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Duration of Anticoagulation After VTE in Real-World Clinical

Practice: RIETE Registry (N=6944)

55%

» 55% des patients ayant une MTEV provoquée sont traités ≥ 12 mois  

W. Ageno et al.  Thrombosis Research 135 (2015) 666–672



Risque hémorragique au-delà des 3 premiers mois de 
traitement

AVK > 3 mois (6 à 48 mois)

ð Hémorragies majeures: 2,74 / 100 patients-année
(IC95%: 2,71-2,77)

ð Hémorragies mortelles: 0,63 / 100 patients-année
(IC95%: 0,61-0,65)

Méta-analyse1

9 études
2422 TVP-EP

1Linkins Ann Intern Med 2003;139: 893-900
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Récidive: Impact des facteurs provocants



Récidive de MVTE à l’arrêt du traitement chez les femmes ayant thrombosé sous 
contraception oestro-progestative

Kearon et al. Annals Intern Med 2014



Thrombophilie : facteur de risque de récidive ?

Christiansen, S. C. et al. JAMA 2005;293:2352-2361. 



Score HERDOO2  
ðfemmes à faible risque de récidive 
§ HER: any Hyperpigmentation, Edema, or 
Redness in either leg: 1pt

§ VIDAS D-dimer ≥ 250 µg/L: 1pt
§ Obesity (BMI>30kg/m2): 1pt
§ Older age ≥65 years: 1pt

ðRisque faible: 0 - 1 point
ðRisque élevé: ≥ 2 points



Résultats

% per 100 patient 

years (95% CI)

Risque  de récidive si arrêt des AC chez les femmes à haut risque est identique à celui des hommes:

7.4%, (3.0-15.3%) vs 8.4% (5.0-13.2%)



Traitement anticoagulant indéfini: quels patients?

EPTraitement court Traitement au long cours
AVK ou AOD doses pleines

Traitement au long cours?
Quel traitement?

1ère EP
Facteur favorisant majeur

Contexte hormonal

Facteur de risque majeur 
persistant: cancer, APL, AT, 
maladie inflammatoire 
chronique

Femme HERDOO2 = 0-1 Récidive non provoquée
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Etude AMPLIFY extension: 
apixaban (2 dosages) vs placebo

Agnelli et al. NEJM 2013, 

Api 2,5 mg vs Pbo HR=0.33 (0.22-0.48)
Api 5 mg vs Pbo HR=0.36 (0.25-0.43)

Saignements majeurs et 
cliniquement significatifs

Api 2,5 mg vs Pbo HR=1.2 (0.69-2.1)

Api 5 mg vs Pbo HR=1.6 (0.96-2.7)

Récidive MTEV



EINSTEIN CHOICE Evaluated Rivaroxaban Versus ASA for Extended 
Treatment of VTE

30-day
follow-up

Rivaroxaban 10 mg od

n=1136

Day 1

ASA 100 mg od

n=1139
12-month planned

treatment duration†

Population: 
Patients with confirmed 

symptomatic PE/DVT who 
completed 

6–12 months’
anticoagulation*

R

N=3396

Objectives: Compare the efficacy and safety of once daily rivaroxaban (20 or 10 mg) with aspirin (100 mg) in VTE patients who 
completed 6 to 12 months of treatment and with equipoise regarding the need for extended anticoagulation

Rivaroxaban 20 mg od

n=1121

*Completed 6–12 months anticoagulation at randomization with no interruption of anticoagulation >1 week
†Patients randomized after the requisite number of primary efficacy outcomes was reached were treated for ≥6 months

Weitz JI et al, Thromb Hemost 2015;114:645–650; 
Weitz JI et al, N Engl J Med 2017:doi:10.1056/NEJMoa1700518

Multicentre, randomized, double-blind, active-comparator, event-driven, superiority study



Both Rivaroxaban Doses Provided Superior Reduction in 
Recurrent VTE Rates Compared with ASA

Number of patients at risk
Rivaroxaban 20 mg od 1107 1102 1095 1090 1084 1079 997 876 872 860 794 718 0
Rivaroxaban 10 mg od 1126 1124 1119 1118 1111 1109 1029 890 886 867 812 723 0
ASA 100 mg od 1131 1121 1111 1103 1094 1088 1010 859 857 839 776 707 0

Intention-to-treat analysis

Weitz JI et al, N Engl J Med 2017:doi:10.1056/NEJMoa1700518

ASA 100 mg od

Rivaroxaban 20 mg od

Rivaroxaban 10 mg od
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Rivaroxaban 20 mg od vs ASA
17/1107 (1.5%) vs 50/1131 (4.4%)
HR=0.34 (95% CI 0.20–0.59), p<0.001

