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abstract

We used the results of secondary prevention analyses for patients with a history of stroke or TIA (TTIA) in the
large-scale RE-LY, ROCKET AF J-ROCKET AF, ARISTOTLE and ENGAGE AF TIMI-48 clinical trials to investigate
the choice of direct oral anticoagulants (DOAC) to prevent recurrent stroke. In light of these results, we concluded
that DOAC twice a day should be given priority in patients with secondary stroke prevention and that dabigatran
150 mg BID should be the first-choice treatment for comparatively young patients with no apparent renal dysfunc-
tion, and apixaban for other patients, and that their efficacy and safety can be broadly guaranteed. When selecting
DOAC once a day and over 75 years old, edoxaban should be chosen from the viewpoint of safety.
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1.2.1 A subgroup analysis of the RE-LY trial
in patients with atrial fibrillation and
previous stroke or transient ischemic attack
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1.2.2 A subgroup analysis of the ROCKET AF trial
in patients with atrial fibrillation and previous
stroke or transient ischemic attack
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1.2.3 A subgroup analysis of the ARISTOTOLE trial
in patients with atrial fibrillation and previous
stroke or transient ischemic attack
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1.2.4 A subgroup analysis of the ENGAGE AF-TIMI 48
trial in patients with atrial fibrillation and previous

stroke or transient ischemic attack

AIFTIET FF 453 60mglE B iz R PFHD
WG & > TWNWB 72, 60mghflc DWW TS 5,
ENGAGE AF-TIMI 48iBR TOTIA/ZEhBEED & 5
REFII3967HIT, = FF 9N FEHAL9766]. UL T 7
) Y HEA19916 T, AR OK28% & 5. i
FOEFRIERIZ, T FFH9 3V T230% /year. T )L
T 7V VEET267% /yeark M CHEREE 2D &
» 5 7z, Primary ischemic stroke® - RIEH X, = F
FHINV60TT2.04% /year. TILT 7 ) VIET2.13%
/yeark ., WifE[ CTHEZE %D & H» 5 72, Primary
hemorrhagic strokeD4EFIEHIZ, T FF 4V V60T
0.31% /year, 7N 7 7V ¥ T059% /year T, T F
FHNUHETERBIKOER N A S N7z, Intracranial
bleeding®DERIEHE L, T FFH /N BET0.62% /year.
TJNLT 7)) YEETL09% /yeark T R F YN VEHTHE
FKhROEME TH 5 72, Major bleedingld, T FF Y
VHET3.25% /years, TN T 7 ) VEET3.86% /year T

HO. MEEEICERLEZZIRONE» 577,
1.25 EZER X FRHICHBITBRTINT 7Y &R EL
mE&HRBREONY -
LRV TN — TR ORE R A, F— 2 &ML T

7*V2b7mﬂbui&bfﬁtoﬁﬁﬁ@@ﬂf
i, AR e (Figl) MAliZE ks & OREAB Ok 2
 (Fig2) ¥ LT, L7 7V v AR E L=
Y= FILA{ER L 72, REHOFEMETILT 7 ) v &
FIFREBETH DA, T EFHN Y ONRETERE TR

SEMBER (%) Hazard ratio
3 2 1 0 (95%CI) Favours NOAC | Favours WF
253 HEHFFY 0.76
19 300mg (0.52-111) =@~
253 (I HEHFF >~ 0.89
Fre B — 220mg (0.61-1.29) —
21 I — . 0.98
ves | VTREY aze12 ——
3 | | peaty 0.71
226 | — (0.52-0.98) | — %@
26 | zEEgsy | sg-fifm .
230 .| . ——
FMRBER: ERSOL07) 0, TRAEDOAC

Fig. 1: Stroke outcomes in patients with previous stroke
or TTA among RCTs.
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Fig. 2: ischemic stroke or unknown type stroke outcomes
in patients with previous stroke or TIA among

RCTs.
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Fig. 3: intracranial hemorrhage outcomes in patients with
previous stroke or TIA among RCTs.
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Fig. 4: major bleeding outcomes in patients with previous
stroke or TIA among RCTs.
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Fig. 5: four areas classified by age and Cecr. The horizon-
tal axis is age and the vertical axis is Cer. Refer
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Fig. 6: Important factors to consider efficacy or safety
from age and Ccr in selecting of DOACs.
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Fig. 7: Our clinical guideline in selecting DOACs to
patients with previous stroke or TIA.

