Diagnosing Antiphospholipid Syndrome (APS): For
healthcare professionals

Designed for healthcare professionals to support decision-making in clinical settings.

APS Diagnostic Pathway

1. Clinical Suspicion
Suspect APS in patients with any of the following:
Thrombotic Events:

¢ Unprovoked venous thrombosis (e.g. DVT, PE)
e Arterialthrombosis (e.g. stroke or Ml, particularly at a young age)
e Microvascular thrombosis (e.g. digital ischemia)

Obstetric Morbidity:

¢ =3 unexplained consecutive first-trimester miscarriages (0-15 weeks)

¢ =71 unexplained second-trimester pregnancy loss (16-34 weeks)

e Severe pre-eclampsia, eclampsia, or placental insufficiency leading to
premature birth (<34 weeks)

Other suggestive features:
e Livedo Racemosa: fixed lacy rash
e Thrombocytopenia
¢ Heartvalve abnormalities (e.g. Libman-Sacks endocarditis)

e Cognitive dysfunction, migraine (especially with aura)
¢ Catastrophic APS (multiorgan thrombosis)

2. Initial Investigations

Order the following antiphospholipid antibody panel:

Test Method Notes
Lupus Anticoagulant (LA) Coagulation May be false%y negative on
assay anticoagulation
Anticardiolipin (aCL) antibodies EI_CI;\'STd lgM Moderate to high titres significant
Anti-B2 glycoprotein | (anti-B2GPI) 1gG and IgM . . .
antibodies ELISA Moderate to high titres significant
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3. Repeat Testing

# Confirm persistence of antibodies by repeating tests 212 weeks apart.

4. Classification Criteria (ACR/EULAR 2023 Classification: see appendix)
Diagnosis =1 clinical + 1 lab criterion
Clinical Criteria:

e Vascularthrombosis (arterial, venous, or small-vessel)
¢ Pregnancy morbidity (as above)

Laboratory Criteria:
e Positive LA, aCL, or anti-B2GPIl on 2 occasions =12 weeks apart

! Exclude transient causes of antibody positivity (e.g. infection, drugs)

5. Referral and Management

Refer to Rheumatology/Haematology for:
¢ Confirmation of diagnosis
e Risk stratification

e Long-term anticoagulation or pregnancy planning
e Control of symptoms
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Appendix

The ACR/EULAR Classification criteria for definite APS . These are primarily intended for
use in clinical research and are not diagnostic criteria. This means that many patients
may not fulfil all criteria but can still have APS so clinical judgement is important to
ensure attribution of symptoms and features fits the diagnosis of APS.

Entry Criteria®
At least one documented® clinical criterion listed below (domains 1-6)
plus
A positive antiphospholipid antibody (aPL) test
(a lupus anticoagulant test, or moderate-to-high titers of anticardiolipin or anti-B,-glycoprotein-I antibodies [IgG or IgM])
within three years®™ of the clinical criterion

) 4

If absent, do not attempt to classify as APS - If present, apply additive criteria

¥

Additive clinical and laboratory criteria®
Do not count a clinical criterion if there is an equally or more likely explanation than APS.
Within each domain, only count the highest weighted criterion towards the total score.

)

Clinical domains and criteria Weight Weight
D1. Macrovascular (Venous Thromboembolism [VTE]) D2. Macrovascular (Arterial Thrombosis [AT])
VTE with a high-risk VTE profile® 1 AT with a high-risk CVD profile® 2
VTE without a high-risk VTE profile® 3 AT without a high-risk CVD profile® 4
D3. Microvascular D4. Obstetric
Suspected (one or more of the following) 2 >3 Consecutive pre-fetal (<10w) and/or 1
Livedo racemosa (exam) early fetal (10w 0d -15w 6d) deaths
Livedoid vasculopathy lesions (exam)
?clu te/chror;llc aPLilnep h(rop athty (exanlliqr lab) ) Fetal death (16w 0d — 33w 6d) in the absence of 1
mon: morr mptoms and imagin, . .
ulmonary hemorriage (symptoms & agmng pre-eclampsia (PEC) with severe features or
Established (one of more of the following) 5 placental insufficiency (PI) with severe features
Livedoid vasculopathy (pathology®)
Acute/chronic aPL-nephropathy (pathology®) PEC with severe features (<34w 0d) or PI with 3
Pulmonary hemorrhage (BAL or pathology®) severe features (<34w 0d) with/without fetal death
Myocardial disease (imaging or pathology) PEC with severe features (<34w 0d) and PI with 4
Adrenal hemorrhage (imaging or pathology) severe features (<34w 0d) with/without fetal death
DS. Cardiac Valve D6. Hematology
Thickening 2 Thrombocytopenia (lowest 20-130x10°/L) 2
Vegetation 4
Laboratory (aPL) domains and criteria’® Weight
D7. aPL test by coagulation-based functional assay D8. aPL test by solid phase assay (anti-cardiolipin antibody
(lupus anticoagulant test [LAC]) [aCL] ELISA and/or anti-f,-glycoprotein-I antibody
[ap,GPI] ELISA [persistent])
Positive LAC (single — one time) 1 Moderate or high positive (IgM) (aCL and/or ap,GPI) 1
Positive LAC (persistent) 5 Moderate positive (IgG) (aCL and/or aB,GPI) 4
High positive (IgG) (aCL or ap,GPI) 5
High positive (IgG) (aCL and aB,GPI) 7

¥

TOTAL SCORE
Classify as Antiphospholipid Syndrome for research purposes if there are
at least 3 points from clinical domains AND at least 3 points from laboratory domains
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