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BACKGROUND
In patients with active cancer and venous thromboembolism, whether extended 
treatment with a reduced dose of an oral anticoagulant is effective in preventing 
recurrent thromboembolic events and decreasing bleeding is unclear.
METHODS
We conducted a randomized, double-blind, noninferiority trial with blinded central 
outcome adjudication. Consecutive patients with active cancer and proximal deep-
vein thrombosis or pulmonary embolism who had completed at least 6 months of 
anticoagulant therapy were randomly assigned in a 1:1 ratio to receive oral apixa-
ban at a reduced (2.5 mg) or full (5.0 mg) dose twice daily for 12 months. The 
primary outcome was centrally adjudicated fatal or nonfatal recurrent venous 
thromboembolism, assessed in a noninferiority analysis (margin of 2.00 for the 
upper boundary of the 95% confidence interval of the subhazard ratio). The key 
secondary outcome was clinically relevant bleeding, assessed in a superiority analysis.
RESULTS
A total of 1766 patients underwent randomization at a median time since the index 
event of 8.0 months (interquartile range, 6.5 to 12.6); 866 patients were assigned 
to the reduced-dose group, and 900 to the full-dose group. The median treatment 
duration was 11.8 months (interquartile range, 8.3 to 12.1). Recurrent venous 
thromboembolism occurred in 18 patients (cumulative incidence, 2.1%) in the 
reduced-dose group and in 24 (cumulative incidence, 2.8%) in the full-dose group 
(adjusted subhazard ratio, 0.76; 95% confidence interval [CI], 0.41 to 1.41; P = 0.001 
for noninferiority). Clinically relevant bleeding occurred in 102 patients (cumula-
tive incidence, 12.1%) in the reduced-dose group and in 136 (cumulative incidence, 
15.6%) in the full-dose group (adjusted subhazard ratio, 0.75; 95% CI, 0.58 to 0.97; 
P = 0.03). Mortality was 17.7% in the reduced-dose group and 19.6% in the full-dose 
group (adjusted hazard ratio, 0.96; 95% CI, 0.86 to 1.06).
CONCLUSIONS
Extended anticoagulation with reduced-dose apixaban was noninferior to full-dose 
apixaban for the prevention of recurrent venous thromboembolism in patients 
with active cancer. The reduced dose led to a lower incidence of clinically relevant 
bleeding complications than the full dose. (Funded by the Bristol-Myers Squibb–
Pfizer Alliance; API-CAT ClinicalTrials.gov number, NCT03692065.)
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BACKGROUND
Apixaban and rivaroxaban are the oral anticoagulants most frequently used to treat 
acute venous thromboembolism. However, uncertainty remains about the difference 
in bleeding risk between the two medications.

METHODS
In an international trial with a prospective, randomized, open-label, blinded end-
point design, we assigned, in a 1:1 ratio, eligible patients with acute symptomatic 
pulmonary embolism or proximal deep-vein thrombosis to receive apixaban or riva-
roxaban for 3 months. Apixaban was given at a dose of 10 mg twice daily for 7 
days followed by 5 mg twice daily, and rivaroxaban was given at a dose of 15 mg 
twice daily for 21 days followed by 20 mg daily. The primary outcome was clinically 
relevant bleeding, a composite of major bleeding or clinically relevant nonmajor 
bleeding, as defined according to the International Society on Thrombosis and Hae-
mostasis, during the 3-month trial period. Secondary outcomes included death from 
any cause.

RESULTS
A total of 2760 patients underwent randomization: 1370 to the apixaban group and 
1390 to the rivaroxaban group. A primary-outcome event occurred in 44 of 1345 pa-
tients (3.3%) in the apixaban group and 96 of 1355 patients (7.1%) in the rivaroxaban 
group (relative risk, 0.46; 95% confidence interval [CI], 0.33 to 0.65; P<0.001). Death 
from any cause occurred in 1 patient (0.1%) in the apixaban group and in 4 pa-
tients (0.3%) in the rivaroxaban group (relative risk, 0.25; 95% CI, 0.03 to 2.26). Seri-
ous adverse events unrelated to bleeding or venous thrombosis occurred in 36 patients 
(2.7%) in the apixaban group and in 30 patients (2.2%) in the rivaroxaban group.

CONCLUSIONS
Among patients with acute venous thromboembolism, the risk of clinically relevant 
bleeding was significantly lower with apixaban than with rivaroxaban during the 
3-month treatment period. (Funded by the Canadian Institutes of Health Research 
and others; COBRRA ClinicalTrials.gov number, NCT03266783.)
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CONCLUSIONS
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HBPM vs AOD et traitement des CAT

CONFIDENTIAL
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Figure 3. Updated meta-analysis of randomized trials that compared direct oral 

anticoagulants and low-molecular-weight heparin (dalteparin) in patients with cancer-

associated thrombosis, (4-6, 16), 

VTE: venous thromboembolism; Clinically relevant bleeding: major bleeding or clinically 

relevant non-major bleeding
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méta-analyse sur données regroupées
AOD vs HBPM 
https://doi.org/10.1038/s41598-020-75863-3

Rivaroxaban: Select D, Casta Diva
        Edoxaban: Hokusai
        Apixaban: ADAM-VTE, Caravaggio

VTE Recurrence

Major Bleeding

Clinically relevant
Bleeding

0.63   [0.47;0.86]

1.26   [0.84;1.90]

1.48   [1.18;1.85]
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AOD et MVTE associée au cancer
• Efficacité (récidive de MVTE): AOD au moins aussi efficaces que HBPM 

(Dalteparine).

• Hémorragies majeures: risque des AOD comparable ou supérieur à celui de 
l’HBPM, et  semble dépendre

• de l’AOD uIlisé, 

• de la localisaIon de la tumeur (au moins pour certains d’entre eux) 

• la plupart digesIves, surtout en cas de cancer digesIf (œso-gastrique ou 
colorectal) non réséqué́ (Caravaggio, Hokusai)

• saignements majeurs semblent aussi fréquents sous apixaban que sous 
daltéparine. 

 



Revue des Maladies Respiratoires 2021; 38: 427-437

• Il est recommandé:
→ HBPM sans relais AVK (Grade 1 +)
→ ou Apixaban (Grade 1+) 

• En alternative sauf cancer digestif ou uro-génital, il est 
suggéré:
→ Edoxaban (Grade 2+)
→ ou Rivaroxaban (Grade 2+)

Durée: tant que le cancer est actif

Traitement de la MVTE chez les patients atteints de  
cancer:  les 6   premiers mois 
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• Il est suggéré:
• de poursuivre l’HBPM quand un traitement par chimiothérapie est 

poursuivi et que le traitement par HBPM est bien toléré, efficace et 
bien accepté par le patient (Grade 2+),

• de remplacer l’HBPM par un anticoagulant oral (AVK ou AOD) quand 
le traitement par HBPM est mal accepté ou mal toléré par le patient 
(notamment en raison des hématomes aux points de ponction) ou 
quand le traitement anti-tumoral ne comporte pas de chimiothérapie 
(hormonothérapie, thérapie ciblée), (Grade 2+).

