Recurrent Stroke in a Young Adult due to
Antiphospholipid Antibody Syndrome-
A Case Report
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ABSTRACT

Antiphospholipid Syndrome (APS) is an autoimmune disease characterised by arterial thrombosis, venous thromboembolic
complications, mild to moderate thrombocytopenia and/or pregnancy morbidities in the presence of persistently positive levels of
antiphospholipid antibodies (aPL) such as Lupus Anticoagulant (LA), anticardiolipin (aCL), and anti-,-glycoprotein-I (ap,GPI) antibodies.
Many mechanisms create a prothrombotic state, it is prone to complication like abortions, preterm deliveries, foetal loss, cerebral
stroke, acute coronary syndrome, venous thromboembolic and peripheral vascular occlusive disorders, intracerebral haemorrhage,
encephalopathy and infections. Here, the case of a 42-year-old female is being reported, who was diagnosed with APS, treated with
warfarin. The available knowledge about this disease and its relevance to the symptoms of the patient is also summarised.
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CASE REPORT

A 42-year-old married female was brought to our emergency
department with a history of difficulty in speech and one episode
of involuntary micturition since one day. She had a history of
Cardio Vascular Accident (CVA) with right hemiparesis at the age
of 37 years. She was on tab aspirin 75 mg OD, but took medicine
irregularly. Mother of two healthy children, there was no history of
abortions, preterm deliveries and foetal deaths. On examination,
patient was conscious, obeying oral commands but aphasic,
Central Nervous System (CNS) examination revealed spastic
contraction with power 3/5 and exaggerated deep tendon reflexes
on right upper and lower limbs. Babinski sign was positive on
right plantar. She had circumduction gait. Other systems were
normal. Vitals were normal. We suspected a recurrent CVA and
did emergency CT scan. It showed sub acute infarct in the left
middle and inferior frontal gyrus, and left parietal lobe, chronic
infarct in the left corona radiata, centrum semiovale and left
lentiform nucleus, chronic infarct in the right caudate nucleus,
internal capsule and lentiform nucleus with ex vacuo dilatation
of lateral ventricle, lacunar infarct in left thalamus and atrophic
changes in cerebral brain parenchyma. MRI brain showed sub
acute infarct in left parietal [Table/Fig-1] and chronic infarct in left
occipital lobes, b/l basal ganglia [Table/Fig-2] and left thalamus,
small vessel ischaemic disease in the bilateral corona radiata,
hypo plastic left transverse and sigmoid sinuses. These findings
suggested that she had a recurrent episode of CVA. Hence we
screened her for procoagulable state. Patient was admitted and
started on tab aspirin 75 mg along with supportive management.
Echocardiography was normal. Carotid doppler showed bilateral
media thickness and normal intima without hemodynamic
abnormalities. Doppler of bilateral vertebral arteries was normal.
Venereal Disease Research Laboratory (VDRL) test, serological
tests were negative, Anti ds DNA-negative, Anti nuclear antibody- S R PNERG s sy gy

