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Health Services and Outcomes Research

Use and Associated Risks of Concomitant Aspirin
Therapy With Oral Anticoagulation in Patients With
Atrial Fibrillation

Insights From the Outcomes Registry for Better Informed Treatment of
Atrial Fibrillation (ORBIT-AF) Registry

Circulation 128:721-728,2013
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Overall ORBIT-AF Population

n=10,126
,| No OAC
n=2,421
All Patients on OAC
At Baseline
n=7,705
OAC:Oral Anticoagulation Other Antiplatelet Regimens
LthL =S, . < 2 Thienopyridine (n=181)
9 s I~7J : ﬁﬁﬁfﬁ%, Thienopyridine and aspirin (n=170)
¥ T6.9% ASA/dipyridamole (n=7)
Patients on OAC

with or without ASA

n=7,347
ASA :aspirin n=4,804 ( n=2,543
B e i
Figure 1. Flow diagram of exclusion criteria in the present

study, yielding a final analysis population of 7347 patients.
ASA indicates aspirin; OAC, oral anticoagulation; and
ORBIT-AF, Outcomes Reaqist

of Atrial Fibrillation.




Table 1. Baseline Characteristics Stratified by Additional Antiplatelet Therapy

35% CHfAEE

Overall (n=7347) 0AC Alone (14804 §3_0AC+ASA (n=2543.0

PValue
Age,y 75 (68-82) 76 (68-82) 75 (67-81) 0.0003
Female, % 43 47 34 <0.0001
Race, % <0.0001
White 89 88 92
Black or African American 4.8 5.0 43
Hispanic 45 5.8 2.1
Medical history, %
Smoking 48 45 54 <0.0001
Hypertension 85 83 87 <0.0001
Hyperlipidemia 72 69 79 <0.0001
Diabetes mellitus 30 28 35 <0.0001
Obstructive sleep apnea 18.5 17 21 <0.0001
Heart failure 34 31 39 <0.0001
Gastrointestinal bleeding 7.8 8.2 7.1 0.11
Anemia 17 16 19 0.002
Chronic obstructive pulmonary 16 15 18 0.0001
disease
Hemoglobin, g/dL 13.5 (12.3-14.6) 13.6 (12.3-14.6) 13.5 (12.3-14.7) 0.05
Calculated creatinine clearance, 70 (51-97) 69 (50-96) 72 (52-98) 0.004
mL-min-'-1.73m-2*
LVEF, mean (SD), % 54.3 (12) 55.2(12) 52.6 (13) <0.0001

ASA indicates aspirin; LVEF, left ventricular ejection fraction; OAC, oral anticoagulation; and SD, standard deviation. Values are presented

as percent or median (interquartile range), except when noted otherwise.
*Excluding patients on dialysis.



Table 2. AF History and Risk Scores

Overall OAC Alone 0AC+ASA P
(n=7347) (n=4804) (n=2543) Value
AF type, % 0.003
New onset 4.0 3.8 4.6
Paroxysmal 46 45 47
Persistent 18 18 18
Long-standing persistent 32 33 30
Duration of 0AC, median (IQR), mo 46 (19-90) 50 (21-95) 41 (15-79) <0.0001
0AC started within 3 mo, % 43 3.7 5.5 0.001
Previous treatment with antiarrhythmic drug, % 45 43 48 <0.0001
Previous catheter ablation of AF, % 5.3 4.8 6.3 0.001
@ADS2 SCcore, °D <0.0001
0 : 4.6 5:2 3.6
1 21 23 17
>2 75 72 79
CHA,DS,-VASc Score 0.002
0 153 1.5 0.8
1 5.4 : 5.7 4.7
>2 85 84 88
ATRIA score, % 0.74
Low (0-3) 75 75 74
Intermediate (4) 8.6 8.4 8.8
High (=5) 17 17 17
Site provider specialty, % <0.0001
Cardiology 66 65 68
Electrophysiology 15 14 18
Primary care 19 22 15

AF indicates atrial fibrillation; ASA, aspirin; ATRIA, Anticoagulation and Risk Factors in Atrial Fibrillation; IQR, interquartile range; and
0AC, oral anticoagulation.
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Table 3. Vascular History

