table, she 
once again developed severe chest pressure and recurrent lateral 
ST elevations. Angiography again demonstrated 100% throm-
botic occlusion of the RI at the proximal edge of the previously 
placed stent (Figure 6), despite a repeat ACT of 345 seconds. 
Intravenous eptifibatide was initiated in addition to bivalirudin 
infusion. Aspiration thrombectomy was performed with multiple 
passes using an Export catheter followed by IVUS, which again 
confirmed adequate stent apposition (Figure 7) with good angio-
graphic result and TIMI-3 flow without evidence of dissection or 
thrombus.

The patient’s chest pressure resolved and ST segments normal-
ized, and she was transferred to the ICU with no further epi-
sodes of chest pain. Eptifibatide and bivalirudin were continued 
for 24 hours, and clopidogrel substituted with ticagrelor. 19 A hy-
percoagulable work up eventually demonstrated that the patient 
was positive for lupus anticoagulant and she was diagnosed with 
antiphospholipid antibody syndrome (APS) and treated with inj 
low molecular weight heparin . The patient was transitioned to 
warfarin and discharged home once international normalized 
ratio (INR) was therapeutic. Discharge medications included as-
pirin, ticagrelor, and warfarin.

Discussion-
APS, or antiphospholipid antibody syndrome, is defined by two 
major components: 1) one or more episodes of venous, arte-
rial, or small vessel thrombosis and/or morbidity with preg-
nancy, and 2) presence in the plasma of at least one type of au-
toantibody known as an antiphospholipid antibody on two or 
more occasions at least 12 weeks apart.1,2  Although the clinical 
manifestations of APS occur in other disease populations, in 
APS they occur by definition in the context of antiphospholipid 
antibodies. APS occurs either as a primary condition (primary 
APS), or in the setting of an underlying disease (secondary 
APS). The presence of antiphospholipid antibodies may be 
demonstrated directly by enzyme-linked immunosorbent assay 
(ELISA) testing in the case of anticardiolipin antibodies and 

antibodies to ß2GPI, or by a clotting assay that demonstrates 
effects of an antiphospholipid antibody on the phospholipid-
dependent factors in the coagulation cascade (lupus antico-
agulant test).3The antigens against which the antiphospholipid 
antibodies are directed and the mechanisms by which antiphos-
pholipid antibodies cause thrombosis are not completely un-
derstood. The pathogenesis of the APS-associated clinical mani-
festations appears to result from a variety of antiphospholipid 
antibody effects upon pathways of coagulation, including the 
procoagulant actions of these antibodies upon protein C, an-
nexin V, platelets, serum proteases, toll-like receptors, tissue 
factor, and via impaired fibrinolysis.5  In addition to heightening 
the risk of vascular thrombosis, antiphospholipid antibodies 
increase vascular tone, thereby increasing the susceptibility to 
atherosclerosis, fetal loss, and neurological damage.6 

A case-control study of 2,000 patients found a substantial in-
crease in the risk of myocardial infarction associated with the 
presence of antiphospholipid antibodies (adjusted odds ratio of 
1.8, 95 percent CI 1.2 to 2.6).7  A study of 27 patients with APS 
and 81 healthy control patients was undertaken to determine 
the prevalence of silent myocardial disease in patients with APS, 
using late gadolinium enhancement (LGE) of cardiac magnetic 
resonance imaging (CMRI). Myocardial ischemic disease, as 
characterized by LGE on CMRI, was present in 8 (29.6%) of 
27 patients with APS, compared to 3 (3.5%) of the 81 healthy 
patients. Although both patients with APS and control subjects 
shared a low risk of cardiovascular events, as calculated with the 
Framingham risk equation (mean ± SD 5.1 ± 8.2% and 6.5 ± 7.6%, 
respectively, for the absolute risk within the next 10 years;  P  = 
0.932), the prevalence of myocardial ischemia was more than 7 
times higher in patients with APS (P = 0.0006 versus controls).8

For acute thrombotic events in patients with antiphospho-
lipid antibodies, the first therapy is heparin, followed by war-
farin until the INR is within the therapeutic range for two con-
secutive days.9  Warfarin is the standard of care for the chronic 
management of patients with APS. The current standard of care, 
developed through randomized controlled trials, is to maintain 
the INR between 2.0 and 3.0.10 In retrospective series, aspirin has 
been of minimal or no benefit for the prevention of thrombotic 
APS manifestations in patients who have experienced previous 
events.11   However, aspirin may be beneficial for prophylaxis 
in patients with antiphospholipid antibodies who do not have 
a history of thrombosis.12Clopidogrel has been reported to 
be useful in at least one case report and is recommended by 
some experts.13  It may have a role in the treatment of APS, and 
in the primary and secondary prophylaxis in individuals who 
are allergic to aspirin, however in case of resistant to clopi-
dogrel further we can use ticagrelor is approved antiplate-
let agent .19  Statin treatment may also be an additional tool in 
treatment. Statins may influence endothelial activation of the 
anti-ß2GPI-induced proadhesive and proinflammatory en-
dothelial phenotype, which may play a role in thrombosis.14  An 
expert panel convened to review the issue of cardiac disorders 
associated with APS suggested that hydroxychloroquine 
could be considered for cardiac protection.15  Data from 
animal models and limited, indirect evidence from studies 
in humans suggest that hydroxychloroquine reduces the size 
and persistence of venous thrombi16  and reverses platelet 
activation induced by immunoglobulin G (IgG) antiphospholipid 
antibodies.17  In a cross-sectional study designed to analyze risk 
factors for the APS, 77 APS patients with thrombotic events 
and 56 asymptomatic antiphospholipid antibody-positive 
patients were evaluated.12  In both univariate and multivariate 
analyses, hydroxychloroquine use was associated with a lack of 
thrombotic events. The optimal duration of anticoagulation for 
thromboembolic disease following a first event is uncertain in 
patients with APS. Lifelong therapy is prudent for many patients, 
especially with recurrence.
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Coclusion-
Our  systematic review concluded that anticoagulation is war-
ranted for an indefinite period for patients with APS and throm-
bosis.18  Low-dose aspirin is warranted if warfarin therapy must 
be discontinued. 12Clopidogrel has been reported to be useful 
in at least one case report and is recommended by some ex-
perts.13  It may have a role in the treatment of APS, and in the 
primary and secondary prophylaxis in individuals who are 
allergic to aspirin, however in case of resistant to clopidogrel 
further we can use ticagrelor is approved antiplatelet agent 
.19  We present herein a case of recurrent stent thrombosis in a 
patient with APS, managed successfully with serial revasculari-
zation procedures supported by dual antiplatelet therapy and 
warfarin.
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