negative, ESR-60 mm/hr, Platelet count-2.7 |, PT-13.6 sec,

INR-1.01, APTT-58 sec. Pro coagulation results revealed lupus  DISCUSSION

anticoagulant LA1 (59.6 sec), LA2 (45.1 sec) and LA1/LA2 (1.32)  Antiphospholipid Syndrome (APS) [1] was first coined in 1980s. It
ratio elevated, anti cardiolipins antibodies (against cardiolipins  is an autoimmune disorder identified by the presence of venous
substance) IgM and IgG, aPL (against B,-glycoprotein I) IgM and  thromboembolism, arterial thrombotic complications, and/or
IgG were normal and antithrombin was elevated, protein C and  pregnancymorbiditieswiththepersistentpresenceofantiphospholipid
protein S and homocystein were normal. Above investigations  antibodies (aPL) [2] such as lupus anticoagulant, anticardiolipin, and
when repeated after three months, derived same results.
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anti-B,-glycoprotein-I antibodies as per revised Sapporo criteria [3].
Among several types of aPL [4], lupus anticoagulant [5] has been
shown to be the strongest risk factor for thrombosis. Repeat test
12-week apart is important, because transient aPL test is positive
in some infections and medications [6]. APS Patients, compared to
normal individuals are at high risk for atherosclerosis, myocardial
infarction, valvular heart disease and stroke. Vascular endothelial
cell dysfunction and subsequent complement proteins activation by
aPL plays a major role in the pathogenesis of APS [7]. New research
studies on APS found the pathogenesis of APS at molecular level. It
is very helpful to know risk stratification and provide new therapeutic
targets at molecular level. Pyo JY, et al., studied 99 ischaemic
stroke patients with minimum one of the antiphospholipid or more
antiphospholipid antibodies positivity. They divided the patients
into two groups by the laboratory diagnostic criteria for APS, who
did not fulfill the criteria as “definite APS” and who not fulfilled the
criteria as “indefinite APS”. In these two groups, they compared the
risk of subsequent thrombotic events. They used, Cox proportional
hazards model and Kaplan Meier survival curves for the analyses.
There was no much difference of increased risk for subsequent
episodes of strokes or other thromboembolic events with definite
APS, compared with indefinite APS group [8]. Delgado MG et al.,
reported a case of 77-year-old female who presented with language
difficulties and history of multiple ischaemic stroke events in the last
three years and the incidents of these stroke events were accredited
to the cardiac emboli aetiology (atrial fibrillation). On subsequent
stroke, the pro-coagulation profile test revealed lupus anticoagulant,
anti-B,-glycoprotein and anticardiolipin antibodies positivity and
diagnosed as APS [9]. APS is mainly seen in the younger patient
population. There are few studies in literature documenting APS in
elderly. A cohort study by Euro Phospholipid project group was
conducted on 1000 patients, 12.7% of patients reported as older
onset (onset after the age of 50) APS [10,11]. Management of APS
and prevention of further complications is a challenge for clinicians.
During the 14" International Congress the Trends Task Force
recommended that vitamin K antagonists (VKAs-warfarin) should
be the drug of choice in thrombotic APS, unless there are specific
contraindications such as allergy, intolerance, or documented poor
efficacy [12]. The use of Newer Oral-Anticoagulants (NOACSs) safety
and efficacy in the management of APS may need more clinical
trials to get additional clarity [13,14]. A case reported by Joshi et al.,
on recurrent thrombosis in patients with APS receiving newer oral
anticoagulants conclude that treatment strategies for APS should
be tailored cautiously when using NOACs [15].

This is a documented case of recurrent strokes in young age, the
presence of lupus anticoagulant antibodies without pregnancy
morbidities. As per Revised Sapporo classification criteria for
diagnosis of antiphospholpid antibody syndrome, the presence of at
least one of the clinical criteria (vascular thrombosis and/or pregnancy
morbidity) and at least one of the laboratory criteria (detection of lupus
anticoagulant, anticardiolipins, or anti-p,-glycoprotein-I antibodies) is
required. This case was diagnosed as recurrent stroke in young adult
due to antiphospholipid antibody syndrome. Tablet warfarin was
started at 2 mg per day and titrated to 3 mg/day to a target INR of
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2-3. On admission her aphasia has recovered completely. She was
counselled for lifelong anticoagulation and the risk of bleeding and
need regular follow-up with PT and INR report.

CONCLUSION

In conclusion, when there are clinical symptoms such as recurrent
arterial and venous occlusive events and/or recurrent foetal
loss, without any underlying known clinical conditions causing
thrombosis, the clinicians should suspect APS and investigate for
aPL, as early diagnosis may influence the course of the disease.
Finally, management of APS that involves prevention of thrombosis
together with close monitoring of the patient on an anticoagulant
could be quite challenging. Therefore, patient should get educated
about the drug compliance, periodic monitoring, and prevention of
thrombosis is indispensable.
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