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Abstract
Purpose of Review APS ACTION is an international research network created to design and conduct large-scale, multicenter
research in persistently antiphospholipid antibody (aPL)–positive patients. Given the expanding research activities of the network
in the last decade since its creation, the purpose of this article is to review the scientific contributions of APS ACTION as well as
future directions.
Recent Findings APS ACTION has achieved increased international collaboration with internal and external investigators for
outcome, interventional, and mechanistic antiphospholipid syndrome (APS) studies. This has been linked to substantial progress
in Core laboratory work, which has demonstrated that laboratories can achieve good agreement in performance of aPL assays by
use of the same reagents, analyzer type, and protocols.
Summary APSACTIONwill continue to identify gaps in the existing aPL/APS literature, designmechanistic studies to elucidate
underlying mechanisms, and conduct prospective, large-scale clinical studies, all for the ultimate goal of early diagnosis and
improved management of aPL-positive patients.
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Introduction

Antiphospholipid syndrome (APS) is an autoimmune disorder
characterized by thrombosis and pregnancy morbidity in pa-
tients with persistently positive antiphospholipid antibodies
(aPL). Antiphospholipid antibodies that are used for APS clas-
sif icat ion include lupus anticoagulant test (LA),
anticardiolipin antibodies (aCL), and anti-β2 glycoprotein-I
antibodies (aβ2GPI) [1].

Antiphospholipid Syndrome Alliance for Clinical Trials
and International Networking (APS ACTION) is an interna-
tional research network created to design and conduct large-
scale, multicenter research in persistently aPL-positive

patients. The network is composed of multidisciplinary phy-
sicians, scientists, and investigators from around the world
interested in APS research. The founding principle of APS
ACTION is an international collaborative effort, open to qual-
ified investigators across the globe who are committed to fur-
thering our understanding of APS and its management.

Given the expanding research activities of the network in
the last decade since its creation, the purpose of this article is
to review the scientific contributions of APS ACTION as well
as future directions.

2010: The Inception of APS ACTION

The International Congress on aPL is held every three years to
discuss the recent advances and future directions in APS. The
Antiphospholipid Syndrome Clinical Research Task Force
(APS CRTF) was one of the task forces developed by the
“13th International Congress on aPL” (2010) organization
committee with the purpose of (a) evaluating the limitations
of APS clinical research and (b) developing guidelines for
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researchers to help improve the quality of APS research [2].
The core recommendation of the APS CRTF was that there is
an urgent need for a true international collaborative approach
to design and conduct well-designed, prospective, large-scale,
multicenter clinical trials and research of patients with persis-
tent and clinically meaningful aPL profiles. Thus, an interna-
tional collaborative working summit took place in Miami, FL,
USA (November 2–4, 2010), that resulted in the formation of
a clinical trial research alliance entitled APS ACTION (www.
apsaction.org) [3].

2010–2020: The Evolution of APS ACTION

The network currently comprises 66 multidisciplinary
physicians and investigators interested in APS research
from 38 international centers (see Appendix). The APS
ACTION Executive Committee, co-chaired by Drs. Maria
Laura Bertolaccini, Hannah Cohen, and Doruk Erkan,
comprises nine elected members, representing different
r eg ions o f the wor ld . S ix APS ACTION Core
Laboratories have been set up worldwide in Sao Paulo
(Brazil, South America), Sapporo (Japan), Shanghai
(China), Galveston (Texas, USA), Padova (Italy,
Europe), and London (UK). APS ACTION Annual
Summits foster international collaboration and facilitate
discussions of the ongoing projects. As part of an effort
to attract young talent to APS research, an APS ACTION
Young Scholar Program has been established in which an
annual award is distributed to recognize junior physician
scientists who have contributed to APS research. The APS
ACTION Young Scholar Exchange Program is designed
to incentivize young physicians and/or scientists to get
involved in APS-related basic or clinical research in one
of the network centers; the goal is to increase their inte-
gration to our community and by enhancing their connec-
tions. The most recent initiative of the network, APS
ACTION Scientific Interaction, is a virtual research prog-
ress meeting every two months to discuss ongoing pro-
jects. In addition, APS ACTION continues to work close-
ly with APS patient organizations to improve awareness
about the disease.

What Did We Learn from APS ACTION Collaborative
Research?

