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Systolic blood pressure lowering to 160 mmHg or

less using nicardipine in acute intracercbral

hemot xh"m(*: a prospective, multicenter, observational
study { the Sn oke Acute Management with Ur gent
Risk-factor Assessment and Improvement-
Intracerebral Hemorrhage study)

" hi Koga®, Ki -, da®, H hi Y i, s

Kazumi Kimura¥, Yoshiaki Shiok

hi Okuda®, Yasushi Okada',

* tyoji Nahgawara Eisuke Furui!, Yasuhiro Hasegawa®,

Kazuomi Kario', Masato Osaki®, Tetsuya Miyagi®, Kaoru Endo®, Kazuyuki Nagatsuka®,
Kazuo Mktematsu“ for the Stroke Acute Management with Urqem Risk-factor Assessment and

improvement (SAMURAI) Study Investigators

QObjective: Optimal biood preswire 180 conteal in aute
intracerebral hemotmhiage (ICH) remains contioversial. We
determined the eifeas of SHP wering 16 160 mmiy or

re using iolravenous nicurdipine for acute KCH patknts.

Mothads: This i p (v, musiticenter,

sty eonduictod in Japan, with the lad of control groups.

Patients with supritentorial ICH within 3hof oaset,

admision SEP 180 miHg or mote, Glasgow Coma Scale
{GUS} 5 ormoe, and hematoma volame less than 60mi

were initially treated With intivencus picariipine to-
maintain SBP betweens 120 and 160 mmHg with 24-h
frequent BP monitoring. The primary endpoints ware
neumiogical detercration within 72h {GES decrement

=2 poits of National institutes of Health Stroke Scule
NHSS) Increment 24 points; eitimated 90% confidence.
interval (C1) on the basis of previous studiest 15,2-:25,9%}

and serio agverse effects {SAE) 10 stopping intravenous

nicardipine Within 24h {1.8-8.9%). The secondary :
endpeints included henatoma expansion more than 33%
240 (17.1-28.3%), viodited WS&& {mm#w

whore {54.5-67.9%) and death at 3 months {6.0-13.5%). :

Results: We enrolled 211 Japanese patients (81 wonen,
656 12,0 years okl Al haseling, BP.was 201 8= 15.7/
07,9+ 15.0mmHy. Median Wmuvatmms i
10.2 m (nterguanie mgt 5.6-19.2), and NIHSS $cote
W& 13817 detsrioration was iientified
in 17 patients (8.1%), SAE in two (0.9%), lematoma.

expansiofs in 36 £17,198), MRS 4 of more in B7 (41.29%), .

and death in four {1.9%). Mmrmﬂmmawmm
‘balow the Bstimated lower 90% CL.
mmsmmmm 1Gumﬁgocbsswnq
 nicartiping appears xaba waell mlumu and feasble for
atute KH,

W acute, antihypertensive uamm. tlood
pressure, hypenemm mracmbm hemomwge
nicardipine, stioke.

‘Abbreviations: ABC/z. mmxwﬂm ® heighw AM,

- American Heart Association ASA, Amernican Stroke -

" Assodation; ATACH, Antihypertensive Treatment of Acu!e
Camheat Hemorhage; BAT, Bleeding with Antithrombotic -
Therapy; BP, blood pressure; } i
computed tomgaphy EUS| %
GCS, Glasgcw Coma Saak;

Blood Pressure Reduction in Acute Cmbrarmahég‘e ;
“Trial; IQR, interquartile fange; MRS, modfied Rankin Scale;
 NIHSS, National institutes of Heatth Strake Scah; OR, otk
ratio; SAE, seticus aiverse effect; SAMURA, Stroke Acute:
- Managament with Utgmt Risk-facrer mmt and
lrvwmmt a5 i

s o Hypesersian 2012, BAIETVIS

s ol Stk Cem m, “Demwent of G o Mediie,
Sernogs ‘«wm Teshar Aﬂd lkmuum Tertr,

ammx d
Robe Sy T,
mw«m o mumw. oo f&ww wmw gy Nt Tenws,
Nogiya, Dottt of Cemebmmnitr Divssse, Natonsl Hoxsts Ozt
s mma.
S, Fasasindy, ™ ey ¥y

