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Low-dose Edoxaban in Very Elderly Patients with Atrial Fibrillation
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Na 136 mmol/L, K 4.0 mmol/L, Cl 97 mmol/L

BUN 19.5 mg/dL, Cr 0.76 mg/dL, eGFR 52.1 ml/min/1.73m
AST 29 U/L, ALT 17 U/L, LDH 184 U/L
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Clinical Question
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c DEMEIOBRFILELHSESKLCEML, DEHREISFEHDOLT L
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(JAMA 2001:285:2370-2375)

c HARSAUTIINZEFRDFEHEL T, DOAC(dlrect oral
anticoagulants) D{ERAZ S kA THHREL TS,

(FEAREMH AR S4>22020F K EThR)
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The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE |

Low-Dose Edoxaban in Very Elderly Patients
with Atrial Fibrillation

K. Okumura, M. Akao, T. Yoshida, M. Kawata, O. Okazaki, S. Akashi, K. Eshima,
K. Tanizawa, M. Fukuzawa, T. Hayashi, M. Akishita, G.Y.H. Lip, and T. Yamashita,
for the ELDERCARE-AF Committees and Investigators™®

(N Engl J Med 2020; 383:1735-1745)



oo WON =

EBM 5 Steps

. SR DERE
 EHRDRE

. R D HEF HI IS IR
. JE I~ O 3 s

. Stepl-4dDREL




Background

« IDEMEICX I HITRFH /N7 ALV E R E DERRE SR

SZEPRUOESEERED FHICEALTIXTILI7IUIZIESTE.
REMDFRLICEALTIETILI7ZID KYBEN TV,

SLHAL.8OELLEDSINAEIL17% D H o (I Am Heart Assoc 2016;5(5):¢003432-6003432)

» ZTOMMDDOAC(N—OFH N FEXHYNY FEARSU) &
L= Eﬁ?ﬁ%ﬁfliﬁﬁ%d)m%{ﬁ70'73%§ (N Engl J Med 2009;361:1139-1151)

SIDEHEIREDFIFERRELYS-10EELY (N eng J Med 2011:365:883-891)

(N Engl J Med 2011:365:981-992)
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P:Patient
iInclusion criteria. exclusion criteria
I:Intervention
C: Comparison
O:Outcome



Table S1. Trial inclusion and exclusion criteria.

Inclusion criteria

[ | n CI U S I O n C r I te rl a ] 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

2. Patients with at least 2 of the following thromboembolism risk factors (CHADS; score

mil

c IEHRIZLERTLEREBO o

feiEE SN - R R IERET O EE X

e« CHADS2ROA72:E: Ll E e

Congestive heart failure

Hypertension

Age 275 years

Diabetes mellitus

History of transient ischemic attack or cerebral infarction (excluding

occurrences within the 30 days prior to the day of randomization)

3. Patients aged >80 years on the day of informed consent

° SOFE l;J\ 4. Patients who are ineligible? for available oral anticoagulants (warfarin, dabigatran,
ap J:

rivaroxaban, apixaban, or edoxaban) at the approved dosage® and with at least 1 of

the following bleeding risks

T

« EENEEE (15=Ccr<30ml/min) 2
{E{KE (=45kg) . HIN (BEZEN. JHIELE .. EERN) o

NSAIDs D HE R AR . Il /MR ZED N AR

SVVTF NN TDOACHNIRTEHRLESE a

Severe renal impairment (creatinine clearance calculated by the Cockcroft-
Gault formula 215 mL/min and <30 mL/min)

History of bleeding from critical area or organ (such as intracranial, intraocular,
or gastrointestinal bleeding)

Low body weight (<45 kg)

Continuous use of acidic non-steroidal anti-inflammatory drugs

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

cardioembolic stroke)




[ Exclusion criteria]
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Exclusion criteria

1.

7.

8.

9.

Transient atrial fibrillation secondary to other reversible disorders (e.g. thyrotoxicosis,
cardiac or thoracic surgery, pneumonia, severe 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/dL, or platelet count <10 x 10%/uL 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

Patients with atrial myxoma

10. Observed presence of left ventricular or atrial thrombus

11. Observed hereditary thrombophilia
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RANDOMIZATION AND TRIAL PROCEDURES

Eligible patients were randomly assigned in a 1:1 ratio to receive 15 mg of edoxaban once daily

or placebo. Randomization (in permuted blocks of four) was performed with the use of an

interactive response technology system according to a schedule prepared by an independent

biostatistician and was stratified according to CHADS, score (2 points or >3 points). Patients,

investigators, and the sponsor were unaware of the trial-group assignments. The use of tests

that could compromise the masking of the trial-group assignments, such as
pharmacodynamics and biomarker data, was prohibited at trial sites. Follow-up assessments
were conducted during in-person medical office visits; they occurred every 4 weeks from weeks

4 through 48 and every 8 weeks thereafter until trial completion.
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Table 1. Demographic and Clinical Characteristics of the Patients.*

Characteristic

Age

Mean —yr

Distribution — no. (%)
<85yr
>85yr

Male sex — no. (%)

Type of atrial fibrillation — no. (%)
Nonparoxysmal
Paroxysmal

Weight — kg

Body-mass indext{

Creatinine clearance
Mean — ml/min
Distribution — no. (%)

=50 ml/min
>50 ml/min

CHADS; scorei:

Mean score

Distribution — no. (%)
2
=3

Components — no. (%)
Age 275 yr

Previous stroke or transient
ischemic attack

Congestive heart failure
Diabetes mellitus
Hypertension
CHA;DS,-VASc scoref
HAS-BLED score
Coronary artery disease
Dementia
History of falling within past yr
Frailty category
Robust or prefrail
Frail
Could not be evaluated
Missing data
History of oral anticoagulant therapy
Yes
Warfarin
Unknown

No

All Patients
(N=984)

86.6+4.2

447 (45.4)
537 (54.6)
419 (42.6)

521 (52.9)
463 (47.1)
50.6+11.0
22.1:3.7

36.3+14.4

823 (83.6)
161 (16.4)

3.1z1.1

363 (36.9)
621 (63.1)

984 (100.0)
236 (24.0)

533 (54.2)
225 (22.9)
810 (82.3)
4.9:13

2.3:0.9

257 (26.1)
160 (16.3)
340 (34.6)

542 (55.1)
402 (40.9)
17 (1.7)
23 (2.3)

423 (43.0)
243 (24.7)
251 (25.5)

3(03)
561 (57.0)

Edoxaban, 15 mg
(N=492)

86.7+4.2

218 (44.3)
274 (55.7)
212 (43.1)

255 (51.8)
237 (48.2)
50.6+10.9
22,136

36.3+14.3

415 (84.3)
77 (15.7)

3.0£1.1

181 (36.8)
311 (63.2)

492 (100.0)
110 (22.4)

259 (52.6)
115 (23.4)
412 (83.7)
49£1.2

2.3:0.9

130 (26.4)
70 (14.2)
154 (31.3)

289 (58.7)
185 (37.6)
7(1.4)
11 (2.2)

207 (42.1)
115 (23.4)
124 (25.2)

1(0.2)
285 (57.9)

Placebo
(N=492)

86.4+4.3

229 (46.5)
263 (53.5)
207 (42.1)

266 (54.1)
226 (45.9)
50.6+11.1
22.2+:3.8

36.2+14.5

408 (82.9)
84 (17.1)

3.1z1.1

182 (37.0)
310 (63.0)

492 (100.0)
126 (25.6)

274 (55.7)
110 (22.4)
398 (80.9)
5.0£1.3
2.410.9
127 (25.8)
90 (18.3)
186 (37.8)

253 (51.4)
217 (44.1)
10 (2.0)
12 (2.4)

216 (43.9)
128 (26.0)
127 (25.8)

2(0.4)
276 (56.1)




I RTOHOEFHDERIFEH outcomelZ,

The primary efficacy analysis was conducted in the intention-to-treat population, which

included all patients who underwent randomization. The safety popujation included all

patients who received at least one dose of edoxaban or placebo.

[ITTETASN TS

RSN THMN

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

984 Underwent randomization

492 Were assigned to receive
edoxaban, 15 mg

492 Were assigned to receive
placebo

2 Withdrew before receipt
of placebo

492 Were included in the safety analysis

490 Were included in the safety analysis

151 Discontinued trial
81 Withdrew but provided
consent for the use of data
already collected
66 Died
4 Had other reason

150 Discontinued trial
75 Withdrew but provided
consent for the use of data
already collected
69 Died
6 Had other reason

341 Completed the trial

340 Completed the trial
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Table 2. Primary and Secondary Efficacy and Safety End Points.

Edoxaban, 15
mg Placebo
End Point (N=492) (N=492)
patignt-yr)
Primary efficacy end pointt
Stroke or systemic embolism 15 (2.3) 44 (6.7)
Stroke 12 (1.8) 40 (6.0)

Hazard Ratio
(95% Cl)*

0.34 (0.19-0.61)
0.30

P Value

<0.001

B TERERERONBIEI—EL TS

2 HYoutcomel Z,

RSN TAHDH

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

984 Underwent randomization

492 Were assigned to receive

edoxaban, 15 mg

492 Were assigned to receive

receipt

492 Were included in the safety analysis

490 Were included in the safety analysis

151 Discontinued trial
81 Withdrew but provided
consent for the use of data
already collected
66 Died
4 Had other reason

150 Discontinued trial
75 Withdrew but provided
consent for the use of data
already collected
69 Died
6 Had other reason

341 Completed the trial

340 Completed the trial
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STATISTICAL ANALYSIS

This trial was event-driven, with a target of 65 events of stroke or systemic embolism. On the
basis of previous studies, we estimated that the annual incidence of stroke or systemic
embolism would be 5% per year in the placebo group and that a 15-mg dose of edoxaban woul

result in a 50% lower risk than placebo.®!1 Therefore, 65 events (in approximately[400]patient

per group) would be required to give the trial 80% power to show superiority of edoxaban to

placebo with respect to the prevention of stroke or systemic embolism, at a two-sided

significance level of 5%.
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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

984 Underwent randomization

492 Were assigned to receive
edoxaban, 15 mg

492 Were assigned to receive

placebo

2 Withdrew before receipt

of placebo

492 Were included in the safety analysis

490 Were included in the safety analysis

151 Discontinued trial

81 Withdrew but provided
consent for the use of data

already collected
66 Died

4 Had qebgciaasan

150 Discontinued trial
75 Withdrew but provided
consent for the use of data

already collected
69 Died

341 Completed the trial

340 Completed the trial
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STATISTICAL ANALYSIS

H

This trial was event-driven, with a target of 65 events of stroke or systemic embolism. On the

basis of previous studies, we estimated that the annual incidence of stroke or systemic

embolism would be 5% per year in the placebo group and that a 15-mg dose of edoxaban would
result in a 50% lower risk than placebo.%11 Therefore, 65 events (in approximately 400 patients

per group) would be required to give the trial 80% power to show superiority of edoxaban to

placebo with respect to the prevention of stroke or systemic embolism, at a twe-sided

significance level of 5%.
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Table 2. Primary and Secondary Efficacy and Safety End Points.
Edoxaban, 15 mg Placebo
End Point (N=492) (N=492)

no. of patients with event (% per patient-yr)
Primary efficacy end point
Stroke or systemic embolism 15 (2.3) 44 (6.7)

Stroke .8 40 (6.0

Hazard Ratio
(95% Cl)*

0.34 (0.19-0.61)
0.30 (0.16-0.57)

¥ Value

<0.001

AR 15+ 44->559<65T
POFELTWSHEEEEHY



O R DO fEFR-Primary Efficacy End Point-

A Stroke or Systemic Embolism
— . Hazard ratio, 0.34 (95% Cl, 0.19-0.61)
S 90- D) 00
o 80
L 70
s 8
§ 60 6
§ 504 4 Edoxaban, 15 mg
i:’ 40+ o
Q
5 30- 0 T T T T T T T T ]
L; 204 0 4 8 12 16 20 24 28 32 36
£ 1o-
o
0 | T T T T T T T ]
0 4 8 12 16 20 24 28 32 36
Months since Randomization
No. at Risk
Edoxaban, 15 mg 492 451 394 323 238 163 116 71 30 7
Placebo 492 439 388 314 237 170 120 74 32 6




G©fER D FEIR-Secondary Efficacy End Point-

Secondary efficacy end points

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)
event::

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)

[ZRMEBAEETFRAH]
L g N bHazard th<1.07HV95% S8R (L1.02F =LV THY . AE TG, o=




O©ER D EEIR-Primary Safety End Point-

Primary safety end point

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 points

Major or clinically relevant 97 (17.7) 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) 1.35 (1.12-1.63)

Major Bleeding (fix +:B1LE):
ITREFH/\UE33% vs T5tHREE1.8% Hazardth1.87 plE0.09>FEEHL
f=1=L. Bt EHMIZPE>TIEHazardtb2.85E TR FH N\ ETEZ ULMERI THOT-




8 &) Major bleeding& (& ?
e

International Society on Thrombosis and Haemostasis bleeding scale® 7& £ [ ZZEHL

1. Fatal bleeding.

2. Symptomatic bleeding in a critical area or organ, such as intracranial,
intraspinal, intraocular, retroperitoneal, intraarticular or pericardial, or
intramuscular with compartment syndrome.

3. Bleeding causing a fall in hemoglobin level of 2 g/dL (1.24 mmol/L) or more, or
leading to transfusion of two or more units of whole blood or red cells.
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*NNT (hnumber needed to treat) : 16.9
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*NNH (hnumber needed to harm) : 54.6
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*NNH (number needed to harm) :54.9



Limitation
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