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number of studies that assessed the predictive value of the more recently identiﬁed APLs. New laboratory test explores the pathophysiology of
Review
APL including the generation of auto antibodies to β2GpI, which may
predict the risk of having a clinical event [51,52].
The role of an isolated immunological thrombotic process with
activation of the complement pathway, endothelial cells, monocytes,
and platelets, overproduction of tissue factor and thromboxane A2
4. Discussion
[53] in APL-positive subjects is hypothetical. In fact, arterial and venous
events share several risk factors, e.g. age, obesity, smoking, diabetes
The aim of this meta-analysis was to assess the relationship bea
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Despite the small number of studies, the associations between
β2GpI, aPT and aPS and the risk of arterial thrombosis were all significant with OR = 3.12 (CI 1.51; 6.44, p = 0.002), OR = 2.95 (CI 1.31;
6.66, p = 0.009) and OR = 6.00 (CI 3.07; 11.7, p b 0.001), respectively.
No data were available for aPE.
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a b s t r a c t
Aim: To evaluate the magnitude of venous and arterial thrombosis risk associated with antiphospholipid
antibodies (APLs) in adults without systemic lupus erythematosus (SLE).
Methods: Case-control and cohort studies were selected from the MEDLINE and Cochrane Library databases.
Two investigators independently extracted data on study design, patient characteristics, venous and
arterial events and exposure to APLs, including lupus anticoagulant (LA), anticardiolipin (aCL), anti-β2 Glycoprotein I (β2GpI), anti-prothrombin (aPT), anti-phosphatidyl serine (aPS), and anti-phosphatidyl ethanolamine (aPE).
Results: 30 studies were included (16,441 patients). The odds ratio (OR) for venous thrombosis was
6.14 (95% conﬁdence interval [CI] 2.74–13.8) in LA-positive patients (5 studies, 1650 patients) and 1.46
(CI 1.06–2.03) in aCL‐positive patients (12 studies, 5375 patients). None of the associations with more
identiﬁed
APLs
was signiﬁcant,
but fewerantibody
studies
were
available.
For arterial thrombosis,
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plot).
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Fig. 3. Risk of arterial thrombosis according to type of antiphospholipid antibody (global forest plot).
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• Survenue de 28 évènements
cliniques pendant le suivi:

Introduction: The long-term risk of first thrombosis and benefit of prophylaxis in antiphospholipid antibody (aPL) carriers without history of thrombosis or obstetrical morbidity is
poorly known. This study aimed to evaluate the long-term rate and risk factors associated with
a first thrombosis in those patients. Patients and methods: After a prior study ended in
December 2005 and was already published, we extended the follow-up period of our cohort
of aPL carriers. Results: Ninety-eight of the 103 patients of the previous study were included.
The annual first thrombosis rate was 2.3% per patient-year during a median of 13 years
30%
de thrombosis,
SAPL but
(6–17). None of the baseline characteristics was predictive of risk
of first
persistent aPL over time were associated with an increased risk.àThe
stronger
15 ans association
was found in triple aPL-positive carriers: OR 3.38 (95% CI: 1.24–9.22). Of note, conversely
to our previous findings, no benefit of aspirin prophylaxis was observed. Conclusion: The risk
of first thrombosis in aPL carriers without history of thrombosis or obstetrical morbidity
was significant, persisted linearly over time and was associated with persistent aPL. This
risk was especially increased in triple aPL-positive carriers, in whom a close follow-up
seems to be necessary. Nevertheless, the benefit of aspirin prophylaxis remained
unclear. Lupus (2017) 26, 163–169.
Key words: Antiphospholipid antibody; antiphospholipid syndrome; anticardiolipin antibody;
lupus anticoagulant; anti-beta2 glycoprotein I antibody; triple positivity; thrombosis; prevention; aspirin
Figure 1

