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Background

• The life expectancy of patients with cancer-associated thrombosis is improving

• The risk of recurrent VTE declines over time, whereas the risk of bleeding remains substantial

• International guidelines suggest continuing anticoagulant therapy for as long as the cancer 
remains active or cancer treatment is ongoing

The use of a reduced dose of anticoagulant could be as effective as, and 

safer than, a full dose for extended VTE treatment 

Hypothesis



To determine, in a hierarchical test procedure, whether a low-dose of apixaban (2.5 mg 
bid) is

• non-inferior to a full dose of apixaban (5 mg bid) for prevention of recurrent VTE

• superior to a full dose of apixaban (5 mg bid) for clinically relevant bleeding

Design: randomized double-blind study

VTE patients with active 
cancer who have completed 

≥6 mo. of anticoagulant 
treatment

Apixaban reduced dose 

2.5 mg twice daily

Apixaban full dose

 5 mg twice daily

R

12 mo.
End of treatment

Treatment period 30-day follow-up

Stratification:
- site of cancer (breast, prostate, colo-rectal, lung, other)

- index VTE (PE with or without DVT, or isolated proximal DVT)
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Methods

Outcomes within 12 months

• Primary outcome: adjudicated recurrent VTE, 
composite of

‐ recurrent symptomatic VTE
‐ incidental VTE
‐ VTE-related death

• Key secondary outcome: adjudicated clinically relevant 
bleeding, composite of

‐ major bleeding
‐ clinically relevant non-major bleeding

Statistical analysis

• Sample size 1722 patients to conclude for both primary and key secondary outcomes 

• Time-to-event analysis: Fine and Gray model for competing risk of death (SubHR and 95% CI)

• Intention-to treat and per-protocol populations

Hierarchical procedure

Non-inferiority on 
recurrent VTE

test 
significant ?

No

Superiority on clinically 
relevant bleeding

Yes

Non-inf. margin
on subHR: 2.0



87 77
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17

78
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1200

52

35

21

7

Enrollment

• 1766 randomized patients

• 121 centers

• 11 countries

• Enrollment period: Oct 2018-Sept 
2023



1766 Patients underwent 
randomization

866 assigned to reduced-dose 
apixaban

861 Received reduced dose
5 Did not received study treatment

900 assigned to full dose apixaban 
890 Received full dose
10 Did not received study treatment

682 Completed the overall trial period
184 Did not

148 Died
7 Withdrew consent
3 Were lost to follow-up
26 Had other reason

189 Discontinued study treatment

680 Completed the overall trial period
220 Did not

168 Died
17 Withdrew consent
0 Were lost to follow-up
35 Had other reason

224 Discontinued study treatment

866 in the intention-to-treat 
population

755 in the per-protocol population

900 in the intention-to-treat 
population

765 in the per-protocol population

Flow chart

Allocation

Follow-up

Analysis
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Patient characteristics

Overall
(N = 1766)

Mean age 67.4 yrs ± 
11.2

Male 43.4 %

History of VTE 18.5 %

Creatinine clearance <50 ml/min 13.7 %

Index VTE (randomization strata)

PE ± proximal DVT 75.5 %

Proximal DVT only 24.5 %

Overall
(N = 1766)

Site of cancer (randomization
strata)

Breast 22.7 %

Colorectal 15.3 %

Lung 11.3 %

Prostate 9.3 %

Others 41.4 %

Metastatic cancer 65.8 %

ECOG 2 7.4 %

Median time since index event 8.0 mo.

Median duration of the study drug 11.8 mo.



Apixaban
Reduced dose

(N=866)

Apixaban
Full dose
(N=900)

Subhazard Ratio
(95% CI) p-value

Recurrent VTE — no. (%) 18 (2.1) 24 (2.8) 0.76 (0.41 to 
1.41)

0.001 for non-
inferiority

Percentages are the 

cumulative incidence 

Results: primary efficacy outcome (Composite of recurrent symptomatic VTE or incidental VTE)

Reduced dose 
2.1%

Full dose 2.8%

No. at Risk

Reduced
dose 866 820 769 722 660

Full dose 900 834 771 722 659
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Apixaban
Reduced dose

(N=866)

Apixaban
Full dose
(N=900)

Subhazard Ratio
(95% CI) p-value

Recurrent VTE — no. (%) 18 (2.1) 24 (2.8) 0.76 (0.41 to 1.41) 0.001 for non-
inferiority

Recurrent symptomatic VTE 17 (2.0) 18 (2.1)

Lower limb DVT 8 6

PE 9 10

Upper limb DVT 1 3

CVC-related thrombosis 1 2

Recurrent Incidental VTE 1 (0.1) 6 (0.7)

Results: primary efficacy outcome
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Apixaban
Reduced dose

(N=866)

Apixaban
Full dose
(N=900)

Subhazard Ratio
(95% CI) p-value

Clinically relevant bleeding —no. 
(%) 102 (12.1) 136 (15.6) 0.75 (0.58 to 

0.97)
0.03 for superiority

Results: key secondary safety outcome (composite of MB or CRNMB)

Reduced dose 
12.1%

Full dose 15.6%

No. at Risk

Reduced
dose 866 795 736 682 619

Full dose 900 796 725 662 593

Percentages are the 

cumulative incidence © Copyright 2025



Apixaban
Reduced dose

(N=866)

Apixaban
Full dose
(N=900)

Subhazard Ratio
(95% CI) p-value

Clinically relevant bleeding — no. 
(%) 102 (12.1) 136 (15.6) 0.75 (0.58 to 0.97) 0.03 for    

superiority

Major bleeding 24 (2.9) 37 (4.3) 0.66 (0.40 to 1.10)

Fatal 2 2

Major gastrointestinal bleeding 12 25

Upper 6 13

Lower 7 13

CRNMB 84 (10.0) 107 (12.3) 0.79 (0.59 to 1.05)

Results: key secondary safety outcome (composite of MB or CRNMB)

Percentages are the cumulative incidence 
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Apixaban
Reduced dose

(N=866)

Apixaban
Full dose
(N=900)

Hazard Ratio
(95% CI) p-value

All-cause death — no. (%) 148 (17.7) 168 (19.6) 0.96 (0.86 to 
1.06)

0.42

Results: all-cause death

Reduced dose 
17.7%

Full dose 19.6%

No. at Risk

Reduced
dose 866 823 776 731 666

Full dose 900 838 779 731 666

Percentages are the 

cumulative incidence © Copyright 2025



In patients with active cancer who have completed at least 6 months of 

anticoagulant treatment

• Extended anticoagulant therapy with reduced-dose apixaban was non-inferior to 

full-dose apixaban to prevent recurrent venous thromboembolism

• The reduced dose resulted in a lower incidence of clinically relevant bleeding

Our results indicate that these patients may be eligible to receive a reduced dose of 

apixaban for extended treatment

Conclusion
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Apixaban
Reduced dose

(N=866)

Apixaban
Full dose
(N=900)

Hazard Ratio
(95% CI)

Major bleeding — no. (%) 24 (2.9) 37 (4.3) 0.66 (0.40 to 
1.10)

Results: major bleeding

Reduced dose 
17.7%

Full dose 19.6%

No. at Risk

Reduced
dose 866 823 776 731 666

Full dose 900 838 779 731 666

Percentages are the 

cumulative incidence © Copyright 2025



Subgroup analysis (ITT population)

Clinically Relevant BleedingRecurrent VTE
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