Literature Reviews

The epidemiology of APS in the general population is not well
established. Based on recent estimations, the incidence of
APS is approximately 1–2 cases per 100,000 persons per year,
and the prevalence approximately ranges from 17 to 50 cases
per 100,000 persons [4, 5]. However, the true frequency of

aPL in different clinical settings is yet to be fully elucidated. In
order to contribute to the understanding of the epidemiology
of APS, APS ACTION researchers systematically reviewed
the literature in early 2010s analyzing 120 studies.
Frequencies of aPL positivity in general-population patients
with pregnancy morbidity (PM), deep vein thrombosis
(DVT), myocardial infarction (MI), and stroke (ST) were
6%, 10%, 11%, and 14% respectively [6, 7]. A sub-analysis
based on 81 studies considering all the outcomes together
showed that the frequency of aPL positivity was threefold
higher in patients, compared to controls (10% vs. 3%). A
follow-up study focusing on younger adults (less than 50 years
old) estimated the frequency of aPL positivity in younger
patients with stroke as 17%. The presence of aPL conferred
a fivefold higher risk for cerebrovascular events when com-
pared with controls [8]. These reviews also emphasized the
high degree of heterogeneity of the literature regarding type of
aPL tests, definitions of aPL positivity, and clinical
manifestations.

APS ACTION Clinical Database and Repository (“Registry”)

The APS ACTION clinical database and repository
(“Registry”), launched in 2012, is designed to investigate
the natural course of persistently aPL-positive patients
with or without autoimmune diseases over at least
10 years. The Registry represents a unique opportunity
to perform large-scale, cross-sectional, and prospective
analyses, which will eventually guide us to better under-
stand the clinical features of APS patients who are follow-
ed annually with clinical data and blood collection.
Selected recent analyses performed based on the APS
ACTION registry data are discussed below.

The baseline characteristics of aPL-positive patients en-
rolled in the international registry have been described [9],
focusing on overall features and clinical and laboratory sub-
types. At the time of the analysis in 2019, more than 800 aPL-
positive patients (mean age: 45 ± 13 years; female: 74%;white
68%) were included. About one-third of patients had concom-
itant systemic autoimmune disease, approximately 70% of
patients had thrombosis, and 50% of those with pregnancy
history had obstetric morbidity. Interestingly, more than half
of aPL-positive patients had at least one non-criteria manifes-
tation. When focusing on the aPL profile among the 660 pa-
tients with three aPL tested, 42% presented with triple aPL
positivity. While single, double, and triple aPL-positive sub-
groups had similar frequencies of vascular, obstetric, and non-
criteria manifestations, within single aPL positivity, LA test
positivity represented the major determinant of clinical mani-
festations (less frequently observed in the single aPL subgroup
of aβ2GPI or aCL only). The analysis of the baseline charac-
teristics confirmed the degree of heterogeneity among aPL-
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positive patients both in terms of clinical manifestations and
laboratory profiles.

Another analysis investigating the impact of systemic lupus
erythematosus (SLE) on the clinical phenotype of aPL-
positive patients [10] observed that the frequency of some
clinical manifestations, such as thrombocytopenia and hemo-
lytic anemia, were higher in patients with SLE, when com-
pared to patients without SLE. Similarly, patients with SLE
more frequently developed low complement levels and IgA
aβ2GPI. Conversely, cognitive dysfunction and IgG aβ2GPI
were observed more frequently in patients without SLE.
Interestingly, the rates of arterial and venous events (including
the frequency of recurrent thromboses), as well as pregnancy
morbidity, did not significantly differ in patients with and
without SLE. The prevalence of cardiovascular disease
(CVD) risk factors at the time of entry did not seem to be
influenced by the presence of SLE. Only smoking habits were
observed more frequently in aPL-positive patients with SLE.

To further investigate the characteristics of aPL-positive
patients, a hierarchical cluster analysis was conducted on the
first 500 registry patients aiming to identify different clinical
phenotypes [11]. Three main exclusive clusters were identi-
fied: (a) female patients with no other autoimmune diseases
but with venous thromboembolism (VTE) and triple aPL pos-
itivity; (b) female SLE patients with positive LA and VTE,
aPL nephropathy, thrombocytopenia, hemolytic anemia; and
(c) older men with arterial thrombosis, heart valve disease,
livedo, skin ulcers, neurological manifestations, and CVD risk
factors. These innovative descriptive strategies again con-
firmed the heterogeneity of aPL-positive patients.
Additionally, these strategies have paved the way for further
translational research to understand disease mechanisms, de-
sign new approaches for APS classification, and ideally guide
more tailored management.

