Appendix

Supplemental Figure I: Baseline endogenous Factor Xa activity according to dose-reduction criteria in men and women.

The difference between men and women was tested using the non-parametric Wilcoxon rank-sum test. DR = dose reduction
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Supplemental Figure Il: Endogenous Factor Xa activity with higher-dose (HDER) and lower-dose edoxaban regimen (LDER)
according to dose-reduction criteria.

The difference between men and women was tested using the non-parametric Wilcoxon rank-sum test.
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Supplemental Figure lll: Edoxaban concentrations with higher-dose (HDER) and lower-dose edoxaban regimen (LDER) according
to dose-reduction (DR) criteria.

The difference between men and women was tested using the non-parametric Wilcoxon rank-sum test.
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Supplemental Figure IV: Exogenous Factor Xa Concentrations with higher-dose (HDER) and lower-dose edoxaban (LDER)

regimen. The difference between men and women was tested using the non-parametric Wilcoxon rank-sum test.
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Supplemental Figure V: Exogenous Factor Xa concentrations with higher-dose (HDER) and lower-dose edoxaban regimen
(LDER) according to dose-reduction (DR) criteria.

The difference between men and women was tested using the non-parametric Wilcoxon rank-sum test.
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Supplemental Figure VI: Efficacy and safety of edoxaban versus warfarin stratified by sex using multivariable adjusted* Cox model. (The x-axis
of the forest plot represents hazard ratio.)

*Adjusted for age, body mass index, race, smoking, history of stroke or TIA, diabetes, heart failure, hypertension, coronary artery disease, peripheral artery disease, dyslipidemia,
hepatic disease, non-ICH bleed, AF type
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Supplemental Figure VII: Efficacy and safety of higher dose edoxaban regimen (HDER) and lower dose edoxaban regimen (LDER) versus warfarin
in patients who met criteria for dose reduction stratified by sex (i.e., HDER 30 mg, LDER 15 mg). (The x-axis of the forest plot represents hazard
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Supplemental Figure VIII: Efficacy and safety of higher dose edoxaban regimen (HDER) and lower dose edoxaban regimen (LDER) in patients
who did not meet criteria for dose-reduction versus warfarin stratified by sex (i.e., HDER 60 mg, LDER 30 mg). (The x-axis of the forest plot

represents hazard ratio.)
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Supplemental Figure IX: Edoxaban versus warfarin on stroke and systemic embolic events in women by major subgroups. (The x-axis of the
forest plot represents hazard ratio.)
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Supplemental Figure X: Edoxaban versus warfarin on major bleeding in women by major subgroups. (The x-axis of the forest plot represents
hazard ratio.)
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