Durée: tant que le cancer est actif

Traitement de la MVTE chez les patients atteints de  
cancer:  après les 6 premiers mois



Figure 4. Treatment of CAT with respect to shared decision making in the ambulatory patient.
Purple: general categories or stratification; white: other aspects of management; turquoise: combination of treatments or other systemic treatments.
Xa, activated coagulation factor X; CAT, cancer-associated thrombosis; CYP3A4, cytochrome P450 3A4; GI, gastrointestinal; LMWH, low-molecular-weight heparin.

Figure 5. Treatment of CAT in special populations.
Purple: general categories or stratification; white: other aspects of management; turquoise: combination of treatments or other systemic treatments.
Xa, activated coagulation factor X; BMI, body mass index; CAT, cancer-associated thrombosis; CrCl, creatinine clearance; LMWH, low-molecular-weight heparin;
UFH, unfractionated heparin; VKA, vitamin K antagonist.
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INTRODUCTION

Thromboembolism in people with cancer still remains a
major health problem and is a leading cause ofmortality after
cancer itself, despite being a largely preventable disease.1 A
hypercoagulable state is the hallmark of cancer. It is induced
by specific prothrombotic properties of cancer cells that
activate blood clotting, as schematically depicted in Figure 1.
These properties include the expression and release of pro-
coagulant molecules, the activation of host blood and
vascular cells (i.e. platelets, leukocytes and endothelial cells),
which enhances their procoagulant potential, and the acti-
vation of the endothelium by anticancer drugs.2

The risk of venous thromboembolism (VTE) is higher in
individuals with cancer than in those without cancer across
all age categories. Over the last two decades, the risk of VTE
in people with cancer has increased threefold and is nine-
fold higher than in the general population.3 The mortality
rate of people with cancer with VTE is two- to threefold

higher compared with those without VTE.3 In addition,
anticoagulant treatment for a VTE event in patients with
solid tumours is complicated because these patients have
both an increased risk of thrombotic recurrences and
bleeding during therapeutic anticoagulation.4

The thrombotic risk varies according to the cancer type
(patients with pancreatic, gastric or lung cancer or primary
brain tumours are among those with the highest risk); the
actual burden of cancer-associated thrombosis (CAT) in the
community is driven, however, by the common malignancies
such as breast, prostate, colorectal and lung cancers, which
largely contribute to the overall prevalence of CAT.5 People
with cancer who undergo surgical resection are at signifi-
cantly higher risk of peri- and post-operative VTE than pa-
tients who undergo surgery for non-malignant diseases.6,7

Patient-related risk factors including comorbiditiesdsuch
as presence of cardiovascular disease or cardiovascular
risk factors (i.e. diabetes, hypertension, obesity, dys-
lipidaemia)dcontribute to the risk of CAT. More recently,
certain single nucleotide polymorphisms in coagulation-
related genes have been associated with the risk of CAT
(Supplementary Table S1, available at https://doi.org/10.
1016/j.annonc.2022.12.014). Oncogenic mutations and
rearrangements are also associated with a substantial in-
crease of risk for CAT (Supplementary Table S1, available at
https://doi.org/10.1016/j.annonc.2022.12.014).

*Correspondence to: ESMO Guidelines Committee, ESMO Head Office, Via
Ginevra 4, 6900 Lugano, Switzerland
E-mail: clinicalguidelines@esmo.org (ESMO Guidelines Committee).

5Note: Approved by the ESMO Guidelines Committee: August 2008, last
updated December 2022. This publication supersedes the previously published
versiondAnn Oncol. 2011;22 (suppl 6):vi85-vi92.
0923-7534/© 2023 European Society for Medical Oncology. Published by

Elsevier Ltd. All rights reserved.
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Table 1. Demographic and Clinical Characteristics of the Patients at Baseline (Intention-to-Treat Population).*

Characteristic
Reduced-Dose Apixaban 

(N = 866)
Full-Dose Apixaban 

(N = 900)

Age — yr 67.2±11.0 67.7±11.4

Male sex — no. (%) 375 (43.3) 391 (43.4)

Body weight — kg 75.7±16.3 75.7±16.4

Body-mass index† 27.0±5.3 27.0±5.4

Platelet count <100,000/mm3 — no./total no. (%) 18/863 (2.1) 15/899 (1.7)

Creatinine clearance <50 ml/min — no./total no. (%) 115/864 (13.3) 127/900 (14.1)

Qualifying diagnosis of venous thromboembolism — no. (%)

Pulmonary embolism with or without lower-limb proximal 
deep-vein thrombosis

669 (77.3) 665 (73.9)

Lower-limb proximal deep-vein thrombosis only 197 (22.7) 235 (26.1)

Clinical manifestation of index venous thromboembolism —  
no./total no. (%)

Symptomatic deep-vein thrombosis or pulmonary embolism 528/856 (61.7) 580/888 (65.3)

Incidental pulmonary embolism 290/856 (33.9) 275/888 (31.0)

Incidental deep-vein thrombosis only 38/856 (4.4) 33/888 (3.7)

History of venous thromboembolism — no. (%) 157 (18.1) 170 (18.9)

Active cancer — no. (%)‡ 864 (99.8) 897 (99.7)

Stage of cancer — no. (%)

Localized 111 (12.8) 117 (13.0)

Locally advanced 115 (13.3) 113 (12.6)

Metastatic 574 (66.3) 584 (64.9)

Other 64 (7.4) 83 (9.2)

Unknown 2 (0.2) 3 (0.3)

Site of cancer — no. (%)

Breast 199 (23.0) 202 (22.4)

Prostate 77 (8.9) 87 (9.7)

Colon or rectum 123 (14.2) 148 (16.4)

Lung 99 (11.4) 100 (11.1)

Other 368 (42.5) 363 (40.3)

ECOG performance-status score — no. (%)§

0 456 (52.7) 504 (56.0)

1 342 (39.5) 329 (36.6)

2 67 (7.7) 63 (7.0)

Unknown 1 (0.1) 4 (0.4)

*  Plus–minus values are means ±SD. The reduced dose of apixaban was 2.5 mg, and the full dose was 5.0 mg, both ad-
ministered twice daily. The intention-to-treat population included all the patients who had undergone randomization. 
Randomization was conducted with stratification according to trial center, index event (pulmonary embolism with or 
without deep-vein thrombosis vs. isolated proximal deep-vein thrombosis), and site of cancer (breast, prostate, colon 
or rectum, lung, or other). Percentages may not total 100 because of rounding.

