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CASE REPORT

CLINICAL CASE
Ischemic Stroke From Libman-Sacks
Endocarditis Not Associated With
Antiphospholipid Antibodies

Good Clinical Outcome Without Anticoagulation
Michal Krawczyk, MD, MSC,a Adrian Budhram, MD,a Luciano A. Sposato, MD, MBAa,b
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Libman-Sacks endocarditis (LSE), a cardiac complication of systemic lupus erythematosus, is commonly treated

with anticoagulation for stroke prevention. We describe a patient with multifocal strokes secondary to LSE, treated

with aspirin, without further recurrence. Our case highlights the importance of nuanced decision-making

regarding antithrombotic choices for stroke prevention in LSE. (Level of Difficulty: Intermediate.)

(J Am Coll Cardiol Case Rep 2019;1:297–300) © 2019 The Authors. Published by Elsevier on behalf of the

American College of Cardiology Foundation. This is an open access article under the CC BY-NC-ND license

(http://creativecommons.org/licenses/by-nc-nd/4.0/).
A 32-year-old woman with an 8-year history of
systemic lupus erythematosus (SLE) pre-
sented to the hospital with subacute onset

painful paresthesia of her right hemibody. Upon
EARNING OBJECTIVES

The benefits of glucocorticoids for the
treatment of LSE remain unknown, but a
short trial of high-dose steroids with the aim
of reducing inflammation to mitigate further
vegetation growth may be reasonable.
Hydroxychloroquine is an important adjunc-
tive therapy for patients with SLE and asso-
ciated LSE due to its anti-inflammatory and
antithrombotic effects.
There is no evidence-based treatment for
secondary stroke prevention in LSE. When
APS is present, anticoagulation is recom-
mended as a secondary thromboprophylaxis
strategy. When APS is absent, aspirin may be
considered as a therapeutic option.

N 2666-0849

m the aDepartment of Clinical Neurological Sciences, Schulich School of M

tario, Canada; and the bStroke, Brain, and Heart Disease Laboratory, Weste

ve reported that they have no relationships relevant to the contents of th

nuscript received April 24, 2019; revised manuscript received June 17, 20
awakening, she described numbness along her right
back that progressed over 1 h to involve her right
leg, arm, and face. Three weeks before her presenta-
tion, the patient was diagnosed with lupus nephritis
and started oral prednisone as well as cyclosporine,
and continued on hydroxychloroquine. On neurolog-
ical examination, the patient’s primary sensory mo-
dalities were intact, but she described allodynia to
touch along the right side of her face, back, and
abdomen. The rest of her neurological examination
was unremarkable. On systemic examination, there
were no new rashes, arthritis, or stigmata of periph-
eral embolization.

MEDICAL HISTORY

Past complications of SLE included inflammatory
arthritis and cardiac involvement with myoper-
icarditis. She had no history of spontaneous abor-
tions or thrombosis to suggest antiphospholipid
antibody syndrome (APS). In addition, she had a
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ABBR EV I A T I ON S

AND ACRONYMS

aPLA = antiphospholipid

antibody

APS = antiphospholipid

antibody syndrome

LSE = Libman-Sacks

endocarditis

SLE = systemic lupus

erythematosus

TTE = transthoracic

echocardiogram
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history of hypertension and inactive myas-
thenia gravis.

DIFFERENTIAL DIAGNOSIS

There is a broad differential for ischemic
stroke in patients with SLE, including
vasculitis, hypercoagulability related to APS,
infective endocarditis, arterial dissections,
fibrin-platelet occlusion of intracranial arte-
rioles, atherosclerosis of large vessels (e.g.,
middle cerebral artery), and Libman-Sacks
endocarditis (LSE) (1).
INVESTIGATIONS

The patient’s initial laboratory results revealed ane-
mia with a hemoglobin level of 89 g/l (120 to 160 g/l),
mild leukocytosis with a white blood cell count of
12.8 � 109/l (4 to 12.0 � 109/l), and normal platelet
count of 200 � 109/l (150 to 400 � 109/l). Her C-reac-
tive protein level was normal at 1.9 mg/l (0 to 10 mg/l),
but the erythrocyte sedimentation rate was elevated
at 97 mm/h (0 to 15 mm/h), and there was a depressed
C3 level of 0.61 g/l (0.83 to 1.93 g/l) and an elevated
double-stranded DNA level of 768 IU/ml (>25 IU/ml)
suggesting active SLE. The patient’s creatinine
level was elevated at 124 mmol/l (50 to 110 mmol/l), in
keeping with lupus nephritis.

Brain magnetic resonance imaging revealed
numerous small cortical and subcortical acute infarcts
in multiple vascular territories (Figure 1). A head and
neck magnetic resonance angiogram was unremark-
able. A lumbar puncture showed a normal cerebro-
spinal fluid profile. A hypercoagulable screen,
including antiphospholipid antibodies (aPLAs), was
negative. Transthoracic echocardiogram (TTE) and
transesophageal echocardiogram showed an echo-
bright linear strand on the aortic valve extending
into the left ventricular outflow tract (Figure 2,
Video 1). There was moderate aortic regurgitation,
preserved ejection fraction, and no evidence of a
patent foramen ovale. Infectious evaluation
including multiple blood cultures, and results of
serological testing for culture-negative endocarditis
were negative. The patient was ultimately given a
diagnosis of LSE of the aortic valve.

