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Abstract

Antiphospholipid syndrome (APS) is an autoimmune disease characterised by
vascular thrombosis and/or pregnancy morbidity in the presence of persistently
positive serum tests for antiphospholipid antibodies. Management of APS centres on
preventing these clinical events and in preventing chronic damage caused by these

events.

In patients with thrombotic APS, long-term anticoagulation is recommended in the
majority of cases. Although there were hopes that direct acting oral anticoagulants
could replace warfarin for prevention of thrombosis in patients with APS, this now
seems less likely due to recent trial results. There is no evidence for use of
anticoagulation in people who are aPL-positive but have never had a thrombosis but

low dose aspirin may be beneficial in those who have a higher risk aPL profile.

Management of obstetric APS is with daily subcutaneous heparin and low dose

aspirin. This gives a live birth rate of 70% or more.

Catastrophic APS is rare, occurring in 1% of patients with APS. It is characterised by
thrombosis in multiple organs simultaneously with a high mortality rate. The
management is with corticosteroids, anticoagulation and immunoglobulins or plasma

exchange.
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Antiphospholipid syndrome (APS) is an autoimmune disease characterised by the
presence of antiphospholipid antibodies (aPL) in patients who suffer either vascular
thrombosis, pregnancy morbidity or both[1]. The aPL are measured in clinical
practice by three different assays; the anticardiolipin enzyme-linked immunosorbent
assay (ELISA), the lupus anticoagulant test, and the anti-beta-2-glycoprotein |
ELISA. Patients who test persistently positive in all three of these tests are termed
triple-positive and have a higher risk of thrombosis than those who are single or
double-positive[2]. APS was first described in patients with systemic lupus
erythematosus (SLE) and often co-exists with that condition[3]. However, it can also
exist separate from any other medical condition — this is termed primary

antiphospholipid syndrome (PAPS).

Catastrophic antiphospholipid syndrome (CAPS) is a very rare form of APS (1% of
cases) in which there are thromboses in multiple organs simultaneously with a high
mortality[4]. In this issue of Clinical Rheumatology, Mesa et al discuss their

experience of treating 7 patients with CAPS and raise the issue of whether lifelong

anticoagulation is required in these patients.

According to an epidemiological study in 2019, the incidence of APS is 2 per 100
000 per year and prevalence about 50 per 100 000[5]. However, there is a larger
group of patients who are positive in one or more of the aPL tests but have never

suffered vascular thrombosis or pregnancy morbidity. For example, 20-30% of



patients with SLE may test positive for aPL, but not all of these patients will develop

clinical APS.

It is important to be aware that the management of APS in most patients is not a
guestion of relieving current symptoms, but of reducing the future risk that the patient
will develop thrombosis or pregnancy morbidity. Thus, a patient may be in the
position of taking long-term anticoagulation - with all the attendant side-effects - in
order to prevent something that may or may not happen. This balance between risk
prevention and potential side-effects of treatment creates challenges in management
of patients with APS and people who are aPL-positive. These challenges have been
addressed in European League Against Rheumatism (EULAR) guidelines in 2019[6]

and can be considered under the following headings.

Primary prophylaxis of thrombosis in people who are aPL-positive

There is no evidence supporting the use of anticoagulation in aPL-positive subjects
with no history of thrombosis or pregnancy morbidity. In general, the risks of
treatment would outweigh the benefits. It is important, however, not to forget to give
simple lifestyle advice to these individuals — not smoking, avoiding the combined oral
contraceptive pill, walking around on long flights. It is also advisable to involve a
haematologist in the management — it may be that the patent also has a non-aPL
related risk factor for thrombosis such as Factor V Leiden such that the total

calculation of risk favours anticoagulation.



Regarding use of aspirin for primary prophylaxis, the evidence is varied. A single
randomised controlled trial on 98 patients found that aspirin did not have a beneficial
effect[7]. A meta-analysis of 10 observational and one interventional study
suggested that higher quality studies did not support use of aspirin either[8], but a
subsequent more detailed analysis of five of those studies by the same authors
included individual patient data. This allowed adjustment for effects of non-aPL
thrombosis risk factors and the analysis suggested that use of low-dose aspirin
halved risk of thrombosis in aPL-positive patients (Hazard Ratio 0.43, 95%

confidence intervals 0.25 to 0.75)[9].

The EULAR guidelines therefore suggest use of low dose aspirin in those with high-

risk aPL profiles (e.qg. triple-positive)[6].

Prevention of recurrent thrombosis in patients with confirmed APS

The evidence for this group clearly supports use of long-term anticoagulation. Two
meta-analyses[10,11] concluded that patients who fulfil the classification criteria for
APS should be anti-coagulated long-term to prevent further thrombosis and advised
higher intensity anticoagulation in those with arterial thrombosis (typically INR of 3-4)
compared to those with venous thrombosis only (typically INR of 2-3). The EULAR

guidelines, however, distinguish provoked and unprovoked thrombosis and suggest



that where there has been a single venous thrombosis that was clearly provoked by

a stimulus, long-term anticoagulation may only be necessary in high-risk groups[6].

