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SUCCESSFJUL USE OF INTRAVENOUS IMMUNOGLOBUJLIN (IVIg) FOR
ANTIPHOSPHOLIPID SYNDROME (APS)-ASSOCIATED EVAN’'S SYNDROME

Aileen d. Agbanlog M.D.* and Sandra V. Navarra, M.D.*

ABSTRACT

Background: Antiphospholipid syndrome (APS) is
an autoimmune, pro-thrombotic disorder in the presence
of circulating antiphospholipid antibodies. Evan’s
syndrome is defined as the presence of autoimmune
hemolytic anemia and autoimmune thrombocytopenia
is strongly associated with APS and presents a
difficult management challenge. Although experience
remains limited and uncontrolled mainly due to the
prohibitive costs of the drug, the use of intravenous
immunoglobulin (IVIg) - in combination with high dose
steroids - may be beneficial - with reported decline in
anticardiolipin antibodies - in the treatment of APS-
related manifestations including Evan’s syndrome,
especially when anti-coagulation is contra-indicated.

Setting: St. Luke’s Medical Center - a tertiary care
hospital

Keywords: Antiphospholipid Syndrome, Evans’
Syndrome, Intravenous immunoglobulin (IVIg)

INTRODUCTION

Antiphospholipid syndrome (APS) is a
multisystem prothrombotic disorder characterized
by a variety of clinical manifestations including
fetal loss, thrombocytopenia, hemolytic anemia,
livedo reticularis, seizures, with the presence of
antiphospholipid antibodies such as anticardiolipin
antibodies (acL) and lupus anticoagulant.

Thrombocytopenia, frequently found in APS
patients, has an incidence of 22-42% in different
series. AIHA -defined as anemia in the presence of
antibodies against RBC, evidenced by either a direct
or indirect Coomb’s test is a common phenomenon
in autoimmune diseases, although it was only rarely
described in APS.! In a series by Rottem et al,
AIHA was present in 10.4% of patients with APS,!
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and was found to be significantly associated with
the development of cardiac valvular vegetations,
arterial thrombosis and CNS signs of epilepsy.
Anticardiolipin antibodies could contribute to the
pathogenesis of autoimmune haemolytic anemia
acting as antierythrocyte antibodies.?

Evan’'s syndrome (ES), described as the
combined occurrence of thrombocytopenia and
autoimmune hemolytic anemia is known to have
a poor prognosis. This condition generally runs a
chronic course and is characterized by frequent
exacerbations and remissions.? First-line therapy
is usually corticosteroids and/or intravenous
immunoglobulin (IVIg), to which most patients
respond; however, relapse is frequent. More recently
a small number of patients have been treated with
rituximab, which induces remission in the majority
although such responses are often sustained for <12
months.

The occurrence of Evan’s syndrome in APS is not
commonly reported. There were only six published
case reports/series in PUBMED database on the
simultaneous occurrence of these two conditions.*°

We report a case of a 50-year old female with
APS and Evans syndrome successfully treated with
IVig.

Case:

The patient is a 50 year old female grade
school teacher, who presented with a history of
recurrent thrombosis starting at age 27, when she
first developed post partum deep vein thrombosis
on her left lower extremity after delivery of her first
child. Her second pregnancy was terminated due to
premature fetal demise at 6 months age of gestation;
placental examination revealed placental infarcts.
She was briefly maintained on warfarin, but this
was discontinued on her third pregnancy which was
prematurely delivered at 6 months age of gestation.
She had a stroke at 42 years old manifesting as
transient hemianopsia. Since then, warfarin 5mg
tablet once a day was resumed and titrated according
to INR. She also started to have recurrent seizures
described as generalized tonic-clonic and sometimes
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partial seizure but always with complete neurologic
recovery. Repeated brain CT scans were normal, and
she was maintained on oxycarbazepine. She also had
recurrent severe headaches and dizziness.

Her current admission was prompted by a 3 week
history of persistent left occipital headache described
as dull and non-pulsating with associated nape pain
and elevated blood pressure at 170/100 mmHg.
There was no history of trauma or fall.

Physical examination disclosed an overweight
patient who was complaining of severe headache.
She was conscious, dysarthric and restless. Her blood
pressure was 160/80 mmHg, heart rate 90 bpm,
respiratory rate 22 c¢cpm, and body temperature of
37.6°C. The precordium was adynamic with normal
rate and regular rhythm, no palpable heaves nor
thrills, and no murmurs appreciated. She had clear
breath sounds. The peripheral pulses were full and
equal. Neurologic examination revealed pupils 2-
3mm equally reactive to light, intact cranial nerves,
with no motor and sensory deficits and normal deep
tendon reflexes.