†  The body-mass index is the weight in kilograms divided by the square of the height in meters.
‡  Active cancer was an inclusion criterion, but two patients in the reduced-dose group and three in the full-dose group 

underwent randomization in error.
§  Eastern Cooperative Oncology Group (ECOG) performance-status scores are assessed on a scale from 0 to 5, with 

higher scores indicating greater disability.
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The incidence of major bleeding, including major 
gastrointestinal bleeding, appeared to be lower 
among patients receiving the reduced dose of 

apixaban than among those receiving the full 
dose. Results were similar across the subgroups.

The incidence of recurrent venous thrombo-

Table 2. Clinical Outcomes during the Trial Period.*

Outcome

Reduced-Dose 
Apixaban 
(N = 866)

Full-Dose 
Apixaban 
(N = 900)

Treatment 
Effect 

(95% CI) P Value

number (percent)

Primary efficacy outcome: recurrent venous thromboembolism† 18 (2.1) 24 (2.8) 0.76 (0.41–1.41) 0.001

Recurrent symptomatic venous thromboembolism 17 (2.0) 18 (2.1) 0.97 (0.50–1.88) —

Lower-limb deep-vein thrombosis‡ 8 (0.9) 6 (0.7) —

Pulmonary embolism 9 (1.1) 10 (1.2) —

Fatal pulmonary embolism 0 0 —

Unexplained sudden death§ 3 (0.4) 2 (0.3) —

Upper-limb deep-vein thrombosis 1 (0.1) 3 (0.4) —

Central venous catheter–related thrombosis 1 (0.1) 2 (0.2) —

Incidental venous thromboembolism¶ 1 (0.1) 6 (0.7) —

Recurrent major venous thromboembolism∥ 17 (2.0) 21 (2.4) 0.83 (0.44–1.57) —

Key secondary safety outcome: major or clinically relevant non-
major bleeding**

102 (12.1) 136 (15.6) 0.75 (0.58–0.97) 0.03

Major bleeding 24 (2.9) 37 (4.3) 0.66 (0.40–1.10) —

Fatal bleeding 2 (0.2) 2 (0.2) —

Major gastrointestinal bleeding 12 (1.4) 25 (2.9) —

Upper gastrointestinal bleeding 6 (0.7) 13 (1.5) —

Lower gastrointestinal bleeding 7 (0.8) 13 (1.5) —

Clinically relevant nonmajor bleeding 84 (10.0) 107 (12.3) 0.79 (0.59–1.05)

Other secondary outcomes

Death from any cause 148 (17.7) 168 (19.6) 0.96 (0.86–1.06) —

Recurrent symptomatic venous thromboembolism, major 
bleeding, or death from any cause††

167 (19.9) 191 (22.1) 0.96 (0.87–1.07) —

Major venous thromboembolism or major bleeding‡‡ 41 (5.2) 55 (6.8) 0.96 (0.87–1.06) —

*  Percentages are the cumulative incidence and thus may not calculate as expected. The treatment effect was estimated as the subdistribu-
tion hazard ratio (subhazard ratio) with adjustment for the randomization strata, except for the analyses of death from any cause and 
the composite of recurrent symptomatic venous thromboembolism, major bleeding, or death from any cause, for which a hazard ratio is 
reported. The widths of confidence intervals for all the secondary outcomes have not been adjusted for multiplicity and cannot be used to 
infer treatment effects.

†  The primary efficacy outcome (recurrent venous thromboembolism) was a composite of recurrent symptomatic venous thromboembolism or 
incidental venous thromboembolism. The P value is for noninferiority (margin for the upper boundary of the 95% confidence interval, 2.00).

‡  Two events of distal deep-vein thrombosis occurred in each group.
§  Data are for unexplained sudden deaths for which pulmonary embolism could not be ruled out.
¶  All events were pulmonary embolisms. No incidental proximal deep-vein thrombosis was observed.
∥  Major venous thromboembolism was defined as pulmonary embolism or proximal deep-vein thrombosis.
**  Six patients in the reduced-dose group and eight in the full-dose group had both a major bleeding event and a clinically relevant nonmajor 

bleeding event during the 12-month follow-up period. The P value for the key secondary outcome is for superiority.
††  The composite of recurrent symptomatic venous thromboembolism, major bleeding, or death from any cause was assessed as a net clini-

cal benefit analysis.
‡‡  The composite of major venous thromboembolism or major bleeding was assessed in a post hoc analysis; no statistical test was per-

formed, although a subhazard ratio is provided.
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Etude API-CAT: conclusions
• L’apixaban à faible dose (2,5 mg x 2/jour), n’est pas inférieur à l’apixaban à 

pleine dose (5 mg x 2 /jour), en termes de récidive de MVTE, avec moins de 
saignements cliniquement significatifs, majeurs ou non majeurs.

• Saignements majeurs : 2,9% pour la dose réduite versus 4,3% pour la dose 
pleine 

• Mortalité: comparable dans les 2 groupes (17,7% pour la dose réduite vs 
19,6% pour la dose pleine), dans la majorité des cas en rapport avec le 
cancer (82,4% et 84,5%). 

→ Ces résultats suggèrent que l’apixaban, à dose réduite est une option 
thérapeutique pour l’anticoagulation des patients porteurs d’une MVTE 
associée au cancer, après les 6 premiers mois de traitement

→ Attention aux interactions médicamenteuses 
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BACKGROUND
Apixaban and rivaroxaban are the oral anticoagulants most frequently used to treat 
acute venous thromboembolism. However, uncertainty remains about the difference 
in bleeding risk between the two medications.

METHODS
In an international trial with a prospective, randomized, open-label, blinded end-
point design, we assigned, in a 1:1 ratio, eligible patients with acute symptomatic 
pulmonary embolism or proximal deep-vein thrombosis to receive apixaban or riva-
roxaban for 3 months. Apixaban was given at a dose of 10 mg twice daily for 7 
days followed by 5 mg twice daily, and rivaroxaban was given at a dose of 15 mg 
twice daily for 21 days followed by 20 mg daily. The primary outcome was clinically 
relevant bleeding, a composite of major bleeding or clinically relevant nonmajor 
bleeding, as defined according to the International Society on Thrombosis and Hae-
mostasis, during the 3-month trial period. Secondary outcomes included death from 
any cause.

