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Background: Patients with atrial fibrillation (AF) who initiated vitamin K
antagonist (VKA) were at highest risk of stroke and bleeding in the first few
months of therapy. Understanding of the temporal trend of clinical events
in AF patients on non-VKA oral anticoagulant (NOAC) therapy should aid
therapeutic decisions.

Purpose: To evaluate the temporal trend of clinical events in AF patients
receiving edoxaban in routine clinical practice in the Global ETNA-AF pro-
gram.

Methods: Global ETNA-AF is a multicentre, prospective, noninterventional
program evaluating the safety and effectiveness of edoxaban in patients
from European and Asian countries. Thromboembolic, bleeding and death
events were analysed separately for the 1st and 2nd year of the follow-up
period, using a time-to-first-event estimation of cumulative incidence and
annual rate via Kaplan-Meier method.

Results: A total of 27,617 patients were included in this analysis, 48.6%
from Europe and 51.4% from Japan, Korea, and Taiwan. Baseline charac-

teristics were consistent with typical AF population in real world studies (Ta-
ble 1). Approximately 83% of patients received the recommended edoxa-
ban dose. Annualized rates of ischaemic stroke and major bleeding (ISTH)
were lower in the 2nd year than in the 1st year: ischaemic stroke 0.59%
(95% Cl, 0.50-0.70) vs 0.86% (95% Cl, 0.75-0.98), p=0.015; major bleed-
ing 0.87% (95% Cl, 0.75-1.00) vs 1.15% (95% Cl, 1.02-1.29), p=0.036.
The trend toward lower rates of ischaemic stroke and major bleeding in
the 2nd year was consistent across regions. All-cause mortality increased
slightly from the 1st year to the 2nd year, which was not statistically signifi-
cant and was not driven by cardiovascular (CV) mortality (Table 2).
Conclusion: In routine clinical practice in the Global ETNA-AF program,
major bleeding and ischaemic stroke rates in >27,000 patients on edox-
aban therapy declined from 1st year to 2nd year. Further analyses will
investigate whether such trend is influenced by selection for healthier pa-
tients over time. Longer follow-up is needed to better understand long-term
trends.

Global

[N =27,617]
Age, mean (SD) 73.6 (9.8)
Gender, male, % 58.1
Weight [kg], mean (SD) 70.7 (18.1)
CrCl [mL/min], mean (SD) 68.7 (28.4)
CHA;DS;-VASCc, mean (SD) 3.3 (1.5)
Mod. HAS-BLED, mean (SD) 2.4(1.1)
Type of AF, %

Paroxysmal / 51.6
Non-paroxysmal 48.4
Edoxaban 60mg/30mg, % 53.5146.5
Edoxah on- 261174

r
recommended dose, %

Europe Japan KorealTaiwan
[N = 13,417] [N = 11,330] [N = 2,870]
73.6 (9.5) 74.2 (10.1) 71.6 (9.5)
56.6 50.4 60.2
81.0 (17.3) 60.0 (12.8) 66.0 (12.0)
74.4 (30.5) 63.9 (25.8) 63.4 (23.7)
3.2(1.4) 3.5(1.7) 3.1 (1.4)
25(1.1) 2.4(1.1) 23(1.1)
53.6 50.9 441
46.4 491 55.9
76.4123.6 27.6172.4 48.8151.2
83.1/16.9 85.1/14.9 70.4129.6

Table 1. Baseline characteristics

Clinical events, Global

%hlyear, [95% CI] [N = 27,617]

1%t year 2™ year 1%t year

Europe NELELS
[N = 13,417]

2" year

Korea/Taiwan

[N =11,330] IN = 2,870]

1%t year 2 year 1%t year 2 year

st 086 0.59 0.54 0.47 1.25 0.76 1.01 0.64
[0.75; 0.98] [0.50; 0.70] | [0.42; 0.69] [0.36; 0.61] | [1.04; 1.49] [0.59; 0.98] | [0.67; 1.46] [0.39; 1.07)
Haemorrhagic 0.23 0.19 0.11 0.07 0.38 0.39 0.25 0.08
stroke [0.18; 0.30] [0.14; 0.25] | [0.06; 0.19] [0.03;0.14] | [0.27; 0.53] [0.27;0.56] | [0.10; 0.52] [0.02; 0.34]
— 1.12 0.79 0.71 0.56 1.61 115 1.30 0.77
[0.99; 1.26] [0.68;0.92] | [0.58; 0.87] [0.44;0.71] | [1.37; 1.89] [0.94; 1.42] | [0.91;1.80] [0.49; 1.23]
Major Bleeding 1.15 0.87 1.06 0.88 127 0.85 112 0.86
(ISTH) [1.02; 1.29] [0.75;1.00] | [0.89; 1.25] [0.72;1.07] | [1.06; 1.52] [0.67;1.09] | [0.76; 1.59] [0.55; 1.33]
Intracranial 0.31 0.26 0.24 0.16 0.39 0.39 0.32 0.34
Haemorrhage [0.24; 0.38] [0.20; 0.34] | [0.16; 0.34] [0.11; 0.26] | [0.28; 0.54] [0.27; 0.56] | [0.15; 0.61] [0.17; 0.68]
Major GI 0.59 0.42 0.42 0.40 0.88 0.48 0.36 0.34
bleeding [0.50; 0.69] [0.34; 0.52] | [0.32; 0.55] [0.30; 0.53] | [0.70; 1.08] [0.35;0.67] | [0.17; 0.66] [0.17; 0.68]
All-cause 3.04 3.25 3.54 4.10 285 251 133 1.48
mortality [2.83;3.26] [3.01;3.50] | [3.23; 3.88] [3.74;4.48] | [2.53; 3.21] [2.18;2.89] | [0.93; 1.83] [1.06; 2.06]
Vet 1.50 1.39 219 2.00 0.83 077 0.54 047
[1.35; 1.65] [1.24; 1.56] | [1.95; 2.46] [1.76; 2.28] | [0.66; 1.04] [0.59; 0.99] | [0.30; 0.89] [0.26; 0.84]

Table 2. Annualised clinical event rates
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