Recently, longitudinal data from the registry were investi-
gated to assess the stability over time of clinically meaningful
aPL profiles, defined as positive LA test, aCLIgG/M > 40 U,
and/or aβ2GPI IgG/M > 40U [12].More than 470 patients with
clinically meaningful aPL profiles at baseline with a median
follow-up of 5.1 years were analyzed. Approximately 80%
patients had stable aPL profiles over time (defined as clinically
meaningful profile in at least two-thirds of follow-up aPLmea-
surements), while significant changes were observed over time
in 11%. Interestingly, time did not seem to significantly impact
the probability of maintaining a clinically meaningful aPL pro-
file. Furthermore, changes in the aPL profile were less fre-
quently observed in patients with LA or triple aPL positivity
when compared other aPL profiles. These findings will be of
great value in upcoming validation studies of stored blood
samples through APS ACTION core laboratories.

Based on additional registry analyses completed over the
last decade, APS ACTION investigators demonstrated that (a)
the adjusted global APS Score (aGAPSS) might help risk

stratifying patients based on the likelihood of developing re-
current thrombosis in APS [13]; (b) younger age at diagnosis
of obstetric APS, additional CVD risk factors, history of su-
perficial vein thrombosis and heart valve disease, multiple
aPL test positivity, and higher aGAPSS at the registry entry
increase the risk of thrombosis after initial pregnancy morbid-
ity [14]; and (c) combined antiplatelet and anticoagulant ther-
apy, compared to single therapy, may decrease the rate of and
increase the time to thrombosis recurrence in patients with
APS presenting with arterial thrombosis [15].

Core Laboratory Validation and Antiphospholipid Antibody
Testing Standardization

Variability remains a challenge in aPL testing. The APS
ACTION Core laboratory validation exercises were designed
to assess intra-laboratory and inter-laboratory variability (LA
test, aCL, and aβ2GPI) in order to establish whether an ac-
ceptable degree of agreement among the APS ACTION Core
laboratories could be achieved. The LA assay was validated
based on the First International Reference Panel for LA
(National Institute for Biological Standards and Control
[NIBSC], UK) (negative, moderately positive, and strongly
positive samples used by the Core laboratories) [16].
Anticardiolipin antibody and aβ2GPI enzyme-linked immu-
noassays (ELISA) were validated based on blinded serum
samples from low, medium, and high aPL-positive patients
and from negative controls. After the completion of the vali-
dation exercises, registry samples were tested at Core labora-
tories. Two important studies were undertaken to examine the
agreement in aPL results between APS ACTION Core labo-
ratories (aPL tested based on validated protocols) and local
laboratories (aPL results entered by the investigators).

For LA testing, five Core laboratories used the same re-
agents, analyzer type, protocols, and characterized samples
for LA validation [17]. Non-anticoagulated registry samples
were retested at the corresponding regional Core laboratories
and anticoagulated samples at a single Core laboratory (UK).
Clotting times for the reference/characterized plasmas used for
normalized ratios were similar between Core laboratories (CV
<4%); precision and agreement for LA positive/negative plas-
ma were similar (all CV ≤5%) in the four laboratories that
completed both parts of the validation exercise; 418 registry
samples underwent LA testing. Agreement for LA positive/
negative status between Core and local laboratories was ob-
served in 87% (115/132) of non-anticoagulated and 77%
(183/237) of anticoagulated samples. However, 29% (120/
418) of samples showed discordance between the Core and
local laboratories or equivocal LA results. Some of the results
of the local laboratories might have been unreliable in 25%
(41/166) and 23% (58/252) of the total non-anticoagulated
and anticoagulated samples, respectively. Equivocal results
by the Core laboratory might have also contributed to
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discordance. In conclusion, this study showed that APS
ACTION Core laboratories can achieve good agreement in
LA performance by use of the same reagents, analyzer type,
and protocols.