0AC Alone OAC+ASA
(n=4804), % (n=2543), %
Any vascular history (CAD, PAD, or CVD) 37 61
CAD 20 47
Previous Ml 97 23
Previous CABG 9.1 24
Previous PCI 9.2 24
Previous DES 2.4 8.9
Previous cerebrovascular events (stroke or TIA) 5 20
Stroke, nonhemorrhagic 7.8 10
Stroke, hemorrhagic 0.5 0.7
TIA 7.1 11

Bt (X6 FHE T61%
JEGFABT3I7%

ASA indicates aspirin; CABG, coronary artery bypass grafting; CAD, coronary
DES, drug-eluting stent;
MI, myocardial infarction; OAC, oral anticoagulation; PAD, peripheral artery disease;

artery disease; CVD, cerebrovascular disease;

PCl, percutaneous coronary intervention; and TIA, transient ischemic attack.

P<0.0001 for all comparisons except Ml in the previous year (P=0.003),
DES in the previous year (P=0.004), nonhemorrhagic stroke (P=0.0001), and

hemorrhagic stroke (P=0.3).
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History of CAD

Prior Surgical AF Intervention.'
History of DES
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Post Graduate Education
Peripheral Vascular Disease
Hypertension
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Prior AF Ablation
Ventricularly Paced on ECG
History of CABG
Hyperlipidemia

College Graduate

Prior Valve Replacement/Repair
High School Graduate
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Smoking

Electrophysiology Provider
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Table 4. Adjusted 6-Month Outcomes

0AC Alone OAC--ASA Unadjusted Adjusted
(n=4239), n (%) (n=2301), n (%) HR (95% Cl) PValue HR (95% Cl) PValue
Major bleeding _ Z4(1.8) 68 (3.0) 162 (1.16-2.26) 0,004 1,53 (1,20-1.96) 0.0006 _

Nuisance bleeding* 428 (10) 250 (11) 1.33 (1.31-1.36) <0.001 1.09 (0.96-1.25) 0.18
All-cause 815(19) 523 (23) 1.17 (1.04-1.31) 0.008 1.08 (1.00-1.17) 0.06
hospitalization

Cardiovascular 463 (10.9) 306 (13.3) 1.18 (1.01-1.37) 0.03 1.08 (0.97-1.21) 0.14

_Bleeding 69 (1.6) 60 (2.6) 1.59 (1.12-2.26) 0.009 1.52 (1.17-1.97) 0.002

Other 366 (8.6) 220 (9.6) 1.09 (0.92-1.30) 0.33 0.98 (0.87-1.11) 0.72

Death 80 (1.9) 59 (2.6) 1.37 (0.98-1.93) 0.07 1.26 (0.98-1.63) 0.08

HRs are presented for OAC+ASA compared with OAC alone. Major bleeding was defined by International Society on Thrombosis and Haemostasis criteria.
ASA indicates aspirin; Cl, confidence interval; HR, hazard ratio; and OAC, oral anticoagulation.
*For nuisance bleeding, odds ratios are presented because dates of events are not included in the analysis.
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Table 5. Outcomes in Patients With Previous Atherosclerotic
Disease

Patients With Previous Patients With Previous
M, n (%)

Stroke/TIA, n (%)

OAC Alone - OAC+ASA 0AC Alone OAC+ASA

(n=418)  (n=529) (n=431)

Revascularization 5(1.20) 5(0.95) “5(1.16)
3(0.72)  2(0.38) 4 (0.93)

New onset/HF diagnosis 2(0.48) 3(0.57) 6 (1.39)
Stroke or non-CNS embolism 3 (0.72) 7 (1.32) 1(0.23)
2(0.48) 1(0.19 : 1(0.23)

Major bleeding 10(2.39) 18(3.4) 15 (2.45) 14 (3.25)
16 (3.83) 17(3.21) 18 (4.18)

ASA indicates aspirin; CNS, central nervous system; HF, heart failure; Ml
myocardial infarction; OAC, oral anticoagulation; and TIA, transient ischemic attack.
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Table 2. Risk of Stroke in National Rgstry of Atrial Fibrillation (NRAF) articipants, Stratified
by CHADS, Score*

