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Supplementary Table S1. Edoxaban Trough Concentration and Anti-FXa Activity at Trough by Age and 

Dose Reduction 

   <65 year 65-74 year ≥75 year 

Edoxaban Concentration 
at trough (ng/mL) 

HDER No DR (60mg) 29.4[15.3-53.1] 36.1[20.0-63.8] 42.6[25.4-68.4] 

HDER DR (30mg) 18.2[10.0-38.8] 25.1[13.0-41.4] 28.8[16.5-45.8] 

LDER No DR (30mg) 14.0[7.3-27.3] 18.5[10.6-31.7] 22.8[13.4-36.0] 

LDER DR (15mg) 8.2[3.6-14.3] 11.6[6.6-19.6] 13.5[8.4-22.2] 

Anti FXa Activity at 
trough (IU/mL) 

HDER No DR (60mg) 0.5[0.3-1.0] 0.7[0.4-1.1] 0.8[0.5-1.3] 

HDER DR (30mg) 0.5[0.2-1.0] 0.5[0.3-0.9] 0.5[0.3-0.8] 

LDER No DR (30mg) 0.3[0.2-0.5] 0.4[0.2-0.5] 0.4[0.3-0.7] 

LDER DR (15mg) 0.2[0.2-0.3] 0.3[0.2-0.5] 0.3[0.2-0.5] 

DR; dose reduction, HDER; higher dose edoxaban regimen, LDER; lower dose edoxaban regimen. 
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Supplementary Table S2. Primary Outcomes by Dose Reduction (Higher dose edoxaban regimen (60/30 mg) 

  Event Rates (%/pt-yrs) Higher dose edoxaban regimen vs. warfarin 

Outcomes Age 

Did not meet edoxaban 
dose reduction criteria* 

Met edoxaban dose 
reduction criteria* 

Did not meet edoxaban 
dose reduction criteria* 

Met edoxaban dose 
reduction criteria* 

 
 

3 way

Edox 60mg Warfarin Edox 30mg Warfarin HR [95% CI] HR [95% CI] Pint† Pint‡ 

Stroke or 
SEE 

<65 years 1.1 1.1 1.0 1.7 0.99 [0.67-1.47] 0.62 [0.20-1.90] 0.43 0.52 

65-74 years 1.4 1.6 2.6 2.5 0.85 [0.62-1.16] 1.01 [0.59-1.70] 0.60   

≥75 years 1.6 1.9 2.4 2.9 0.82 [0.60-1.12] 0.84 [0.61-1.15] 0.91   

Major 
Bleeding 

<65 years 1.4 1.8 1.9 1.9 0.79 [0.56-1.11] 1.04 [0.39-2.76] 0.62 0.09 

65-74 years 2.4 3.3 2.7 3.5 0.75 [0.58-0.96] 0.76 [0.45-1.30] 0.95   

≥75 years 4.4 4.1 3.4 6.0 1.06 [0.84-1.33] 0.58 [0.43-0.77] 0.0013   

 

*In the higher-dose edoxaban regimen, patients with moderate renal dysfunction, weight < 60 mg, or use of strong P-gp inhibitors received 

30 mg instead of 60 mg edoxaban once daily. There was no “dose reduction” for warfarin; instead the dose of warfarin was titrated to a 

target INR of 2.0-3.0. 