MANAGEMENT

Due to concern regarding a lupus flare, the patient
was started on intravenous methylprednisolone 1 g
daily for 3 days followed by an oral steroid taper, and
continued on hydroxychloroquine and cyclosporine.
For secondary stroke prevention, she was started on
aspirin 81 mg daily.

FOLLOW-UP

Over the next week, the patient reported an
improvement in her neurological symptoms and was
discharged home. Five months later, a repeat TTE
revealed a complete resolution of the previously
described aortic vegetation, with no residual valvular
fibrosis, calcification, stenosis, or insufficiency. There
was no clinical recurrence of stroke or interval sub-
clinical brain infarcts on subsequent brain magnetic
resonance imaging.

DISCUSSION

We present a patient with a history of SLE and
multifocal ischemic strokes due to aortic valve LSE.
There are 2 main features of the case that are note-
worthy: 1) the complete resolution of the aortic valve
vegetation without residual valvular damage; and
2) the prevention of stroke recurrence with aspirin
treatment only.

Cerebrovascular disease is a major cause of
morbidity and mortality in SLE, accounting for 12% of
deaths (2). In a large prospective cohort study of 342
patients with SLE who underwent TTE, LSE was
observed in 11% of patients and was associated with
longer disease duration, pericarditis, nephritis, and
APS (3). With the exception of APS, the patient had all
of these risk factors. Moreover, the presence of LSE
is independently associated with elevated risk of
recurrent stroke (4). The underlying pathophysiology
of LSE involves endothelial damage through immu-
noglobulin, complement, and inflammatory cell
deposition. The damaged endothelium subsequently
promotes fibrin–platelet formation that may lead to
thromboembolic complications (5). As such, LSE
vegetation has 2 potentially treatable targets: the
underlying inflammation that may lead to valvular
damage, and a superimposed thrombotic competent
that is at risk of embolization.

There is no universally accepted treatment for LSE.
Although glucocorticoids help to reduce the valvular
inflammatory reaction, there is limited evidence that
they prevent thromboembolic events (6). There is also
concern that chronic glucocorticoid use may lead to
valvular dysfunction by promoting fibrosis (5), and
case reports exist of acute valvular dysfunction after
subsequent high-dose steroids (7). In distinction to
the aforementioned studies, this report shows that
a short course of high-dose steroids may be beneficial
at mitigating vegetation growth without causing

http://jacccr.acc.org/video/2019/0404_VID1.mp4


FIGURE 1 Brain Magnetic Resonance Imaging

Magnetic resonance head diffusion weighted sequence from (A) dorsal to (F) ventral. Multiple cortical and subcortical small infarcts seen as

restricted diffusivity.

J A C C : C A S E R E P O R T S , V O L . 1 , N O . 3 , 2 0 1 9 Krawczyk et al.
O C T O B E R 2 0 1 9 : 2 9 7 – 3 0 0 Is Anticoagulation Necessary for LSE Without aPLAs?

299
valvular damage. Our patient also received hydroxy-
chloroquine, which is reportedly associated with
good outcomes in patients with SLE and LSE due
to its anti-inflammatory and antithrombotic proper-
ties (8).

Antithrombotic therapy is the most controversial
point of contention in the treatment of LSE without
APS, with few data comparing anticoagulation versus
antiplatelet therapy. When LSE occurs in the pres-
ence of APS, anticoagulation is recommended as a
secondary thromboprophylaxis strategy for APS (9),
rather than for LSE. Importantly, as with the current
case, up to 60% of LSE cases occur in the absence of
APS, meaning that the selection of an antithrombotic
agent is problematic in the majority of patients with
LSE (3). Furthermore, patients with SLE often have
medical comorbidities that increase the risk of hem-
orrhage on anticoagulation, which should be taken
into account when deciding antithrombotic treat-
ment. Our patient was negative for aPLAs and was at
increased risk for anticoagulation-related hemor-
rhagic complications due to her chronic kidney dis-
ease and anemia.

CONCLUSIONS

The current case illustrates a good clinical outcome,
with no recurrent strokes or silent brain infarcts,



FIGURE 2 Transesophageal Echocardiogram

White arrow in B and C demonstrates a vegetation on the aortic valve extending into the LV outflow tract consistent with Libman-Sacks endocarditis. See Video 1.

Ao ¼ aorta; LV ¼ left ventricle.
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using only aspirin for secondary stroke prevention in
LSE, and total resolution of the aortic vegetation in a
patient treated with high-dose steroids, hydroxy-
chloroquine, and cyclosporine. Physicians should be
aware of the therapeutic equipoise in choice of
antithrombotic treatment for ischemic stroke pa-
tients with LSE and negative aPLAs, and consider
antiplatelet therapy if there are concerns regarding
hemorrhagic risk with anticoagulation. Whether the
risk of thromboembolic complications in patients with
aortic LSE is lower than in those with mitral
involvement is unknown. Future studies are needed
to determine the optimal secondary stroke prevention
strategy in patients with ischemic stroke due to LSE.

ADDRESS FOR CORRESPONDENCE: Dr. Michal
Krawczyk, Western University, Department of
Clinical Neurological Sciences, Schulich School of
Medicine & Dentistry, 339 Windermere Road,
London, Ontario N6A 5A5, Canada. E-mail: michal.
krawczyk@lhsc.on.ca.
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APPENDIX For a supplemental video,
please see the online version of this paper.
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