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B Major Bleeding (ISTH criteria)
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4. Rate control & 5. Rhythm control
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PREFER IN AF (J Am Heart Assoc. 2017;6:e005657)
>J—0OY/\61REDIDEME BB IR =& 8%

FREEEDR Y MIUZHILRFET 1w ~

> = n B A T O PRk E RS

REMERE

>Net clinical benfitlX B ErZ/EA5IFERBNE NIz -

-8.02%

" Age<85yrs ™ Age 2>85yrs mAge 290yrs




CQ

>EinEA ElbL\’C HIME R (Zdh D BENDRABEET=H0HNTLY
HEMNZLN

MERICHDHEFTHLNTLESH, BARANIC
FHITAERGEDL,

>RT7 T NEMENTEIS <§i:'.
7 R

ICEWTHIEEERES




The NEW ENGLAND
JOURNAL of MEDICINE

ORIGINAL ARTICLE

Low-Dose Edoxaban in Very Elderly Patients with Atrial
Fibrillation

Ken Okumura, M.D., Ph.D., Masaharu Akao, M.D., Ph.D., Tetsuro Yoshida, M.D., Ph.D., Masahito Kawata, M.D., Ph.D.,
Osamu Okazaki, M.D., Ph.D., Shintaro Akashi, M.D., Ph.D., Kenichi Eshima, M.D., Ph.D., Kimihiko Tanizawa, Ph.D.,
Masayuki Fukuzawa, M.S., Takuya Hayashi, M.S., Masahiro Akishita, M.D_, Ph.D_, Gregory Y.H. Lip, M.D, et al., for the
ELDERCARE-AF Committees and Investigators™

(N EnglJ Med 2020; 383:1735-1745)
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Table S1. Trial inclusion and exclusion criteria.
Inclusion criteria
1. Patients with nonvalvular atrial fibrillation with history of atrial fibrillation documented

by electrocardiogram within the 1 year prior to the day of informed consent

] ] ]
I n C | u S I O n C rI te rI a 2. Patients with at least 2 of the following thromboembolism risk factors (CHADS; score

>2)

=15 LRI E SN IEFEE MO B HE) RN

>CHADS2=2 = d. Diabetes melits

e. History of transient ischemic attack or cerebral infarction {excluding

> I C H% 0) f E JI%:% h§80 j;'r% u J: occurrences within the 30 days prior to the day of randomization)

3. Patients aged =80 years on the day of informed consent
-~ Y i SN r
>WONDDERTREKA=EDinEEE s oo |
\ﬁ J;I:IT\ _ts% 7(.d: L \ rivaroxaban, apixaban, or edoxaban) at the approved dosage® and with at least 1 of

the following bleeding risks

" e G F R h§ 1 5 - 3 O -ts % 6 a. Severe renal impairment (creatinine clearance calculated by the Cockcroft-
™ EEJ%. . EEI* . 5ﬁ 1t % 75\ [5 O) E&ﬁ E(] H:Il Iﬂl@ Gault formula 215 mL/min and <30 mL/min)
. 1‘& 1$ Ei ( é 45 kg) b. History of bleeding from critical area or organ (such as intracranial, intraocular,

' —— or gastrointestinal bleeding)
*NSAIDs . *ﬂ,.[nllj\*&;?éo) WH& c. Low body weight (<45 kg)

d. Continuous use of addic non-stercidal anti-inflammatory drugs

\¢
I‘*
s
o
s

. Patients who are ineligible® for available oral anticoagulants (warfarin, dabigatran,

e. Patients using 1 antiplatelet drug (for a purpose other than prophylaxis of

cardioembolic stroke)
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Exclusion criteria

>R MEIDEMHE (FIRER. T, ]9, &)

> 838 ] LA IR OD 0 ¢ [E] 22 0D A Bl P2

>LUTOHMm) Ry

EEQEMEIZUTITES

|CH#I—7’77‘-47‘7‘;HjJIu

HILE;
>30B LA DRXFEZE,
>1) )T FEFIRSE .