RESULTS
A total of 2760 patients underwent randomization: 1370 to the apixaban group and 
1390 to the rivaroxaban group. A primary-outcome event occurred in 44 of 1345 pa-
tients (3.3%) in the apixaban group and 96 of 1355 patients (7.1%) in the rivaroxaban 
group (relative risk, 0.46; 95% confidence interval [CI], 0.33 to 0.65; P<0.001). Death 
from any cause occurred in 1 patient (0.1%) in the apixaban group and in 4 pa-
tients (0.3%) in the rivaroxaban group (relative risk, 0.25; 95% CI, 0.03 to 2.26). Seri-
ous adverse events unrelated to bleeding or venous thrombosis occurred in 36 patients 
(2.7%) in the apixaban group and in 30 patients (2.2%) in the rivaroxaban group.

CONCLUSIONS
Among patients with acute venous thromboembolism, the risk of clinically relevant 
bleeding was significantly lower with apixaban than with rivaroxaban during the 
3-month treatment period. (Funded by the Canadian Institutes of Health Research 
and others; COBRRA ClinicalTrials.gov number, NCT03266783.)
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Saignements: les AOD ont-ils un profil un peu différent ?
• Le taux de saignements cliniquement pertinents dans les études pivot des AOD:

→ Etude Einstein: 8.1% des patients sous rivaroxaban vs 8.1% sous AVK

→ Etude Amplify: 4.3% des patients sous apixaban vs 9.7% sous AVK



Saignements: les AOD ont-ils un profil un peu différent ?
• Le taux de saignements cliniquement pertinents dans les études pivot des AOD:

→ Etude Einstein: 8.1% des patients sous rivaroxaban vs 8.1% sous AVK

→ Etude Amplify: 4.3% des patients sous apixaban vs 9.7% sous AVK

• Etude multicentrique randomisée, ouverte , adjudication à l’aveugle

→ 2760 patients ayant une MVTE aigue ont été inclus, traités pendant 3 mois, 
soit par:
• Rivaroxaban: 15mgX2/j, pendant 3 semaines, puis 20 mgx1 /j

• Apixaban: 10mgX2/j, pendant 7 jours, puis 5 mgx2 /j

→ Objectif principal: taux de saignements cliniquement pertinents (majeurs 
ou non majeurs)

→ Contre-indications essentielles: cancer actif, Clear creatinine <30 mL/min
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tients (2.7%) in the apixaban group and in 30 pa-
tients (2.2%) in the rivaroxaban group (Table S7).

Discussion

The current trial compared the direct oral anti-
coagulants apixaban and rivaroxaban with re-
spect to the risk of bleeding among patients with 

acute pulmonary embolism or proximal deep-vein 
thrombosis. The trial showed that apixaban (at a 
dose of 10 mg twice daily for 7 days followed by 
5 mg twice daily) was superior to rivaroxaban (at 
a dose of 15 mg twice daily for 21 days followed 
by 20 mg daily) regarding the primary outcome of 
clinically relevant bleeding, a composite of major 
bleeding or clinically relevant nonmajor bleeding, 

Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.*

Characteristic
Apixaban 
(N = 1345)

Rivaroxaban 
(N = 1355)

Age — yr 58.0±16.3 58.5±15.8

Female sex — no. (%) 597 (44.4) 578 (42.7)

Race or ethnic group — no. (%)†

White 1182 (87.9) 1218 (89.9)

Black 51 (3.8) 44 (3.2)

Asian 36 (2.7) 31 (2.3)

Hispanic or Latino 21 (1.6) 13 (1.0)

Indigenous or Aboriginal 8 (0.6) 4 (0.3)

Other 38 (2.8) 35 (2.6)

Country — no. (%)

Canada 1244 (92.5) 1254 (92.5)

Australia 100 (7.4) 98 (7.2)

Ireland 1 (0.1) 3 (0.2)

Body weight — kg 85.9±16.4 85.2±15.8

Body-mass index‡ 29.1±5.2 28.9±5.1

Creatinine clearance

Overall — ml/min 107.1±38.8 105.6±38.3

<50 ml/min — no. (%) 60 (4.5) 63 (4.6)

Continued antiplatelet use — no. (%) 36 (2.7) 35 (2.6)

Qualifying venous thromboembolism diagnosis — no. (%)§

Deep-vein thrombosis alone 691 (51.4) 718 (53.0)

Pulmonary embolism with or without deep-vein thrombosis 654 (48.6) 637 (47.0)

Provoked venous thromboembolism¶ 322 (23.9) 290 (21.4)

Unprovoked venous thromboembolism 1022 (76.0) 1065 (78.6)

History of venous thromboembolism — no. (%)∥ 210 (15.6) 219 (16.2)

*  Eligible patients were randomly assigned in a 1:1 ratio to receive 3 months of rivaroxaban at a dose of 15 mg twice daily 
for 21 days followed by 20 mg daily or apixaban at a dose of 10 mg twice daily for 7 days followed by 5 mg twice daily. 
Plus–minus values are means ±SD. Percentages may not sum to 100 because of rounding.

†  Race and ethnic group were reported by the patient.
‡  Body-mass index is the weight in kilograms divided by the height in square meters.
§  Qualifying venous thromboembolism diagnosis indicates the diagnosis that led to enrollment and participation in the 

trial.
¶  Provoked venous thromboembolism was defined as venous thromboembolism related to surgery, hospitalization, 

trauma, leg fracture or lower-limb cast, immobilization for at least 3 days, estrogen therapy, pregnancy, or postpartum 
status.

∥  History of venous thromboembolism indicates a medical history of venous thromboembolism before the qualifying 
thrombosis event.
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dose of 10 mg twice daily for 7 days followed by 
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a dose of 15 mg twice daily for 21 days followed 
by 20 mg daily) regarding the primary outcome of 
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bleeding or clinically relevant nonmajor bleeding, 
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for 21 days followed by 20 mg daily or apixaban at a dose of 10 mg twice daily for 7 days followed by 5 mg twice daily. 
Plus–minus values are means ±SD. Percentages may not sum to 100 because of rounding.

†  Race and ethnic group were reported by the patient.
‡  Body-mass index is the weight in kilograms divided by the height in square meters.
§  Qualifying venous thromboembolism diagnosis indicates the diagnosis that led to enrollment and participation in the 

trial.
¶  Provoked venous thromboembolism was defined as venous thromboembolism related to surgery, hospitalization, 

trauma, leg fracture or lower-limb cast, immobilization for at least 3 days, estrogen therapy, pregnancy, or postpartum 
status.

