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Atrial fibrillation is not associated with 
 increased risk of venous thromboembolism: 
Results from ARAPACIS study
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Letters  
to the Editor

Dear Sirs,
In the recently published work from Chun-
Cheng Wang et al. (1) the authors explored 
the occurrence of deep venous thrombosis 
(DVT) and pulmonary embolism (PE) in 
an atrial fibrillation (AF) population-based 
retrospective cohort study. The main out-
come was outpatient visits and/or hospi-
talisation with a new diagnosis of DVT or 
PE according to International Classifi-
cation of Disease. They included 11,458 AF 
patients with 46.5 % of patients aged≥ 75 
years and 55.8 % men. Notably, among the 
entire cohort a cancer diagnosis was re-
ported in 5.92 % of patients, while 5.94 % of 
overall cohort had a concomitant lower leg 
fracture or major surgery. During the mean 
follow-up period of 3.8 years in the AF co-
hort the overall incidence rates of DVT and 
PE (per 1,000 person-years) was 2.69 and 
1.55, respectively. After mutual adjustment 
for all relevant confounding factors (sex, 
age, and comorbidities) in the competing 
risk regression model, the risk of DVT (ad-
justed hazard ratio = 1.74, 95 % confidence 

interval =1.36–2.24) as well as of PE (2.18, 
1.51–3.15) remained significantly in-
creased in the presence of AF. These find-
ings suggest that AF is independently as-
sociated with an increased risk of DVT and 
PE.

We recently published data from a large 
multicenter study including 2,027 AF pa-
tients referring to 136 Italian centers of In-
ternal Medicine, the ARAPACIS study (2). 
The objective of the study was to estimate 
the prevalence of PAD in non valvular AF 
patients and its role in predicting vascular 
events. Among patients included in the 
ARAPACIS study 47 % aged≥ 75 years and 
55 % were males (2). Regarding the dis-
tribution of classical atherosclerotic risk 
factors, hypertension was recorded in 82 % 
of patients, while diabetes and dyslipidae-
mia was recorded in 23 % and 38 % of 
cases, respectively. Cerebrovascular disease 
and heart failure affected 12 % and 20 % of 
cases. Globally, around 84 % of patients 
were treated with an antithrombotic drug 
(i. e. oral anticoagulants, antiplatelets or 
both of them) (2).

During a median (IQR) follow-up time 
of 34.7 (22.0–36.0) months, we recorded 
only three DVT/PE events of which only 
one was fatal, resulting in a cumulative 
incidence of 0.65 per 1,000 person-years; 
these patients were all on anticoagulant 
treatment. This finding, which is in 
contrast with the Wang’s report, suggests, 
in fact, that in AF the incidence of DVT 
and PE is low. One possible explanation is 
that the cohort by Wang et al included AF 

patients with concomitant presence of 
lower leg fracture, major surgery and neo-
plasms, which increase per se the risk of ve-
nous thrombosis (3) independently from 
AF; of note, AF patients with these charac-
teristics were excluded from the ARAPA-
CIS trial (4). Moreover, whilst the authors 
particularly evaluate the role of oral oes-
trogen therapy on incidence of DVT/PE, 
the possible role of chemotherapy on ve-
nous thrombotic events risk (5), especially 
given the concurrent neoplastic diagnosis, 
has not been considered at all. Another 
crucial issue regards the antithrombotic 
therapy. Our cohort is characterised by a 
high thromboembolic risk with 84 % of pa-
tients having a CHA2DS2-VASc score equal 
or more than 2, resulting in a frequent use 
of anti-thrombotic drugs (2). 
CHA2DS2-VASc as well as the use of anti-
thrombotic drugs was not reported. It is 
crucial, therefore, that Authors provide 
separated DVT and PE rates according to 
use or not of anti-thrombotic drugs, in 
order to better appreciate the risk of venous 
thrombosis in AF.
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