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CHADS2 acronym Score
Congestive HF 1
Hypertension 1
Age =/5 years 1
Diabetes mellitus 1
Stroke/TIA/TE 2
Maximum score 6

CHADS2 R a7 —2 gl E  HustERIED E

CHADS2 R 7 — 0 or1—CHA2DS2-VAScRA a7

European Heart Journal (2010) 31, 2369-2429
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From: Validation of Clinical Classification Schemes for Predicting Stroke: Results From the National Registry of Atrial
Fibrillation JAMA. 2001;285(22):2864-2870. doi:10.1001/jama.285.22.2864

Table 2. Risk of Stroke in National Registry of Atrial Fibrillation (NRAF) Participants, 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% Ci)t
0 120 2 1.2 1.9 (1.2-3.0)
1 - . e B A—— A 2.8 (2.0-3.8)
2 — R S — S — 3.6 4.0 (3.1-5.1)
3 T — O — ) A 5.9 (4.6-7.3)
4 o — g — 8 0 8.5 (6.3-11.1)
5 65 6 7.7 12.5(8.2-17.5)
6 5 2 44.0 18.2 (10.5-27.4)

*CHADS, score is calculated by adding 1 point for each of the following conditions: recent congestive heart failure,
hypertension, age at least 75 years, or diabetes mellitus and adding 2 points for having had a prior stroke or transient
ischemic attack. Cl indicates confidence interval.

TThe adjusted stroke rate is the expected stroke rate per 100 patient-years from the exponential survival model, as-
suming that aspirin was not taken.

CHADS2 R a7 Z 2 f5 L 1= fE AN = UM = LN iR OD i 488 28 F e 32
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CHA2DS2-VASc A a7

CHA2DS2-VASc acronym Score

Congestive HF 1
Hypertension

Age =/5 years

Diabetes mellitus

Stroke/TIA/TE

Vascular disease (prior MI,PAD,aortic plaque)
Age 65 to 74 years

Sex category (ie, female sex)

Ol H = N = N H

MaxXximum score

CHA2DS2-VASc 2 gl EThHnldnzEEEDHE
European Heart Journal (2010) 31, 2369-2429
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offsider other risk factors* Stroke/T|A/thrombo-embolism
- e

T Congestive heart failure,

Hypertension. Age > 75 years

v
- Diabetes.

*Qther clinically relevant

non-major risk factors:
age 65—74,female sex,
vascular disease
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AHA2014 AF Guidline

Recommendations COR LOE References
Antithrombotic therapy based on shared decision making, discussion of risks of stroke and bleeding, N/A
and patient's preferences
Selection of antithrombotic therapy based on risk of thromboembolism (64-67)
CHA,DS,-VASc score recommended to assess stroke risk (68-70)
Warfarin recommended for mechanical heart valves and target INR intensity based on type and (71-73)
location of prosthesis
With prior stroke, TIA, or CHA,DS,-VASc score =2, oral anticoagulants recommended. Options include:
Warfarin (68-70)
Dabigatran, rivaroxaban, or apixaban (74-76)
With warfarin, determine INR at least weekly during initiation of therapy and monthly when stable (77-79)
Direct thrombin or factor Xa inhibitor recommended if unable to maintain therapeutic INR N/A
Reevaluate the need for anticoagulation at periodic intervals N/A
Bridging therapy with UFH or LMWH recommended with a mechanical heart valve if warfarin is N/A
interrupted. Bridging therapy should balance risks of stroke and bleeding
For patients without mechanical heart valves, bridging therapy decisions should balance stroke and N/A

bleeding risks against duration of time patient will not be anticoagulated

CHA2DS2VASc Score THufEZE') RV Z&fH i T 4 Z £ &1 S




Evaluate renal function before initiation of direct thrombin or factor Xa inhibitors, and reevaluate
when clinically indicated and at least annually

For atrial flutter, antithrombotic therapy is recommended as for AF

(80-82)

With nonvalvular AF and CHA,DS,-VASc score of 0O, it is reasonable to omit antithrombotic therapy

N/A

With CHA,DS,-VASc score =2 and end-stage CKD (CrCl <15 mL/min) or on hemodialysis,
it is reasonable to prescribe warfarin for oral anticoagulation

(80,81)

With nonvalvular AF and a CHA,DS,-VASc score of 1, no antithrombotic therapy or treatment
with oral anticoagulant or aspirin may be considered