Rivaroxaban 10 mg od vs ASA
13/1127 (1.2%) vs 50/1131 (4.4%)
HR=0.26 (95% CI 0.14–0.47), p<0.001



Bleeding Outcome Analyses

Similar rates of bleeding were observed in the rivaroxaban and ASA treatment groups

Safety analysis. All treatment comparisons p>0.05

Weitz JI et al, N Engl J Med 2017:doi:10.1056/NEJMoa1700518



Facteurs de risque récidive: présence de séquelles de l’EP initiale

Raffaele Pesavento et al. Eur Respir J 2017;49:1601980

Récidive MTEV + HTP TEC



Facteurs de risque pour HTP TEC : caractères de l’EP initiale

Pengo, V. et al. N Engl J Med 2004;350:2257-2264

Etude de cohorte prospective: 
ð 305 patients ayant une EP aigue
ð Suivi de 2 ans
ð 18 HTP TEC



A qui ne pas proposer un traitement anticoagulant indéterminé ?

ð 1er épisode d’EP provoqué par facteur de risque majeur

ð 1er épisode d’EP provoqué par certain facteur de risque mineur: COP

ð 1er épisode non provoqué chez une femme avec score de HERDOO2  ≤  1

ð 1er épisode non provoqué chez un patient à haut risque hémorragique

3 mois

3-6 mois

3-6 mois

3-6 mois



Traitement anticoagulant indéterminé: indications formelles

ð EP récidivante, non provoquée à chaque épisode

ð EP provoquée par facteur de risque persistant (cancer)

ð EP associée à un syndrome des antiphospholipides

Traitement indéfini

Traitement indéfini

Traitement indéfini
Blondon and Bounameaux  Secondary Prevention of VTE  1857

It has also been ascribed profibrinolytic and antiaggregatory 
platelet activities.15 Since the early 1990s, sulodexide has been 
evaluated for various vascular and thrombotic conditions, 
mainly for prevention purposes, and in small-scale studies.

The SURVET study is a manufacturer-funded, double-
blind, randomized trial designed to test the superiority of 
sulodexide over placebo for the extended prevention after 
an incident unprovoked VTE. In brief, 615 participants were 
randomly allocated to sulodexide 500 lipasemic units (LSU) 
twice daily (50 mg twice daily) or a matching placebo 1 to 12 
weeks after the end of an early maintenance anticoagulation 

of 3 to 12 months with antivitamin K. At 2 years, sulodex-
ide decreased the primary outcome of objectively confirmed 
recurrent deep vein thrombosis or PE by 50%. In this study 
sample, this corresponded to an absolute reduction of 4.8% 
or ≈20 patients to treat for 2 years to avoid 1 recurrent VTE. 
Most important, this efficient prevention did not come at a 
cost of bleeding, with no major bleeding and no increased risk 
of minor but clinically relevant bleeding throughout the 2-year 
follow-up.

Should sulodexide become a prime-time player in the 
various possible treatments for VTE patients? Our pragmatic 

INITIATION
(5 to 21 days)

EARLY 
MAINTENANCE

(3 months)

EXTENSION
(up to indefinite)

Parenteral Warfarin (INR 2.0-3.0) Warfarin (INR 2.0-3.0)

Rivaroxaban 15mg bid Rivaroxaban 20mg od Rivaroxaban 20mg od

Apixaban 10mg bid Apixaban 5mg bid Apixaban 2.5mg bid

Dabigatran 150mg bid Dabigatran 150mg bid

Edoxaban 60mg od

Warfarin (INR 1.5-2.0)*

Aspirin 100mg od *

Sulodexide 500LSU bid *

Figure. Phases of treatment for venous throm-
boembolism. Parenteral refers to unfraction-
ated heparin, low-molecular-weight heparin, 
or fondaparinux. bid indicates twice a day; 
EXTENSION, long term secondary prevention; 
INR, international normalized ratio; LSU, lipasemic 
units; and od, once a day. *Requiring confirmation 
or endorsement by guidelines.