For aPL ELISA assays, to assess the level of agreement
between the Core and local laboratory aCL and aβ2GPI
ELISA results, 497 registry samples underwent confirmatory
aPL tests following the validation exercise [18]. Categorical
agreement between the core and local laboratory values, as
expressed by Cohen’s kappa coefficients, ranged between
0.61 and 0.80 (as substantial agreement). The correlation be-
tween quantitative results in the aCL and aβ2GPI was better
for IgM and IgA compared to IgG (Spearman rho 0.789 and
0.666 vs. 0.600 for aCL and rho 0.892 and 0.744 vs. 0.432 for
aβ2GPI). In conclusion, the results of inclusion for aCL and
aβ2GPI tests used for recruitment into the registry were in
agreement to the results obtained by the APS ACTION Core
laboratories; aCL and aβ2GPI results showed very good cat-
egorical agreement. This agreement increased when consider-
ing high titer (>40 units) samples.

Clinical Trials

The first major clinical trial designed by APS ACTION was
the international, multicenter, randomized controlled trial
(RCT) assessing the efficacy of hydroxychloroquine (HCQ)
for primary thrombosis prevention in persistently aPL-
positive but thrombosis-free patients with no other systemic
autoimmune diseases. The study, partially supported by New
York Community Trust, was terminated earlier than the
planned completion date due to the low patient recruitment
rate exacerbated by the prolonged manufacturing shortage
and price increase of HCQ. Given that a small number of
patients with a relatively short follow-up were enrolled in this
RCT, and no patients developed thrombosis, we were not able
to accurately assess the effectiveness of HCQ for primary
thrombosis prevention in persistently aPL-positive patients
with no other systemic autoimmune diseases. The details of
the study design, results, and challenges have been addressed
elsewhere [19].

What Are the Current APS ACTION Collaborative
Studies?

Literature Reviews

Given the recent reports of aPL-positive patients during severe
COVID-19 [20] and potential clinical implications of
COVID-19 for APS patients, an APS ACTION COVID-19
Working Group is working on guidance that will include
mechanistic and clinical aPL and COVID-19-related discus-
sions based on an extensive literature review as well as an
agenda for future research. In addition, APS ACTION is

participating in current international collaborative efforts to
shed some light on the definition of aPL nephropathy [21, 22].

APS ACTION Clinical Database and Repository (“Registry”)

The APS ACTION Registry now includes approximately 850
patients in whom the baseline clinical and aPL phenotype
have been accurately characterized. Our current efforts aim
to better stratify these patients based on laboratory and clinical
characteristics, also analyze the long-term outcomes. The
identification of aPL-positive patients by different laboratory
profiles and clinical phenotypes has the potential to improve
risk stratification with the final aim of guiding clinicians to
better differentiate the patients, understand clinical outcomes,
and eventually prevent the occurrence of new events.

Comprehensive laboratory phenotyping, including anti-
phosphatidylserine/prothrombin antibodies (aPS/PT), aß2GPI
domain I and IV/V antibodies, anti-neutrophil extracellular
trap (NET) antibodies, and anti-activated protein C resistance
(aPCR)/anti-protein C (aPC) antibodies have been undertaken
to better define the laboratory characteristics of the APS
ACTION registry cohort.

Selected registry-based outcome studies have been focus-
ing on (a) longitudinal assessment of thrombosis risk [23] and
pregnancy outcomes [24] in aPL-positive patients; (b) charac-
teristics and outcomes of thrombotic APS patients not receiv-
ing of anticoagulation; (c) geographical clinical and laboratory
differences among aPL-positive patients; and (d) the role of
immunosuppression in primary APS.

Core Laboratory Validation

Lupus anticoagulant testing and detection, a critical step for
accurate diagnosis and management of APS patients, is char-
acterized by considerable variability between laboratories.
Lupus anticoagulant assessment in samples from patients re-
ceiving oral anticoagulants such as warfarin and other vitamin
K antagonists is particularly challenging, since most LA tests
require the presence of vitamin K–dependent coagulation fac-
tors [25]. Thus, there is concern about the validity of LA test
results in anticoagulated samples because of the potential for
false positive/negative results. This includes concern about
samples from patients receiving direct oral anticoagulants
(DOACs), as these agents (the factor Xa [FXa] inhibitors
rivaroxaban, apixaban and edoxaban, and dabigatran, a direct
thrombin inhibitor) may interfere with LA tests and may thus
lead to erroneous results [26]. However, determination of LA
status is required in certain clinical settings as well as for full
characterization of aPL status of patients in research studies
and registries such as APS ACTION.

