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Dear Editor.

The new classification criteria for Antiphospholipid Syndrome (APS) [1], represents a clear update
from the initial Sapporo criteria [2], later modified in Sydney [3], which have been widely used in
daily clinical practice. Although it is indisputable that classification criteria should not be used as
diagnostic criteria, this aspect is relatively common in everyday clinical practice, and both are
often considered part of the same continuum by many clinicians [4]. Except for diseases with a
"gold standard" for diagnosis, such as gout, the uncertainty in distinguishing between
classification and diagnostic criteria in heterogeneous diseases such as APS is significantly

greater.

The 2023 ACR/EULAR criteria for APS have several advantages over the previous ones [1].
Besides significant methodological advances, their main objective was to develop highly specific
criteria intended to identify homogeneous patient groups to advance APS research [1,5]. From a
practical standpoint, these new criteria aimed to address the limitations of the previous ones [6].
Sydney's criteria did not include risk factors for thrombosis. Some less common manifestations
such as valvulopathy, thrombocytopenia, or microvascular involvement were not represented,
and the definition of obstetric morbidity was perhaps too general. Moreover, from a laboratory
perspective, the stratification of antiphospholipid antibodies (aPL) and a clearer definition of their
positivity were also lacking in the previous criteria [6]. According to the new methodology, the new
criteria do not require at least one clinical and one laboratory criterion. Instead, each new
manifestation in the different domains has a determined score. A minimum score of 3 is required
in both clinical and serological domains to be classified as APS. Furthermore, the interval
between the clinical event and the laboratory test has been reduced from 5 to 3 years. Table 1
shows the time course of clinical and serological criteria from the initial Sapporo criteria to the

new ones.



As shown in Suppl Table 1 the impact of these criteria was recently analyzed by different
authors. Foddai SG et al [7], showed that approximately half of the patients diagnosed with APS
according to the Sydney criteria would not meet the new ones, with this fact being especially
relevant in obstetric manifestations (only 23.2% would meet the new criteria). Although globally,
17.2% of patients developed clinical manifestations during their evolution, allowing for
reclassification in up to nearly 66% of cases, it is noteworthy that the clinical manifestations, both
thrombotic and especially obstetric, developed during follow-up despite receiving appropriate
treatment [7]. Another surprising aspect is that most patients with obstetric morbidity developed
cutaneous manifestations (suspected livedo racemosa or livedoid vasculopathy), which in our
clinical experience are exceptional in OAPS, especially those not associated with autoimmune
disease. One of the strengths highlighted by the authors is the inclusion of two validation cohorts
with a large number of patients with suspected APS [1]. It is evident that in both validation
cohorts, there is a clear overestimation of certain clinical characteristics (microvascular
involvement or preeclampsia and/or placental insufficiency) and serological characteristics (LA
positivity) compared to their prevalence in well-recognized multicenter studies [8]. In another
study published by Lu Q et al. [9], which examines two Asian cohorts, the ACR/EULAR 2023
criteria globally show high specificity but lower sensitivity compared to the Sydney criteria. This
decreased sensitivity is particularly due to the impact of the obstetric domain, where it drops to
0.56 (0.4-0.71). In fact, patients who do not meet the new criteria have a higher proportion of
obstetric morbidity (52.5% vs 29.4%, p=0.005), especially early fetal death at 10-16 weeks (19%
vs 5%, p=0.028). A letter to the editor by Chinese researchers [10], recently published as a full
article [11], analyzing the impact of the new criteria, though less markedly, also highlights the
potential impact of the new criteria, especially in OAPS. Additionally, the authors showed concern
about potential overdiagnosis caused by the inclusion of thrombocytopenia in the classification

domains, especially in patients with SLE. Finally, Zhao Y. et al. [12], in another study of Asian



patients, and Vasi I. et al. [13], in a study carried out in Turkey, also showed high specificity but
lower sensitivity of the new criteria, especially at the expense of the obstetric morbidity and the

presence of IgM isotype antibodies.