Table 1. Regimens Tested for Secondary Prevention of VTE Recurrence in Randomized, Placebo-Controlled Trials After an Initial 
Course of Anticoagulant Treatment

VTE Recurrence Major or Clinically Relevant Bleeding

Drugs (Study)

Intervention Arm 
Annualized Rate (n 

events/N)

Placebo Arm 
Annualized Rate (n 

events/N) Relative Risk (95% CI)

Intervention Arm 
Annualized Rate (n 

events/N)

Placebo Arm 
Annualized Rate (n 

events/N) Relative Risk (95% CI)

Anticoagulant drugs

  Warfarin INR 1.5 to 
2.0 (PREVENT)9

2.6/100 p-y (14/255) 7.25/100 p-y (37/253) 0.36 (0.19–0.67) 0.9/100 p-y* (5/255) 0.4/100 p-y* (2/253) 2.53 (0.49–13.0)

  Rivaroxaban 20 mg 
(EINSTEIN Extension)10

≈2.2/100 p-y† (8/602) ≈12.2/100 p-y† 
(42/594)

0.18 (0.09–0.39) ≈10.1/100 p-y† 
(36/602)

≈2.0/100 p-y† (7/594) 5.19 (2.3–11.7)

  Apixaban 2.5 or 5 mg 
twice daily (AMPLIFY 
Extension)11

≈1.8/100 p-y† 
(14/840) ≈1.8/100 

p-y† (14/813)

≈ 9.9/100 p-y† 
(73/829)

0.19 (0.11–0.48) 0.20 
(0.11 to 0.34)

≈3.8/100 p-y† 
(27/840) ≈5.1/100 

p-y† (35/813)

≈3.3/100 p-y† 
(22/829)

1.20 (0.69–2.10) 1.62 
(0.96 to 2.73)

  Dabigatran 150 
mg twice daily 
(RE-SONATE)7

≈0.9/100 p-y†  
(3/681)

≈11.9/100 p-y† 
(37/662)

0.08 (0.02–0.25) ≈12.5/100 p-y† 
(36/681)

≈4.2/100 p-y† 
(12/662)

2.92 (1.52–5.60)

Antiplatelet drugs

  Aspirin 100 mg 
(WARFASA)12

6.6/100 p-y (28/205) 11.2/100 p-y (43/197) 0.58 (0.36–0.93) ≈1.0/100 p-y† (4/205) ≈1.0/100 p-y† (4/197) 0.98 (0.24–3.96)

  Aspirin 100 mg 
(ASPIRE)13

4.8/100 p-y (57/411) 6.5/100 p-y (73/411) 0.74 (0.52–1.05) 1.1/100 p-y (8/411) 0.6/100 p-y (14/411) 1.73 (0.72–4.11)

Mixed drugs

  Sulodexide 500 LSU 
twice daily (SURVET)

≈2.7/100 p-y† 
(15/307)

≈5.6/100 p-y† 
(30/308)

0.49 (0.27–0.92) ≈0.4/100 p-y† (2/307) ≈0.4/100 p-y† (2/308) 0.97 (0.14–6.88)

AMPLIFY Extension indicates Efficacy and Safety Study of Apixaban for Extended Treatment of Deep Vein Thrombosis or Pulmonary Embolism; ASPIRE, Aspirin to 
Prevent Recurrent Venous Thromboembolism; CI, confidence interval; EINSTEIN Extension, Long-Term Prevention of Recurrent Symptomatic Venous Thromboembolism 
in Patients With Symptomatic Deep-Vein Thrombosis or Pulmonary Embolism; INR, international normalized ratio; LSU, lipasemic units; p-y, patient-years; PREVENT, 
Prevention of Recurrent Venous Thromboembolism; RE-SONATE, Twice-Daily Oral Direct Thrombin Inhibitor Dabigatran Etexilate in the Long Term Prevention of 
Recurrent Symptomatic VTE; SURVET, Sulodexide for the Prevention of Recurrent Venous Thromboembolism; VTE, venous thromboembolism; and WARFASA, Warfarin 
and Aspirin trial.

*Only major bleeding.
†Estimated from the available data.
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Warfarin INR = 2-3
Apixaban 5mg x 2
Rivaroxaban 20 mg



ð Toujours en cas de récidive d’EP non provoquée, de facteur de risque majeur 
persistant, de syndrome des anti-phospholipides. Pas de place aux AOD à ½ dose.

ð A discuter chez tous les patients après 6 mois d’anticoagulant pour une EP non 
provoquée (= absence de facteur de risque majeur)

ð Principaux éléments en faveur:
§ hommes et les femmes ayant un  score de HERDOO2 > 1 et non à haut risque 

hémorragique
§ ATCD familiaux de MTEV, même en l’absence de thrombophilie biologique
§ Absence de facteur favorisant, même mineur
§ Présence de séquelles d’EP
§ Importance de l’EP initiale

Conclusion: Pour un traitement indéfini

Expliquer la décision au patient
Réévaluation du risque – bénéfice (annuel?)