(82)

With moderate-to-severe CKD and CHA,DS,-VASc scores =2, reduced doses of direct thrombin
or factor Xa inhibitors may be considered

N/A

For PCl,* BMS may be considered to minimize duration of DAPT

N/A

After coronary revascularization in patients with CHA,DS,-VASc score =2, it may be reasonable
to use clopidogrel concurrently with oral anticoagulants but without aspirin

N/A

Direct thrombin dabigatran and factor Xa inhibitor rivaroxaban are not recommended in patients
with AF and end-stage CKD or on dialysis because of a lack of evidence from clinical trials
regarding the balance of risks and benefits

(83)

Direct thrombin inhibitor dabigatran should not be used with a mechanical heart valve

(74-76,84-86)

January, CT et al.

(87)

2014 AHA/ACC/HRS Atrial Fibrillation Guideline
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HAS-BLED score& Him') X5

Letter Clinical characteristic* Points
H Hypertension (ie uncontrolled blood 1
pressure)
A Abnormal renal and liver function 1or?2
(1 point each)
S Stroke 1
B Bleeding tendency or predisposition 1
L Labile INRs (for patients taking 1
warfarin)
E Elderly (age greater than 65 years) 1
D Drugs (concomittant aspirin or NSAIDs) | 1 or 2

or alcohol abuse (1 point each)

HAS-BLED
Bleeds per 100
score
patient-years9
(total points)
0 1.13
1 1.02
2 1.88
3 3.74
4 8.70
5to9 Insufficient data
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Patients with atrial fibrillation who experienced gastrointestinal bleeding (n=7845)

FrohE 4

<3Oﬁ§n >1 OOTT;—E Excluded (n=3243):
#HE;}I‘E Age <30 or»100 years (n=6)

- . Valvular disease (n=1002)
5 :@FEﬁ lall*l —GO)TKA THA Total hip or knee arthroplasty within five weeks (n=127)

‘E . Pulmonary embolism or deep vein thrombosis within six months (n=95)
§'JEFEﬁ u W_O‘_?_PE Er DVT . No antithrombotic treatment before gastrointestinal bleeding (h=2013)
HIEEHMmATIcihmieEiEzsd LT y

Inclusion day
Patients discharged after antithrombotic related gastrointestinal bleeding (n=4602)

Thromboembolism (n=217)
mﬁgﬁﬁ Recurrent gastrointestinal bleeding (n=371)
e Major bleeding (n=108)
/ﬁ"b%ﬂjm@ﬁ% Death (n=423)
Ig;‘; H:'l.ml Study period ended before follow-up started (n=74)
Y
yETI—_ Baseline

fol low up@ BfME AT IZHFZE EARS ME&A> o - 90 days after inclulsion day (n=3409)

] ' ;

Single treatment Dual treatment Triple treatment
' | ) ' | : l
Non-resumption (n=924) Oral anticoagulation Antiplatelets Oral anticoagulation Aspirin + adenosine Oral anticoagulation +
(n=725) (n=1314) + antiplatelets (n=384) diphosphate receptor aspirin + adenosine
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antagonist (n=51) diphosphate receptor
antagonist (n=11)

*—L Y <14

s B/ MR | 15 /g 25
n=384 n=51

n=125 n=1314
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Inclusion (GEP5

BE=

Total population

Characteristics (n=4602)
Mean (SD) age, years 78.3(9.3)
Women 2085 (45.3)
Mean (SD) CHADS, score 21 (1.2
Mean (SD) CHA,DS,-VASc score 3.6 (1.5)
Mean (SD) HAS-BLED score 2.6 (1.0)
Antithrombotic treatment the day before the inclusion event:
Single: oral anticoagulation 1101 (23.9)
Single: antiplatelets 2450 (53.3)
Dual: oral anticoagulation+antiplatelets 893 (19.4)
Dual: aspirin+adenosine diphosphate receptor antagonists 117 (2.5)
Triple: oral anticoagulation+aspirin+adenosine diphosphate receptor antagonists 41 (0.9)
Concomitant drugs:
Dipyridamole (persantin) 199 (4.3)
Heparin 20 (0.4)
Non-steroidal anti-inflammatory drug 1126 (24.5)
Proton pump inhibitor 693 (15.1)
H, receptor antagonist 121 (2.6)
Comorbidities:
Stroke or thromboembolism 1034 (22.5)
Myocardial infarction 681 (14.8)
Ischaemic heart disease 1749 (38.0)
Peripheral arterial disease 290 (6.3)
Vascular disease 903 (19.6)
Heart failure 1411 (30.7)
Hypertension 2058 (44.7)
Diabetes 743 (16.2)
Chronic kidney disease 304 (6.6)
Liver failure 64 (1.4)
Previous bleeding 635 (13.8)
Alcohol misuse 219 (4.8)
Gastroesophageal reflux 45 (1.0)
Gastric or duodenal ulcer 302 (6.6)
Gastritis 37 (0.8)
Invasive and surgical procedures:
Gastrointestinal surgery 935 (20.3)
Gastroscopy 1074 (23.3)
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Table 2 | Baseline characteristics of baseline study population. Values are numbers (percentages) unless stated otherwise

