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Abstract

Antiphospholipid syndrome (APS) is an autoimmune disorder defined by thrombotic events or obstetrical morbidity in the presence
of persistent antiphospholipid antibodies, such as lupus anticoagulant (LAC), anticardiolipin (aCL), and B2-glycoprotein I (32-
GPI). The need for standardized classification criteria has been recognized as essential for diagnosis, patient stratification, research
consistency, and comparison of clinical studies since their initial description. The classification criteria for APS have evolved
over the years in response to advances in clinical practice and laboratory standardization. First, based on clinical observations,
the preliminary Sapporo criteria highlighted an association among thrombosis, pregnancy morbidity, and antiphospholipid
antibodies. The Sydney criteria, an international consensus statement, introduced structured clinical and laboratory criteria and
incorporated persistence of antiphospholipid antibodies to improve specificity. The recent classification criteria of the American
College of Rheumatology (ACR) and the European Alliance of Associations for Rheumatology (EULAR), published in 2023,
introduced a weighted point system across clinical and laboratory domains, with the aim of achieving high specificity for research.
(International Journal of Biomedicine. 2026;16(1):14-16.)
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Introduction

Antiphospholipid syndrome (APS) is an autoimmune
disorder defined by thrombotic events or obstetrical morbidity
in the presence of persistent antiphospholipid antibodies.t
Antiphospholipid syndrome was initially described in
the early 1980s, based on recurrent associations between
thrombosis, pregnancy losses, and the presence of lupus
anticoagulant (LAC), especially in patients with systemic
lupus erythematosus (SLE).2 This early conceptualization,
even without formalized criteria, provided the fundamental
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recognition of APS as a clinical entity. Given the clinical and
immunological heterogeneity of the syndrome, standardized
classification criteria were necessary to ensure homogeneity
within the research population and to facilitate comparisons
across studies. Classification criteria for APS have undergone
multiple revisions in response to clinical evidence and
advances in laboratory diagnostics (Table 1).

Hughes Syndrome: Early Clinical Description

The earliest descriptions of APS, known as Hughes
syndrome, were based on clinical observations linking
thrombotic events and recurrent pregnancy loss with
the presence of lupus anticoagulant. These were largely
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descriptive, and APS was not defined by formal classification
criteria.?

Table 1.

Evolution of APS classification criteria

1983 | 1999 2006 2023

Hughes Syndrome| Sapporo Criteria |Syndey Criteria| ACR/EULAR

Clinical First Revised Score-point
observation Consensus Criteria system
Thrombosis, Clinical + Added Research
Pregnancy loss  |Laboratory Criteria| Anti-B2GPI  |purposes
Persistent .
LAC, Pl High
LAC ositivit P
aCL IgG/IgM gvithin 12yweeks specificity
Persistent positivity

within 6 weeks

Sapporo Criteria

The need for standardized classification criteria for
APS became more evident in 1990, with the increase in
heterogeneous clinical studies reported, characterized by
variable clinical manifestations and laboratory findings.
The first international consensus classification criteria
were established at the Eighth International Symposium on
Antiphospholipid Antibodies in 1999 in Sapporo (Japan).

The Sapporo criteria required the coexistence of clinical
manifestations and laboratory evidence of antiphospholipid
antibodies to classify as APS. Clinical criteria included
vascular thrombosis and pregnancy morbidity. Vascular
thrombosis is represented by one or more confirmed episodes
of arterial, venous, or small vessel thrombosis in any organ
or tissue. Pregnancy morbidity included: one or more
unexplained deaths of a morphologically normal fetus at or
beyond the 10th week of gestation, one or more premature
births of a morphologically normal neonate before the 34th
week of gestation due to severe preeclampsia, eclampsia or
placental insufficiency, three or more unexplained consecutive
spontaneous abortions before the 10th week of gestation,
excluding maternal anatomical or hormonal abnormalities and
chromosomal causes.

