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Leg Ulcers Secondary to Antiphospholipid
Syndrome in a Young Female
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ABSTRACT

Eighty percent of leg ulcers have a vascular aetiology. These ulcers are often debilitating for the patients and difficult to treat owing
to lack of clinical suspicion leading to significant morbidity and mortality. Here we report a case of bilateral leg ulcers in a young
female with Anti Phospholipid Syndrome (APS). She also had associated Evans’ syndrome in the absence of lupus. She responded
well with oral anticoagulant and immunosuppressives on follow-up after 6 weeks and 12 weeks. Thus, APS should be kept in mind

while evaluating a case with leg ulcers in a young patient as in the present case.

Keywords: Arterial ulcers, Autoimmune, Deep vein thrombosis, Evans’ syndrome, Lower limb ulcers

CASE REPORT

A 27-year-old married female was admitted with complaints of
ulcers on right leg and dorsum of left foot for three months. They
were gradually progressive, painful, non-healing, non foul-smelling
and there was no history of discharge from the ulcers. She was
a known case of recurrent deep vein thrombosis of the left lower
limb for the last eight years and she was not on any anti-coagulant.
She was put on Inferior Vena Cava (IVC) filter six years back. There
was no history of rashes, photosensitivity, arthralgia, oral ulcers,
alopecia or abortions. She is a non-diabetic and non-hypertensive.
Family history was not suggestive of any chronic illness. She was
vegetarian, literate, married since four years, nulligravid, normal
menstrual cycle and normal bowel and bladder habit.

Treatment history revealed that she had been applying topical
antibiotics for the last one month over the ulcers and reconstructive
surgery was done for similar ulcer over left leg one year back.

On examination, she was conscious, oriented to time, place and
person. Her Body Mass Index (BMI) was 23 kg/m?. There was no
evidence of pallor, icterus, cyanosis, clubbing, lymphadenopathy
or oedema. Her vitals were stable and systemic examination was
within normal limits.

Local examination revealed presence of multiple ulcers on the
medial and lateral aspect of right leg [Table/Fig-1a] and foot
[Table/Fig-1b], largest measuring 3x3 cm. They were well-defined,
rounded, painful and with a necrotic base. There was also a
6x5 cm ulcer over the dorsum of the left foot which was tender,
necrotic base, well-defined edges with punched out appearance
and erythematous periphery [Table/Fig-1c]. With these findings, a
clinical diagnosis of arterial ulcers secondary to peripheral arterial
disease was made. Differential diagnoses of diabetic foot ulcer,
infectious ulcers, pyoderma gangrenosum and Antineutrophil
cytoplasmic antibody (ANCA)-associated vasculitic ulcers were
also considered.

On investigations, her leucocyte count was 6500/mm® and
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[Table/Fig-1]: Right leg (a), right foot (b) and left foot (c) ulcer at the time of diagnosis.

platelet count was 1,40,000/mm?®. Her haemoglobin was 8.2 g/
dL, Erythrocyte Sedimentation Rate (ESR) was 96 mm in 1st hour.
Her serum iron was 22 mcg/dL and transferrin saturation was
8%. Peripheral smear revealed normocytic and normochromic
anaemia.

Her serum Lactate Dehydrogenase (LDH) was raised (432 U/L)
and Direct Coomb’s Test was positive. Prothrombin time was
16.7 seconds and INR was 1.62. Screening Antinuclear antibody
(ANA) and Anti-double stranded DNA antibody (Anti-dsDNA) were
negative. Test for lupus anticoagulant by Dilute Russel Viper Venom
Test (DRVVT) method was negative. p2-Glycoprotein-1 IgM was
positive by EIA (>150 SMU, Normal range- <20 SMU). Her Anti-
Cardiolipin IgM antibody was also positive (9.74 U/mL; Normal
range <7 U/mL). Subsequently, Anti-Cardiolipin IgM antibody was
still elevated when tested after 12 weeks (9.39 U/mL; Normal range
<7 U/mL).