Single treatment Dual treatment

Aspirin+adenosine

All Oral Oral anticoagulation+ diphosphate

Characteristics Non-resumption antithrombotics anticoagulation Antiplatelets antiplatelets receptor antagonist

Patients 924 (27.1) 2485 (72.9) 725 (21.3) 1314 (38.5) 384 (11.3) 51 (1.5)

Mean (SD) age (years) 78.8 (9.5) 77.6(9.2) 75.4 (9.2) 79.4 (9.0) 75.9 (8.8) 74.5 (10.9)

Women 442 (47.8) 1079 (43.4) 282 (38.9) 672 (48.9) 128 (35.5) 18 (35.3)

Mean (SD) CHADS, score 1.9 (1.2) 21(01.2) 1.9 (1.2) 210.2) 2.2(1.2) 2.6 (1.4)

Mean (SD) CHA,DS,-VASc score 3.4 (1.5) 3.6 (1.5) 3.3(1.6) 3.7 (1.5) 3.8 (1.4) 4.3 (2.0)

Mean (SD) HAS-BLED score 2.6 (0.9) 3.1 (1.0) 2.6 (0.9) 3.3(1.0) 3.5(1.0) 3.8(1.0)

Antithrombotic treatment on day before inclusion event:

Single: oral anticoagulation 219 (23.7) 627 (25.2) 511 (70.5) 62 (4.7) 51 (13.3) 2 (3.9)
Single: antiplatelets 589 (63.7) 1151 (46.3) 35 (4.8) 1049 (79.9) 47 (12.5) 20 (39.2)
Dual: oral anticoagulation+antiplatelets 105 (11.4) 605 (24.4) 173 (23.9) 150 (11.4) 275 (71.6) 4 (7.8)
Dual: aspirin+adenosine diphosphate receptor antagonists 8 (0.9) 72 (2.9) 1(0.1) 45 (3.4) 2 (0.5) 22 (43.2)
Triple: oral anticoagulation+aspirin+adenosine diphosphate receptor antagonists 3 (0.3) 30 (1.2) 5(0.7) 8 (0.6) 9 (2.3) 3 (5.9

Concomitant drugs:

Dipyridamole (persantin) 21(2.3) 92 (3.7) 4 (0.6) 78 (5.9) 7 (1.8) 3 (5.9
Heparin 11 (1.2 27 (1.1) 10 (1.4) 4 (0.3) 12 (3. 0
Non-steroidal anti-inflammatory drugs 54 (5.8) 141 (5.7) 27 3.7) 87 (6.6) 25 (6.5) 1.0
Proton pump inhibitor 836 (90.5) 2268 (91.3) 650 (90.0) 1201 (91.4) 357 (93.0) 49 (96.1)
H, receptor antagonist 25 (2.7) 48 (1.9) 15 (2.1) 30 (2.5) 3(0.8) 0

Comorbidities:

Stroke or thromboembolism 163 (17.6) 586 (23.6) 154 (21.2) 316 (24.1) 94 (24.5) 19 (37.3)
Myocardial infarction 105 (11.4) 418 (16.8) 66 (9.1) 241 (18.3) 76 (19.8) 27 (52.9)
Ischaemic heart disease 334 (36.2) 1129 (45.4) 240 (33.1) 623 (47.4) 218 (56.8) 39 (76.5)
Peripheral arterial disease 59 (6.4) 172 (6.9) 34 (4.7) 99 (7.5) 34 (8.9) 2(3.9
Vascular disease 150 (16.2) 542 (21.8) 92 (12.7) 315 (24.0) 99 (25.8) 28 (54.9)
Heart failure 329 (35.6) 814 (32.8) 202 (27.9) 433 (33.0) 153 (39.8) 20 (39.2)
Hypertension 289 (31.3) 1082 (43.5) 336 (46.3) 487 (371) 223 (58.1) 30 (58.8)
Diabetes 119 (12.9) 401 (16.1) 119 (16.4) 199 (15.1) 68 (17.7) 13 (25.5)
Chronic kidney disease 71(7.7) 184 (7.4) 46 (6.3) 106 (8.1) 29 (7.6) 2.9
Liver failure 22 (2.4) 49 (2.0) 19 (2.6) 22 (1.7) 6 (1.6) 1(2.0)
Alcohol misuse 64 (6.9) 153 (6.2) 37 (5.1) 84 (6.4) 23 (6.0) 8 (15.7)
Gastroesophageal reflux 13 (1.4) 53(2.1) 12 (1.7) 31 (2.4) 6 (1.6) 4 (7.8)
Gastric or duodenal ulcer 819 (88.6) 2127 (85.6) 631 (87.0) 1124 (85.5) 319 (83.1) 44 (86.3)
Gastritis 102 (11.0) 388 (15.6) 101 (13.9) 213 (16.2) 64 (16.7) 8 (15.7)

Invasive and surgical procedures:

Gastrointestinal surgery 441 (47.7) 1220 (49.1) 381 (52.6) 614 (46.7) 193 (50.3) 23 (45.7)
Gastroscopy 815 (88.2) 2237 (90.0) 660 (91.0) 1168 (88.9) 350 (91.2) 49 (96.1)

Triple treatment (n=11) not reported separately. For all categorical variables, P values <0.05 were found except for non-steroidal anti-inflammatory drugs, proton pump inhibitors, H, receptor antagonists, chronic kidney disease, liver failure, gastric or

duodenal ulcer, gastrointestinal surgery, and gastroscopy.
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inclusion GRFER) o DBEBFFRESR

— All cause mortality

- = =Thromboembolism

----- Major bleeding

—-— Recurrent gastrointestinal bleeding

0.5

0.4

0.3

Cumulative incidence

0.2

0.1

Months since inclusion day
Numbers at risk

All cause mortality

4602 3503 3025 2649 2306
Thromboembolism

4602 3379 2870 2476 2180
Major bleeding

4602 3168 2684 2303 2010

Recurrent gastrointestinal bleeding
4602 3232 2756 2396 2122

AFE T3 —39. 9%
Mt ZEFEHE—12. 0%
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Non-resumption —-— Dual: oral anticoagulation + antiplatelets
- — = Single: oral anticoagulation — — Dual: aspirin + adenosine diphosphate receptor antagonist

----- Single: antiplatelets
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— Non-resumption
- — = Single: oral anticoagulation
--=Single: antiplatelets
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Table 3 | Main results presenting hazard ratios (95% confidence intervals) for restarting antithrombotic treatment and
associated risk of outcome

Single treatment

Dual treatment

Oral

anticoagulation

No of
Outcomes events
All cause mortality 1730
Thromboembolism 496
Major bleeding 454

Recurrent gastrointestinal bleeding 2)/
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.
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J

0.39 (0.34 t0 0.46)
0.41.(0.31100.24)
137 (1.06 10 1.77)

.

Antiplatelets antiplatelets

Oral Aspirin+adenosine
anticoagulation+ diphosphate
receptor antagonist

0.76 (0.68t00.86)  0.41 (0.32100.52) 0.88 (0.57 t0 1.36)

0.76 (0.61 to 0.95) 0.54 (0.36t00.82)  0.79 (0.34t0 1.84)

1.25 (0.96 t0 1.62) 1.44 (1.00 to 2.08) 1.36 (0.54 t0 3.43)
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Table 4 | Subgroup analysis including patients with additional proton pump inhibitor use with hazard ratios (95%
confidence intervals) for restart of antithrombotic treatment and associated risk of outcome

