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Comparison of the Efficacy and Safety of Warfarin and Antiplatelet Therapy
in Patients with Atrial Fibrillation and End-Stage Renal Disease

Donghee Han'", Jae-Sun Uhm'", Jung Tak Park’®, Tae-Hoon Kim', Boyoung Joung', Tae-Hyun Yoo’,
Hui-Nam Pak', Shin-Wook Kang’, and Moon-Hyoung Lee'

Divisions of ICardiology and ZNephrology, Department of Internal Medicine,

Severance Hospital, Yonsei University College of Medicine, Seoul, Korea

Background/Aims: The optimal strategy for anticoagulation treatment in patients with atrial fibrillation (AF) and end-stage renal
disease (ESRD) has not been established. We evaluated the efficacy and bleeding risk of warfarin and antiplatelet agents in patients
with AF and ESRD.

Methods: We retrospectively reviewed the medical records of 256 patients with AF and ESRD and included 158 patients (age, 63.7
+ 12.2 years; male sex, n=103) with a CHA,DS,-VASc score > 1 who were taking warfarin (n=53) or an antiplatelet agent (n=105).
Results: During the follow-up period (31.0 £+ 29.4 months), 10 ischemic events and 29 major bleeding events occurred. The throm-
boembolic event rate did not significantly differ between the warfarin and antiplatelet groups (1.9% and 8.6%, respectively; p =
0.166). However, the rate of major bleeding events was significantly higher in the warfarin group than it was in the antiplatelet
group (32.1% and 11.4%, respectively; p = 0.002). Cox’s regression analysis indicated that warfarin was related to an increased risk
of major bleeding events (hazard ratio [HR], 3.44; 95% confidence interval [CI], 1.60-7.36; p = 0.001). Conversely, warfarin was
not related to a decreased risk of thromboembolic events (HR, 0.34; 95% CI, 0.04-2.70; p = 0.306).

Conclusions: In patients with AF and ESRD, warfarin use was associated with an increased risk of bleeding events, compared with
antiplatelet agents. (Korean J Med 2019;94:191-199)
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Table 1. Baseline characteristics and clinical outcomes

War(f.:lr:m5 igoup Antli)rllaiellez)tsiroup pvalue
Age (years) 64.0£12.9 63.6+12.0 0.825
Male 33 (62.3) 70 (66.7) 0.583
Hemodialysis 36 (67.9) 76 (72.4) 0.560
Paroxysmal AF 14 (26.4) 54 (51.4) 0.003
CHA,DS,-VASc score 32+£1.5 32£15 0.905
Heart failure 9(17.0) 29 (27.6) 0.140
Hypertension 48 (90.6) 103 (98.1) 0.098
Age > 75 years 14 (26.4) 16 (15.2) 0.091
Diabetes mellitus 17 (32.1) 50 (47.6) 0.062
Previous stroke/TIA 14 (26.4) 15 (14.3) 0.063
Previous vascular disease 3(5.7) 18 (17.1) 0.045
Peripheral artery disease 1(1.9) 15 (14.3) 0.015
Acute myocardial infarction 2(3.8) 3(2.9) >0.999
Age, 65-74 years 12 (22.6) 38 (36.2) 0.084
HAS-BLED score 29+1.1 2.8+0.8 0.536
Hypertension (uncontrolled) 0(0.0) 4 (3.8) 0.301
Abnormal liver function 2(3.8) 4(3.8) >0.999
Previous stroke 14 (26.4) 14 (13.3) 0.042
Bleeding history 504 5(4.8) 0.305
Labile INR 24 (45.3) - -
Age > 65 years 26 (49.1) 54 (51.4) 0.778
Antiplatelet or NSAID use 28 (52.8) 105 (100.0) <0.001
Clinical outcomes
Thromboembolic events 1(1.9) 9(8.6) 0.166
Major bleeding events 17 (32.1) 12 (11.4) 0.002
All-cause mortality 15 (28.3) 25(23.8) 0.540

