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To the Editor,
Antiphospholipid syndrome (APS) is an acquired 
thrombophilic disorder characterized by recurrent 
thrombosis, fetal losses, and/or thrombocytopenia 
[1]. In addition, some APS patients may have cardio-
vascular events associated with traditional risk fac-
tors [2]. One important risk factor for cardiovascu-
lar disease (CVD) is the presence of menopause. An 
increased chance of CVD has been observed during 
the climacteric phase [3]. However, we were unable to 
find any previous study that has specifically evaluat-
ed the effects of menopause in women with primary 
APS. Therefore, the objective of this work was to as-
sess the clinical and laboratory associations of wom-
en with primary APS patients at pre-menopause and 
post-menopause.

Patients with primary APS (pAPS) were studied 
to analyze the clinical and serological differences be-
tween individuals at menopause (M) and pre-meno-
pause (PM). Forty-nine female pAPS (Sidney crite-
ria) [4] were included in this observational analysis, 
which excluded men and patients with other connec-
tive tissue diseases. Data were obtained using chart 
review and also clinical examination. IgG and IgM 
anticardiolipin antibodies (ACL) were measured at 
least twice using ELISA (Inova Diagnostics, Inc., San 
Diego, USA). Moreover, lupus anticoagulant (LAC) 
was detected following international hematological 
guidelines [5]. An informed consent was obtained 
from each participant.

In this sample, 13/49 (26.5%) were post-meno-
pause (group 1), and 36/49 (73.5%) were pre-meno-
pause (group 2). We detected the following significant 
differences: group 1 had greater mean age (53.2±4.5 

vs. 34.6±7.9 years old, p<0.0001), thiazide use (30.8% 
vs. 8.3%, p=0.049), statin use (53.9% vs. 16.7%, 
p=0.009), arterial events (84.6% vs. 50%, p=0.03), 
Sneddon’s syndrome (46.2% vs. 16.7%, p=0.033), 
dyslipidemia (61.5% vs. 13.9%, p=0.014), family his-
tory of coronary disease (30.8% vs. 2.8%, p=0.006), 
and lipoprotein(a) levels (72.9±51.5 vs. 38.4±34.5 
mg/dL, p=0.039) than group 2. Concerning lipid 
levels, HDL-C levels (52.1±13.4 vs. 62.8±13.3 mg/
dL, p<0.001) were lower in group 1 compared to 
group 2. Although mean levels of total cholesterol 
(183±40 vs. 189 41 mg/dl, p=0.18), LDL-c (108±34 
vs. 110±41 mg/dL, p=0.87) and VLDL-c (20.2±10.5 
vs. 19.7±9.8 mg/dL, p=0.21) and triglycerides 
(20.2±10.5 vs. 19.7±9.8 mg/dL p=0.217) were alike 
between the groups. On the other hand, group 1 had 
less frequent pulmonary thromboembolism (7.7% vs. 
38.9%, p=0.037). No other variable, including disease 
duration, stroke, thrombocytopenia, lupus anticoagu-
lant, sedentarism, smoking, and others, were signifi-
cantly different between groups 1 and 2 (p>0.05). We 
proceeded with a multiple logistic regression analysis, 
and the independent variable associated with the pres-
ence of menopause was only dyslipidemia (p=0.01) 
and low HDL-C (p=0.01).

The present study found for the first time that fe-
males post-menopausal with pAPS have different dis-
ease spectra in comparison to women pre-menopaus-
al. More specifically, menopause is associated with the 
presence of dyslipidemia with low HLDL-c.

Previous studies of the literature, including our 
group, have shown that pAPS is linked to dyslip-
idemia, specifically with low HDL-C levels [6]. 
However, this is the first study to evaluate specifi-
cally female pAPS subjects pre- and post-meno-
pausal and found these aspects. In the literature, 
low HDL is commonly described during the aging 
process. The literature shows a positive association 
between HDL-C levels and atherosclerosis-related 
conditions in PM women [7, 8]. Elevated levels of 
LDL-C, triglyceride, and total cholesterol are related 
to CVD, with substantial links to HDL-C levels. An 
improved understanding of the changes in the levels 
of HDL-C and other lipids in response to meno-
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pause status will ensure more consistent strategies 
objecting to reduce CVD risk.

Advantages of this work were: inclusion of only pa-
tients with primary APS; therefore, we excluded asso-
ciated diseases linked to APS, such as lupus, that may 
cause dyslipidemia. Regarding study limitations, some 
possible ones were the relatively low number of par-
ticipants and the absence of a healthy control group. 
Therefore, future studies including a large number of 
participants and a healthy control group are desired.

It is essential to be aware that the coexistence of 
these three conditions (APS, menopause, and dys-
lipidemia), may be associated with amplified cardio-
vascular morbidity that could be even bigger than the 
risks associated with each separated element.

In conclusion, post-menopausal women with 
PAPS have an increased risk of low HDL-C in com-
parison to pre-menopause ones. It alerts to the fact of 
being aware of this dyslipoproteinemia, and suggests 
measuring lipid levels in patients with pAPS. Future 
studies with a larger number of subjects are needed to 
confirm the present data.
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