NRAF Crude NRAF Adjusted
CHADS, No. of Patients No. of Strokes Stroke Rate per Stroke Rate,
Score (n =1733) (n = 94) 100 Patient-Years (95% CIt
0 120 2 122 1.9 (1.2-3.0)
1 463 17 2.8 8 (2.0-3.8)
2 523 23 3.6 0:(3.1-5.1)
3 337 25 6.4 9 (4.6-7.3)
4 220 19 8.0 5(6.3-11.1)
5 65 6 7l 12.5:(8.2-17.5)
6 5 2 44.0 18.2 (10.5-27.4)

Validation of clinical classification schemes for predicting stroke
JAMA 2001; 285:2864-2870

Gage BF et al.
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2011 69 8 8 — —
564 31 40 22 33
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Table 2. Distribution of Patients at the 3 Sites of Investigation

Hamilton  Karolinska Karolinska
Health University  University
Sciences, Hospital,  Hospital, Total
General Site Solna Huddinge  Patients

 Admissions* for intracranial 1397 1105 785
hemorrhage, n

Patients with intracranial 1371 895 603 2869
hemorrhage, n .
Warfarin-associated 117 (8.5) 99 (6.6) 58 (9.6) 234 (8.2)

intracranial hemorrhage,

n (%)
Patients restarted on 33 (28) 11 (19) 15 (26) @

warfarin, n (%)

*Some patients had >1 admission.

Optimal timing of resumption of warfarin after intracranial hemorrhage
Majeed et al. Stroke 2010; 41:2860-2866




Cox Proportional Hazards Model for Recurrent Hemorrhage or
for Ischemic Event at Different Time Intervals

Risk of Intracranial Hemorrhage Risk of Ischemic Stroke
per Day per Day
Observed 1-35 36-63 64-217 >218 1-77 78-329 >330
rate Days Days Days Days Days Days Days
n (%)

DVJ7Y,  0.18%  0.044% 0.00% 0.00% 0.068% 0.039% 0.017%

V77 0.75% 0.20% 0.049% 0.0069%  0.00% 0.00%  0.0035%

Hazard 4.13 4.46 oo oo 0.00 0.00 0.21

Optimal timing of resumption of warfarin after intracranial hemorrhage
Majeed et al. Stroke 2010; 41:2860-2866
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Figure 2. The “total” risk for a treatment horizon of 3 years of
recurrent intracranial hemorrhage and of ischemic stroke |
according to the time point of resumption of anticoagulation.

Optimal timing of resumption of warfarin after intracranial hemorrhage
Majeed et al. Stroke 2010; 41:2860-2866




Location of hemorrhage and Rate of bleeding

Recurrent | Recurrent
Lobar ICH | Deep ICH

Rate of
bleeding 0.15/y 0.02/y 0.006/y 0.00025/y

Can Patients be anticoagulated after intracerebral hemorrhage?
A decision analysis Eckman MH et al. Stroke 2003; 34:1710-1716
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Health Services and Outcomes Research

Use and Associated Risks of Concomitant Aspirin
Therapy With Oral Anticoagulation in Patients With
Atrial Fibrillation

Insights From the Outcomes Registry for Better Informed Treatment of
Atrial Fibrillation (ORBIT-AF) Registry

Circulation 128:721-728,2013
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Use and Associated Risks of Concomitant Aspirin
Therapy With Oral Anticoagulation in Patients With
Atrial Fibrillation
Insights From the Outcomes Registry for Better Informed Treatment of