Thrombotic event-free survival curve.
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Background/Purpose: Long-term anticoagulation is the standard treatment for thrombotic
antiphospholipid syndrome (APS). However, in daily practice, the question of withdrawing
anticoagulation may arise, without any evidence-based recommendations. This study aimed to
assess outcomes in APS patients after anticoagulation withdrawal. Methods: Thrombotic APS
patients followed in our centre, whose anticoagulation was withdrawn after APS diagnosis,
were retrospectively selected, and were match-controlled with patients under anticoagulation,
based on sex, age, APS clinical phenotype and disease duration. Results: Thirty cases with
anticoagulation withdrawal were included. Median follow-up was 51 months (12–124). The
risk of thrombotic relapse was higher in cases compared to controls (7.3% versus 1.5%
patient-year (p ¼ 0.01); hazard ratio 4.8; 95% confidence interval (1.4–16.7)). Male gender,
anti-b2GP1 and triple positivity at inclusion were predictive factors for thrombotic relapse.
Conversely, aspirin prescription was a protective factor against relapses. Persistence of LA,
anti-b2GP1 and triple positivity over time were associated with a higher risk of thrombosis
and aPL disappearance with a lower risk. Conclusion: In our study, anticoagulation withdrawal was associated with an increased risk of thrombotic relapse. Our findings emphasize
the influence of anti-b2GP1 and triple positivity persistence over time on the risk of relapse
and the benefit of aspirin prescription when anticoagulation has been withdrawn. Lupus
(2017) 0, 1–8.
Key words: Anticoagulant therapy; antiphospholipid syndrome; antiphospholipid antibody;
relapse; thrombosis
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disorders, and treatment modalities (antiplatelet and/or anticoagulant).
included presence of a sudden onset of neurological deficit, with
Patients were observed until first recurrent thrombosis (arterial, venous,
evidence of new brain injury on computed tomography (CT) or
or microvascular) or last clinic or registry visit. Baseline measures across
magnetic resonance imaging. Diagnosis of TIA was defined as the
treatment groups were compared using x2 and Kruskal-Wallis tests for
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Fig. 3. Forest plot for artery versus venous subgroup analysis.
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Fig. 4. Forest plot for subgroup analysis according to study design.
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of 120 patients (59 randomized to rivaroxaban and 61 to warfarin) because of an excess of
events among patients in the rivaroxaban arm. Mean follow-up was 569 days. There were
11 (19%) events in the rivaroxaban group, and 2 (3%) events in the warfarin group.
Thromboembolic events occurred in 7 (12%) patients randomized to rivaroxaban (4 ischemic stroke and 3 myocardial infarction), whereas no event was recorded in those randomized to warfarin. Major bleeding occurred in 6 patients: 4 (7%) in the rivaroxaban group
and 2 (3%) in the warfarin group. No death was reported. The
use ofwww.bloodjournal.org
rivaroxaban in high-risk patients with
From
by antiphospholipid
guest on Dece
syndrome was associated with an increased rate of events compared with warfarin, thus showing no beneﬁt and excess
risk. This trial was registered at www.clinicaltrials.gov as #NCT02157272. (Blood. 2018;132(13):1365-1371)
events with
rivaroxaban compared
with warfarin in
patients with
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L’expérience des Anticoagulants Oraux Directs

Increased risk of thrombosis in antiphospholipid syndrome patients treated
with direct oral anticoagulants. Results from an international patient-level
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Introduction

Triple-positive individuals make up ,50% of those positive for
1 or 2 tests exploring the presence of aPL antibodies.4 Secondary
prevention of thromboembolic events is the primary therapeutic
goal in these patients, and the mainstay treatment is warfarin,
because it signiﬁcantly reduces thromboembolic recurrences.8-10
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Results: We identiﬁed 47 studies corresponding to 447 APS patients treated with DOACs. Three commercially
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would be a safe alternative to warfarin.
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patients when INR is kept at target values .3.11,12 An anticoagulant with a predictable effect and no need for monitoring
would be of interest to the young population of patients with
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Figure 1. Cumulative incidence of events (death, thromboembolic events, and
major bleeding) in the rivaroxaban group (dotted and dashed line) and in the
warfarin group (solid line).

L’arrêt des Anticoagulants après négativation
ça donne quoi ?
• Notre expérience:
• 32/238 patients => Négativation (> 3 dosages)
• 19 SAPL veineux, suivi moyen 66 mois après négativation
• 8 Triple positifs au départ, 7 profils instables

9 récidives avant négativation:
5 sous ttt: 3V 2A
4 sans ttt: 2 obst, 1V, 1A

4 récidives après négativation:
1 sous ttt: 1A
3/9 sans ttt: 3V => 3A

La littérature, 18 patients, zéro récidives à 20 mois, 10 patients, 25% de récidive à 21 mois

Des alternatives thérapeutiques ?
• Bélimumab (1): 3 patients LES négativant leurs ACL, antibéta2GPI mais
pas le LA…
• Anakinra (2): 1 patiente SAPL art/obst, négativation triple positivité
• Arrêt des médicaments inducteurs…
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Merci pour votre attention

