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The RE-DUAL PCI trial reported that dabigatran dual therapy (110/150 mg twice daily,
plus clopidogrel or ticagrelor) reduced bleeding events versus warfarin triple therapy (war-
farin plus aspirin and clopidogrel or ticagrelor) in patients with atrial fibrillation who under-
went percutaneous coronary intervention, with noninferiority in composite thromboembolic
events. In this prespecified analyss, risks of first major or clinically relevant nonmajor
bleeding event and composite end point of death, thromboembolic events, or unplanned

revascularization were compared between dabigatran dual therapy and warfarin triple ther-
apy in older (= 75 years) and younger (< 75 years) patients, usng Cox proportional hazard
regression. Of 2,725 patients randomized to treatment, 1,026 (37.7 %) were categorized into
older and 1,699 (62.3%) into younger age groups. Dabigatran 110 mg dual therapy lowered
bleeding risk versus warfarin triple therapy in older (hazard ratio [HR] 0.67: 95% confi-
dence interval [CI] 0.51 to 0.89) and younger patients (HR 0.40: 95% CI 0.30 to 0.54): inter-
action p value: 0.0125. Dabigatran 150 mg dual therapy lowered bleeding risk versus
warfarin triple therapy in younger patients (HR 0.57; 95% CI 0.44 to 0.74), whereas no ben-
efit could be observed in older patients (HR 1.21: 95% CI 0.83 to 1.77): interaction p value:
0.0013. For the thromboembolic end point, there was a trend for a higher risk with dabiga-
tran 110 mg dual therapy in older patients, compared with warfanin triple therapy, whereas
the risk was similar in younger patients. For dabigatran 150 mg dual therapy, the thrombo-
embolic risk versus warfarin triple therapy was similar in older and younger patients. In
conclusion, the benefits of dabigatran dual therapy differed in the 2 age groups, which may
help dose selection when using dabigatran dual therapy. © 2019 The Authors. Published
by Elsevier Inc. This is an open access article under the CC BY-NC-ND license. (hitp://
creativecommons.org/licenses/by-ne-nd/4.0/) (Am J Cardiol 2020:125:735-743)
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Figure 1. Patient randomization according to age group.

*For the comparison with dabigatran 150 mg dual therapy, elderly patients outside the
United States aged = 80 years (= 70 years in Japan) were excluded. DE=dabigatran.
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Figure 2. Outcomes in older and younger patients according to treatment: dabigatran 110 mg dual therapy.
Patients aged > 80 years outside the United States and patients aged > 70 years from Japan were assigned to either DE 110 mg or warfarin in a 1:1 mtio: all
other patients are mandomized © all 3 treatment groups ina 1:1:1 matio. HRs and 95% Cls from Cox proportional hazard models. CI =confidence interval:
CRNMBE = clinically relevant nonmajor bleeding event: DE = dabigatran etexilate;: DTE = death or thromboembolic event: HR = hazard ratio; ISTH = Inter-

national Society on Thrombaosis and Haecmostasis: MB E=major bleeding event.
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Figure 3. Kaplan-Meier analysis for (A) time to first adjudicated ISTH MBE or CRNMBE and (B) DTE or unplanned revascularization (intent to treat period)

by age group: dabigatran 110 mg dual therapy.
CRNMBE = clinically relevant nonmajor bleeding event; DE = dabigatran etexilate: DTE = death or thromboembolic event; ISTH =International Society on

Thrombaosis and Haemostasis;: MBE = major bleeding event.
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Figure 3. Kaplan-Meier analysis for (A) time to first adjudicated ISTH MBE or CRNMBE and (B) DTE or unplanned revascularization (intent to treat period)
by age group: dabigatran 110 mg dual therapy.

CRNMBE = clinically relevant nonmajor bleeding event; DE = dabigatran etexilate: DTE = death or thromboembolic event; ISTH =International Society on
Thrombaosis and Haemostasis;: MBE = major bleeding event.
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Figure 4. Qutcomes in older and younger patients according to treatment: dabigatran 150 mg dual thempy.

Patients aged > 80 years outside the United States and patients aged > 70 years from Japan were assigned to either DE 110 mg or warfarin in a 1:1 ratio; all
other patients are randomized to all 3 treatment groups ina 1:1:1 ratio. *For the comparison with dabigatran 150 mg dual therapy, elderly patients outside the
United States aged > 80 years (> 70 years in Japan) are excluded. HRs and 95% Cls from Cox proportional hazard models. Cl = confidence interval:
CRNMBE = clinically relevant nonmajor bleeding event: DE = dabigatran etexilate; DTE = death or thromboembolic event: HR =hazard mtio: ISTH = Inter-
national Society on Thrombosis and Haemostasis: M BE = major bleeding event.
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Figure 5. Kaplan-Meier analysis for (4) time to first adjudicated ISTH MBE or CRNMBE and (8) DTE or unplanned revascularization (intent to treat period)
by age group: dabigatran 150 mg dual thempy.

*For the comparison with dabigatran 150 mg dual therapy, elderly patients outside the United States aged > 80 years (= 70 years in Japan) are excluded.
CRNMBE =clinically relevant nonmajor bleeding event: DE = dabi gatran etexilate; DTE = death or thromboembolic event; ISTH = Intemational Society on
Thrombaosis and Haemostasis; MBE = mgjor bleeding event.
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Figure 5. Kaplan-Meier analysis for (4) time to first adjudicated ISTH MBE or CRNMBE and (8) DTE or unplanned revascularization (intent to treat period)
by age group: dabigatran 150 mg dual thempy.

*For the comparison with dabigatran 150 mg dual therapy, elderly patients outside the United States aged > 80 years (= 70 years in Japan) are excluded.
CRNMBE =clinically relevant nonmajor bleeding event: DE = dabi gatran etexilate; DTE = death or thromboembolic event; ISTH = Intemational Society on
Thrombaosis and Haemostasis; MBE = mgjor bleeding event.
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Figure 6. ISTHMBE and CRNMBE—interaction plot for varying values of age as a continuous variable: (A) dabigatran 110 mg dual therapy; (B) dabigatran

150 mg dual therapy.
HRs (solid lines) and Wald 95% CIs from Cox proportional hazard model including treatment, age, and interaction between treatment and age. For the com-

parison with dabigatran 150 mg dual therapy, elderly patients outside the United States aged > 80 years (= 70 years in Japan) are excluded. CI=confidence
interval: CRNMBE =clinically relevant nonmsjor bleeding event HR =hazard ratio; ISTH=Intemational Society on Thrombosis and Haemostasis:
MBE = major bleeding event.
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Figure 7. DTE and unplanned revascularization—interaction plot for varying values of age as a continuous variable: (A) dabigatran 110 mg dual therapy: (B)

dabigatran 1 50 mg dual therapy.

HRs (solid lines) and Wald 95% Cls from Cox proportional hazard model including treatment, age, and interaction between treatment and age. For the com-
parison with dabigatran 150 mg dual therapy, elderly patients outside the United States aged > 80 years (= 70 years in Japan) are excluded. CI=confidence
interval; DTE = death or thromboembolic event; HR = hazard ratio.
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