Hemoglobin (Hgb) was 12.5 g/dL, hematocrit
36.1%, WBC 6,820/mm? (N 75%, L14%), platelet
count 180,000/mm.3 Partial thromboplastin time
(PTT) was more than 180 seconds, PT control 12.2
secs, test 52.5 secs or 14 %, INR 4.61. Antinuclear
antibody (ANA) was positive at 1:320 (speckled
pattern), and anti-Smith, RNP, dsDNA, RF, anti Ro,
anti La , anti Scl 70 were all negative. IgG cardiolipin
was positive at 110.5 GPL (N.V. <15), IgM cardiolipin
positive at 18.1 MPL (N.V. 12.5), lupus anticoagulant
(LAC) positive at 3.4. Cranial MRI revealed a
subacute subdural hematoma involving both cerebral
convexities, hence warfarin was put on hold. On the
3rd hospital day, she became dysarthric but with
otherwise unremarkable neurologic examination.
A repeat brain MRI showed progression of the
subdural hematomas. The Hgb dropped to 9.9 g/dl
from 12.5g/dl, with elevated WBC at l7,000/mm3
and a decrease in platelet count at 132,000/mm?;
direct Coomb’s test was positive and repeat C3
level also decreased to 52.2 from 91.5 mg/dl (N.V.
>88). Two-dimensional echocardiography (2DEcho)
showed good systolic and systolic function, with mild
pulmonary hypertension at 38 mmHg by TR jet.

At intensive care, she had progressive decrease
in hemoglobin and platelet counts, and received
pulse methylprednisolone 1g/day for 3 days and
intravenous immunoglobulin at 600mg/kg/ day (40g/
day) for 5 consecutive days. Neurologic improvement
was noted after the 2nd dose of IVIG. There were

no episodes of new thrombosis when warfarin was
discontinued. Hgb and platelet counts gradually
increased thereafter . PT and PTT also slowly improved
with latest INR at 1.16 , PTT at 55.4 seconds (N.V.
<45). A repeat IgG and IgM cardiolipin still showed
markedly elevated levels after IVIG at 207.2 GPL and
33.5 mpl respectively. Complement levels also slowly
improved on the next few days. Methylprednisolone
was slowly tapered to 16 mg daily and the patient
was eventually discharged improved. A month later,
she was started on tinzaparin 4,500 IU 0.45 ml once a
day and steroid dose was eventually tapered. She has
regular follow up as to date with sustained remission
of APS associated-Evans syndrome.

DISCUSSION

Standard therapy of recurrent or life threatening
thromboembolic events in patients with APS
traditionally consists of lifelong anticoagulation
in the absence of contraindications.!® Patients
with the highest titers of IgG antiphospholipid
antibodies have a relatively high risk of recurrent
thrombotic events especially stroke, deep venous
thrombosis and spontaneous abortion,!! however,
those with concomitant thrombocytopenia have an
increased risk of bleeding making anticoagulation a
challenge.

It is known that patients with associated Evans
syndrome have very poor response rates and fatal
outcome to conventional treatment.® The most
commonly used first-line therapy is corticosteroids
and/or IVIG. In the acute setting, blood and/or
platelet transfusions may also be required to alleviate
symptoms although its use should be minimized.!?

In our patient who had simultaneous occurrence
of APS and ES, then complicated by warfarin-induced
subdural hematoma, a new thrombotic episode is
likely to occur in the background of a persistenly
elevated aCL, which can be additionally detrimental
due to immunopathogenic mechanisms of the
disease where anticoagulation may have no role.
The beneficial role of IVIg has been realized over
the past 2 decades in both experimental and clinical
studies.!3"!° In this case, IVIg was used to target the
immunopathogenic mechanisms of Evans syndrome
and APS and possibly prevent the occurrence of
new thrombosis. However, there are still a few data
to support its use in altering antibody levels. There
were a few studies that reported a decline in aCL after
IVIg,2°-23 while the study of Galli'* did not observe
such a decline.
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Although the decline in aCL levels was not seen
in this patient, prevention of further thrombosis can
be attributed by the immunomodulatory actions
of IVlg. Before receiving 1VIg, the patient had 3
thrombotic events. After the initiation of IVlg, there
was no occurrence of a new thrombotic episode
despite the absence of anticoagulation. In selected
patients with APS, IVIg may provide an additive or
alternative therapy for recurrent thrombosis, though
widespread use may be limited by expense and
reduced availability. Hence in the current available
therapeutic options, more data should be obtained
in order to decide when to use anticoagulation, [VIg
or both in the treatment of APS.

CONCLUSION

This case illustrates that IVIg in combination with
high dose steroids provides a sustained benefit and may
be life-saving in APS - associated Evan’s syndrome,
despite absence of decline in anti-cardiolipin titers.
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