∥  History of venous thromboembolism indicates a medical history of venous thromboembolism before the qualifying 
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dose of 10 mg twice daily for 7 days followed by 
5 mg twice daily) was superior to rivaroxaban (at 
a dose of 15 mg twice daily for 21 days followed 
by 20 mg daily) regarding the primary outcome of 
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History of venous thromboembolism — no. (%)∥ 210 (15.6) 219 (16.2)

*  Eligible patients were randomly assigned in a 1:1 ratio to receive 3 months of rivaroxaban at a dose of 15 mg twice daily 
for 21 days followed by 20 mg daily or apixaban at a dose of 10 mg twice daily for 7 days followed by 5 mg twice daily. 
Plus–minus values are means ±SD. Percentages may not sum to 100 because of rounding.

†  Race and ethnic group were reported by the patient.
‡  Body-mass index is the weight in kilograms divided by the height in square meters.
§  Qualifying venous thromboembolism diagnosis indicates the diagnosis that led to enrollment and participation in the 

trial.
¶  Provoked venous thromboembolism was defined as venous thromboembolism related to surgery, hospitalization, 

trauma, leg fracture or lower-limb cast, immobilization for at least 3 days, estrogen therapy, pregnancy, or postpartum 
status.

∥  History of venous thromboembolism indicates a medical history of venous thromboembolism before the qualifying 
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during the 3-month trial period. There was no ap-
parent difference in the risk of the secondary 
outcome of recurrent venous thromboembolism 
between the two groups.

Clinical practice guidelines recommend direct 
oral anticoagulants as first-line therapy for acute 
venous thromboembolism because these agents 
have a better safety profile than vitamin K antago-
nists.1,7,18 Prospective direct comparison trials have 
been lacking, which has limited recommendations 
for the preference of apixaban or rivaroxaban. 
Minimizing bleeding complications during treat-
ment is an important consideration in the man-
agement of acute venous thromboembolism.19 In 
the pivotal registration trials for apixaban and 
rivaroxaban, differences in the risk of clinically 
relevant bleeding were noted between the two 
direct oral anticoagulants and vitamin K antago-
nists, whereas the risk of recurrent thrombosis 
was similar.8,9 These findings prompted deeper 
consideration of the differences in bleeding risks 
with respect to the trial design and participant 
characteristics.20,21 Our trial confirms the lower 
risk of clinically relevant bleeding with apixaban 
than with vitamin K antagonists that was seen 
in the AMPLIFY trial.9 In the present trial, the 
3-month incidence of clinically relevant bleeding 
was significantly lower in the apixaban group 
than in the rivaroxaban group. The most common 
types of bleeding in the apixaban group were 
vaginal bleeding (in 2.7% of the patients) and 

gastrointestinal bleeding (in 0.6%), with a lower 
incidence of vaginal bleeding than in the AMPLIFY 
trial (5.4%).9,22 In the rivaroxaban group, the most 
common types of bleeding were vaginal bleeding 
(in 3.8% of the patients), hematuria (in 1.3%), and 
gastrointestinal bleeding (in 1.0%). The incidence 
of vaginal bleeding in the rivaroxaban group 
was lower in our trial than in the EINSTEIN 
trials (9.5%).8,22

Our trial does not explain the difference in 
bleeding risk between patients treated with apixa-
ban and those treated with rivaroxaban. Antico-
agulant adherence at 3 months was lower in the 
apixaban group than in the rivaroxaban group 
(65.7% vs. 75.1%). However, the percentage of 
patients with recurrent venous thromboembolism 
during the 3-month trial period was approximate-
ly 1% in each group. Nonetheless, emphasizing 
anticoagulation adherence and discussing barriers 
to adherence with patients are critical to the man-
agement of acute venous thromboembolism. In 
our trial, the difference in the risk of clinically 
relevant bleeding may be related to the dose of 
rivaroxaban, given that most of the difference 
seems to have occurred during the first 3 weeks of 
treatment, a period when rivaroxaban was given at 
a dose that was 50% higher than the maintenance 
dose (Fig. 2). Despite this factor, the risk of recur-
rent venous thromboembolism appeared to be 
similar in each treatment group. Further evalua-
tion in clinical trials is needed to confirm whether 

Table 2. Clinical Outcomes during the Trial Period.

Outcome
Apixaban 

 (N = 1345)
Rivaroxaban 
 (N = 1355)

Relative Risk 
(95% CI)*

Primary outcome

Clinically relevant bleeding† 44 (3.3) 96 (7.1) 0.46 (0.33–0.65)‡

Secondary outcomes

Major bleeding 5 (0.4) 32 (2.4) 0.16 (0.06–0.40)

Clinically relevant nonmajor bleeding 39 (2.9) 67 (4.9) 0.59 (0.40–0.86)

Death from bleeding 0 0

Recurrent symptomatic venous thromboembolism 15 (1.1) 14 (1.0) 1.08 (0.52–2.23)

Death from recurrent venous thromboembolism 0 0

Death from any cause 1 (0.1) 4 (0.3) 0.25 (0.03–2.26)

*  Analyses of secondary outcomes were not adjusted for multiplicity, and the widths of the confidence intervals should 
not be used in place of hypothesis testing.

†  Clinically relevant bleeding was defined as a composite of major bleeding or clinically relevant nonmajor bleeding.
‡  P<0.001 for the comparison of the apixaban group with the rivaroxaban group.
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the rivaroxaban dosing regimen contributed to the 
observed bleeding risks. Findings regarding the 
primary outcome were consistent across pre-
specified subgroups (Fig. S1). The 3-month mor-
tality was low in each treatment group, a finding 
that is also consistent with published data.23

Our trial has limitations. The open-label design 
could have introduced ascertainment bias. Emerg-
ing data during the trial may have influenced 
physician perceptions about the bleeding risk with 
apixaban and rivaroxaban. However, ascertain-
ment bias is unlikely because the bleeding events 
that were assessed in the trial are by definition 
overt and require a visit to a medical facility. Also, 
it is unlikely that knowledge of the anticoagulant 
received would have influenced the decision to 
transfuse or proceed with an intervention. We col-
lected data only during the first 3 months of anti-
coagulation therapy; whether the differences in 
bleeding risk persist beyond this time period is 
unknown. The bleeding definitions used in the 
current trial do not incorporate the use of health 
care resources for the management of bleeding, 
nor do they consider patient perceptions about 
clinical severity and the effects of bleeding on 
quality of life.