Atrial Fibrillation (ORBIT-AF) Registry
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2005 107 4 4 2 5
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2007 83 3 6 4 9
2008 68 5 5 5 6
2009 72 5 7 3 2
2010 81 4 4 3 5
2011 69 8 8 — —
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21 65M R 3 REIE AT 1.75 2.34 4.15
22 59F ek 15 pAf 1.0 1.39 2.15
23 61F R 35 CHF 2.15
24 80F NE 1 pAf 2.0 1.45 1.89
25 6™ Jixig: 16 AVR,Af 2.0 (P 1.75 2.45
26 73M N 30 Af 2.5 2.47 1.75
27 74M {RIEEZE 38 Af 3.22 2.16
28 74M RITERZE 5 Af,ASO 2.0 1.35 2.54
29 78M FRR 44 Af 4.0 3.65
30 73M e 90 pAf 7.0 3.02
31 67M AN 12 vy B 2.0 1.75 1.55
32 76F EIEEE:S 10 AVR 3.0 2.69 2.47
33 7™ BR 72 R AT 2.5 1.23 1.30
34 64M PR 30 Af 2.0 2.66
35 80F 5% 2 Af 4.0 3.60
36 7™ UFEES 90 Af, MS 3.5 4.73 3.77
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21 Asp - X - X 5 4.15 O VK 6
22 X« X« X + VK 4
23 Asp + X * X -+ i % 6
24 X o« X o X + 2
25 X o X ¢ X + 6
26 Asp + X * X + O 6
27 Asp *+ X + X + ¥l b VK 4
28 779k e X o X — VK 1
29 X ¢ X ¢ X + 3.65 6
30 X o X o X + 3.02 6
31 X« X o X + O VK, BHER 4
32 X ¢ X ¢ X + VK 4
33 | Asp, 7" 7t7 ¢ X « J5E7 9} + VK, B8 4
34 X o« X o X + VK 4
35 Asp -+ X * X + 3.60 VK 5
36 Asp+ X + X + 3.77 @) VK 5
s /MREDHER
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H i (fu /R EE 2R AR FH (/R EE AR
BEFE M) sidazh D)
2005 107 4(1) 4 12 - -
2006 87 2(-) 6 24 - 1
2007 83 3(2) 6 21 4(1) -
2008 68 5(1) 5 26 3(1) 5
2009 72 5(4) 7 21 3(3) 1
2010 81 4(2) 4 17 3(-) 4
2011 68 7(3) 8 32 - 8
2012 66 6(3) 4 24 2(1) 3
364 44 1545 22
(16451:44.4%) (7.0%) (6151:40.0%) (12.4%)
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fiE 1518 20 16
I 1 4F i 70.6(53~88)  71.1(49~87)
%31 (M:F) 15:5 11:5
FEHE BRI
DRER 12 (60%) 6(37.5%)
@KHET 5(25%) 5(31.3%)
ABEEFINR (3=<) 8 6
=NEDE b 17 14
S ¥ImRS 4.55(2~6) 4.44(1~6)

mRS =6 9(45%) 7(43.8%)
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i 51 350 9 6
I8 4F lin 76.8(65~93) 76.2(71~79)
% 51 (M:F) 6:3 5:1
ABERFICS 2.89(1~10) 4.67(1~10)
ABREFINR(3=<) 2 3
B35 3(33.3%) 2(33.3%)

1B BEEFmMRS 2.22(0~4) 1.33(1~4)



Dual Antithrombotic Therapy Increases Severe Bleeding
Events in Patients With Stroke and Cardiovascular Disease

A Prospective, Multicenter, Observational Study

Kazunori Toyoda, MD; Masahiro Yasaka, MD; Kazunori Iwade, MD; Ken Nagata, MD;
Yukihiro Koretsune, MD; Tomohiro Sakamoto, MD; Shinichiro Uchiyama, MD; Jun Gotoh, MD;
Takehiko Nagao, MD; Masahiro Yamamoto, MD; Jun C. Takahashi, MD; Kazuo Minematsu, MD;

for the Bleeding with Antithrombotic Therapy (BAT) Study Group

Stroke 39:1740-1745,2008
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Figure. Cumulative rate of life-threatening or major bleeding.
P<0.001 among the 4 groups.
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Table 1. Baseline Clinical Characteristics

