
PRACTICAL GASTROENTEROLOGY • JULY 2011 25

Recurrent Venous Thromboembolism
in Inflammatory Bowel Disease

INFLAMMATORY BOWEL DISEASE: A PRACTICAL APPROACH, SERIES #72

Seymour Katz, M.D., Series Editor

Gottfried Novacek

INTRODUCTION

Venous thromboembolic events are a relevant
cause of morbidity and mortality in patients with
inflammatory bowel disease (IBD).1–10 The risk

of venous thromboembolism (VTE) among IBD
patients is 2- to 4-fold increased compared to non-IBD
subjects.3,4,8,9 The reason for that finding is not com-
pletely understood, but acquired risk factors such as
active disease, fistulas, and abscesses appear to play
the most relevant role.4,9-11 Surgery, immobilization,
dehydration, and central venous catheters can in addi-
tion raise the risk of VTE.10,11 Regardless of such
disease-related factors the risk of VTE increases with
age.12 Deep venous thrombosis (DVT) of the lower
and upper limbs and pulmonary emboli (PE) are the
most common locations of VTE in the general popula-
tion as well as in IBD patients.10–12 Unusual sites of
thrombosis include cerebrovascular, portal, mesente-
ric, or retinal veins.10,11

RECURRENT VTE
The major complications of VTE are death and recur-
rence,13,14 which occurs in 5%–10% of non-IBD
patients per year and is fatal in approximately 5%.13

Standard treatment of acute VTE is heparin followed
by vitamin K antagonists for several months.15 This
anticoagulant treatment can prevent recurrent
VTE,15–18 but can cause severe or fatal bleeding.19

Thus, in an individual patient the risk of recurrent VTE
should be balanced against the risk of bleeding.15

Several clinical and laboratory risk factors for recur-
rent VTE have been described. However, prediction of
recurrence in an individual patient still remains a chal-
lange.15 This risk is especially high in patients with
unprovoked first VTE (without temporary risk factors
such as surgery, trauma, or pregnancy).15 Men have a
higher risk then women.15,20 Female hormone intake is
not only a risk factor for first VTE but also for recur-
rence among women who continue hormone intake
after first thrombosis.15 The risk of recurrent VTE is
also predicted by the location of first VTE and is hig-
hest in patients with proximal DVT and PE.15 Patients
with cancer have a high risk of recurrence, despite the
use of anticoagulation treatment.15 Further risk factors
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are multiple episodes of thrombosis in the history,
overweight, residual vein thrombosis and antiphospho-
lipid syndrome.15 These clinical features as well as the
most important laboratory parameters associated with
increased risk of recurrent VTE are listed in Table 1.
However, the relevance of laboratory screening for
thrombophilia seems to be limited. Amongst others
due to the fact that one third of patients with recurrent
unprovoked VTE have normal test results and a nega-
tive finding from thrombophilia testing could therefore
lead to a false sense of safety for patients.15 In a large
prospective cohort study patients with a first unprovo-
ked VTE only patient’s sex, thrombosis location, and
concentration of D-dimer were related to increased
risk of recurrence.15,21 On the basis of these variables
the individual risk of recurrent VTE can be estimated
by the use of an online risk calculator. However, this
prediction model needs to be validated. 

THE RISK OF RECURRENT VTE 
IN PATIENTS WITH IBD
In IBD patients the recurrence rate of VTE and risk
factors of recurrence have been widely unknown. In a
recently published large cohort study we could show
that IBD is an independent risk factor for recurrent
VTE and, thus, IBD patients are at high risk of recur-
rent thrombosis after a first venous thromboemblic
event.10 We evaluated 2811 patients with IBD (recrui-
ted from outpatients clinics at 14 Austrian referral cen-
ters) and found 116 patients with a history of DVT
and/or PE. The primary end point was objectively con-
firmed recurrence of symptomatic DVT and/or PE
after discontinuation of anticoagulation. 35 of the 116
IBD patients with first VTE (30%; recurrence rate 6%
per patient year) had recurrence (22 DVT and 13 PE).
The cumulative probability of recurrence at 5 years
after discontinuation was 29%. This was lower in
those 30 patients with first VTE provoked by surgery
or trauma (17%) and higher in 86 patients with first
unprovoked VTE (33.4%). In a multivariate model,
only male sex and age at first VTE were associated
with a significantly increased risk of recurrent VTE. 