Among additional limitations are the exclu-
sion of patients with a body weight of more than 
120 kg in accordance with the ISTH guidance at 
the time of the trial design,12 which limits data on 
patients with overweight or obesity. Patients with 
cancer-associated thrombosis were also excluded 
from the trial because low-molecular-weight hepa-
rin was standard care at the time of the trial de-
sign. Pivotal registration trials of apixaban and 
rivaroxaban in that population were completed 
after our trial began. Diversity according to race 
and ethnic group was limited in the trial popula-
tion. Finally, the trial was not powered to detect 
differences in the risk of recurrent venous throm-
boembolism. Findings from our trial should not 
be extrapolated to other indications, including 
extended secondary prevention of venous throm-
boembolism with a full or reduced dose of direct 
oral anticoagulants, cancer-associated acute ve-
nous thromboembolism, and atrial fibrillation; 
a clinical trial assessing bleeding risk with riva-
roxaban and apixaban in patients with atrial fi-
brillation is ongoing (ClinicalTrials.gov number, 
NCT04642430).

Among patients with acute venous thrombo-
embolism, the risk of clinically relevant bleeding 

Figure 3. Recurrent Venous Thromboembolism.

Shown are Kaplan–Meier curves for the first episode of recurrent symp-
tomatic venous thromboembolism, a composite of recurrent deep-vein 
thrombosis or recurrent pulmonary embolism, during the 3-month treat-
ment period (secondary outcome). The inset shows the same data on an 
enlarged y-axis. Shading indicates 95% confidence intervals.
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Figure 2. Clinically Relevant Bleeding.

Shown are Kaplan–Meier curves for the first episode of clinically relevant 
bleeding, a composite of major bleeding or clinically relevant nonmajor 
bleeding, during the 3-month treatment period (primary outcome). The in-
set shows the same data on an enlarged y-axis. Shading indicates 95% con-
fidence intervals.
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during the 3-month trial period. There was no ap-
parent difference in the risk of the secondary 
outcome of recurrent venous thromboembolism 
between the two groups.

Clinical practice guidelines recommend direct 
oral anticoagulants as first-line therapy for acute 
venous thromboembolism because these agents 
have a better safety profile than vitamin K antago-
nists.1,7,18 Prospective direct comparison trials have 
been lacking, which has limited recommendations 
for the preference of apixaban or rivaroxaban. 
Minimizing bleeding complications during treat-
ment is an important consideration in the man-
agement of acute venous thromboembolism.19 In 
the pivotal registration trials for apixaban and 
rivaroxaban, differences in the risk of clinically 
relevant bleeding were noted between the two 
direct oral anticoagulants and vitamin K antago-
nists, whereas the risk of recurrent thrombosis 
was similar.8,9 These findings prompted deeper 
consideration of the differences in bleeding risks 
with respect to the trial design and participant 
characteristics.20,21 Our trial confirms the lower 
risk of clinically relevant bleeding with apixaban 
than with vitamin K antagonists that was seen 
in the AMPLIFY trial.9 In the present trial, the 
3-month incidence of clinically relevant bleeding 
was significantly lower in the apixaban group 
than in the rivaroxaban group. The most common 
types of bleeding in the apixaban group were 
vaginal bleeding (in 2.7% of the patients) and 

gastrointestinal bleeding (in 0.6%), with a lower 
incidence of vaginal bleeding than in the AMPLIFY 
trial (5.4%).9,22 In the rivaroxaban group, the most 
common types of bleeding were vaginal bleeding 
(in 3.8% of the patients), hematuria (in 1.3%), and 
gastrointestinal bleeding (in 1.0%). The incidence 
of vaginal bleeding in the rivaroxaban group 
was lower in our trial than in the EINSTEIN 
trials (9.5%).8,22

Our trial does not explain the difference in 
bleeding risk between patients treated with apixa-
ban and those treated with rivaroxaban. Antico-
agulant adherence at 3 months was lower in the 
apixaban group than in the rivaroxaban group 
(65.7% vs. 75.1%). However, the percentage of 
patients with recurrent venous thromboembolism 
during the 3-month trial period was approximate-
ly 1% in each group. Nonetheless, emphasizing 
anticoagulation adherence and discussing barriers 
to adherence with patients are critical to the man-
agement of acute venous thromboembolism. In 
our trial, the difference in the risk of clinically 
relevant bleeding may be related to the dose of 
rivaroxaban, given that most of the difference 
seems to have occurred during the first 3 weeks of 
treatment, a period when rivaroxaban was given at 
a dose that was 50% higher than the maintenance 
dose (Fig. 2). Despite this factor, the risk of recur-
rent venous thromboembolism appeared to be 
similar in each treatment group. Further evalua-
tion in clinical trials is needed to confirm whether 

Table 2. Clinical Outcomes during the Trial Period.

Outcome
Apixaban 

 (N = 1345)
Rivaroxaban 
 (N = 1355)

Relative Risk 
(95% CI)*

Primary outcome

Clinically relevant bleeding† 44 (3.3) 96 (7.1) 0.46 (0.33–0.65)‡

Secondary outcomes

Major bleeding 5 (0.4) 32 (2.4) 0.16 (0.06–0.40)

Clinically relevant nonmajor bleeding 39 (2.9) 67 (4.9) 0.59 (0.40–0.86)

Death from bleeding 0 0

Recurrent symptomatic venous thromboembolism 15 (1.1) 14 (1.0) 1.08 (0.52–2.23)

Death from recurrent venous thromboembolism 0 0

Death from any cause 1 (0.1) 4 (0.3) 0.25 (0.03–2.26)

*  Analyses of secondary outcomes were not adjusted for multiplicity, and the widths of the confidence intervals should 
not be used in place of hypothesis testing.

†  Clinically relevant bleeding was defined as a composite of major bleeding or clinically relevant nonmajor bleeding.
‡  P<0.001 for the comparison of the apixaban group with the rivaroxaban group.
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the rivaroxaban dosing regimen contributed to the 
observed bleeding risks. Findings regarding the 
primary outcome were consistent across pre-
specified subgroups (Fig. S1). The 3-month mor-
tality was low in each treatment group, a finding 
that is also consistent with published data.23

Our trial has limitations. The open-label design 
could have introduced ascertainment bias. Emerg-
ing data during the trial may have influenced 
physician perceptions about the bleeding risk with 
apixaban and rivaroxaban. However, ascertain-
ment bias is unlikely because the bleeding events 
that were assessed in the trial are by definition 
overt and require a visit to a medical facility. Also, 
it is unlikely that knowledge of the anticoagulant 
received would have influenced the decision to 
transfuse or proceed with an intervention. We col-
lected data only during the first 3 months of anti-
coagulation therapy; whether the differences in 
bleeding risk persist beyond this time period is 
unknown. The bleeding definitions used in the 
current trial do not incorporate the use of health 
care resources for the management of bleeding, 
nor do they consider patient perceptions about 
clinical severity and the effects of bleeding on 
quality of life.

