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Clinical criteria

Vascular thrombosis

One or more clinical episodes of
a) Arterial thrombosis®
b) Venous thrombosis”
¢) Small vessel thrombosis”

Pregnancy morbidity

a) One or more unexplained deaths of a morphologically normal fetus at or beyond
the 10th week of gestation, with normal fetal morphology (demonstrated by
ultrasound or direct examination of the fetus).

b) One or more premature births of a morphologically normal neonate before the
34th week of gestation because of eclampsia or severe preeclampsia, or features
of placental insufficiency (abnormal or non-reassuring fetal surveillance test(s),
e.g. a non-reactive, non-stress test, suggestive of fetal hypoxemia, abnormal
doppler flow velocimetry waveform analysis suggestive of fetal hypoxemia,
oligo hydramnios or a postnatal birth weight less than the 10th percentile for the

gestational age).

¢) Three or more unexplained consecutive spontaneous abortions before the 10th
week of gestation, with maternal anatomic or hormonal abnormalities and
paternal and maternal chromosomal causes excluded.

Laboratory criteria

a) A minimum of two positive tests for LA present in plasma at least 12 weeks

apart.’

b) aCL antibody (IgG and/or IgM isotype) in serum or plasma that is present in
medium or high titer in 2 or more tests at least 12 weeks apart.’

¢) Anti-B2GPI antibody (IgG and/or IgM isotype) in serum or plasma (in titer>the
99th percentile) which is present on two or more occasions at least 12 weeks
apart as measured by a standardized ELISA..

* APS is present if at least one of the clinical criteria and one of the laboratory

criteria are met.

° Thrombosis must be confirmed by objective validated criteria.
¢ Detected according the guidelines of the International Society on Thrombosis and

Haemostasis.

¢ Measured by the standardized Enzyme-Linked Immunosorbent Assay (ELISA).

(From Claudio Galarza-Maldonado et al. 2012)
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Antibodies References
Antibodies against Lupus anticoagulant [1]
phospholipid-binding Anticardiolipin (aCL) [20,96-98]
plasma protein or Anti-monolysocardiolipin (aMCL) [28]
phospholipid-protein Anti-phosphatidylserine [99-101]
complex Antiphosphatidylethanolamine (aPE) [42-45,102-104]
Anti-lyso (bis) phosphatidic acid (aLBPA) [31,37,38]
Anti-phosphatidylinositol [105]
Anti-platelet activating factor (anti-PAF) [105]
Anti-lysophosphatidylcholine (anti-LPC) [106,107]
Anti-B2-glycoprotein I (a32GPI) [20,53-57,68,69,84]
Antivimentin [17]
Anti-glycoprotein IIb/IIIa (anti-GPIIb/II1a) [108]
Anti-glycoprotein Ib/IX (anti-GPIb/IX) [108]
Anti-glycoprotein IV (anti-GPIV) [108]
Anti-annexin 2 (anti-A2) [65,66,93,94]
Anti-plasmin [96]
Anti-A2/antiplasmin [98]
Anti-CD40 [109-111]
Anti-CD40L [57]
Anti-CD36 [112]
Anti-endothelial PC/APC receptor (EPCR) [113-115]
Anti-heparan-sulfate (HS) [116]
Anti-factor XII (FXII) [117]
Anti-factor VII/VIla (FVII/FVIla) [118]
Anti-serine proteases [119]
Antiprothrombin (PT) [118]
Anti-phosphatidylserine/prothrombin complex (PS/PT) [41,71,75,120]
Anti-protein S [121]
Anti-tissue plasminogen activator (tPA) [122,123]
Anti-tissue factor pathway inhibitor (TFPI) [124]
Anti-thrombomodulin [125]
Anti-B2glycoprotein/oxidized LDL complex [70]
Anti-B2glycoprotein/oxidized LDL/C-reactive protein complex [70]
Other autoantibodies Anti-nuclear antibodies (ANA) [126,127]
Anti-neutrophil cytoplasmic antibodies (ANCA) [128,129]
Anti-mitochondrial (M5) [130,131]
Anti-endomisial [132]
Anti-thyroid [133]
Anti-heat shock proteins 60 (HSP 60) [134]
Anti-lamin [135]

(From Cristiano Alessandri et al. 2011)
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Antiphospholipid syndrome was first described by Dr. Hughes in 1983 by clinical observation and
communication for a long time. Because of limitations by markedly various clinical manifestations and unavailable
reliable laboratory tests, antiphospholipid syndrome is underdiagnosis until now. The major events of ischemia
and tissue damage comes from the mechanisms of thromboembolism. Therefore, some patients are benefit from
the introduction of anticoagulant therapy, but this kind therapy is still not enough for other patients, especially
in the refractory or serious cases. The basic pathogenesis of antiphospholipid syndrome is autoimmunity,
immunotherapy with disease-modified antirheumatic drugs are introduced for patients not well response to
anticoagulant therapy. These therapies also include plasma exchange, immunoglobulin therapy and cytotoxic
agent therapy etc., now for severe or refractory cases, such as catastrophic antiphospholipid syndrome.
The clinical manifestations involve nearly every organ system, such as stroke in neurology, cardiac events,
pulmonary hypertension in cardiology, livedo reticularis in dermatology and recurrent fetal loss in obstetric field
etc. Although there are much progress in the diagnosis and treatment of antiphospholipid syndrome in recent
years, including more sensitive and standardized laboratory tests helpful for the confirmation of diagnosis, some
patients are still not benefit from the understanding of antiphospholipid syndrome. Therefore, these various clinical
manifestations are the most important clues to further classify the possibility of antiphospholipid syndrome. But
highly suspicious of antiphospholipid syndrome is most crucial to the diagnosis of this underestimated disease.
(J Intern Med Taiwan 2012; 23: 324-329)
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