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Background: Thrombocytopenia and autoimmune hemolytic anemia (AIHA) are
common hematologic manifestations in primary antiphospholipid syndrome
(APS). Although splenectomy is considered a second-line treatment in both pri-
mary immune thrombocytopenia (ITP) and idiopathic AIHA, its role in APS
patients with either one of these manifestations has not been adequately defined,
mainly because of the theoretically increased risk of thrombosis for patients with
APS who undergo surgery.
Objectives: To determine the safety and efficacy of splenectomy for ste-
roid-refractory thrombocytopenia or autoimmune hemolytic anemia in
patients with primary APS, when compared to patients with ITP or idio-
pathic AIHA.
Methods: We performed a retrospective, single-center, case-control study.
We included patients with primary APS and either thrombocytopenia, or
autoimmune hemolytic anemia/Evans syndrome who underwent splenec-
tomy between 2000 and 2018. The control group was made up by
patients with primary immune cytopenias (ITP or AIHA) who also under-
went splenectomy during that period. Cases and controls were adjusted
by age, the hematologic manifestation and date of splenectomy. We
recorded demographic, clinical and serologic characteristics at the time of
surgery and during follow-up.
Results: We included 34 patients in each group. Thrombocytopenia was
the indication for splenectomy in 53% of patients, with AIHA or Evans
syndrome comprising the remaining 47%. Most patients were female
(78%) and median age was 37 years. Among APS patients, 41% had tri-
ple antibody positivity.
There were no differences regarding comorbidities between groups.
Patients with APS received more immunosuppressive treatment lines
before splenectomy compared to controls (p=0.02), and there was a trend
for more high-dose steroid cycles in the APS group (p=0.07). Median
time to splenectomy was 54 months in APS patients and 18 months in
controls, but without statistical significance.
Regarding splenectomy, most were laparoscopic (88%) and surgical com-
plications were similar between groups (18%). However, patients with
APS had a higher incidence of global non-surgical complications in the
first month (50 vs 23%, p=0.04), most of them being infections (21 vs
3%, p=0.05). There was no difference in the incidence of postsurgical
thrombosis, venous or arterial, between groups.

Most patients achieved a global response after one month (85% in APS
group, 91% in controls, p=0.7). Complete response was observed in 65%
and 79% of cases and controls, respectively (p=0.27). Median follow-up
time was 52 months for APS patients and 41 months for controls. There
were no differences regarding relapse which required any treatment
adjustment between cases and controls (44% and 38%, respectively,
p=0.8, Fig 1). However, 47% of APS patients received a prolonged main-
tenance immunosuppressive treatment, compared with 6% of controls
(p<0.01). The incidence of infections and thrombosis during follow-up was
similar between groups (p=0.15 and p=0.7, respectively; Fig 2).
Conclusion: Splenectomy is associated with adequate and long-lasting
responses in APS patients with cytopenias, which do not differ from
patients with non-APS-associated thrombocytopenia and AIHA. Thrombosis
was not a common complication in our patients; however, there was a
higher incidence of infections in APS patients. This could be related to
the higher steroid doses and more intensive previous immunosuppressive
therapies. Splenectomy could be considered an earlier treatment option
for APS patients with refractory cytopenias, and this could reduce infec-
tion risk and post-surgical morbidity.
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Background: The relapse rate in antiphospholipid syndrome (APS)
remains high, 20% at 5 years in thrombotic APS and 28% in obstetrical
APS (1). Hydroxychloroquine (HCQ) appears as an additional therapy,
with immunomodulatory and antithrombotic effects (2-5).
Objectives: The main aim of this trial is to assess the efficacy of treat-
ment with Hydroxychloroquine in preventing new events in primary anti-
phospholipid syndrome patients.
Methods: We have performed a retrospective multicentre open-labelled
study (2002-2018).
Results: 812 patients with APS from 53 international centres from 16 countries
were included. In all cases, the previous standard treatment was inefficient. The
mean follow-up was 20.2 months (8- 144 mo), the mean age 39.5 years old. The
type of clinical manifestations is described in figure 1.
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The obstetrical manifestations were various as described in figure 2.
The number of thrombotic events were 190 arterial and 187 venous. Tri-
ple antiphospholipid antibody (tAPL) positivity was found in 20% of
patients and lupus anticoagulant (LA) in 22%. No bleeding was registered
in 99,6% of cases with treatment by HCQ. HCQ use was associated
with favourable outcome in 96% of cases (figure 3).

In multivariate analysis, age more than 65 years was associated with
arterial events (odds-ratio 0.13 95%CI 0.03-0.32, p 0.005).
Conclusion: HCQ could be effective in cases of refractory APS but pro-
spective studies are necessary.
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Background: Hydroxychloroquine is an anti-malarial drug that not only
exerts immunomodulatory and anti-thrombotic properties, but also has
been shown to reverse several effects mediated by anti-phospholipid anti-
bodies (aPL) in models of obstetric anti-phospholipid syndrome (APS).
Not surprisingly, HCQ, whose prescription during gestation is perfectly
safe, has been proposed as an additional therapeutic tool in obstetric
APS, but evidence of ist efficacy is still scant.
Objectives: This study investigates how treatment with HCQ, prescribed
in different combinations with low-dose aspirin (LDASA) and low-molecular
weight heparin (LMWH), affects the probability of pregnancy morbidity
(PPM).
Methods: Data on pregnancies in women with persistent aPL positivity at
any titre, with or without autoimmune diseases, were retrospectively col-
lected at a single centre.
A weigthed generalized estimated equation (GEE) model was applied to
quantify the effect of treatment with HCQ on PPM, allowing to: i) evaluate
pregnancy outcomes over time using available longitudinal data; ii)
account that pregnancies of the same woman are not independent
events; iii) consider that women had a different number of pregnancies;
iv) estimate the role of several confounders and predictors.
The model envisaged as dependent variable pregnancy outcome as a
binary outcome, defined for each pregnancy as “obstetric complication
yes versus no” (pregnancy loss before 10 weeks, pregnancy loss after
10 weeks, premature birth before 34 weeks, according to updated APS
classification criteria).
Results: Three-hundred-eighty-one women were recruited in this study:
155 women with aPL positivity (100 women with positivity for criteria aPL
and 55 women with low titer aPL) and 226 women with autoimmune dis-
eases but negative aPL. Data were collected on 847 pregnancies: 458 in
women with positive aPL (172 in women with criteria aPL and 286 in
women with low titer aPL) and 389 in women with autoimmune disease
and negative aPL.
PPM in untreated patients are presented in Table 1. Table 2 reports PPM

in women receiving LDASA+/- HCQ, LDASA + LMWH +/- HCQ.
Conclusion: HCQ, when added to LDASA or on the top of standard
treatment with LDASA and LMWH, allows to reduce PPM. Most impor-
tantly, HCQ plus the combo LMWH + LDASA leads to a significantly
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