Recurrence rates of IBD patients were compared
with the results of 1255 prospectively followed non-
IBD patients with a first unprovoked VTE. Compared

to controls, patients with IBD tended to be younger,
had a shorter duration of anticoagulation, and more
often a thrombosis of the proximal leg veins. The pro-
bability of recurrence after 5 years was higher among
IBD patients with unprovoked first VTE (33%) than
among patients without IBD (22%). After adjustment
for potential confounders, IBD was an independent
risk factor of recurrent VTE (hazard ratio = 2.5; 95%
CI: 1.4-4.2; P = 0.001).

DISCUSSION
How should we try to prevent recurrent venous throm-
boembolism in IBD patients? Recurrence of VTE can
be almost wholly prevented by anticoagulant therapy,
but at the price of an increased bleeding risk.10,15 Thus,
assessment of the risk of recurrence is important to bal-
ance the recurrence risk and the risk of bleeding during
anticoagulation.10,15 In non-IBD patients with VTE

(continued on page 28)

Table 1.
Clinical features and laboratory markers 
associated with increased risk of recurrent 
venous thromboembolism

Clinical features
• Unprovoked (absence of temporary risk factors)
• Proximal deep vein thrombosis and pulmonary emboli
• Male sex
• Multiple VTE
• Cancer
• Continued oestrogen use
• Overweight
• Residual vein thrombosis

Laboratory markers
• High concentrations of fibrinogen, factor VIII, 

or factor IX
• Hyperhomocysteinemia
• Factor V Leiden
• Factor II G20210A (prothrombin mutation)
• High D-dimer
• Increased generation of thrombin
• Coagulation inhibitor deficiency
• Phospholipid antibodies
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secondary to a transient risk factor such as surgery or
trauma, discontinuation of anticoagulation after three
months is recommended due to the low recurrence
risk.22 In contrast, anticoagulation for more than three
months should be considered in non-IBD patients with
VTE in the absence of a provoking factor since the risk
of fatal recurrent VTE outweighs the risk of fatal
bleeding.10,22 In our recently published cohort study
we could show, that IBD is an independent risk factor
for recurrent VTE.10 Thus, the risk of recurrence in
IBD patients with unprovoked VTE was even signifi-
cantly higher than in non-IBD patients (33% after 5
years).10 These IBD patients, therefore, should be par-
ticularly considered for prolonged anticoagulation (>3
months) after a first VTE.10 However, bleeding is a

common symptom during acute flares of IBD indepen-
dent from anticoagulation treatment. The risk of bleed-
ings during vitamin K antagonist treatment is unknown
in IBD patients and might be higher than in non-IBD
patients.10 Thus, more data on the bleeding risk during
anticoagulation are needed to estimate the benefit of
prolonged anticoagulant treatment in IBD patients.10

However, it is likely that IBD is a varying thrombosis
risk factor dependent on the clinical situation such as
acute flares. For example, half of the IBD patients had
active disease at the time of recurrent VTE. Thrombo-
prophylactic regimens during flares of active disease
should especially be considered for IBD patients with a
history of VTE.10 The association between active dis-
ease and VTE has been reported recently in a cohort
study.9 The relative risk at the time of flare was higher
during ambulatory periods than during hospitalised
periods.9 However, the absolute risk of VTE was high-
est in hospitalised patients with active disease. Beside
inflammatory activity, also fistulas and abscesses as
well as surgery, immobilisation, dehydration and cen-
tral venous catheters can enhance the risk for thrombo-
sis (Table 2).11 Effective therapy of active IBD and
complications, therefore, might also help to reduce the
risk for thrombosis.10 n
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Table 2.
Clinical IBD-related features associated 
with increased risk of venous thrombosis 
(maybe also associated with increased risk 
of recurrent thrombosis)

• Acute flare
• Fistulas/abscess
• Surgery 
• Hospitalisation
• Immobilisation
• Dehydration
• Central venous catheter

Table 3.
Core messages about IBD and venous 
thromboembolism (VTE)

• IBD is a risk factor for first and recurrent VTE.
• Inflammation appears to be the most relevant clinical

IBD-related feature associated with increased risk 
of VTE.

• Thromboprophylaxis during flares of active disease
should especially be considered for IBD patients 
with a history of VTE as well as for those who are 
hospitalised.

• IBD patients with first unprovoked VTE should be 
considered for prolonged (>3 months) anticoagulation.

• The risk of bleeding might be increased in IBD patients
during anticoagulation treatment.
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