575 . Hb<9.0g/dL. PIt<1074/pL

TIA

FERIITE. IE, #iRTE

>IDEAMELDODELENEZESNTINDS
>EEMMEREAZFO> TS

1

o

P

£

Transient atrial fibrillation secondary to other reversible disorders (e.g. thyrotoxicosis,
cardiac or thoracic surgery, pneumonia, severs anemia)
Patients who received warfarin, dabigatran, rivaroxaban, apixaban, or edoxaban
within the 8 weeks prior to the day of randomization
Patients receiving warfarin with INR controlled at =1.6 in 2 of the 3 most recent
examinations, including the eligibility assessment examination, measured at least 4
weeks apart (patients with INR =1.6 at the eligibility assessment examination are
excluded)
Patients with particularly high bleeding risk meeting any of the following criteria:

a. Active bleeding on the day of informed consent®

b. Unresolved peptic ulcer on the day of informed consent

c. Hemoglobin <9 g/fdL, or platelet count <10 x 10%/ulL at the eligibility

assessment examination

d. Hereditary hemorrhagic disease
Cerebral infarction or transient ischemic attack within the 30 days prior to the day of
randomization
Patients with rheumatic valve disease
History of prosthetic valve replacement (mechanical or biological valves)?

Patients with infective endocarditis

9. Patients with atrial myxoma

10. Observed presence of left ventricular or atrial thrombus

11. Observed hereditary thrombophilia
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. Patients with scheduled electrical or pharmacologic defibrillation between the day of

informed consent and the time of the examination at completion of trial treatment

. Uncontrolled hypertension (systolic blood pressure persistently =160 mmHg or

Exclusion criteria®) .

. Patients who have started hemodialysis or who may start hemodialysis by the time of

>BRMoEANRADLSFESA TS

diastolic blood pressure persistently >100 mmHg)

Creatinine clearance calculated by the Cockcroft-Gault formula <15 mL/min

the examination at completion of trial treatment

Patients receiving dual antiplatelet therapy (e.g., aspirin plus a thienopyridine) at the
time of informed consent, or those expected to receive dual antiplatelet therapy after
the time of informed consent, who cannot safely discontinue use of either of the

antiplatelet drugs

. Patients with hepatic function disorder accompanied by coagulation disorder

. History of acute myocardial infarction within the 30 days prior to the day of

randomization

. Serious heart disease such as cardiac failure with New York Heart Association

classification =3 or unstable angina pectoris

. Patients who currently have malignancy; Patients diagnosad with malignancy within

the 2 years prior to the day of informed consent, or who have received treatment with
cancer therapies (drugs, radiation, andfor surgery) within the 2 years prior to the day
of informed consent, except for patients with adequately treated basal cell carcinoma
of the skin, resected squamous cell carcinoma of the skin, and cervix carcinoma in

situ.

. History of receiving any other trial drugs within the 60 days prior to the day of

informed consent




Outcome
Efficacy Primary end points: iNZZF &2 B ERIEDESIVRRAUE
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Minor bleeding
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1086 Patients =80 yr of age with atrial fibrillation
gave consent and were assessed for eligibility

102 Were excluded
79 Did not meet eligibility criteria

20 Withdrew consent
3 Died

Y

>1086 A 7ﬁ§ﬁ<$§ . 102 A 75§ B%g* 984 Underwent randomization
>S5 LMESn =D (3984 A
>492 Af? ':%“ ‘fT_I- ('j- 492 Were assigned to receive 492 Were assigned to receive

Y

edoxaban, 15 mg placebo
N SOy 4=
> ;h' *L \ 3
% % 1 5 1 A N 150 A 75 HR /% 2 Withdrew before receipt
of placebo
\ \/
492 Were included in the safety analysis 490 Were included in the safety analysis
151 Discontinued trial 150 Discontinued trial
81 Withdrew but provided 75 Withdrew but provided
consent for the use of data consent for the use of data
already collected already collected
66 Died 69 Died
4 Had other reason 6 Had other reason
\ | \j

341 Completed the trial 340 Completed the trial




Table 1. Demographic and Clinical Characteristics of the Patients.*
All Patients Edoxaban, 15 mg Placebo
Characteristic (N=984) (N=492) (N=492)
Age
Mean — yr 86.6:+4.2 86.7:+4.2 86.4+4.3
Distribution — no. (%)
e S u <85 yr 447 (45.4) 218 (44.3) 229 (46.5)
>85 yr 537 (54.6) 274 (55.7) 263 (53.5)
Male sex — no. (%) 419 (42.6) 212 (43.1) 207 (42.1)
> AIIA i’;j EE ﬁ% ‘i 86 ﬁ Type of atrial fibrillation — no. (%)
Nonparoxysmal 521 (52.9) 255 (51.8) 266 (54.1)
> Eﬂ ~ 75\ 7(_~ R Fﬁ % ‘j:f_N L Paroxysmal 463 (47.1) 237 (48.2) 226 (45.9)
b d‘ H H d‘ Weight — kg 50.6+11.0 50.6+10.9 50.6+11.1
Body-mass indexj 22.1+3.7 22.1+3.6 22.2+3.8
Creatinine clearance
CHA,RS,VeSaseore) 43515 432 Sl o5 Mean — ml/min 36.3+14.4 36.3£14.3 36.2+14.5
HAS-BLED scoref 2.3+0.9 2.3+0.9 2.4+0.9 Distribution — no. (%)
Coronary artery disease 257 (26.1) 130 (26.4) 127 (25.8) <50 ml/min 823 (83.6) 415 (84.3) 408 (82.9)
L 160/(16.3) il 30{18:3) >50 ml/min 161 (16.4) 77 (15.7) 84 (17.1)
History of falling within past yr 340 (34.6) 154 (31.3) 186 (37.8) CHADS; scorei
Frailty category| Mean score 3.1+11 3.0+1.1 31211
Robust or prefrail 542 (55.1) 289 (58.7) 253 (51.4) Distribution — no. (%)
Frail 402 (40.9) 185 (37.6) 217 (44.1) 2 363 (36.9) 181 (36.3) 182 (37.0)
Could not be evaluated 17 (1.7) 7 (1.4) 10 (2.0) = 621 (63.1) 311 (63.2) 310 (63.0)
Missing data 23 (2.3) 11(2.2) 12 (2.4) Componients — no. (%)
History of oral anticoagulant therapy Age =75 yr 984 (100.0) 492 (100.0) 492 (100.0)
Aes 423 (43.0) 207 (42.1) 216 (43.9) Previous stroke or transient 236 (24.0) 110 (22.4) 126 (25.6)
Warfarin 243 (24.7) 115 (23.4) 128 (26.0) ischemic attack
Direct oral anticoagulants¥* 251 (25.5) 124 (25.2) 127 (25.8) Congestive heart failure 533 (54.2) 259 (52.6) 274 (55.7)
Unknown 3(03) 1(02) 2(0.4) Diabetes mellitus 225 (22.9) 115 (23.4) 110 (22.4)
N 561 (57.0) 285 (57.9) 276 (56.1) Hypertension 810 (82.3) 412 (83.7) 398 (80.9)
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Months since Randomization Months since Randomization
No. at Risk No. at Risk
Edoxaban, 15 mg 492 451 394 323 238 163 116 71 30 7 Edoxaban, 15 mg 492 452 391 314 231 158 107 64 28 7
Placebo 492 439 383 314 237 170 120 74 32 6 Placebo 490 451 398 322 243 173 122 74 33 7
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Table 2. Primary and Secondary Efficacy and Safety End Points.
Edoxaban, 15 mg Placebo Hazard Ratio
End Point (N=492) (N=492) (95% Cly* P Value
no. of patients with event (% per patient-yr)
Primary efficacy end pointy
Stroke or systemic embolism 15 (2.3) 44 (6.7) 0.34 (0.19-0.61) <0.001
Stroke 12 (1.8) 40 (6.0) 0.30 (0.16-0.57)
Ischemic 12 (1.8) 39 (5.9) 0.31 (0.16-0.59)
Hemorrhagic 0 2 (0.3)
Fatal 1(0.1) 3 (0.4) 0.34 (0.04-3.30)
Systemic embolism 3 (0.4) 6 (0.9) 0.50 (0.13-2.01)
Secondary efficacy end pointsT
Stroke, systemic embolism, or 52 (7.8) 72 (10.9) 0.72 (0.50-1.03)
death from cardiovascu-
lar causes
Major adverse cardiovascular 51 (7.7) 72 (11.0) 0.70 (0.49-1.01)
eventd
Stroke, systemic embolism, or 74 (11.1) 98 (14.8) 0.75 (0.56-1.02)
death from any cause
Net clinical benefit§ 87 (13.5) 103 (15.6) 0.86 (0.65-1.15)
Death from any cause 66 (9.9) 69 (10.2) 0.97 (0.69-1.36)
Primary safety end pointq
Major bleeding 20 (3.3) 11 (1.8) 1.87 (0.90-3.89) 0.09
Intracranial hemorrhage 2 (0.3) 4 (0.6) 0.50 (0.09-2.72)
Gastrointestinal bleeding 14 (2.3) 5 (0.8) 2.85 (1.03-7.88)
Secondary safety end points9|
Major or clinically relevant Q7R (727 62 (10.7) 1.65 (1.20-2.27)
nonmajor bleeding
Clinically relevant nonmajor 81 (14.5) 52 (8.9) 1.62 (1.14-2.30)
bleeding
Minor bleeding 190 (45.4) 177 (37.9) 1.18 (0.96-1.45)
All bleeding 241 (63.0) 202 (45.0) 135 (1.12-1.63)