In recent years there has been great interest in the idea of replacing warfarin with the
new direct oral anticoagulants (DOACS) such as rivaroxaban and apixaban in
patients with APS. The DOACSs target single clotting factors (such as Factor X for
rivaroxaban) and have potential advantages such as not needing regular blood tests
and having fewer interactions with other drugs. Two randomised controlled studies
comparing rivaroxaban with warfarin in patients with APS have been reported. The
RAPS study in the United Kingdom randomised 110 patients and found that
rivaroxaban was non-inferior to warfarin in a laboratory outcome measure[12]. There
were no thromboses in either treatment group. However, the TRAPS study in Italy
(which unlike RAPS included only high-risk triple-positive patients) was halted
prematurely because of an excess of adverse events in the rivaroxaban arm. Of the
patients on rivaroxaban 11/59 suffered ischaemic stroke, myocardial infarction or
major haemorrhage, compared to 2/61 in the warfarin arm[13]. Although there is still
discussion about whether the DOACSs could have a role to play in lower risk patients
with APS, current advice is not to start these agents in patients with APS. In patients
already taking DOACSs an individual discussion with each patient about the pros and

cons of continuing the DOAC or changing back to warfarin is important.

Corticosteroids are not beneficial in APS (with the exception of CAPS — see below).
Hydroxychloroquine is widely used, especially in patients who also have SLE. It may

help symptoms such as arthralgia but there is no proven effect on reducing



thrombotic risk. However, hydroxychloroquine has a number of biological effects that
might potentially protect against thrombosis. For this reason, a large multi-national
randomized study (HIBISCUS) has been proposed to define the potential beneficial
effects of this drug in both obstetric and thrombotic APS. Belizna et al have
described the plan for the study and also reviewed previous clinical data on use of

hydroxychloroquine in APS[14].

Management of pregnancy in APS

For patients with a clear history of obstetric APS (generally three successive first
trimester miscarriages or one late pregnancy loss in the presence of persistent
serum aPL), the standard management is with low dose aspirin plus daily
subcutaneous heparin throughout the pregnancy. This regime is consistently
reported to give a 70% live birth rate[15] — though there may be other pregnancy
complications such as intra-uterine growth retardation or post-partum haemorrhage.
Warfarin is contra-indicated in pregnancy due to teratogenicity. Since the post-
partum period is one of high risk for thrombosis, the EULAR guidelines recommend
continuing heparin for six weeks after birth[6]. For patients with only obstetric
manifestations of APS, who have never had thrombosis, long-term anticoagulation

between pregnancies is not necessary.

In patients who have never been pregnant and are now planning a first pregnancy in
the knowledge that they are aPL-positive, it is important to take individual

circumstances into account. For example, in a patient where there are good reasons



(such as older age) to believe that it may be difficult to become pregnant again there
may be an impetus to treat with aspirin (or even aspirin and heparin) in order to give
this pregnancy the best chance of success. This, however, would not be evidence-
based and any such decision would be made in close consultation with the

obstetrician and the patient.

Management of catastrophic antiphospholipid syndrome

In this rare but life-threatening form of APS, there is often multi-organ failure[4]. It is
a medical emergency and, as described by Mesa et al in this issue urgent treatment
with a combination of anticoagulation, corticosteroids and immunoglobulins or
plasma exchange is essential[4]. Where there is necrosis of digits or whole limbs the

vascular surgeons may be involved.

Mesa et al review literature on whether all patients with APS require lifelong
anticoagulation and report favourable outcomes from withdrawing anticoagulation in
their 7 patients. Five did not suffer any further thrombosis over a mean follow-up
period of 5.5 years. Given that the overall principle of anticoagulation in APS is to
reduce risk of recurrent events, and that patients with CAPS have had the most
severe previous events of any patients with APS, one might consider that the
balance of risk in those patients might particularly favour need for treatment. On the

other hand, Mesa et al rightly point out possible side-effects of anticoagulation.
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Given the rarity of CAPS it seems unlikely that it would be easy to carry out a
randomised controlled trial to address the question of whether anticoagulation can

safely be withdrawn in these patients.

Conclusion

The primary aim of treatment in patients with APS is to reduce risk of thrombosis or
pregnancy morbidity. To prevent recurrent thrombosis long-term anticoagulation is
advised though this may not be necessary for all patients in whom there was a single
provoked venous thrombosis. Currently, starting DOACSs is not advised for patients
with APS. Combination therapy with heparin and aspirin gives a live birth rate of 70%
in patients with obstetric APS. CAPS is a medical emergency requiring urgent
treatment with anticoagulation, corticosteroids and intravenous immunoglobulins or

plasma exchange.
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