As discussed above, when we compared Core and local lab-
oratory results [16], we identified that the discordance in LA
status was more prevalent in the anticoagulated samples (23%,
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54/237), when compared to non-anticoagulated ones (13%, 17/
132) (p = 0.03). This is of high clinical relevance as the true
result, either positive or negative, could have a major impact
on patient management. For this reason, a new project, support-
ed by APS Support UK, aims (a) first, to establish a validated
protocol for all APS ACTION Core laboratories to test for LA
status in patients receiving anticoagulation; and (b) second, to
test for LA status in the serial APS ACTION anticoagulated
samples from follow-up visits up to 10 years. For the validation
exercise, the APS ACTION Core Laboratories would use the
same reagents, same LA-positive and negative control plasmas,
under the same conditions and the same protocol. This study
would provide a highly standardized, consistent assessment of
LA status by the Core laboratories that is required to underpin
the accurate interpretation of APS ACTION clinical data. It
could also provide a protocol to contribute to working towards
widespread international standardization of LA testing, to un-
derpin accurate diagnosis and management of APS patients.

Clinical Trials

Following the early termination of our HCQ primary throm-
bosis prevention trial [19], APS ACTION has contributed to
the site selection (by promoting the studies to members) of the
completed, ongoing, or planned APS clinical trials initiated by
APS ACTION members [27, 28]. A major current effort is
directed at collaboratively designing multicenter clinical trials
in aPL-positive patients.

2020 and Beyond: Time to Explore New
Horizons

The APS ACTION Registry has matured over the past
10 years, with an established infrastructure, and an active
and co-operative collaboration of international multidisci-
plinary expert committed to the optimal care of patients.
As evidenced by the preceding sections of this report and
set out as a goal in our five-year update [29], APS ACTION
has achieved increased collaboration with internal and exter-
nal investigators for outcome, interventional, and mechanis-
tic studies. This has been linked to substantial progress in
Core laboratory work, which has demonstrated that labora-
tories can achieve good agreement in performance of aPL
assays by use of the same reagents, analyzer type, and pro-
tocols [17, 18]. These standardized Core laboratory results
underpin the accurate interpretation of APS ACTION clini-
cal data.

Since its creation, APS ACTION has developed an
established track record, with achievements including active
participation in major scientific meetings, many publications
in peer-reviewed journals, and useful interactions with pa-
tients and patient organizations. However, while there have

been significant advances in our understanding of APS, there
still remains many questions without evidence-based answers.
The ultimate goal of APS ACTION is to improve the care of
APS patients, with cognizance of the wide clinical and labo-
ratory heterogeneity, and now is the time to explore new ho-
rizons in working towards that goal.

Gaps to Fill in the Literature

Further advances in the pathophysiology, early diagnosis,
and risk stratification of APS require a focus on aiming to
fill the gaps in the literature. The first is definition of the
prevalence of APS, which is of fundamental importance, as
this has implications for the approach to clinical studies,
and patient investigation and management. Patients with
rare diseases might require national and international net-
works for the identification, classification, and study of
rare diseases and for the education of affected patients.
Matching research design to attributes of rare diseases
and interventions can facilitate the completion of RCTs
that are adequately powered [30].

Based on population studies, APS meets the definition of a
rare disease as described by Holué (prevalence ≤5 per 10,000
population) [31], with the reported prevalence 1.7–5 per
10,000 population [4, 5, 32]. However, based on our system-
atic reviews discussed above [6–8] and other prospective stud-
ies [33, 34] the true prevalence of APS is difficult to calculate
given the lack of large-scale well-designed population studies,
and the relatively common challenge of APS underdiagnosis
and overdiagnosis. Venous thromboembolism (VTE), stroke,
and pregnancy morbidity are common conditions, and further
studies are needed to define the true prevalence of APS in
these patient populations, together with assessment of the po-
tential clinical impact and cost implications of widespread
screening for aPL.

