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Table 1. Baseline Characteristics of the Patients.”

Characteristic Dabigatran (N=163) Warfarin [N=84)
Male s — no. (%) 107 [64) 56 (67)
Age
Mean —yr 56.0+9.4 55.7£10.4
<50 yr — nio. (35) 34 (20) 20 (24)
Creatinine clearance — ml/min 107.8+39.9 106434 4
Use of aspirin or dopidogrel after surgery — no. (%)
One agent or both 51 (30} 25 (30}
Both agents 1(2) 1(1)
Geographic region — no. (%)
Maorth America (Canada only) 15 (9) 9(11)
Western Eurcpe 98 (58) 42 (50)
Central Europe 55(33) 3339
Type of valve-replacement surgery — no. (%)
Aortic 113 (57 59 (70)
Mitral 49 (29) 22 (26)
Aortic and mitral 64 3 4)
Baseline thromboembolic risk — no. (%)
Low 51 (30) 23 (27)
Intermediate or high 117 (70) &1 (73)
Population group — no. (%)
Population A (surgery during current hospital stay) 133 (79) &6 (79)
Population B (=3 mo after surgery) 35(21) 18 (21)
Medical and surgical history — no. (%)
Coronary artery disease 39 (23) 24 (19)
Previous myocardial infarction 9 (5) TR)
Previous CABG 5 (3] 4 (5]
Aitrial fibrillation 37 22) 22 (26)
Atrial flutter 7 (4) 5 (E)
Mew York Heart Association dass =l 62 (37) 29 (35)
Left ventricular ejection fraction <40% 11({7) 4 (5)
Hypertension 101 (&0) 53 (B3)
Diabetes mallitus 27 (16) 13 (15)
Hyperlipidamia 75 (45) 42 (50)
Previous stroke 5(3) 5 (E)
Previous transient ischemic attack 4(2) 3(4)
Hypercoagulable condition 3(2) 2 ()
Logistic EuroSCORET 23£19 23:18
Society of Thoracic Surgeons risk scoref§ 20+23 18217

* Plus—minus values are means =50 There were no significant differences between the two study groups. CABG denotes
coronary-artery bypass grafting.

1 Patients who underwent zortic-valve replacement and had no additional risk factors were classified as being at low
thromboembaolic risk; those who underwent acrticvalve replacement and had additional risk factors (i.e., atrial fibrilla-
tion or flutter, left ventricular dysfunction, previous thromboembolism, or a hypercoagulable condition) and those who
underwent mitral-valve replacement, regardless of whether they had additional risk factors, were dassified as being at
intermediate or high risk.*®

T The logistic European System for Cardiac Otperative Risk Evaluation (EurcSCORE), which measures risk at the time of
cardiovascular surgery, is calculated with the use of a logistic-regression equation. A score of more than 20 indicates a
very high surgical risk.

§ The Society of Thoracic Surgeons score measures risk at the time of cardiovascular surgery. A score of more than 10 in-
dicates avery high surgical risk.



Table 2. Patients Requiring Dose Escalation or Discontinuation of Dabigatran and Mean Percentage of Time above the Target Trough Plasma

Lavel of Dabigatran.*

Dabigatran Dose Population A [N=127) Population B (N=35) All Patients [N=162)
Patients Requiring ~ Percent of Patients Requiring  Percent of Patients Requiring  Percent of
Dose Escalationor  Time above Dose Escalation or  Time above Dose Escalation or - Time above
Discontinuation|  Target Level{ Discontinuationf Target Levelf Discontinuation| Target Level}
no/total mo. (36) no. ftatal no. [36) no_ftotal no. (%)

all doses 47/127 (37) 84 535 (14) 96 52/162 (32) 86

150 mg twice daily 411 (36) 99 313 (15) o0z &/24 (25) o0z

220 mg twice daily 32/71 (45) 24 116 (5) 100 31387 (35) 87

300 mg twice daily 11745 (24) 79 26 (33) 3 13/51 (25) 70

* Shown are the numbers of all patients who received at least one dose of dabigatran who required a dose escalation or discontinuation,
divided by the total number of patients receiving the initial dose level. The target trough plasma level of dabigatran was 50 ng per milliliter
or more. Data are from the initial 12-week treatment period.

1 Doses were increased from 150 mg twice daily to 220 mg twice daily and from 220 mg twice daily to 300 mg twice daily if the steady-state
trough level of dabigatran was less than 50 ng per milliliter. Among patients receiving an initial dose of 300 mg twice daily, dabigatran was
discontinued if repeated measurement of the trough level was less than 50 ng per milliliter.

1 The percentage of time above the target level was calculated with the use of the Rosendaal method on the basis of trough levels of dabigatran,
as measured on high-performance liquid chromatography—tandemn mass spectrometry. Excluded from this calculation were three patients for
whom no measurements were available during the initial study period.

Table 3. Trough Plasma Levels of Dabigatran, According to Treatment Duration and Population.®

Treatment
Duration Population A Population B All Patients
Geometric Geometric Geometric
Mean Trough Geometric Mean Trough Geometric Mean Trough Geometric
Mo.of Dabigatran Coefficient Mo.of Dabigatran Coefficient Mo.of Dabigatran  Coefficient
Patients Level of Variation Patients Level of Variation Patients Level of Variation
ng/ml % ng/ml % ng/ml %
1wk 105 66 73 7 123 55 132 75 76
2wk 18 69 71 7 115 i3 25 79 &7
4wk 100 98 62 27 125 45 127 103 (i)
End of treatment 50 1a7 102 11 125 75 6l 110 a7
Table 4. Adjudicated Efficacy and Safety Outcomes in the Initial and Extended Trials in the Intention-to-Treat Population.*
Hazard Ratio
Outcome Population A Population B All Patients (95% CI)§ PValuei
Dabigatran Warfarin  Dabigatran ‘Warfarin  Dabigatran Warfarin
[N=133) (M=66] (N=35) (N=18) (N=168) (N=54)
number of patients (percent)
Death 1(1) 2(3) 0 0 1(1 3(2) 035 (0.02-272) 0.26
Stroke a(n 0 0 0 9(5) 0 NA MA
Systemnic embalism 4] o 0 0 o 0 MA MA
Transient ischemic attack 2 JE)] 103 0 1(2) 2(Z) 075 (013449 0.75
Myocardial infarction 101 0 2 (8 0 1(2) 0 NA NA
Death, stroke, systemic embo- 11 (B} 2(3) 2 (6} 0 13 (&) () 337 (0.76-14.95) 0.11
lism, or myocardial
infarction
Death, stroke, transient ische- 12 [9) 4(E) 39 0 15 (9) 4(5) 104 (0.64-5.56) 0.24
mic attack, systemic
embalism, or myocardial
infarction
Valve thrombosis without 2 0 3 (9) 0 5 (3 0 NA MA
symptoms
Bleeding
Any 35 (26) 3 (12) 10 (29) 201 45(27) 10{12)  2.45 (1.23-4.86) 0.01
Major 7 5) 203 0 0 74 2(2) 176 (D37-8.46) 0.48
Major with pericardial 7 (5) 2(3) 0 0 7i4) 2(2) 176 [0.36-8.45) 0.48
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