P Value P Value
Single AP Dual AP (Single vs Dual AP) W W+AP (W vs W+AP)
No. 1891 349 1298 471
Duration of antithrombotic therapy on 48+4.5 5.3+4.2 54+54 47+4.6
registration, y
Age, y 69+10 69+10 0.653 6810 709 <0.001
Male ' 1305 (69) 274 (79) <0.001 829 (64) 358 (76) <0.001
Comorbidities
Ischemic stroke 1139 (60) 262 (75) <0.001 554 (43) 240 (51) 0.002
Hemorrhagic stroke 27 (1.4) 8(2.3) 0.232 21 (1.6) 12 (2.5) 0.201
Heart disease 935 (49) 143 (41) 0.004 1215 (94) 408 (87) <0.001
Atrial fibrillation 100 (5.3) 14 (4.0) 0.319 873 (67) 234 (50) <0.001
Neoplasm 147 (7.8) 21 (6.0) 0.252 100 (7.7) 28 (5.9) 0.207
Liver cirrhosis 37 (2.0) 3(0.9) 0.155 38 (2.9) 15(3.2) 0.779
Risk factors
Hypertension 1268 (67) 269 (77) <0.001 616 (47) 276 (59) <0.001 -
Diabetes mellitus 522 (28) 116 (33) 0.032 263 (20) 143 (30) <0.001
Hypercholesterolemia 924 (49) 169 (48) 0.880 382 (29) 209 (44) <0.001
Hypocholesterolemia 11 (0.6) 1(0.3) 0.488 12(0.9) 2(0.4) 0.294
Smoking habit 974 (52) 223 (64) <0.001 539 (42) 255 (54) <0.001
Alcohol consumption 122 (6.5) 13:(3:7) 0.049 49 (3.8) 18(3.8) 0.964
Systolic BP, mm Hg* 135+18 13617 0.406 128+18 130+17 0.095
Diastolic BP, mm Hg* 7611 7711 0.168 74+11 7510 0.663

Data are No. of patients (%) or mean=SD.
*Blood pressure (BP) was measured on registration.
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Table 2. Bleeding and Vascular Events

hEEEOEEAHM:0.3~1.1%/4£
HIM/MREEZ0.2~0.3%/F 20090 2= 480 1M1V

Single AP Dual AP W W-+AP
Observation period, mo (median) 1-28 (18) 0.2-27 (20) 1-30 (19) 0.5-28 (22)
No. Incidence (%/y) No Incidence (%/y) No. Incidence (%!y) No. Incidence (%!/y)

Primary end point 32 1.21 10 2.00 40 206 26 356
Patients with stroke 18 1l 8 2.14 14 1.65 15 4.08
Patients without stroke 14 1.36 2 1.57 26 2.37 11 3.03
Life_threatening bleeding 17 0.64 5 1.00 22 1.13 13 1.78
Fatal 0.11 0 0 2 0.10 2 0.27
Infracranial 0.34 3 0.60 12 0.62 7 0.96
Patients with stroke 0.37 3 0.80 7 0.83 1.36
Patients without stroke 0.29 0 0 5 0.46 0.55
Major bleeding 15 0.57 5 1.00 18 0.93 13 1.78
Gastrointestinal (life-threatening and major) 15 0.57 5 1.00 15 0.77 12 1.64
Any bleeding 307 11.58 83 16.57 318 16.35 144 19.72
Vascular events or death* 80 3.02 23 4.59 54 2.78 31 4.25
Intracranial (nonfatal) 32 1.21 13 2.60 28 1.44 15 2.05
Cardiovascular (nonfatal) 23 0.87 3 0.60 3 0.15 5 0.69
Revascularization 16 0.60 0.80 6 0.31 0.69
Any death 9 0.34 0.60 17 0.87 0.82

W:12/1298%Il, W+AP:7/ 4714
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Dual AP vs Single AP

