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Clinical Question
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Study design
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Outcome

Primary Outcomes
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Patient Flow
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Randomization and Masking
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Patient characteristics
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Table 1. Baseline Characteristics of the Patients.*

Oral Anticoagulation

Indication for TAVI — no. (%)

Oral Anticoagulation plus Clopidogrel
Characteristic (N=157) (N=156)
Age —yr 80.9+6.2 81.0£5.5
female sex— no. (%) 69 (43.9) 73 (46.8)

NYHA class Il or IV — no. (%) 119 (75.8) 110 (70.5)
Body-mass indexf 274153 27.545.1
Logistic EuroSCORE — %

Median 15.6 14.1

IQR 9.2-23.8 10.6-22.8
Society of Thoracic Surgeons risk score — %

Median 3.2 3.1

IQR 22-48 2345

Normal-flow, high-gradient aortic stenosis 98 (62.4) 98 (62.8)
Low-flow, low-gradient aortic stenosis 51 (32.5) 50 (32.1)
Pure aortic regurgitation 6 (3.8) 4 (2.6)
Combination of above 2 (1.3) 4 (2.6)
Atrial fibrillation — no. (%) 150 (95.5) 147 (94.2)
Hypertension — no. (%) 115 (73.2) 105 (67.3)
Diabetes mellitus — no. (%) 43 (27.4) 46 (29.5)
Coronary artery disease — no. (%) 65 (41.4) 69 (44.2)
Previous myocardial infarction — no. (%) 14 (8.9) 20 (12.8)
Peripheral artery disease — no. (%) 30 (19.1) 28 (17.9)
Previous stroke — no. (%) 15 (9.6) 15 (9.6)
Estimated glomerular filtration rate — ml/min/1.73 m?| 53.4+17.7 55.6+17.1
Chronic obstructive pulmonary disease — no. (%) 33 (21.0) 30 (19.2)
Previous coronary-artery bypass grafting — no. (%) 30(19.1) 30 (19.2)
Previous aortic-valve surgery — no. (%) 7 (4.5) 9 (5.8)
Left ventricular ejection fraction — no. (%)
>50% 91 (58.0) 97 (62.2)
31-50% 54 (34.4) 46 (29.5)
<30% 12 (7.6) 13 (8.3)
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Statistical Analysis
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Primary Outcome (FRTON)

Table 2. Primary and Secondary Outcomes.*

Oral Anticoagulation

Oral Anticoagulation plus Clopidogrel Risk Ratio Absolute Difference P
Qutcome (N=157) (N=156) (95% Cl) (95% Cl) Value
number (percent) percentage points
Primary outcomes
All bleeding 34 (21.7) 54 (34.6) 0.63 (0.43 to 0.90) 0.01

Non-procedure-related bleeding 34 (21.7) 53 (34.0) 0.64 (0.44 to 0.92) 0.02

« OACEEIHEY : 21.7% (34/157451)

« OAC+20O0E RTLJLEE : 34.6% (54/156451)

« Utk 0.63 (95% Cl 0.43-0.90 P=0.01)
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Table 2. Primary and Secondary Outcomes.*

Oral Anticoagulation

Oral Anticoagulation plus Clopidogrel Risk Ratio Absolute Difference P
Outcome (N=157) (N=156) (95% Cl) (95% CI) Value
number (percent) percentage points
Primary outcomes
All bleeding 34 (21.7) 54 (34.6) 0.63 (0.43 to 0.90) 0.01
Non-procedure-related bleedinE 34 (21.7) 53 (34.0) 0.64 (0.44 to 0.92) 0.02

« OACHEMHEY : 21.7% (34/157451)
« OAC+20E RTLJLEE : 34% (53/156431)
- XL 0.64 (95% Cl 0.44-0.92 P=0.02)
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Primary Outcome
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Secondary outcome
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Table 2. Primary and Secondary Outcomes.*

Oral Anticoagulation

Oral Anticoagulation  plus Clopidogrel Risk Ratio Absolute Difference P
Outcome (N=157) (N=156) (95% CI) (95% ClI) Value
number (percent) percentage points

Primary outcomes
All bleeding 34 (21.7) 54 (34.6) 0.63 (0.43 to 0.90) 0.01
Non—procedure-related bleeding 34 (21.7) 53 (34.0) 0.64 (0.44 t0 0.92) 0.02
Secondary outcomes
Secondary composite 17

Noninferiority analysis 49 (31.2) 71 (45.5) -14.3 (-25.0t0 -3.6)

Superiority analysis 49 (31.2) 71 (45.5) 0.69 (0.51 to 0.92)

« OACHEIIHEY : 31.2% (49/157451)
« OAC+20O0E RITLJLEE : 45.5% (71/1564)
« Utk 0.69 (95% Cl 0.51-0.92)

-3.6% <7.5%
IELSHENRBERTO T
ENY gV

= OACHMIZ DB EH RENIL.