A 2D Echocardiography was normal. Venous doppler of both lower
limbs were normal. Contrast CT Thorax did not reveal any evidence
of pulmonary embolus. Her liver and kidney function tests were within
normal limits. Thus, with the history of recurrent venous thrombosis,
examination finding of arterial ulcers and subsequent laboratory
findings, a diagnosis of Primary Antiphospholipid Syndrome (APS)
was made.

She was started on oral warfarin 2 mg once daily with a target INR
of 2.5-3.5 and hydroxychloroquine 200 mg once daily as an anti-
thrombotic. For Evan’s syndrome (autoimmune haemolytic anaemia
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[Table/Fig-2]: Left foot ulcer after 6 weeks of treatment (a) and 12 weeks of
treatment ().
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with thrombocytopenia), she was given oral prednisolone 30 mg
once daily with azathioprine 50 mg once daily. She responded to
treatment and her ulcers regressed significantly when reviewed at
6 weeks and 12 weeks of medication [Table/Fig-2]. Repeat complete
blood count at 12 weeks was within normal limits.

DISCUSSION

Eighty percent of leg ulcers have a vascular aetiology (48% venous,
15% arterial and 17% mixed) according to a large epidemiological
study [1]. About 20-23% of patients have ulcers due to complex
etiologies such as vasculitis, pyoderma gangrenosum and other
autoimmune diseases [2].

Antiphospholipid Syndrome (APS) is an autoimmune disease
entity diagnosed by two criteria-clinical and laboratory. The clinical
criteria encompass either of three presentations such as arterial,
venous thrombosis or pregnancy morbidity. The laboratory criteria
constitute presence of either of three autoantibodies such as anti-
cardiolipin, anti-p2-glycoprotein or lupus anticoagulant on two
separate occasions 12 weeks apart [3].

APS could either be primary or secondary to Systemic Lupus
Erythematosus (SLE), malignancies, infections or drugs. Thirty nine
percent patients present with deep vein thrombosis followed by early
foetal loss (less than 10 weeks) in 35% and stroke in 20%. Leg ulcers
or digital gangrene is seen in 9% patients [4]. The prevalence of APS
is estimated to be about 40-50 cases per 1,00,000 population [5].

The present case had recurrent deep vein thrombosis and arterial
thrombosis as evidenced by the bilateral leg and foot ulcers
coupled with laboratory findings of anti-B2-glycoprotein IgM and
anti-cardiolipin IgM positive. She also had autoimmune haemolytic
anaemia and thrombocytopenia, known as Evans’ syndrome which
is present in 10% patients of APS [6].

In a retrospective study of 450 patients suspected of APS in
southeast Asia by Jatuworapruk K et al., stroke was found to be
the most common finding followed by deep vein thrombosis and
pulmonary embolism and the majority of patients (79%) tested
positive for lupus anticoagulant whereas the present case had
history of recurrent deep vein thrombosis and examination finding
suggestive of leg ulcers due to arterial thrombosis [7]. Also, lupus
anticoagulant was negative in the present case.

Apart from leg ulcers, other cutaneous manifestations of primary
APS include Raynaud’s phenomenon, acral necrosis, livedo
reticularis and subcutaneous nodules [8]. In a study, 60 patients
with clinical findings suggestive of APS were screened. Thirty-
nine were found to be positive out of which 25 patients were
primary APS. Forty percent of the APS patients had cutaneous
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manifestations of which four patients had ulcers [9]. In a case report
by Tishler M et al., a 51-year-old woman with unilateral foot ulcers
as the presenting symptom was found to have primary APS and
treatment with anticoagulants resulted in complete disappearance
of the ulcers [10]. Leg ulcers are usually severe in APS and respond
to treatment with immunosuppressives and anticoagulants such as
warfarin [11].

CONCLUSION

The present case had recurrent history of deep vein thrombosis for
eight years and reconstructive surgery was done one year back for
the left leg ulcer but the cause was never ascertained which led us to
believe that awareness about primary APS and its clinical suspicion
is warranted in a woman of reproductive age-group presenting with
venous, arterial thrombosis or recurrent pregnancy morbidity. Thus,
APS should be kept in mind in a female presenting with leg ulcers.
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