Single treatment Dual treatment
Oral Aspirin+adenosine

Oral anticoagulation+ diphosphate
Outcomes anticoagulation Antiplatelets antiplatelets receptor antagonist
All cause mortality 0.38 (0.32 to 0.45) 0.75 (0.67 to 0.85) 0.41 (0.31 to0 0.53) 0.78 (0.49 to 1.24)
Thromboembolism 0.40 (0.30 to 0.54) 0.75 (0.60 to 0.95) 0.57 (0.37 t0 0.87) 0.77 (0.33 t0 1.80)
Major bleeding 1.45 (110 t0 1.91) 1.26 (0.95 t0 1.67) 1.50 (1.02 t0 2.22) 1.44 (0.57 to 3.67)
Recurrent gastrointestinal bleeding 1.26 (0.85 t0 1.87) 1.09 (0.73t0 1.64) 1.30 (0.74 t0 2.29) 0.58 (0.08 to 4.36)
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Table 5 | Sensitivity analyses with hazard ratios (95% confidence intervals) based on 30, 60, or 120 days blanking periods

Outcomes
Recurrent
gastrointestinal
Blanking periods All cause mortality Thromboembolism Major bleeding bleeding
30 days blanking period*
No of events 2063 581 570 294

Single treatment:

Oral anticoagulation (n=783)

0.39 (0.34 to 0.45)

0.45 (0.35 to 0.59)

1.31 (1.02 t0 1.68)

1.22 (0.86 t0 1.72)

Antiplatelets (n=1814)

0.79 (0.71 t0 0.87)

0.80 (0.66 t0 0.96)

1.24 (1.00 to 1.55)

1.21 (0.90 to 1.64)

Dual treatment:

Oral anticoagulation+antiplatelets (n=663)

0.50 (0.41 to 0.61)

0.58 (0.41t0 0.83)

1.28 (0.93 t0 1.75)

113 (0.72t0 1.77)

Aspirin+adenosine diphosphate receptor antagonists (n=115)

0.74 (0.50 to 1.09)

0.68 (0.32t0 1.48)

2.06 (113 to 3.74)

1.88 (0.79 to 4.51)

60 days blanking periodt

No of events

1857

532

490

234

Single treatment:

Oral anticoagulation (n=707)

0.38 (0.33t0 0.45)

0.43 (0.33t0 0.57)

1.40 (1.08 t0 1.82)

1.23 (0.84 t0 1.78)

Antiplatelets (n=1575)

0.79 (0.71 t0 0.88)

0.79 (0.65 t0 0.97)

1.30 (1.03 to 1.64)

Dual treatment:

1.28 (0.92 t0 1.78)

Oral anticoagulation+antiplatelets (n=506)

0.49 (0.40 t0 0.61)

0.59 (0.40 to 0.86)

1.47 (1.05 to 2.06)

1.44 (0.89 t0 2.33)

Aspirin+adenosine diphosphate receptor antagonists (n=84)

0.81 (0.53t01.22)

0.85 (0.39 t0 1.83)

1.52 (0.70 to 3.30)

0.50 (0.07 to 3.60)

120 days blanking period#

No of events

1414

408

390

177

Single treatment:

Oral anticoagulation (n=724)

0.36 (0.30 t0 0.43)

0.43 (0.31 t0 0.58)

1.41 (1.05 to 1.88)

1.17 (0.76 10 1.79)

Antiplatelets (n=1182)

0.77 (0.69 to 0.87)

0.77 (0.61t0 0.96)

L34 51.06 19.1.28)

Dual treatment:

1.25 (0.86 t0 1.83)

Oral anticoagulation+antiplatelets (n=333)

0.44 (0.34 t0 0.58)

0.52 (0.33t0 0.81)

1.63 (112 t0 2.37)

1.48 (0.86 t0 2.55)

Aspirin+adenosine diphosphate receptor antagonists (n=50)

0.76 (0.47 t0 1.25)

0.99 (0.43t02.28)

1.52 (0.61 t0 3.78)

0.66 (0.09 to 4.86)

*Excluded 731 patients during blanking period. 437 patients did not resume treatment, 32 used triple treatment (oral anticoagulation+aspirin+adenosine diphosphate receptor antagonist.
tExcluded 1005 patients during blanking period. 704 patients did not resume treatment, 21 used triple treatment (oral anticoagulation+aspirin+adenosine diphosphate receptor antagonist.
tExcluded 1338 patients during blanking period. 968 patients did not resume treatment, 7 used triple treatment (oral anticoagulation+aspirin+adenosine diphosphate receptor antagonist.
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