FoEETIE, FEH N F150mg BIDOWE % ZE L
EodhiE e WBRER S, L L, 70~ 75
T, BHEENIBENBIFTO/LVTFZV 2 )T I VAR
50mL/min% /3B A TWBABETIE (FLT7F=V
207 T Y AH60mL/minkl L& U7z), Hifiio ) 221
K& 2, & LARMETHIRIROFENLEH + 7 v
150mg BID #ZELTCERVWEZEL TS, W70
~T5 T, ZV7F=V 2 )T TV AH50mL/min %
bHErIc kR AREE TR, BeEOEH,» 6, 110mg BID
EBRIRTNZXTHAH, TOH, FRL-IEETIL.
B4 BRI M A D TERR L 72, 2™ choice& L
TE. kPO T, ME—RdzErh R T R o
LT 7)Y EOEWTEFHNUREREINERET
b5, ~H-BOEEFLEZEIHFEL BT ES
BOREHIZZ, UN—uF PNV EZZIRFYNYE
EIRT 5,

1.4.2 75l E»DCeor 50mL/min& V) SiE D B E B
ARMED TG R TR R A EL & h 5 5T
b5, TINKAEDREEO S 2REERNFE LY T2
V=TT O TR, ME— G TP E R T R R A T L
T7Y VvV EDEBONTEF YN HMP1st choicek UTHEIR
ENBZRETH D, L2rL, TEFH NV DOIREFLUEIC
BB, 7 RN OFEHE & EIRE I,
I FFH/32D30mg QD (T FF 473 60mght D 5
FARE L) #BIRINRNETHAH, 7EFH /Y 25mg
BIDOZEMIZENE DD, AREEv L7 71) v kD
PRENEFEEINDE D TH S REMB BT,



BERREREBEOREIZ L 5T, T T 7 ) Y XD ER)
MRS WENEOT FF4/3Y £2" choice& L
TEADNETHD, ~H-RBOEKERHRLT 2 F/213%
LTI A ROVEHZITIE,. T P93 438IRT
%, J-ROCKET AFOAERTIZ. 75 M Lo B % %t
LELBIT, Vx—aFH Ny O&EGELAHILE 21T
WERAICRIE & 22 2 IS, v 7 7 ) Y XD EZEUE
DIEMDH 5 Z EAVREINT B 728, ZOERIZITE
HEETEDEEZ S,

1.4.3 75K DCcr 30-50mL/min® B & &
VO CHEHBNMIMPRRIR & AR EOHhThd
AR TR/ ER SN SR TH 5, 7EFHN
Vid. T T 7 ) VN, EENI TR A <
L2t R THIIREEREEL L > TEHWVD,
Z DFEIE T & 1st choicek U THEIRT 5, FidlEkIZZ
DT, 7RV EFEL BT IUE R S RWIEE
i, REVEEHRL, TSNV AR L2.5mg QD
EFTBLINE DT TS, —H-HOHEEERT 55
AlE, UNN—aF YN VFELEINFYINVDOEBL A
BINL T MbEVWEEZL TS,

1.4.4 751k LI_E H»DCer 30-50mL/mind B&E &
REVOH T, KPR PER SN ST H
5, TIA/RGZEHPREED & 2 BEER/RRE L2 T 70—
TEFOPTIE, 7EFH NN ELEH T 2110mg
BIDAKRHIM PRI RIZENTE N EARE R T
%, TOHTE, WEPHEETHIROEGNT EF 93
V3 1st choicek L THEIRINARETHAS, LarL,
ZOMTIE, TSNV ORERE#TDA TR
BEOEVWEENZLELONS, HIHIDCerh50mL/
mind k& 25513, AMEEZBE LT PR 0 %
BIRL 720, Z OISR 2 EH L 23 R0
BINBZRET, HMPEA XY FOABNT EF SN
v2.5mg BIDZERTRZXLEZLTWB, FEH TV
110mg BIDDEIRE E 2 5 228, @Dz EE T
DU FREHEDOREEE2E 2 5 &, K&y 7w 8AFNITD
LD D 50, —H—BOEA % B8R 285413, #@il
DOHH2 ST FF+H/330mg QDOERIBZ L &E X
bNhb,

DL EDOWEZER U TIER U Z2izsh R PRI
5 DOACERDFENIES % fig. TIZ/RT,

1.5 R ZRFEHBED - DDOACEIRICEET 3%
HEMR

3 & 721348 FH ODOACH v A 5, TIA/ Mk ZE v BE
HEDd2BHITH L TR R THO 29 ED
DOACHERINZNE &L 2REBAON D
(13) (14) (15) (16) (17). ROCKET AFTid. TIA/
ZEPREED B 2 BEDB LS BEHFEINLTWDI I L2 b,
fzeh R FRHIZBE VT Y N —a 93V EHEEL Ty

ZHMELALND N, EilEIZI T S IMMEA X b A
ILT 7 ) v ERIEFETH 2 DONBEMET, EIR
%%éhé — T, TIA/WAHRETED & % B T

E BB EEE N L, ThaEZETsLT7Y
*#n/ﬁ%%éhét%ﬁbfwéﬁﬁéﬁn\%ﬂ
FThOFLZOFHIC I D ERIIMA TH B,

BAEDEZ A, WMEFR K THICET 2T —
TR TIE. TH2EIOFEA O SR TIL T 7 1) VIZHR,
RIFEHBERLTONBEZEDNS, INEEEELOE
REBX5IZL T3,

\_‘

16 %&ED

LREOTIA/W AR REDO » 2B HEEFRE LY
TN = TRHOERD S, g R TPHIZEHT 5
DOACODEINIZ. 1H2[EIODOACH HEHIZEIN X I
BNEEEZ TS, DOACERDERIE, iZU®IC, b
BE L CEERRE AW ZVEBETIX, FEH
FF v150mgZ 1 H2[O¥% 5.9 @S0 H % 1 E 5 » %%

FHUNDEBEEXATIE, TEFH NV ERIRT S,
L EOBEXAT, 7EFH NV OFBHRIZE
BT 5561, Cer?50mL/minl EThHiE, 7+
PN OFPARERRE T T P93V 238IRT 5,
Cer2350mL/min A THh L, 7EFH Y OFHEH
HEBINT 5, 1H1IHODOACEEIRT B A1E. 75
BUETIEZ FF NNV DOAEERT S, L,{LODJ:')ZK
BIRICBOT, At ket A<HIRTE S LFL
TWwd, LU, EROGME T EIEAORE & H 4% O
BADIREIZHE L - HELBRP L EN S,



Reference

. Connolly SJ, Ezekowitz MD, Yusuf S, et al: RE-LY
Steering Committee and Investigators. Dabigatran ver-
sus warfarin in patients with atrial fibrillation. N Engl
J Med, 2009;361:1139-51.

. Patel MR, Mahaffey KW, Garg J, et al: the ROCK-

ET AF Investigators. Rivaroxaban versus Warfarin

in Nonvalvular Atrial Fibrillation. N Engl J Med,

2011;365:883-91.

. Hori M, Matsumoto M, Tanahashi N, et al: on behalf of

the J-ROCKET AF study investigators. Rivaroxaban

vs. Warfarin in Japanese Patients With Atrial Fibril-
lation. Circ J, 2012;76:2104-11.

. Granger CB, Alexander JH, McMurray JJ, et al: AR-

ISTOTLE Committees and Investigators. Apixaban

versus warfarin in patients with atrial fibrillation. N

Engl J Med, 2011;365:981-92.

. Giugliano RP, Ruff CT, Braunwald E, et al: ENGAGE

AF-TIMI 48 Investigators. Edoxaban versus warfa-

rin in patients with atrial fibrillation. N Engl J Med,

2013;369:2093-104.

. JCS Joint Working Group; Guidelines for Pharma-

cotherapy of Atrial Fibrillation (JCS 2013). Circ J,

2014;78:1997-2021.

. Diener HC, Connolly SJ, Ezekowitz MD, et al: for the

RE-LY study group. Dabigatran compared with war-

farin in patients with atrial fibrillation and previous

transient ischaemic attack or stroke: a subgroup anal-

ysis of the RE-LY trial. Lancet Neurol, 2010;9:1157-

63.

. Hankey GJ, Patel MR, Stevens SR, et al: for the

ROCKET AF Steering Committee Investigators. Ri-

varoxaban compared with warfarin in patients with

atrial fibrillation and previous stroke or transient is-
chaemic attack: a subgroup analysis of ROCKET AF.

Lancet Neurol, 2012; 11:315-22.

. Tanahashi N, Hori M, Matsumoto M, et al: Rivarox-

aban versus warfarin in Japanese patients with nonval-

vular atrial fibrillation for the secondary prevention

of stroke: a subgroup analysis of J-ROCKET AF. J

Stroke Cerebrovasc Dis, 2013;22:1317-25.

10.

11.

12.

13.

14.

15.

16.

17.

Easton JD, Lopes RD, Bahit MC, et al: for the AR-
ISTOTLE Committees Investigators. Apixaban com-
pared with warfarin in patients with atrial fibrillation
and previous stroke or transient ischaemic attack: a
subgroup analysis of the ARISTOTLE trial. Lancet
Neurol, 2012; 11:503-11.

Rost NS, Giugliano RP, Ruff CT ,et al: ENGAGE
AF-TIMI 48 Investigators. Outcomes With Edoxaban
Versus Warfarin in Patients With Previous Cere-
brovascular Events: Findings From ENGAGE AF-
TIMI 48 (Effective Anticoagulation With Factor Xa
Next Generation in Atrial Fibrillation-Thrombolysis
in Myocardial Infarction 48). Stroke, 2016; 47:2075-
82.

Hori M, Matsumoto M, Tanahashi N,et al: Rivar-
ixaban vs. Warfarin in Japanese Patients With
Non-Valvular Atrial Fibrillation in Relation to Age -
Insight From J-ROCKET AF-.Circ J,2014;78:1349-
1356.

Lip GY, Larsen TB, Skjoth F, et al: Indirect com-
parisons of new oral anticoagulant drugs for efficacy
and safety when used for stroke prevention in atrial
fibrillation. J Am Coll Cardiol,2012; 60: 738-46.
Rasmussen LH, Larsen TB, Graungaard T, et al:
Primary and secondary prevention with new oral
anticoagulant drugs for stroke prevention in atrial
fibrillation: indirect comparison analysis. BMJ,2012;
5;345:e7097.

Cairns JA; Which oral anticoagulant for which atrial
fibrillation patient: recent clinical trials and evi-
dence-based choices. Can J Cardiol,2013;29: 1165-72.
Weitz JI, Eikelboom J; Incorporating edoxaban into
the choice of anticoagulants for atrial fibrillation.
Thromb Haemost,2016;115: 257-70.

Shields AM, Lip GY; Choosing the right drug to fit
the patient when selecting oral anticoagulation for

stroke prevention in atrial fibrillation. J Intern Med,

2015; 278:1-18.