Another unmet need is focused systematic reviews to in-
form therapeutic strategies/studies. An example of a system-
atic review that provided the basis for a clinically useful study
was the review that concluded that although a positive aPL
test appears to predict an increased risk of recurrence in pa-
tients with a first VTE, the strength of this association is un-
certain because the available evidence is of very low quality
[35]. A subsequent prospective cohort study, including the
same authors, of aPL and recurrent thrombosis after a first
unprovoked VTE demonstrated that aPL and D-dimer are in-
dependently associated with recurrence after a first unpro-
voked VTE [22].

APS ACTION Clinical Database and Repository (“Registry”)

To date, with observational data covering almost the 10-year
follow-up, the registry can be considered a unique tool of its
kind to perform prospective analyses in patients with aPL to
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address open questions related to APS. Future prospective
analyses, using both standardized Core laboratory aPL tests
and registry data, will guide future research aiming to inves-
tigate the role of aPL risk profiles and improve risk stratifica-
tion. Furthermore, detailed characterization of the APS
ACTION Registry cohort could provide a basis to explore
the utility of approaches such as autoantigenomics, genome-
wide association studies (GWAS), and whole genome se-
quencing (WGS) for risk stratification and ultimately a preci-
sion medicine–based approach.

Risk stratification of APS patients can be based on the
clinical and/or laboratory phenotype. From a clinical point
of view, thrombotic recurrence risk may differ for patients
with aPL who experience initial venous or arterial throm-
botic events, demonstrated in a systematic review and
meta-analysis [36]. The authors of this study suggested
that prospective clinical trials are needed for different
thrombotic phenotypes in patients with aPL; as also sup-
ported by our studies [11], cluster analysis provides a
foundation to understand disease mechanisms, create
new approaches to classification, and ultimately develop
tailored management.

Risk stratification by laboratory criteria is currently based
on criteria aPL tests; LA test carries the highest risk for
thrombosis among all aPL tests [37] and the occurrence of
a thrombotic event may be associated with higher mortality
in patients with LA [38]. Triple aPL positivity is the aPL
phenotype that confers the highest risk of thrombosis [39].
Non-criteria aPL, such as aPS/PT [40], anti-domain-1
aß2GPI [41], anti-protein C/activated protein C resistance
(APCr) [42], and anti-NET antibodies [43], also appear to
be relevant with regard to thrombotic risk. An association
between complement activation and recurrent thrombosis in
APS patients has been demonstrated using a functional mod-
ified HAM (mHAM) assay, and patient-derived aß2GPI also
increased C5b-9 deposition on the cell surface [44]. Thus,
assessment of the APS APCTION registry patient’s proin-
flammatory profile may also contribute to risk stratification.

Some other recently introduced approaches may inform
risk stratification of APS patients. Particle-based multi-analyte
technology (PMAT), using particle-based multi-analyte test-
ing, supports aPL panel algorithm testing. The APS reagents
detect antibodies of IgG, IgA, and IgM isotypes to aCL,
aß2GPI, and aPS/PT, resulting in a panel profile of nine dif-
ferent aPL tests. Particle-based multi-analyte technology
holds the promise of closing serological gaps in autoantibody
diagnostics in APS [45]. Autoantigenomics describes holistic
characterization of an individual’s autoantigen repertoire, in-
volving identification of subgroups of patients who carry par-
ticular clusters of targeted autoantigens, e.g., belonging to
signalling pathways, to identify potential therapeutic targets.
Thus, novel single or panels of autoantigens can be employed
as biomarkers for diagnosis/prognosis [46]. Precision

medicine comprises a tailored approach to each patient, based
on genetic and epigenetic singularities and drug response. An
optimal approach requires initial evaluation to define the phe-
notype and subphenotype, assess the main pathphysiologic
pathway through biomarkers, to predict potential outcomes,
and inform the best choice of treatment and follow-up care, all
leading to cost-effective outcomes. A precision medicine ap-
proach is being developed for SLE [47, 48] and requires ap-
plication also to APS. Over the past decade, GWAS have
successfully identified associations of thousands of single-
nucleotide polymorphisms (SNPs) with human traits and dis-
eases [49]. A recent study suggests that even when applying a
GWAS approach to the study of inflammatory biomarkers,
there is increased power and precision using WGS data, pre-
sumably due to more accurate determination of genotypes
[50]. The APS ACTION Core laboratory network provides
an established base to support a structured approach to the
development of novel approaches to improve APS diagnosis
and risk stratification.

