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Dear Editor,

The 2023 ACR/EULAR Antiphospholipid Syndtome (APS) classification criteria include

persistently positive lupus antic yanticardiolipin antibody (aCL) I1gG/IgM,
and/or anti-f2-glycoprotei tibody IgG/IgM [1,2]. However, aCL/ap2GPI IgA

is not part of the classification €titeria due to: a) limited evidence for its thrombogenic

potential; b) u ribution to APS classification [3]; and c) the lack of assay

standardj

Si heelinical relevance of IgA isotype is not well determined, and is rarely encountered,

s to retrospectively describe the demographic, clinical, and laboratory
racteristics of patients with persistent (two or more occasions 12 weeks apart), moderate-
-high level (> 40 enzyme-linked immunosorbent assay [ELISA] Units), and isolated aCL

IgA and/or a2GPI IgA positivity.



Among 578 patients evaluated for “antiphospholipid antibody (aPL)-positivity”, we identified
only 10 (1.7%) patients with moderate-to-high level of isolated aCL IgA or aBGPI IgA
positivity (Female: 9; White: 4, Mean age: 47.5 + 15.4 years). No patients had a history of
thrombosis, pregnancy morbidity, or non-thrombotic complications. Only one patient with

isolated aCL IgA had livedo reticularis, no patients had simultaneous aCL IgA and a2 GP.
IgA positivity. During the mean prospective follow-up of 7.5+ 5.9 years since the ini

positivity, 3/10 (30%) had disappearance of aPL.

The prevalence of isolated IgA aCL/a2GPI in patients with or withoute ic

positive for isolated aPL IgA, supporting prgvious s that the prevalence of isolated

aCL/ap2GPI IgA positivity is extremely lo
In 1995, for the first time Pierangeli et ah demonstrated in vivo that IgA aCL has a role in

@

model of thrombosis, t inoculated with purified af2GPI IgA had significantly larger

thrombosis formation [5]. Whe

genicity of a2 GPI IgA was evaluated in a mouse

thrombi and tissue fact pression [6]. Although a limited number of small clinical studies,

especially in S d that IgA isotype is associated with thrombosis, pregnancy

morbidify, and microvascular manifestations, other studies, did not show any association
b I and aPL-related clinical manifestations, and argued against the diagnostic
u of adding aPL IgA to standard testing [7-9]. Based on the available data, we agree that

ine measurement of IgA does not improve the operative characteristics of aCL and

ap2GPI IgG/M.

Limitations of our study include small number of patients (however, isolated IgA positivity is

rare), and the lack of a comparison group (thus, we prefer to report our results in a descriptive



fashion). Despite these limitations, we believe that a major strength of our study is inclusion
of patients with persistent moderate-to-high titers of aCL/a2GPI IgA with confirmed
negative aCL/aj2GPI IgG/M and LA results.

To conclude, based on our small cohort, there was no association between isolated
aCL/aB2GPI IgA positivity and aPL-related clinical manifestations. Large-scale mechani
and clinical studies are needed to better define the clinical relevance of isolated Ig 1
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