Suppl Table 2 shows a PubMed literature search (as of 01/31/2024) including the main terms
found in the domains of the new classification criteria and four types of relevant articles. The raw
search is sufficiently illustrative to determine that most of the literature on APS refers to
thrombotic and obstetric manifestations. There is a notable lack of published evidence regarding
microvascular manifestations (possibly except for aPL nephropathy), although a significant
number of studies refer to aPL-associated thrombocytopenia. While thrombocytopenia is currently
considered an additional thrombotic risk factor, it is unlikely that future clinical trials will be based
on a laboratory manifestation that typically does not require treatment per se [14]. It is obvious
that developing well-designed studies, beyond multicenter registries as seen in catastrophic APS
[15], will be extremely difficult for manifestations such as pulmonary or adrenal hemorrhage, and
even for cutaneous manifestations, once livedo reticularis is excluded. When analyzing
randomized controlled trials (RCTs) in detail, they are obviously restricted to the most common
and relevant manifestations of APS. In thrombotic APS, RCTs focus primarily on different
intensities of anticoagulation, direct oral anticoagulants, or hydroxychloroquine [16,17]. In OAPS,
most RCTs compare different thromboprophylaxis regimens and, to a lesser extent, the impact of
corticosteroids, intravenous immunoglobulins, or hydroxychloroquine [16,18]. It is noteworthy that
all clinical trials, except one conducted in patients with recurrent early-onset preeclampsia [19],
have predominantly included patients with recurrent early miscarriages [20]. Interestingly, the only
study that included women with previous preterm birth <34 weeks (secondary to placental
disorder) concluded with the enrollment of only 32 patients after 9 years of recruitment across 17

centers [19]. It is important to highlight that despite current recommendations in this clinical



context [21,22], this study did not demonstrate the superiority of combined treatment over ASA

monotherapy [19].

Taken into account these considerations, several thoughts on the impact of the new ACR/EULAR
2023 criteria on OAPS emerge. First, and awaiting further studies to explore their utility in OAPS,
preliminary studies suggest a clear impact on the classification of these patients [7]. This is
particularly relevant for women with solely obstetric manifestations, recurrent early miscarriages
or fetal deaths, which, although nonspecific, are undoubtedly the most frequent in daily clinical
practice. From a strictly serological perspective, the lower weight given to IgM antibodies, even
double positives, will also pose an additional challenge in classifying patients [23]. Second, it is
particularly important to emphasize the real differences between classification criteria and
diagnostic criteria and, therefore, the therapeutic consequences this consideration should have.
Patients with a highly suggestive clinical and serological picture of APS should receive
appropriate treatment and monitoring based on experienced clinical judgment, regardless of the
new classification criteria [24]. Third, basic research in OAPS should not be affected by the new
classification criteria, or we risk limiting it to placentation disorders. Fourth, given the frequency of
clinically significant OAPS manifestations (severe preeclampsia and/or severe placental
insufficiency), included in the current classification criteria (probably below 15-20%), the
development of not only new therapeutic alternatives derived from properly designed clinical trials
but also a reasonably founded proposal for conventional therapy [19], seems unrealistic. Only a
multidisciplinary and international multicenter effort will allow for the identification of appropriate
treatment for these patients. Fifth, in real clinical practice, the impact of the new clinical
manifestations included in the ACR/EULAR classification criteria (especially not associated with
another autoimmune disease) appears to be minimal. On the one hand, microvascular
involvement is exceptional in young women without associated connective tissue diseases.

Furthermore, in most young women with obstetric morbidity, an echocardiogram is neither



performed nor indicated a priori to identify valvular involvement. Although thrombocytopenia can
affect approximately a quarter of aPL carriers and qualify them under the classification criteria, its
role in OAPS is much more controversial and questionable as a defining feature of a distinct
patient subgroup. Finally, the subgroup of patients with suggestive APS clinical manifestations
but inconclusive or negative serology poses another frequent challenge for clinicians. While the
inclusion of other autoantibodies has not been considered in the current classification criteria,
they may have some value in certain patient subgroups [25]. Additionally, it has been speculated
that in OAPS, persistently low autoantibodly titers included in the criteria could play a relevant role

[24,26].