W+AP vs W

Unadjusted Multivariate Adjustedt Unadjusted Multivariate Adjustedt

RR (95% Cl) P RR (95% Cl) P RR (95% Cl) P RR (95% Cl) P
Primary end point 1.67 (0.82-3.39) 0.159 1.62(0.77-3.39) 0.202 1.76(1.07-2.89) 0026 1.76(1.05-295) 0031
Patients with stroke 1.93(0.84-4.45) 0.121 1.72(0.72-4.10) 0.219 2.27(1.05-4.90) 0.037 2.22(1.01-4.87) 0.047
Patients without stroke 1.13(0.72-4.10) 0.873 1.27 (0.27-5.83) 0.763 1.49(0.77-2.90) 0.240 1.64(0.81-3.30) 0.170
Life threatening 1.58 (0.58-4.28) 0.371 1.70(0.59-4.90) 0.323 1.62(0.81-3.24) 0.170 1.42(0.68-2.96) 0.353
Fatal S S i ... 2.67(0.38-19.00 0.326 1.25(0.13-11.7) 0.846
Intracranial 1.80 (0.48-6.63) 0.380 1.37(0.33-5.66) 0.662 1A53(0A0-388) 0375 _13°5(0°0_3 A1) 0R"2
Patients with stroke 2.19(0.55-8.75) 0.268 1.42(0.30-6.61) 0.653 1.28(0.38-4.38) 0.691 1.28(0.34-4.82) 0.717
Patients without stroke e S oL ... 1.82(0.43-7.61) 0.414 1.13(0.26-4.95) 0.876
Major 1.77 (0.64-4.86) 0.271 1.57 (0.56-4.44) 0.394 1.92(0.94-3.92) 0.074 1.94(0.92-4.11) 0.083
Gastrointestinal (life threatening and major)  1.76 (0.64-4.86) 0.272 1.66 (0.58-4.74) 0.340 2.10(0.98-4.49) 0.056 2.02 (0.90-4.56) 0.090
Any bleeding 1.30 (1.02-1.66) 0.034 1.37(1.07-1.76) 0.014 1.30(1.07-1.58) 0.010 1.30(1.05-1.60) 0.015
Vascular events or death 1.47 (0.92-2.35) i 0.104 1.65(1.02-2.66) 0.041 1.63(1.04-2.54) 0.032 1.51(0.95-2.40) 0.085
Intracranial (nonfatal) 2.07 (1.08-3.97) 0.029 2.00(1.02-3.90) 0.043 1.45(0.77-2.73) 0.244 1.43(0.73-2.78) 0.291
Cardiovascular (nonfatal) 0.67(0.20-2.25) 0.519 0.93(0.27-3.19) 0.904 7.55(1.45-39.1) 0.016 6.97 (1.04-46.7) 0.045
Revascularization 1.05(0.40-2.76) 0.917 1.45(0.53-3.95 0.465 4.00(1.48-10.8) 0.006 3.29 (1.09-9.99) 0.035
Any death 1.79 (0.48-6.60) 0.385 1.79(0.47-6.88) 0.397 0.95(0.37-2.40) 0.909 0.79 (0.31-2.05) 0.628

*Bleeding events were excluded.

TAdjusted for age, sex, comorbidities (ischemic stroke, hemorrhagic stroke, heart disease, neoplasm, and liver cirrhosis), and risk factors (hypertension, diabetes
mellitus, hypercholesterolemia, hypocholesterolemia, smoking habits, and alcohol consumption).
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H I & 7 E
| w | war

Primary end point N=1298 N=471
(K, £aZz&FHM 9 Hi)
No. FE A2 (%/yr) 40(2.06) 26(3.56)
X H I 18(0.93) 13(1.78)
EEENH M 12(0.63) 7(0.96)
Primary endpoint -
RR, P 1.76(p=0.031)
XM RR, P 1.94(p=0.083)
EEZEAHI RR, P 1.35(p=0.552)

BAT study Stroke 39:1740-1745, 2008




=D

W:12/1298%, W+AP:7/ 4714

B ESERMDLREDINIT)VEREDRKNAH ME L ISR

-leﬂia) L’DL\'C@_TLT:o

77 VAR AR ICH /MM EZ AL TULYAEA H I (3364

Hof=, ﬁ%’a:—Abﬁétszwlnzzm (42.3%) &35,

- V77V EME S M/MEEGFABROBEAAHLNSLELND T,

th 164 (44. 4%) EEETHME156 5645 (40.0%) T

MEDREREIRHTHS, BAT studyd)ﬁ%ﬁﬁﬁﬂﬁb\b

MBI 5, 7/19(36.8%) <22/52(42.3%) &EHiI /N 64

HFTHXHOBEINMZYENLDEHERTES,

/1







Dabigatran bleed risk with closed head injuries: are we
prepared?

Clinical article

MicHAEL W. ParrA, M..D.,2 LLoYD ZUCKER, M.D.,! ERIC S. JOHNSON, D.O.,!2
DiaNeE GuLLErT, R.N., B.S.N., M.P.H.,! CRISTINA AvVILA, B.S.,!
ZACHARY A. WICHNER, D.O., M.P.H.,2 AND CANDACE R. KOKARAM, M.S.N.!