Ao o Medore, ML Depaterst of o Hei REgesy ant m e,
Hatamsiza Measrd hegitd, Sppen, Departnimt of Sroke  Yarimary
zvo«s?w Seida, “ﬁqﬁg«mt of deisoiegy St msa m niveniyg Schaws: of

'Lam' mﬁuedwmmq Seuxr’ul Wi, shmm fsgm
i Topoiiy, 48D, o €
e, B 1 Tak v i, Sth 565»35!5&
Mgwm 7& AR E BRI fax 431 S8R5 ST et Wﬂ&n%&v&w\m
Received 5 1y 2012 Riviad 20 iy 1012 Actepted 10 Augast 2012
7 Hypetens IOI357 2384 £ 212 Wedtens Kt Hissth § Lippinoott Witaws &
WS,

DL NGTHBLIBG IR

FNTE BT HRIWVERX 2 41

(0.9%) (200 flTOFHIME:
1EliZ=m1

XH 1.7-8.9%) IZF®

90% =48

{points)

VEVTEAET LIBEORET, b
9 1BIISER & LEMEI~D LY X, |

LB TH T, FOMD 72 BEFRELIN
L 24-72 BERE o L fEfE A A
12 1l (5.7%) . M3 2 6 (0.9%
HEAR 4 51 ( :
R EE L 1,
Pade), EOM 5 Fl (2.4%., ik 3 4l
BEU L E Y

DHEFRIL

). FEARS
1.9%, =y

v EEETADNA 1B,

239 ] (4.3%) .

Baseline

A, NIHSS seore

B, ICH volume

{ml)

60 e

T8
=
Fiy

4o

40 ¢

J:ﬁl{ﬂ) T, EESCHENLERMERTIRR»o 7,

BIRFHEE B CdH 2 ME B S £ E

(CEEE L 7R3 B 30 4

(IQR15-45) T

. 206 B (97.6%) 1% 2 RERILINICIEE BIE 2R LT, BIEELERIC B AR L

71 i% 5713 FHAIH 1217

FHRI (21.3%) Toholz, |

B BRLA 24 FRREIE D 33% LA oIl




BESEAIE 36 61 (17.1%) =) ,
(200 B CTOTFHIE : 00 g e

; L &‘
- Meston
§ 230

R
SBP DRP Pobse rate

90%(2 HE X i
17.0-28.4%) ThoTe, -
AT 7T A REEPD
% (p>0.10 OREF % R4+
) Gk, FEIERTOHUML
WENR (v Xk 4.19
. 95%fEHE X A 1}
1.39-12.15, p=0.012) &  “
é?ﬁﬁﬁ%ﬁ%{ﬁ (10 a«:‘::.{i% GO e e e e
fneE, A XH 1.38,95% o
EHEX R 1.09-1.77, p=0.007) 7% 33%LL b MmEILK &Mz LCREE L Tz, 211
BlEFERIES y ARETT7+u—7 vy 7T L, 37 ARETORTIT44 (1.9%)
(200 BITOFHENE : 90%EFER 5.9-13.6%) T. 3 » AZOERAE (modified
Rankin Scale: 4-6) 1% 87 il (41.2%) (200 il TOFHIME : 90%ZHEXE 54.4-68.1%
) Tdhole, AT v T UA XKL (p>0.10 DRFZRN) Tix, BE (X
b 2.28, 95%{EHEX ] 1.15-4.68, p=0.018). &lis (10 FEIEME, 4> Xtk 2.42, 95%
{EHEIX M 1.77-3.42, p<0.0001) &{A¥ERT NIHSS & (10 A#EMNE, 3 X 4.48
. 95%(EMEIXH 2.55-8.30, p<0.0001) AHASLL T 3 » ARDERFERNEICEE LT,

DEOFIREY, BNT v — MEECEHER L LU ORS I, AR H LIk
T2=H Y EVHEC L D SBP120~160mmHg ~DOREERLETH D, A RITH A
RJA e~ T EE (SBP<180mmHg) & FEMEAIREIE (SBP<140mmHg) # H#d
ANAREBRIC L AMEZ Y b — 58 ORSI B SLETH 5,

D DBET — 5 A% AN T RATIIIEN, TS OB I & o T
b, €OWERRIRT,

1

14O ¢

iz

AR ENC R G S A

2009 Koga Hypertens Res 2E7T v ir— b

2012 Koga J Hypertens EXINDE
Sato Stroke AR Bk R far

2013  Sakamoto Stroke e FE L)L L B

;0 14 Kobayashi Stroke R - R
Miyagi BT, ISC 2013 EHEEEE & OE
Koga B, ISC2014 =LAV rEE5EE
Tanaka et M EZ5E)
Okata P R ERTFRIR 27 & ORE




Zz
(D) IR W5
FEOUERE Y L FFe Conjugate Eye Deviation in Acute
u ) eMor
Intracerebral Hemorrhage
)52 %7@ Stroke &5 (20 12 Stroke Acute Management With Urgent Risk-Factor Assessment and
£ 24 4 FéF %Fi é Improvement-ICH (SAMURAI-ICH) Study
= E N
Shoichiro Sate, MD; Masatoshi Koga, MD: Hirosht Yamagami, MD; Satoshi Okuda, MD:
B
7}:4. 4-b) LL_$%$; é j/l/f: 45 Yasushi Okada, MD: Kazumi Kimura, MD; Yoshiaki Shiokawa, MD; Jyaji Nakagawara, MD;
° Eisuke Furui, MD; Yasuhiro Hasegawa, MD; Kazuomi Kario, MD; Shoji Arihiro, MD;
ity Kazuyuki Nagatsuka, MD; Kazuo Minematsu. MD; Kazunori Toyoda, MD
%0)/%%‘%) &:u\%ﬁjﬁﬂgj‘:c: Ay & Y
S — | Back t and Purpose—Conj ey deviation (CED) occurs fi Iy in patients with acute stroka, The purpose of
HE f‘;k ;H;. I;J ‘fﬁ 'f‘;{' %‘ == L/ N 2 5 mf; study was to uck the Factors that correlate with CED as well as the relutionship between CED and outcomes in
e e patients with acute intracerebral hemosrhage.
0, £} et = § 2 Methods—A ot of 24T paticnts with acite supratentorial intracerebral hemorrhage were recrvited In a taulticenter,
A) &i;{% B]U H;‘{—F @ fﬁ,ﬁﬂ 75 72 Ej_j: prospective study, CED wag assessed with a National Institutes of Health Stroke Scale “best puze” subscore of 21,
Hematoma toeation aad volume were ussessed on CT.
Y. v 2 2
FEﬁ 'fﬁ %) %ﬁ l./ VC 1/ \ 7:_0 E :ié‘ Resulis—Forty-live percent of the patients had CED. On multivariable aoalysis, right-sided lesion (OR, 2.36; 95% CI,
- 1.18-4.93), hematoma volume (OR, 1.07; 95% Cl 1,041 10 per T mla), and baseline Glasgow Coma Scnlv SCOrS | {OR,
ke =VIN 0, 0,661 95% CL0.53-0.80 per | point) were ingd iated with CED, After adjusting for sex, nge. i
Ek;ﬁ ES (OR 2 ° 36’ 95 A) CI extension of the hematoma, baseline Glasgow Coma Scale score, und hematoma volume, the presence of CED both on
=% admisston and 72 hours fater was an ind dent predictor of death or 'y at 3 months poststroke (OR, 5.77;
1 . 1 8 - 4 . 9 3) N If[LE% E(O R 93% C1, 2.27-16.94), The optiveat cutoff votume of hemutoni celated 10 CED was 213.5 mb for putionts with putaminal
hemorchage (seasitivity, 76%; specificity, 72%) and 27.7 mb for patients with thalamic hemorrhage (sensitivity, 82%:
0, - specificity, 83%),
1'07’ 95 /6 CI 104 1 10 (tunluvmm~Thc persistence of CED was u significunt predictor of death or d 'y after dcute sup i
e h ovcn after lor imh al severity and hematoma volume, CED can be evoked by a
ﬁ 1 mL) N %Bm H%? Glasgow latively smatler than & (Stroke, 2012:43:2898-2003.)
Key Words: conjugite eye deviation m CT & [CH = outcomes
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Systolic Blood Pressure After Intravenous
Antihypertensive Treatment and Clinical Outcomes
in Hyperacute Intracerebral Hemorrhage