In summary, the new 2023 ACR/EULAR classification criteria for APS represent a commendable
effort and a significant advancement in attempting to broaden the clinical spectrum of this
disease. Given their impact on some of the most common APS domains, such as the obstetric
domain, perhaps the word "provisional" might have conveyed the need to validate these new
criteria and determine their true utility. It is evident that as well-designed validation studies
become available, the Expert Committee will be able to introduce the necessary changes and
improve their applicability, not only in the development of quality research but also in enhancing

daily clinical practice.
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Table 1. Comparison of clinical classification criteria for antiphospholipid syndrome (APS).

Sapporo Sydney Y e
(1999) [2] (2006) [3] New criteria (2023) [1]
. o 1 clinical + 1 | 1 clinical + 1 | =3 points from clinical domains + =3 points
Required Criteria : .
laboratory laboratory from serological domains
Time gap between
clinical eventand | 5 years D years 3 years
laboratory test
Clinical criteria
Vascular Domain 1
thrombosis Domain 2
Differentiates thrombosis development
High-risk profiles | Not Not with/without risk factors
for thrombosis considered considered - ngh risk of venous thromboembolic disease
- High risk of arterial cardiovascular disease
Microvascular Not Not
. considered@ | considered@ | Domain 3(®)
Domain ) )
-1ormore |-1ormore | Domain4
unexplained | unexplained
fetal deaths | fetal deaths | - Fetal death and recurrent early miscarriage
after the after the lose diagnostic value
10th week? | 10th week? | - Distinguishes between early fetal death
-1ormore |-1ormore | (10-15+6 weeks) and late fetal death (16-
preterm preterm 33*6 weeks)
births (<34 | births (<34
P weeks) due | weeks) due
regnancy . .
- to eclampsia | to eclampsia
morbidity
or severe or severe
preeclampsi | preeclampsi
aorsevere | aorsevere
placental placental
insufficiency | insufficiency
-3ormore | -3 ormore
miscarriages | miscarriages
before the before the
10th week? | 10th week?
Heart valve Not Not
. considered@ | considered@ | Domain 5
involvement ) )
Thrombocytopeni Not Not
a considered@ | considered@ | Domain 6
) )
Serologic criteria
Lupus Presenton | Presenton | Domain7




anticoagulant two or more | two or more | - Present on two or more occasions, at least
(LA) occasions, | occasions, | 12 weeks apart
atleast 6 atleast12 | - Higher classification value
weeks apart | weeks apart | - The single determination of LA is valued
when repeated tests are not available.
lgG and IgM | 1gG and IgM
at medium | at medium
or high or high
titers, titers, .
Anticardiolipin presenton | presenton Domalnl8l ,
™ - They distinguish between moderate and
antibodies twoormore |twoormore | .
, . high titers
occasions, | occasions,
at least 6 at least 12
weeks apart | weeks apart
(ELISA) (ELISA)
IgG and IgM
at medium
or high
Anti-B; e o | Domain3
glicoproteina-| Not included | Presenton They distinguish between moderate and
antibodies two or more high titers
occasions,
at least 12
weeks apart
(ELISA)
Equal value | Equal value | - Lower classification value for IgM
Antibodies is assigned | is assigned | - Higher classification value for IgG
stratification tolgMand | tolgMand | - Double positives are given higher
lgG isotypes | lgG isotypes | classification value than single positives
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HIGHLIGHTS

- The new 2023 ACR/EULAR classification criteria represent an overall advance for research in

antiphospholipid syndrome (APS).

- To achieve high specificity, in some domains such as obstetric morbidity, the most frequent
clinical manifestations such as early and late fetal deaths, have lost significant classification

value.

- The lower classification value of antiphospholipid antibodies of the IgM isotype may also have

an important impact on patients with obstetric APS.

- Several recent studies unequivocally point out the impact on the sensitivity of the new criteria,

especially in the obstetric domain.

- This study underscores the importance of distinguishing between classification and diagnostic

criteria and emphasizes the therapeutic implications of this differentiation in obstetric APS.