IDelray Medical Center/Provisional Level I Trauma Center, Delray Beach; and ?Nova Southeastern
University College of Osteopathic Medicine, Fort Lauderdale—Davie, Florida



TABLE 1; Comparison between study groups in 45 patients with ICH*

Dabigatran vs Warfarin
Characteristic NAC Group Dabigatran Group ~ Warfarin Group Statistics (p values)
no. of pts (total) 25 5 15
sex EET 1
male 12 3 10
female 13 2 5
mean age in yrs 75 81.6 83.9 t=0.751 0.46
mean I1SS 13.6 20 16.47 t=-0.876 0.39
mean GCS score
at presentation . 14.2 14.6 14.6 t=0.000 1
at discharge 14.8 14.3% 14.5 t=0.256 0.80
CT findings
SAH 1 4 3
SDH 12 1 12
IPH 3 2 5
progression 4 4 3 FET 0.03f
associated meds
warfarin 0 2 NA
aspirin 0 2 8 FET 0.56
clopidogrel 0 1 3 FET 1
deaths 0 ___2(40%) 0 FET 0.05

* FET = Fisher exact test; meds = medications; NA = not applicable; pts = patients.
t Score in 3 patients; 2 died.
1 Significant at < 0.05 on 2-tailed test.
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Table 3. Safety Outcomes, According to Treatment Group.*

Dabigatran, 110 mg,

Dabigatran, 150 mg,

Event Dabigatran, 110 mg  Dabigatran, 150 mg Warfarin vs. Warfarin vs. Warfarin
Relative Risk Relative Risk
(95% Cl) P Value (95% ClI) P Value
no. of no. of no. of
patients % /yr patients % /yr patients % /yr
Major bleedingL 322 2.7 375 311 397 3.36 0.80 (0.69-0.93) 0.003  0.93 (0.81-1.07) 0.31
Life threatening 145 1522 175 1.45 212 1.80 0.68 (0.55-0.83) <0.001  0.81 (0.66-0.99) 0.04
Non-life threatening 198 1.66 226 1.88 208 1.76 0.94 (0.78-1.15) 0.56 1.07 (0.89-1.29) 0.47
Gastrointestinalf 133 1519 182 1554 120 1.02 1.10 (0.86-1.41) 0.43 1.50 (1.19-1.89) <0.001
Minor bleeding 1566 13.16 1787 14.84 1931 1637  0.79 (0.74-0.84) <0.001  0.91 (0.85-0.97)  0.005
Major or minor bleeding 1740 14.62 1977 16.42 2142 18.15 0.78 (0.74-0.83) <0.001  0.91 (0.86-0.97) 0.002
Intracranial bleeding 27 0.23 36 0.30 87 0.74 0.31 (0.20-0.47)  <0.001  0.40 (0.27-0.60) _ <0.001
Extracranial bleeding 299 2351 342 2.84 35 2.67 0.94 (0.80-1.10) 0.45 1.07 (0.92-1.25) 0.38
Net clinical benefit out- 844 7.09 832 6.91 901 7.64 0.92 (0.84-1.02) 0.10 0.91 (0.82-1.00) 0.04

come:

RE-LY Study N Eng J Med 36:1139-51, 2009
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RE-LY
(2009) 110mg
N=6015

AHm 2.71
EEEAHMm 0.23
ROCKET AF  Yn'—O%#
(2011) N'20mg
N=7111

X H I 3.6

BEENH M 0.5
ARISTOTLE TFE¥¥n'Y
(2011) 5mg
N=9088

AHim 4.07
BEEERNHMm 0.33

FYENMY SEHNY

150mg
N=6076

3.11
0.30

ONI7Y
(INR2.0~3.0)
N=6022

3.36
0.74

ONI7YY

N=7125
3.4
0.7

INI7'

N=9052
6.01
0.80

FED Y FEh MY
110mg 150mg
vs W vs W
0.80(p=0.003) 0.93(p=0.31)

0.31(p<0.001)

N —0FYn'Y
20mgvs W

0.40(p<0.001)

1.03(p=0.58)

0.67(p=0.02)
TEXYNY
S5mgvs W

0.68(p<0.001)
0.42(p<0.001)
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Risk Profiles and Antithrombotic Treatment of Patients Newly Diagnosed with Atrial Fibrillation at
Risk of Stroke: Perspectives from the International, Observational, Prospective GARFIELD Registry
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Kakkar AK et al; PLOS ONE 20183 81 e68479,
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