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5 Background

• In patients with cancer-associated VTE, LMWH was 
associated with a lower rate of recurrent VTE and a 
similar rate of bleeding compared with VKA.

• Guidelines recommend LMWH for treatment of 
cancer-associated VTE.

• LMWH is burdensome due to the need for regular 
injections, which limits adoption and adherence.

N Engl J Med 2003;349:146; JAMA 2015;314:677; J Oncol Pract 2015;11:e442; 
J Thromb Haemost 2013;11:56; Chest 2016;149:315; Thromb Res 2016;145:51;

Thromb Haemost 2012;108:493



6 HOKUSAI VTE CANCER
• Question: Is edoxaban non-inferior to LMWH for treatment of cancer-

associated VTE?

• Patients: Adults with cancer (active or diagnosed within previous 2 
years) and acute symptomatic or incidental VTE (proximal lower 
extremity DVT or PE)

• Intervention: LMWH × ≥ 5 days, then edoxaban 60 mg QD (30 mg QD 
if CrCl 30-50 mL/min, weight ≤ 60 kg, or potent P-GP inhibitor)

• Comparison: Dalteparin 200 IU/kg QD × 1 month, then 150 IU/kg QD  

• Duration of treatment on study: 6-12 months 

• Primary Outcome:

• Composite of recurrent VTE or major bleeding in the 12 months 
after randomization, irrespective of treatment duration

• Funding: Daiichi Sankyo



7 Critical Appraisal of the Study
1. Was the assignment of patients to treatments randomized?
2. Were all patients who entered the trial properly accounted 

for and attributed at its conclusion?
3. Was follow up complete?
4. Were patients analyzed in the groups to which they were 

randomized?
5. Were patients, health workers, and study personnel "blind" 

to treatment?
6. Were the groups similar at the start of the trial?
7. Aside from the experimental intervention, were the groups 

treated equally?
8. How large was the treatment effect?
9. How precise was the estimate of the treatment effect?
10. Can the results be applied to my patient care?
11. Were all clinically important outcomes considered?
12. Are the likely treatment benefits worth the potential harms 

and costs? http://www.cche.net/usersguides/therapy.asp
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Was the assignment of patients 
to treatments randomized?

• Randomly assigned in a 1:1 ratio to 
edoxaban or dalteparin

• Randomization stratified according to: 
1. Whether the patient met criteria for edoxaban 

dose-reduction 

2. Presence of bleeding risk factors (surgery in 
previous 2 weeks, use of antiplatelet agents, 
brain tumor, regionally advanced or metastatic 
cancer, GI or GU cancer diagnosed in last 6 
months, treatment with bevacizumab in previous 
6 weeks)



9 Were all patients who entered the trial properly 
accounted for and attributed at its conclusion?

Was follow up complete?
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Were patients analyzed in the groups 

to which they were randomized?

• Efficacy and safety analyses included all 
patients who underwent randomization and 
received at least one dose of study 
medication (modified intention-to-treat). 
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Were patients, health workers, and study 
personnel "blind" to treatment?

• Open-label (patients and treaters were 
aware of assigned treatment)

• A clinical events committee that adjudicated 
suspected outcomes (e.g. recurrent VTE, 
major bleeding) was blinded to treatment 
assignment
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Were 
the 
groups 
similar 
at the 
start of 
the trial?
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Were the groups similar 
at the start of the trial?
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Aside from the experimental intervention, 
were the groups treated equally?

Edoxaban                   Dalteparin

Characteristic                              (N = 522)                       (N = 524)                    

Treatment duration (median)          211 days                      184 days    P=0.01                                        



15 How large was the treatment effect?
How precise was the estimate of the treatment effect?

Edoxaban      Dalteparin      HR (95% CI)
(N = 522)       (N = 524)                    

Primary analysis   67 (12.8%)     71 (13.5%)    0.97 (0.70, 1.36)                   
P = 0.006

First 6 months       55 (10.5%)     56 (10.7%)   1.01 (0.69, 1.46)
P = 0.018

Per protocol          51 (10.4%)     53 (10.4%)    0.99 (0.68, 1.46)
(during treatment)                                                   P = 0.018   



16 How large was the treatment effect?
How precise was the estimate of the treatment effect?



17 How large was the treatment effect?
How precise was the estimate of the treatment effect?



18 How large was the treatment effect?
How precise was the estimate of the treatment effect?

GI cancer Edoxaban 
(n=522)

Dalteparin 
(n=524)

Yes 18/136 (13.2%) 3/125 (2.4%)

No 14/386 (3.6%) 13/399 (3.3%)

Major bleeding in subjects with and without GI cancer

Among patients with GI cancer, edoxaban increased 
the risk of major bleeding compared with dalteparin 

(p = 0.02 for interaction).



19 How large was the treatment effect?
How precise was the estimate of the treatment effect?

Freedom from recurrent VTE, major bleeding, and death



20 How large was the treatment effect?
How precise was the estimate of the treatment effect?



21 How large was the treatment effect?
How precise was the estimate of the treatment effect?
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Conclusion

• Among patients with cancer-associated VTE,
edoxaban was non-inferior to dalteparin with respect to
the composite outcome of recurrent VTE and major
bleeding.



23 Discussion

• Are there patient subgroups (e.g. GI malignancies, 
history of GI bleed) in which LMWH may be 
preferable to edoxaban?

• Can the results be extrapolated to other DOACs?

• I have patients with cancer-associated VTE who are 
doing well on another DOAC. Should I switch them 
to edoxaban?

• Can the results be extrapolated to patients with 
central venous catheter-associated DVT?



This webinar is brought to you, in part, by the 
support of the following companies:


