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CLINICAL PRESENTATION

The authors present the case of a 72-year-old female with previous
medical history of hypertension, ischemic cardiomyopathy and cer-
ebrovascular disease with an ill-defined episode that resulted in bra-
chial palsy.

The patient was followed in hematology clinic since 2014 for ane-
mia, initially assumed as iron deficient, and thrombocytopenia, without
leukopenia. She was referred to nephrology to investigate a fall in
hemoglobin levels and platelet count, accompanied by acute kidney
injury. Laboratory tests showed microcytic hypochromic anemia (Hb
10.4 g/dL), thrombocytopenia (75 000/uL platelets), prolonged acti-
vated partial thromboplastin time (aPTT 51.9 s) and worsening renal
function (urea 109 mg/dL; creatinine 1.91 mg/dL; eGFR 26 ml/
min/1.73m2).

The initial diagnostic workup revealed negative serology tests
for B and C hepatitis and HIV infection; normal folate and vitamin
B12 levels and low ferritin; absence of schistocytes in the blood
smear; normal serum protein electrophoresis, serum immunofixa-
tion without a well-defined monoclonal spike, increased serum free
kappa and lambda light chains without abnormal ratio and negative
Bence Jones protein. Although the patient had slight elevated LDH
levels, haptoglobin was within the normal range and ADAMTS13
activity levels were normal. We found a positive direct Coombs test,
low C3 and C4 levels, positive antinuclear (ANAs), anticardiolipin
and anti-beta2-glycoprotein antibodies as well as positive lupus
anticoagulant. Anti-double-stranded DNA (anti-dsDNA) was nega-
tive. Prolonged aPTT normalized after introducing a correction with
phospholipids.

Since deterioration of renal function persisted, a renal biopsy was
performed despite unremarkable urine sediment.

QUESTIONS

1. Considering clinical history and laboratory results, what is the
most likely diagnosis?

2. Given the histology findings, what is the definitive diagnosis?

3. What are the most common renal manifestations of this
condition?

4. What is the appropriate treatment for this patient?

N

ANSWERS

1. Considering clinical history and laboratory results, what is the
most likely diagnosis?

In the presence of anemia, thrombocytopenia and renal dysfunc-
tion, several systemic disorders should be excluded, namely infections
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(the most frequent ones being HIV and HCV), dysproteinemias or
other bone marrow disorders, thrombotic microangiopathies (TMA)
and autoimmune disorders. Serology tests for HIV and HCV were nega-
tive, excluding those from our list of possibilities. A monoclonal gam-
mopathy was excluded, as we found no presence of a monoclonal
immunoglobulin or its components. The presence of microangiopathic
haemolytic anemia (MAHA) was ruled out in the absence of schisto-
cytes, normal haptoglobin serum levels and positive direct Coombs
test. The exclusion of MAHA allowed us to reject the hypothesis of
TMA, which was also supported by normal ADAMTS13 activity levels.
Positive ANAs and hypocomplementemia suggested autoimmune
disease with complement classical pathway activation, leading to anti-
dsDNAS and antiphospholipid antibodies testing. The results showed

triple positivity (positive lupus anticoagulant, anticardiolipin and anti-
beta2-glycoprotein antibodies) for antiphospholipid antibodies. A
prolonged aPTT also supported the diagnosis of Antiphospholipid
Syndrome (APS).

In order to confirm the diagnosis of APS, patients should meet at
least one clinical criteria (one or more episodes of venous, arterial,
or small vessel thrombosis in any tissue or organ, with unequivocal
imaging or histology evidence of thrombosis or pregnancy morbidity)
and one laboratory criteria (presence of one or more of the above-
mentioned antiphospholipid antibodies on two or more occasions at
least 12 weeks apart). Despite meeting the laboratory criteria, our
patient had never been pregnant and the etiology of her previous
neurologic event was not completely clarified?. We hoped to find a
vessel thrombosis in renal biopsy in order to meet all the criteria.

2. Given the histology findings, what is the definitive diagnosis?

The renal biopsy consisted of renal capsule and cortical, and con-
tained 21 glomeruli and medium-sized arteries. In light microscopy,
an area with interstitial fibrosis and tubular atrophy and some ischemic
glomeruli was evident (Figure 1). Figure 2 describes a small thrombus
in afferent arteriole (arrow), with ischemic changes of the glomerular
tuff. In figure 3, we can observe a glomerulus with endotheliosis of
the afferent arteriole (*), near of an area of mesangiolysis (arrow). In
figure 4, there is fibrotic medial hyperplasia of the artery and the
lumen is irregular due to a mural thrombus organization (*). There
were no immune deposits in immunofluorescence.

These clinical, histology and laboratory findings support the diag-
nosis of APS. This syndrome occurs either as a primary condition or
in the setting of an underlying disease, usually systemic lupus erythe-
matosus (SLE)%3. Since our patient did not meet criteria for SLE or
other autoimmune disease, APS was classified as primary.

3. What are the most common renal manifestations of this
condition?

Renal involvement occurs in as many as 25 percent of patients
with the primary APS. Renal manifestations in primary APS are primar-
ily characterized by non-inflammatory occlusion of a broad spectrum
of renal blood vessels, a finding that resembles thrombotic microan-
giopathy, as described above4. However, other glomerular lesions
have been described in patients with primary APS, including minimal
change disease, membranous nephropathy and pauci-immune
glomerulonephritis>®.

Patients with secondary APS related to SLE may present with micro-
thrombi, characteristic of APS renal involvement, and immune com-
plexes deposits, the hallmark of lupus nephritis.

4. What is the appropriate treatment for this patient?

The mainstay of treatment for APS patients with history of throm-
botic events is oral anticoagulation. Warfarin is the drug of choice,
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since direct oral anticoagulants showed a higher risk of recurrent
thrombosis and are not routinely recommended?. In fact, triple posi-
tivity for antiphospholipid antibodies was associated with a 3.5-fold
increased risk of recurrent thrombosis®. For most patients with APS,
lifelong anticoagulation is necessary.
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