Laboratory criteria comprise the detection of LAC and/
or anticardiolipin antibodies [gM/IgG in medium or high titer,
on two or more occasions within six weeks.*

Sydney Criteria

Although the Sapporo criteria represented an important
step in standardizing the definition of APS, their application in
clinical studies revealed some limitations regarding laboratory
characterization, heterogeneity of clinical manifestations, and
antibody persistence. The Sapporo criteria did not include
anti-B2GPI antibodies, lacked strict rules for repeat testing,
and exhibited limited standardization of laboratory assays.2

The international consensus meeting, held in Sydney
in 2006, revised the previously established criteria for the
APS classification. For the first time, the Sydney criteria
included anti-B2GPI antibodies (IgG or IgM) as a laboratory
criterion, based on evidence of their pathogenic and diagnostic
relevance. Additionally, revised criteria expanded the interval
for persistence of antiphospholipid antibody positivity from
6 to 12 weeks.? In this way, the cases with transient antibody
positivity related to other conditions can be excluded.
Regarding clinical criteria, the obstetric domain is more
precisely defined with clearer distinctions for fetal loss,
preterm birth, and recurrent pregnancy loss. Revised criteria
improved the APS classification and homogeneity in research
studies. This way, the revised Sapporo criteria became the
gold standard for APS classification, widely used for years in
clinical and practical research.®

ACR/EULAR 2023 Classification Criteria

The Sydney classification criteria also demonstrated
limitations, particularly for research in heterogeneous
populations. According to clinical experience, thrombotic
events don’t carry the same diagnostic weight, and in the
laboratory setting, LAC positivity carries a higher risk than
other antiphospholipid antibodies. The ACR/EULAR initiated
an effort to develop APS classification criteria with high
specificity for use in observational studies and trials.Z For the
first time, “entry criteria” were introduced, which had to be
met for the patient to be classified as having APS.

The maximum interval between the occurrence of
one clinical symptom and the detection of antiphospholipid
antibodies was reduced to three years. Clinical manifestations
are organized in domains including venous thromboembolism,
arterial thrombosis, microvascular thrombosis, obstetric
morbidity, cardiac valve disease, and hematology. Each has a
specific score reflecting its association with APS. Laboratory
criteria were also structured as a weighted scoring system
and included LAC, anti-cardiolipin IgM/IgG titers (medium
or high), and anti-B82GPI IgG/IgM titers (medium or high).
To be classified as APS, it is required to accumulate at least
three points from the clinical domain and at least three points
from the laboratory domain.®? The new ACR/EULAR 2023
classification can improve specificity and provide a robust
framework for APS research and clinical trials; however, new
criteria may exclude patients with non-criteria manifestations.
As understanding of APS evolves, the validity of the latest
criteria and their revisions are likely to follow.

Discussion and Recommendations

For more than four decades, all knowledge of APS has
been reflected in the evolution of classification criteria. From
the earliest to the latest criteria, each iteration has sought
to address the limitations of its predecessors as scientific
evidence has evolved. Early descriptive observations
prioritized sensitivity, enabling recognition of a broad
clinical phenotype, whereas subsequent criteria increased
specificity and reproducibility, particularly for research.
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The Sapporo criteria defined APS by combining clinical
and laboratory evidence. They improved standardization
and facilitated epidemiological research. Nevertheless,
they had limitations, including the absence of anti-B2GPI
antibodies, insufficient specificity, and insufficient emphasis
on antibody persistence, which led to the Sapporo-revised
criteria (Sydney). They improved standardization and were
the gold standard for clinical and research applications.
Even the Sydney criteria showed limitations: their binary
structure, inability to account for antibody profiles, and
differential risk contributed to heterogeneity in study
populations and limited interpretation of clinical outcomes.
The new ACR/EULAR 2023 classification introduced a
weighted, point-based system that emphasized specificity,
antibody profiling, and pathogenic relevance. New criteria,
by prioritizing specificity and homogeneity, are optimized
for research. As noted above, they may exclude patients
with non-criteria clinical manifestations, underscoring the
importance of ongoing clinical judgment in practice. From
a research perspective, a weighted point-based classification
system improves homogeneity across studies, whereas
stratification by antibody profiles enables precise risk
assessment. Elimination of non-criteria patients highlights
the limitations of current classification, underscoring the
need for research to integrate non-criteria manifestations into
clinical frameworks to bridge the gap between classification
and clinical complexity.
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