†p-interaction for dose reduction and treatment effect 

‡3 way p-interaction for dose reduction, treatment effect and age 
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Supplementary Table S3. Primary Outcomes by Dose Reduction (Lower dose edoxaban regimen 30/15 mg) 

  Event Rates (%/pt-yrs) Lower dose edoxaban regimen vs. warfarin 

Outcomes Age 

Did not meet edoxaban 
dose reduction criteria* 

Met edoxaban dose 
reduction criteria* 

Did not meet edoxaban 
dose reduction criteria* 

Met edoxaban dose 
reduction criteria*  3 way 

Edox 30mg Warfarin Edox 15 mg Warfarin HR [95% CI] HR [95% CI] Pint* Pint** 

 
Stroke or 
SEE 

<65 years 1.5 1.1 2.3 1.7 1.43 [0.99-2.08] 1.34 [0.55-3.29] 0.89 0.82 

65-74 years 1.6 1.6 3.0 2.5 0.94 [0.70-1.28] 1.16 [0.70-1.93] 0.49   

≥75 years 2.0 1.9 3.3 2.9 1.07 [0.80-1.45] 1.15 [0.86-1.54] 0.74   

 
Major 
Bleeding 

<65 years 0.8 1.8 0.5 1.9 0.43 [0.28-0.65] 0.24 [0.05-1.13] 0.48 0.05 

65-74 years 1.6 3.3 1.8 3.5 0.48 [0.36-0.63] 0.51 [0.29-0.93] 0.82 
 

≥75 years 2.7 4.1 1.6 6.0 0.65 [0.51-0.84] 0.27 [0.18-0.39] 
0.000

1 
  

 

*In the lower-dose edoxaban regimen, patients with moderate renal dysfunction, weight < 60 mg, or use of strong P-gp inhibitors received 

15 mg instead of 30 mg edoxaban once daily. There was no “dose reduction” for warfarin; instead the dose of warfarin was titrated to a 

target INR of 2.0-3.0. 

†p-interaction for dose reduction and treatment effect 

‡3 way p-interaction for dose reduction, treatment effect and age 
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Supplementary Table S4 Patient Characteristics in Very Elderly Population (≥ 80 years)                       

 

 

*See Figure 1 Legend for abbreviations and for data presentation. 

p value <0.001 for all comparisons except for hypertension (p=0.003), dyslipidemia (p=0.158), prior PCI (p=0.016), prior 

stroke or TIA (p=0.014), Type of AF (p=0.996), Time in therapeutic range (p=0.225), prior VKA experience (p=0.062), 

aspirin use (p=0.455), and thienopyridine use (p=0.174).   
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Supplementary Table S5 Patient Characteristics in Very Elderly Population (≥85 years) 

.  

p value <0.001 for all comparisons except for hypertension (p=0.044), dyslipidemia (p=0.172), prior PCI (p=0.962), prior 

stroke or TIA (p=0.864), Type of AF (p=0.630), time in therapeutic range (p=0.238), prior VKA experience (p=0.946), 

aspirin use (p=0.725), and thienopyridine use (p=0.233).. 

  



7 
 

Supplementary Table S6 Outcomes in Very Elderly Population (≥ 80 years)                                           

 

HDER; Higher dose edoxaban regimen, LDER; lower dose edoxaban 

*See Table 1 for abbreviations.  
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Supplementary Table S7 Outcomes Very Elderly Population (≥ 85 years) 
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Supplementary Table S8 Outcomes by patients aged <75 and ≥75 years 

 

 

HDER; Higher dose edoxaban regimen, LDER; lower dose edoxaban 

*See Table 1 for abbreviations.  
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Supplementary Figure S1. Age distribution 
The median age was 72 years (interquartile range, 64 to 78). 40.2% were aged ≥75 years including 899 (4.3%) in 

age group ≥85 years 
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Supplementary Figure S2. Efficacy and Safety Outcomes Comparing the Lower Dose Edoxaban Regimen 
vs. Warfarin by Age 

In the elderly, the risks of ISTH major bleeding (HR 0.47 [0.38-0.58]) and ICH (HR 0.30 [0.19-0.49]) were 

significantly reduced with the lower dose edoxaban regimen as compared to warfarin.  

See Figure 1 and 3 for abbreviations. 

edoxaban vs. Warfarin
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Supplementary Figure 3. 
Net Clinical Outcomes of the Lower Dose Edoxaban Regimen Compared to Warfarin 
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