Clinical Trials

Although developing well-designed multicenter clinical trials
is an important goal of APS ACTION, an equally important
need in the field of APS is development of a toolkit to support
APS clinical studies. Components of toolkit include suitable
outcome measures for clinical studies, i.e., optimal damage
index, specific quality of life index, and disease activity index.

The initiation and development of appropriate clinical stud-
ies requires a focus on suitable outcome measures [51]. For
instance, a damage index (DIAPS) has previously been pro-
posed for thrombotic APS [52]. Of note, key manifestations of
APS, such as livedo reticularis/racemosa, multiple sclerosis-
like disease, and diffuse pulmonary hemorrhage, are not in-
cluded [53]. A retrospective analysis of 50 primary APS vs. 50
APS/SLE patients reported distinct patterns of damage in the
two groups: damage in PAPS an early event, while APS/SLE
associated with higher long-term damage, with striking incre-
ment of damage during follow-up [54]. An APS ACTION
registry-based DIAPS study in ongoing; and similar studies
should be conducted to help improve the quality of APS clin-
ical trials.

Disease burden/damage, anticoagulation, and lack of social
support contribute to the impaired health-related quality of life
(HRQoL) in APS patients, measured by the SF-36 and EQ-5D
[55]. In SLE patients, the LupusQoL disease-specific ques-
tionnaire is more sensitive and shows greater responsiveness
to change than the generic SF-36 [56]. In addition, post-
thrombotic syndrome shows a significant impact on disease-
specific QoL score, not captured by the SF-36 [57]. An option
to consider is to adapt the SF-36 for APS. The impact of the
accrual damage and treatment effect/complications in APS
patients and resultant impact on the HRQoL is not established.
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Assessment of disease activity index is challenging in APS
as many thrombotic consequences result in permanent effects.
However, some manifestations, such as transient ischemic at-
tacks or the development of thrombocytopenia, which are
amenable to treatment, can be considered as activity features.
The time is surely right for a group of international experts to
consider developing and testing a disease activity index.

Conclusion

Antiphospholipid syndrome remains a debilitating dis-
ease, with significant morbidity and mortality implica-
tions, particularly among previously healthy individuals.
Over the past five years, APS ACTION has fulfilled an
important need in APS research as the first international
collaboration among APS clinicians and investigators
focused on conducting multicenter, RCTs. We have
grown substantially in terms of increasing membership
worldwide, expanding our leadership group, and accu-
mulating a large, international database of aPL-positive
patients. In addition, tremendous progress has been
made by our members towards facilitating international
research collaboration and data sharing in order to ad-
vance APS research and development of Core laborato-
ries with the goal of standardizing aPL testing.
Members continue to identify gaps and limitations in
the existing aPL/APS literature, which APS ACTION
strives to improve upon through the design of prospec-
tive, large-scale studies with the goal of early diagnosis
and risk stratification, increased basic science research
to elucidate underlying mechanisms, and improved ther-
apies and ultimately a cure, all hopefully facilitated by
APS ACTION.

Development of the role of APS ACTION in contributing to
optimal APS patient care requires a multitargeted approach. A
focus is required on trying to define optimal antithrombotic
strategies, and the use of the adjunctive modalities such as
hydroxychloroquine, statins, and vitamin D, as well as
immunomodulation, complement inhibition, and potential new
players. Where possible, systematic reviews utilizing data from
the APS ACTION Registry and associated laboratory studies
could lead to prospective cohort studies using standardizedman-
agement based on guidelines and consensus, while RCT data
remains limited. The initiation and development of appropriate
clinical studies necessitates the development of suitable out-
come measures, including a disease activity index, an optimal
damage index, and a specific quality of life index. Progress in
clinical studies should be linked to parallel development of clin-
ical and laboratory-based risk stratification, and translational and
basic research to increase our understanding of pathophysiolog-
ical mechanisms. In addition, APSACTION is nowwell placed
to explore the development of a precision medicine approach to

optimize APS patient care, which should include investigation
of the use of autoantigenomics, GWAS, and WGS. Successful
progression of the APS ACTION initiative requires a structured
program of work and funding strategies, to maintain the infra-
structure and to support clinical and laboratory studies, with
continued development of partnerships with industry. Finally,
APS ACTION will maintain close links with patients, with the
ultimate goal optimization of patient care and experience.
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