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Background and aims: Anti-phosphatidylserine/prothrombin
antibodies (aPS/PT) are non-criteria antiphospholipid anti-
bodies (aPL) strongly associated with thrombosis and preg-
nancy complications related to antiphospholipid syndrome
(APS). The latest ACR/EULAR classification criteria for APS
aim to classify APS with an increased specificity of up to
99%, but also recommend exploring the relevance of other
aPL tests, such as aPS/PT, to guide future updates. In this
study, we aimed to assess the clinical relevance of a single
aPS/PT-positivity.

Material and Methods: Sixty-nine patients prospectively fol-
lowed between January 2011 and December 2024 were en-
rolled from the University Medical Centre Ljubljana (UMCL])
and the University of Padua (UniPD). IgG and IgM antibodies
against cardiolipin (aCL), B2-glycoprotein I (anti-32GPI) and
aPS/PT antibodies were tested at UMCL] using in-house
ELISAs (1) and at UniPD using commercial assays from Or-
gentec Diagnostika, Mainz, Germany, and INOVA Diagnos-
tics Inc., San Diego, CA, USA, respectively (2). Lupus antico-
agulant (LAC) was determined using a three-step procedure
in accordance with the ISTH guidelines.

Results:

The combined cohort comprised 69 patients (11 men, mean
age at diagnosis 45.5 + 16.1 years, range 10-77 years) who
were persistently single aPS/PT positive, confirmed by at
least two measurements between 2014 and 2024. Important-
ly, 27 of 69 (39%) patients achieved a clinical domain score
of more than 3 weight points (WP), thus fulfilling the clinical
domain of the new classification criteria. Among them, 11 pa-
tients were LAC-negative and therefore did not meet the labo-
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ratory criteria (<3 WP), whereas 16 patients had persistent
LAC positivity and met the new criteria (Table 1). In the LAC-
negative group, the mean clinical domain weight was 4.5
compared to 5.4 in the LAC-positive group, which was not a
statistically significant difference (Figure 1). Eight out of
eleven (73%) LAC-negative patients and twelve out of sixteen
(75%) LAC-positive patients had an underlying autoimmune
disease, mostly SLE.

Seven LAC-negative patients experienced venous thromboem-
bolism (VTE), one with a high-risk VTE profile, three experi-
enced arterial thrombosis (AT), two with a high-risk CVD pro-
file, one had established microvascular manifestations and
three had obstetric manifestations, two of which were PEC,
three patients had cardiac valve manifestations and three
had thrombocytopenia.

Nine LAC-positive patients experienced VTE, one with a high-
-risk VTE profile, six experienced AT, all without a high-risk
CVD profile, two had established and three suspected micro-
vascular manifestations and four had obstetric manifesta-
tions; none of them were PEC. Four patients had cardiac
valve manifestations, and five had thrombocytopenia.
Conclusion: Single aPS/PT positivity is associated with all six
clinical domains included in the 2023 ACR/EULAR APS classi-
fication criteria, even independently of LAC positivity. The as-
sociation of aPS/PT with newly added clinical domains,
known to be linked to damage accrual, makes aPS/PT a tool
for risk stratification in APS.

Figure 1: Clinical relevance of single aPS/PT positivity. Creat-
ed in https://BioRender.com
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