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75 E : Age =Ty
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BEPEZETIAOKHE - prior Stroke/TIA

DEXFET, BHEEFLBTIAOREICIZ2E, BIOEK
HECREREFRLIAEZE R AR EHCHADS: A3 7T
Hb. TOHRBHHMMT I OoNEHOBEERERINIIT

* Primary Provention for Ischemic Stroke in Patients with Atrial Fibrillation.

** EENREBWETIEL » ¥ — R QRiENE. BOSMA  Shoji Armuno, Kazunori Tovoa : Division of Stroke Care Unit and Department of Cerebrovascular

Medicine, National Cerebral and Cardiovascular Center Hospital
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CHADS: A2 7113.5 tﬁ&%ﬁ&%&&é?‘b RO
FRHERETHS. FRBIEY X7 %%G»ﬁ'i‘éﬁﬁ#ﬂ ‘
1 Frivaroxaban DR W% L ¥ 57 ¥ X & '«‘x. Z» 75'( ‘
CHADS: A a7V X 7 BER—K (R48) *ﬁ)ﬂ-bﬂ'%
HFRECHLTRSHROREILETHS .

3. Apixaban

Apixaban 2 £ & & AW B2 1 H 2@11!%@.0&1&&9%
XaBFHHFETH Y, warfarink OV ¥ 3 /K?‘E?fﬂ%k :
R BBEHA R VAR BESSOMEHRI, BEDOR
HE TR R % aspirin E KB L KBS ¥ ¥ A LR
AVERROES (apixaban versus acetylsalicylic acid to pre-
vent stroke in atrial fibrillation patients who have failed
or are unsuitable for vitamin K antagonist treatment)™
2HEAT S iz (apixaban DZREHH S H & L’CE‘—M‘PJI:‘&‘
hiciedd, FIGEEMMGE 1.14E). :

Apixabani¥ (5mg, 1H2E #% 5 ) X aspirin 8 (81 ~
824mg, 1H1EHS) i, BES IR EFSERIE
DRENHMIZHS L7 (apixaban B 1.6% /4 1 aspirin
#3.7% /4E, HR 045, 95% CI:0.32~0.62, P<0.001).

=7, RetOEEFGEEB T 5Kl DF4 X apixa-
ban#1.4% /4F, aspirinB¥1.2% /4EC, WMEMICAERL
ol (HR 113, 95% CI:0.74~1.75, P=0.57). B
EAHI L apixaban ¥ 1161, aspirinB# 13 TH o/,

FRBOBRAERIE, FE2H 10 BREOEBREE DS
& (International Stroke Conference 2011 : ISC 2011) T
O s h, FHM TN Engl J Medifd ¥ 74 VRIS
REhA™ FRBRCIEAREBMLTE LY, 4, AF
BEORZEPF P BT aspirin i& warfarin % Ed)b'ﬁ&
EEDDHFRIS S ERBCKRRBRTHLOMIZ-T
VB, aspirink KB AREREENELERERS Y
N7 eBEZBHOTIRE. BE, ZBLBMLTVWS
apixaban & warfarin & OB ARISTOTLE (Apixaban
for reduction in stroke and other ThromboemboLic events
in atrial fibrillation) TN THY, FOFHRI LA
59

DL, LEHBRFIBIIBEEORETFHICOVWTH
mgfREERLCCER LA HRAMRIECH 5 dabiga-
tranDRB L L I, LEMABICHT 3 ERMRERHA
BRAF—-VEMRI. TOBETRELAREENDLL
T, BREER~OKE BB CHSEIELEL. T4 KER
(25 W THBALLFRmEE XafAFE) ORR
HROBROBA LB TBY, SBBREMIIIOTHBRL
TRV E ) R A - F?ﬁ&@ﬂwwmmﬁﬁ
RNTBHTHAS.
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Primary Prevention for Ischemic Stroke in Patients with Atrial Fibrillation

Shoji Armiro, Kazunori Tovopa

Division of Stroke Care Unit and Department of Cerebrovascular Medicine,
National Cerebral and Cardiovascular Center Hospital

Atrial fibrillation (AF) is a prevalent, independent risk
factor of ischemic stroke, due to embolism of stasis-induced
thrombi forming mainly in the left atrial appendage. Car-

diogenic brain embolism due to AF often causes severe mor-

bidity and high mortality, and thus lts primary prevention
isvery unportant

But, various clinical risk factors have formed the basis
for stroke risk stratification schemes and clinical practice
guidelines for stroke prevention in patients with AF.