Among additional limitations are the exclu-
sion of patients with a body weight of more than 
120 kg in accordance with the ISTH guidance at 
the time of the trial design,12 which limits data on 
patients with overweight or obesity. Patients with 
cancer-associated thrombosis were also excluded 
from the trial because low-molecular-weight hepa-
rin was standard care at the time of the trial de-
sign. Pivotal registration trials of apixaban and 
rivaroxaban in that population were completed 
after our trial began. Diversity according to race 
and ethnic group was limited in the trial popula-
tion. Finally, the trial was not powered to detect 
differences in the risk of recurrent venous throm-
boembolism. Findings from our trial should not 
be extrapolated to other indications, including 
extended secondary prevention of venous throm-
boembolism with a full or reduced dose of direct 
oral anticoagulants, cancer-associated acute ve-
nous thromboembolism, and atrial fibrillation; 
a clinical trial assessing bleeding risk with riva-
roxaban and apixaban in patients with atrial fi-
brillation is ongoing (ClinicalTrials.gov number, 
NCT04642430).

Among patients with acute venous thrombo-
embolism, the risk of clinically relevant bleeding 

Figure 3. Recurrent Venous Thromboembolism.

Shown are Kaplan–Meier curves for the first episode of recurrent symp-
tomatic venous thromboembolism, a composite of recurrent deep-vein 
thrombosis or recurrent pulmonary embolism, during the 3-month treat-
ment period (secondary outcome). The inset shows the same data on an 
enlarged y-axis. Shading indicates 95% confidence intervals.
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Figure 2. Clinically Relevant Bleeding.

Shown are Kaplan–Meier curves for the first episode of clinically relevant 
bleeding, a composite of major bleeding or clinically relevant nonmajor 
bleeding, during the 3-month treatment period (primary outcome). The in-
set shows the same data on an enlarged y-axis. Shading indicates 95% con-
fidence intervals.
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the rivaroxaban dosing regimen contributed to the 
observed bleeding risks. Findings regarding the 
primary outcome were consistent across pre-
specified subgroups (Fig. S1). The 3-month mor-
tality was low in each treatment group, a finding 
that is also consistent with published data.23

Our trial has limitations. The open-label design 
could have introduced ascertainment bias. Emerg-
ing data during the trial may have influenced 
physician perceptions about the bleeding risk with 
apixaban and rivaroxaban. However, ascertain-
ment bias is unlikely because the bleeding events 
that were assessed in the trial are by definition 
overt and require a visit to a medical facility. Also, 
it is unlikely that knowledge of the anticoagulant 
received would have influenced the decision to 
transfuse or proceed with an intervention. We col-
lected data only during the first 3 months of anti-
coagulation therapy; whether the differences in 
bleeding risk persist beyond this time period is 
unknown. The bleeding definitions used in the 
current trial do not incorporate the use of health 
care resources for the management of bleeding, 
nor do they consider patient perceptions about 
clinical severity and the effects of bleeding on 
quality of life.

Among additional limitations are the exclu-
sion of patients with a body weight of more than 
120 kg in accordance with the ISTH guidance at 
the time of the trial design,12 which limits data on 
patients with overweight or obesity. Patients with 
cancer-associated thrombosis were also excluded 
from the trial because low-molecular-weight hepa-
rin was standard care at the time of the trial de-
sign. Pivotal registration trials of apixaban and 
rivaroxaban in that population were completed 
after our trial began. Diversity according to race 
and ethnic group was limited in the trial popula-
tion. Finally, the trial was not powered to detect 
differences in the risk of recurrent venous throm-
boembolism. Findings from our trial should not 
be extrapolated to other indications, including 
extended secondary prevention of venous throm-
boembolism with a full or reduced dose of direct 
oral anticoagulants, cancer-associated acute ve-
nous thromboembolism, and atrial fibrillation; 
a clinical trial assessing bleeding risk with riva-
roxaban and apixaban in patients with atrial fi-
brillation is ongoing (ClinicalTrials.gov number, 
NCT04642430).

Among patients with acute venous thrombo-
embolism, the risk of clinically relevant bleeding 

Figure 3. Recurrent Venous Thromboembolism.

Shown are Kaplan–Meier curves for the first episode of recurrent symp-
tomatic venous thromboembolism, a composite of recurrent deep-vein 
thrombosis or recurrent pulmonary embolism, during the 3-month treat-
ment period (secondary outcome). The inset shows the same data on an 
enlarged y-axis. Shading indicates 95% confidence intervals.
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Figure 2. Clinically Relevant Bleeding.

Shown are Kaplan–Meier curves for the first episode of clinically relevant 
bleeding, a composite of major bleeding or clinically relevant nonmajor 
bleeding, during the 3-month treatment period (primary outcome). The in-
set shows the same data on an enlarged y-axis. Shading indicates 95% con-
fidence intervals.
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during the 3-month trial period. There was no ap-
parent difference in the risk of the secondary 
outcome of recurrent venous thromboembolism 
between the two groups.

Clinical practice guidelines recommend direct 
oral anticoagulants as first-line therapy for acute 
venous thromboembolism because these agents 
have a better safety profile than vitamin K antago-
nists.1,7,18 Prospective direct comparison trials have 
been lacking, which has limited recommendations 
for the preference of apixaban or rivaroxaban. 
Minimizing bleeding complications during treat-
ment is an important consideration in the man-
agement of acute venous thromboembolism.19 In 
the pivotal registration trials for apixaban and 
rivaroxaban, differences in the risk of clinically 
relevant bleeding were noted between the two 
direct oral anticoagulants and vitamin K antago-
nists, whereas the risk of recurrent thrombosis 
was similar.8,9 These findings prompted deeper 
consideration of the differences in bleeding risks 
with respect to the trial design and participant 
characteristics.20,21 Our trial confirms the lower 
risk of clinically relevant bleeding with apixaban 
than with vitamin K antagonists that was seen 
in the AMPLIFY trial.9 In the present trial, the 
3-month incidence of clinically relevant bleeding 
was significantly lower in the apixaban group 
than in the rivaroxaban group. The most common 
types of bleeding in the apixaban group were 
vaginal bleeding (in 2.7% of the patients) and 

gastrointestinal bleeding (in 0.6%), with a lower 
incidence of vaginal bleeding than in the AMPLIFY 
trial (5.4%).9,22 In the rivaroxaban group, the most 
common types of bleeding were vaginal bleeding 
(in 3.8% of the patients), hematuria (in 1.3%), and 
gastrointestinal bleeding (in 1.0%). The incidence 
of vaginal bleeding in the rivaroxaban group 
was lower in our trial than in the EINSTEIN 
trials (9.5%).8,22