Values are presented as mean =+ standard deviation or number (%).
AF, atrial fibrillation; TIA, transient ischemic attack; HAS-BLED, INR, international normalized ratio; NSAID, nonsteroidal anti-in-
flammatory drug.
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Figure 1. Incidence of thromboembolic events according to CHA,DS,-VASc score by patient group.
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Figure 2. Thromboembolic (A) and major bleeding (B) event-free survival according to the Kaplan-Meier method.
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Table 2. Cox’s regression analysis of factors affecting thromboembolic events and major bleeding events

Thromboembolic events

Major bleeding events

Univariate Multivariate Univariate Multivariate
HR (95% CI)  p-value HR (95% CI) p-value  HR(95%CI) p-value HR (95% CI) p-value
Age 1.06 (1.00-1.13)  0.039  1.04 (0.98-1.12) 0210 1.02(0.99-1.05)  0.197
Female 0.83(0.21-3.20)  0.784 242 (1.15-5.07)  0.019 2.01(0.95-4.25) 0.069
Paroxysmal AF 0.39 (0.08-1.82)  0.230 0.86 (0.39-1.86)  0.692
Heart failure 1.04 (0.27-4.04)  0.960 0.37(0.13-1.07) ~ 0.067 0.55(0.19-1.65) 0.289

Diabetes mellitus 3.56 (0.91-13.91) 0.067
Previous stroke/TIA  1.39(0.29-6.58)  0.677

Previous myocardial 14.19 (2.86-70.45) 0.001
infarction”

Warfarin use 0.29 (0.04-2.29)  0.240

2.04 (0.47-8.92)

0.34 (0.04-2.70)

0345 0.67(0.30-1.48) 0319
1.81 (0.80-4.08)  0.156

6.99 (1.24-39.33)  0.027

0306  4.03(1.91-8.49) <0.001 3.4 (1.60-7.36) 0.001

HR, hazard ratio; CI, confidence interval; AF, atrial fibrillation; TIA, transient ischemic attack.

*Cox’s regression analysis of previous myocardial infarction was not performed in the major bleeding event group. No major bleeding

events occurred in patients with previous myocardial infarction.

Table 3. Cox’s regression analysis of factors affecting composite outcome

Composite endpoint

Univariate Multivariate
HR (95% CI) p-value HR (95% CI) p-value
Age® 1.03 (1.01-1.06) 0.031 1.04 (1.01-1.07) 0.008
Female 1.91 (1.01-3.61) 0.045 1.74 (0.91-3.31) 0.095
Paroxysmal AF 0.71 (0.35-1.40) 0.320
Heart failure 0.48 (0.21-1.11) 0.086 0.53 (0.23-1.24) 0.124
Diabetes mellitus 1.02 (0.54-1.95) 0.941
Previous stroke/TIA 1.30 (0.91-1.87) 0.152
Previous myocardial infarction 2.55(0.61-10.70) 0.200
Warfarin use 2.51(1.33-4.74) 0.004 2.37 (1.24-4.51) 0.009

HR, hazard ratio; CI, confidence interval; AF, atrial fibrillation; TIA, transient ischemic attack.

"Hazard ratio per 1 year of age.
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Table 4. Cox’s regression analysis of factors affecting all-cause mortality

All-cause mortality

Univariate Multivariate

HR (95% CI) p-value HR (95% CI) p-value
Age 1.05 (1.02-1.08) 0.002 1.04 (1.01-1.07)" 0.023
Female 1.05 (0.55-2.00) 0.890
Paroxysmal AF 0.88 (0.46-1.69) 0.695
Heart failure 1.51 (0.79-2.88) 0.210
Diabetes mellitus 2.25(1.19-4.25) 0.013 1.55(0.78-3.09) 0.211
Previous stroke/TIA 0.96 (0.40-2.29) 0.925
Previous myocardial infarction 4.77 (1.43-15.88) 0.011 3.43 (1.02-11.54) 0.047
Warfarin use 1.49 (0.78-2.83) 0.092 1.57 (0.82-3.00) 0.172
Thromboembolic events 1.25 (0.38-4.10) 0.709
Major bleeding events 0.82 (0.38-1.79) 0.620
HR, hazard ratio; CI, confidence interval; AF, atrial fibrillation; TIA, transient ischemic attack.
"Hazard ratio per 1 year of age.
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