Subgroup Edoxaban, 15mg  Placebo Hazard Ratio (95% ClI)
no. of patients with event/total no. of patients (% per patient-yr)
All patients 15/492 (2.3)  44/492 (6.7) —o— 0.34 (0.19-0.61)
Age '
<85 yr 5/218 (1.7)  17/229 (5.4) —e— 0.31 (0.11-0.83)
>85 yr 10/274 (2.8)  27/263 (7.8) —e— | 0.36 (0.17-0.73)
esu
Male 4212 (14)  17/207 (6.0) ! 0.24 (0.08-0.72)
Female 11/280 (2.8)  27/285 (7.1) —— 0.39 (0.19-0.79)
Type of atrial fibrillation .
N - ~_10 - Nonparoxysmal 8/255 (2.3)  32/266 (8.8) —e— ! 0.26 (0.12-0.56)
> 1 /k I / I\ 7I_\ ’r / I\ Paroxysmal 7/237 (2.3)  12/226 (4.0) —e— 0.55 (0.22-1.39)
Previous stroke or transient ischemic attack E
“ W o 1o Yes 5/110 3.2)  13/126 (7.9) —e—+H 0.42 (0.15-1.18)
> -U— 7 7 ) l/ — 7 ﬁtl: *ﬁ- "Ce :kJ No 10/382 (2.0)  31/366 (6.2) —eo—1 0.31 (0.15-0.64)
CHADS, score :
E ;l;)-.l ,‘E l _— k % 7l-~ g'j: 1':' 7l-~ L 2 2/181 (0.8)  10/182 (3.9) [ — 0.20 (0.04-0.91)
X ~— d‘ 2 d~ =3 13/311 (3.2)  34/310 (8.3) —eo— ! 0.38 (0.20-0.72)
HAS-BLED score
s o - <2 10/311 (2.5)  25/305 (6.1) ——! 0.40 (0.19-0.83)
> N SAI D S Ei 0) ﬁ E '§‘ ,- n'\ =3 . 5/181 (1.9)  19/187 (7.6) —e— 0.27 (0.10-0.71)
Reasons that oral anticoagulants were not recommended 1
Severe renal impairment E
Yes 9/198 (3.5)  26/205 (9.7) —e— ! 033 (0.16-0.71)
No 6/294 (1.5) 18287 (4.6) —e—: 0.34 (0.13-0.85)
History of bleeding !
Yes 1/110 (0.6)  8/112(5.3) | ¢ } 0.12 (0.02-0.99)
No 14/382 (2.8)  36/380 (7.1) —o— | 0.40 (0.21-0.74)
Low body weight, <45 kg E
Yes 8/188 (3.3)  21/186 (9.0) —e— ! 0.36 (0.16-0.80)
No 7/304 (1.6)  23/306 (5.4) —e— 031 (0.13-0.73)
Continuous use of NSAIDs :
Yes 6/149 (3.0) 6/168 (2.4) ——— 1.24 (0.40-3.85)
No 9/343 (1.9)  38/324 (9.2) —e— ! 0.21 (0.10-0.44)
Use of an antiplatelet drug E
Yes 9/260 (2.5)  18/269 (4.8) ——H 0.54 (0.24-1.21)
No 6/232 (1.9)  26/223 (9.1) —e—1 0.21 (0.08-0.50)
Frailty category i
Robust or prefrail 6/289 (1.5)  22/253 (6.1) —e—1 0.24 (0.10-0.59)
Frail 6/185 (2.5)  20/217 (7.1) —e—! 035 (0.14-0.87)
0'.01 0.|10 1.|00 lO!OO

Edoxaban Better Placebo Better
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Limitation
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