Our trial does not explain the difference in 
bleeding risk between patients treated with apixa-
ban and those treated with rivaroxaban. Antico-
agulant adherence at 3 months was lower in the 
apixaban group than in the rivaroxaban group 
(65.7% vs. 75.1%). However, the percentage of 
patients with recurrent venous thromboembolism 
during the 3-month trial period was approximate-
ly 1% in each group. Nonetheless, emphasizing 
anticoagulation adherence and discussing barriers 
to adherence with patients are critical to the man-
agement of acute venous thromboembolism. In 
our trial, the difference in the risk of clinically 
relevant bleeding may be related to the dose of 
rivaroxaban, given that most of the difference 
seems to have occurred during the first 3 weeks of 
treatment, a period when rivaroxaban was given at 
a dose that was 50% higher than the maintenance 
dose (Fig. 2). Despite this factor, the risk of recur-
rent venous thromboembolism appeared to be 
similar in each treatment group. Further evalua-
tion in clinical trials is needed to confirm whether 

Table 2. Clinical Outcomes during the Trial Period.

Outcome
Apixaban 

 (N = 1345)
Rivaroxaban 
 (N = 1355)

Relative Risk 
(95% CI)*

Primary outcome

Clinically relevant bleeding† 44 (3.3) 96 (7.1) 0.46 (0.33–0.65)‡

Secondary outcomes

Major bleeding 5 (0.4) 32 (2.4) 0.16 (0.06–0.40)

Clinically relevant nonmajor bleeding 39 (2.9) 67 (4.9) 0.59 (0.40–0.86)

Death from bleeding 0 0

Recurrent symptomatic venous thromboembolism 15 (1.1) 14 (1.0) 1.08 (0.52–2.23)

Death from recurrent venous thromboembolism 0 0

Death from any cause 1 (0.1) 4 (0.3) 0.25 (0.03–2.26)

*  Analyses of secondary outcomes were not adjusted for multiplicity, and the widths of the confidence intervals should 
not be used in place of hypothesis testing.

†  Clinically relevant bleeding was defined as a composite of major bleeding or clinically relevant nonmajor bleeding.
‡  P<0.001 for the comparison of the apixaban group with the rivaroxaban group.
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Discussion
• Dans cette étude, l’apixaban (aux doses habituelles) est supérieur au rivaroxaban (aux doses 

habituelles) concernant le critère d’évaluation des saignements cliniquement pertinents 
(majeurs et non majeurs) pendant les 3 premiers mois de traitement d’une MVTE.

• Saignements les plus fréquents:

→ Apixaban: vaginal (2,7%), gastro-intestinal (0,6%)

→ Rivaroxaban: vaginal (3,8%), hématurie (1,3%), gastro-intestinal (1%)

• Adhérence au traitement: 65,7% sous apixaban, 75,1% sous rivaroxaban

• La différence de fréquence des saignements était essentiellement pendant les 3 premières 
semaines

• Population: pas de cancer actif, pas de patient >120 kg, pas de clear créat <30 mL/min
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the rivaroxaban dosing regimen contributed to the 
observed bleeding risks. Findings regarding the 
primary outcome were consistent across pre-
specified subgroups (Fig. S1). The 3-month mor-
tality was low in each treatment group, a finding 
that is also consistent with published data.23

Our trial has limitations. The open-label design 
could have introduced ascertainment bias. Emerg-
ing data during the trial may have influenced 
physician perceptions about the bleeding risk with 
apixaban and rivaroxaban. However, ascertain-
ment bias is unlikely because the bleeding events 
that were assessed in the trial are by definition 
overt and require a visit to a medical facility. Also, 
it is unlikely that knowledge of the anticoagulant 
received would have influenced the decision to 
transfuse or proceed with an intervention. We col-
lected data only during the first 3 months of anti-
coagulation therapy; whether the differences in 
bleeding risk persist beyond this time period is 
unknown. The bleeding definitions used in the 
current trial do not incorporate the use of health 
care resources for the management of bleeding, 
nor do they consider patient perceptions about 
clinical severity and the effects of bleeding on 
quality of life.

Among additional limitations are the exclu-
sion of patients with a body weight of more than 
120 kg in accordance with the ISTH guidance at 
the time of the trial design,12 which limits data on 
patients with overweight or obesity. Patients with 
cancer-associated thrombosis were also excluded 
from the trial because low-molecular-weight hepa-
rin was standard care at the time of the trial de-
sign. Pivotal registration trials of apixaban and 
rivaroxaban in that population were completed 
after our trial began. Diversity according to race 
and ethnic group was limited in the trial popula-
tion. Finally, the trial was not powered to detect 
differences in the risk of recurrent venous throm-
boembolism. Findings from our trial should not 
be extrapolated to other indications, including 
extended secondary prevention of venous throm-
boembolism with a full or reduced dose of direct 
oral anticoagulants, cancer-associated acute ve-
nous thromboembolism, and atrial fibrillation; 
a clinical trial assessing bleeding risk with riva-
roxaban and apixaban in patients with atrial fi-
brillation is ongoing (ClinicalTrials.gov number, 
NCT04642430).

Among patients with acute venous thrombo-
embolism, the risk of clinically relevant bleeding 

Figure 3. Recurrent Venous Thromboembolism.

Shown are Kaplan–Meier curves for the first episode of recurrent symp-
tomatic venous thromboembolism, a composite of recurrent deep-vein 
thrombosis or recurrent pulmonary embolism, during the 3-month treat-
ment period (secondary outcome). The inset shows the same data on an 
enlarged y-axis. Shading indicates 95% confidence intervals.
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Figure 2. Clinically Relevant Bleeding.

Shown are Kaplan–Meier curves for the first episode of clinically relevant 
bleeding, a composite of major bleeding or clinically relevant nonmajor 
bleeding, during the 3-month treatment period (primary outcome). The in-
set shows the same data on an enlarged y-axis. Shading indicates 95% con-
fidence intervals.
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Rivaroxaban: 15mgX2/j, pendant 3 semaines, puis 20 mgx1 /j

Apixaban: 10mgX2/j, pendant 7 jours, puis 5 mgx2 /j



Conclusions

• La place des anticoagulants oraux directs (AOD) est de plus en plus 
importante dans le traitement de la MVTE, et participe à une 
simplification de la prise en charge
• Possibilité d’utiliser une dose diminuée d’AOD, après les 6 premiers 

mois de traitement, se précise, même en cas de MVTE associée à un 
cancer actif, avec l’apixaban.
• Arguments pour moins de saignements sous apixaban versus 

rivaroxaban.