. The simplest risk assessment scheme is the CHADS:
score. Its risk [cardiac failure, hypertension, age, diabetes,
prior stroke/TIA] stratification scheme should be used as
an initial, rapid, and easy-to-remember means of assess-
ing stroke risk. In patients with a CHADS: score 2 2,
chronic anticoagulation therapy is recommended. Treat-
ment with adjusted-dose warfarin (target INR, range 2.0 to
3.0) provides the greatest protection against stroke with
AF [relative risk reduction (RRR) 64%).

Aspirin offers modest protection against stroke (RRR
22%), but aspirin at 150 to 200 mg per day does not seem to
be either effective or safe in low-risk japanese patients

with NVAF (Japan Atrial Fibrillation Stroke Tria : JAST).
In patients with a CHADS2 score of 0-1, or where a more
detailed stroke risk assessment is indicated, it is recom-
mended to use a more comprehensive risk factor-based ap-
proach, such as the CHA2DSz-VASc score.

In the Randomized Evaluation of Long-term anticoagu-
lant therapy (RE-LY), AF patients were randomly assigned
to dabigatran, a novel direct thrombin inhibitor, 110mg
twice daily, dabigatran 150mg twice daily, or adjusted-dose
warfarin. As a result, dabigatran 110mg/d was associated
with rates of stroke and systemic embolism similar to war-
farin but with lower rates of major hemorrhages. Dabiga-
tran 150mg/d was associated with lower rates of stroke and -
systemic embolism but similar rates of major hemorrhage
compared with warfarin. The drug was. approved for use in
Japan on January 21th, 2011. We finally got a-new anti-
thrombotic alternative to warfarin. =

In addition, novel oral anticoagulants (eg, factor Xa in-
hibitors ; rivaroxaban, apixaban) have being tested in sev-
eral ongoing large randomized trials, and additional treat-
ment options appear to be available in the near future.
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‘Dabigatran and Factor Xa Inhibitors for Stroke Prevention in
Patients with Nonvalvular Atrial Fibrillation

Shinichiro Uchiyama, MD, PnD,* Setsuro Ibayashi, Mp, PhD,t
Masayasu Matsumoto, MD, PnD,} Takehiko Nagao, Mp, puD,* Ken Nagata, Mp, PrD,§
Jyoji Nakagawara, Mp, pnD,|| Norio Tanahashi, Mp, PiD,§ Kortaro Tanaka, MD, PhD 3
Kazunori Toyoda, MD, PnD,** and Masahiro Yasaka, Mp, phott :

Stroke is a major health problem worldwide, and is often fatal or associated with
poor long-term outcomes. Atrial fibrillation (AF) is responsible for up to 20% of
all strokes; and the risk of stroke in patients with AF increases with age. Although
warfarin is well established for the prevention of stroke in patients with AF, it has
some limitations, particularly a narrow therapeutic window, variable/unpredict-
able pharmacokinetic/pharmacodynamic properties, the restriction of vitamin K
intake, and the need for regular coagulation monitoring. Therefore, warfarin is
underused for stroke prevention in patients with AF, Several anticoagulants that in-
hibit thrombin or factor Xa have been developed. Dabigatran is a direct thrombin
{factor Ila) inhibitor that overcomes many of the limitations associated with warfa-
- rin. The recent Randomized Evaluation of Long Term Anticoagulant Therapy study
showed the noninferiority of 110 mg and 150 mg dabigatran twice daily, and the
superiority of 150 mg dabigatran twice daily versus adjusted-dose warfarin in the
prevention of stroke or systemic embolism in patients with nonvalvular AE In
addition, the rate of intracranial hemorrhage was much lower with both doses of
dabigatran than with warfarin. Dabigatran was recently approved in Japan for
the prevention of ischemic stroke and systemic embolism in patients with non-
valvular AF. Therefore, in this review, we discuss the properties of dabigatran
and its clinical efficacy, safety, and positioning in the prevention of stroke. We
also discuss precautions for the use of dabigatran and future perspectives with
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