Secondary outcome  (rum zawe rEm - i) o)

Table 2. Primary and Secondary Outcomes.*
Oral Anticoagulation
Oral Anticoagulation  plus Clopidogrel Risk Ratio Absolute Difference P
Outcome (N=157) (N=156) (95% Cl) (95% Cl) Value
number (percent) percentage points

Secondary outcomes
Secondary composite 17

Noninferiority analysis 49 (31.2) 71 (45.5) -14.3 (-25.0to -3.6)

Superiority analysis 49 (31.2) 71 (45.5) 0.69 (0.51 to 0.92)
Secondary composite 2

Noninferiority analysis 21 (13.4) 27 (17.3) -3.9 (-11.9t0 4.0)

Superiority analysis 21 (13.4) 27 (17.3) 0.77 (0.46 to 1.31)

95% CI: )

« OACHIIHES 1 13.4% (21/157)) Py

« OAC+00E R LILEE 1 17.3% (27/156) 7N
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Subgroup Analysis

Oral ar Oral ar ? z

Subgroup no. of events/total no. (%) clopidogrel Risk Ratio (95% C1)
VKA/DOAC use

VKA 20/118 (24.6) 36/110 (32.7) 0.75 (0.5-1.14)

DOAC 4/37 (10.8) 18/46 (39.1) - 0.28 (0.1-0.75)
Previous bleeding

Yes 10/20 (50) 6/15 (40) 1.25 (0.59-2.67)

No 16/74 (21.6) 22/71 (31) 0.7 (0.4-1.22)
Previous thrombosis

Yes 4/37 (10.8) 16/43 (37.2) - 0.29 (0.11-0.79)

No 30/120 (25) 38/113 (33.6) 0.74 (0.5-1.11)
CAD

Yes 10/65 (15.4) 22189 (31.9) = 0.48 (0.25-0.94)

No 24/92 (26.1) 32/87 (36.8) 0.71 (0.46-1.1)
CABG

Yes 3/30 (10) 11/30 (36.7) = 0.27 (0.08-0.88)

No 31127 (24.4) 43/126 (34.1) 0.72 (0.48-1.06)
PAD

Yes 6/30 (20) 9/28 (32.1) 0.62 (0.25-1.52)

No 28/127 (22) 45/128 (35.2) 0.63 (0.42-0.94)
Chronic renal insufficiency

Yes 22/100 (22) 35/94 (37.2) - 0.59 (0.38-0.93)

No 12/57 (21.1) 19/62 (30.6) 0.69 (0.37-1.29)
LVEF

LVEF 30-50% 11/54 (20.4) 19/46 (41.3) L 0.49 (0.26-0.93)

LVEF >50% 20/91 (22) 29/97 (29.9) 0.74 (0.45-1.2)
Frailty score

Frailty 26 16/68 (23.5) 21/57 (36.8) 0.64 (0.37-1.1)

Frailty <6 13/65 (20) 26/77 (33.8) - 0.59 (0.33-1.06)
Euroscore

Euroscore 0-19 22/94 (23.4) 28/96 (29.2) 0.8 (0.5-1.3)

Euroscore >19 12/63 (19) 26/60 (43.3) - 0.44 (0.24-0.79)
STS-score

STS <3 15/74 (20.3) 24/70(34.3) - 0.59 (0.34-1.03)

STS 3-8 16/73 (21.9) 24/78 (30.8) 0.71 (0.41-1.23)

STS>8 3/10 (30) 6/8 (75) L 0.4 (0.14-1.12)
CRUSADE bleeding score

Very Low 12/77 (15.6) 16/58 (27.6) - 0.56 (0.29-1.1)

Low 12/50 (24) 24/57 (42.1) - 0.57 (0.32-1.02)

Moderate 3/8 (37.5) 4/10 (40) - 0.94 (0.29-3.03)
TAVI approach

Transarterial 30/142 (21.1) 48/138 (34.8) L 0.81 (0.41-0.9)

Transapical 4/15(26.7) 6/18 (33.3) 0.8 (0.28-2.32)
Prostheses

Intra-annular 22/97 (22.7) 33/100 (33) 0.69 (0.43-1.09)

Supra-annular 11/57 (19.3) 21/56 (37.5) - 0.51 (0.27-0.97)
PVL

Mild-Severe 11/48 (22.9) 20/46 (43.5) . 0.53 (0.29-0.97)

None-Trace 23/108 (21.3) 32/108 (29.6) 0.72 (0.45-1.14)
Increase of mean gradient 210 mmHg

Yes 0/6 (0) 1/4 (25) 0 (0-NaN)

No 22/100 (22) 35/104 (33.7) 0.65 (0.41-1.03)

r
0.10

T T
0.25 0.50
Oral anticoagulant
better

T
1.0

T 1
20 40
Oral anticoagulant +
clopidogrel better
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