The Stroke Acute Management With Urgent Risk-Factor Assessment
and Improvement-Intracerebral Hemorrhage Study

Yuki Sakamato, MD; Masatoshi Koga, MD: Hiroshi Yamagami, MD; Satoshi Okuda, MD;

Yasushi Okada, MD; Kazumi Kimuea, MD: Yoshiaki Shiokawa, MD; Jyoji Nakagawara, MD:
Eisuke Furui, MD; Yosuhiro Hasegawa, MD; Kazvomi Kario, MD; Shoji Arihiro, MD; Sheichiro Sato, MD;
Junpei Kobuyashi, MD; Eijirou Tanaka, MD; Kazuyuki Nagatsuka, MD; Kazwo Minematsu, MD;
Kaanord Toyoda, MD; for the SAMURALI Study Tovestigators

Beckground and Purpose—Blood pmx\um (BP) lowering i often conducted a8 part of general acule management in
patients with acute However, the n BP after antihyp ive therpy and
clinical outcomes is not fully known,

Methody—Hyperacute {<3 hours from onset) mmm.nzbml hmwrﬂmge paticats with initial systolic BP (SBP) >180 mmHg
were included. All patients received § based on predefined protocol to lower and
muintain SBP between 120 and 160 mmHg, BPS were nwmumd every 13 minutes dumxg the initind 2 hours and every
60 minutes in the next 22 hours (2 total of 30 ts), The mean achieved SBP wus defined as the mean of 30
SBPs, and assogiations between the mean achieved SBP and newrologienl deterinration (22 points® decrease in Glasgow
Comn Score or 24 points’ increase in National Institutes of Health Stroke Scale score), hematoma expansion (>33%

), and wni: (modified Rankin Scale score 4-6 at 3 months) were ussessed with multivariate
logistic regression anatyses,

Resuelts-—OF the 231 pationts (81 women, median age 63 [interquartile range, 38-74] years, and median initial National
Tnstitutes of Health Stroke Scale score 13 [8~17]) enrolled, 17 (8%) showed newrological deterioration, 36 (17%) showed
hematomit cxpammn, and 87 (419} had an unfavorable outcome, On multivadiate regression analyses, mean achieved
SBP was indep ¥ iated with gical deterioration (odds ratio, 4.45; 5% confidence intorval, 2.03-9.74
per L0 mmHg i pxpansion (1.86; 1.09-3.16), and wnfavorable outcome (2.03; 1.24-3.33) after
udmstlng for known predicxm fuctors,

C High achicved SBP after dized antibypertensive therapy in hyy 2 inty bral he hage was
independently assocfated with poor clinical outcomes. Aggressive antihyp 3 muy amel clinical
outcomes. (Strake. 2013:44:1846-1851,)

Key Words: acute intracerebral hemorchage ® antihypertensive therapy @ outcome

Continuous Antihypertensive Therapy Throughout the Initial
24 Hours of Intracerebral Hemorrhage

The Stroke Acute Management With Urgent Risk-Factor Assessment and
Improvement-Intracerebral Hemorrhage Study

Junpei Kobayashi, MD: Masatoshi Koga, MD; Eijirou Tanaka, MD: Yasushi Okada, MD;
Kazami Kimura, MD; Hirosht Yamagami, MD; Satoshi Okuda, MD; Yasuhiro Hasegawa, MD;
Yoshiaki Shiokawa, MD; Eisuke Furui. MD; Jyoji Nakagawara, MD; Kazuomi Kario, MD;
Takuya Okata, MD; Shoji Arihiro, MD; Shoichizo Sato, MD: Kazuyuki Nagatsuka, MD:
Kazuo Minematsu. MD: Kazurori Toyoda, MD; for the SAMURAI Study Investigators

Backg d and Purpose—A short d (<24 hours) of antihypertensive therapy (AHT) after acute intracerebral
hemorehage (ICH) may be sufficient because wetive bleeding gencrally ceuses within several hours, We aimed to determine
the association between sequential systolic blood pressure (SBP) levels during AHT and owtcomes in ICH patients.

Methads—In 211 hyperacute ICH patients who underwent AHT based on predefined protocol, the mean of hourly SBP
(MSBP) measurements was calcaiated over 1 to 8 hours (iest mSBP), 9 to 16 hours (sccond mSBP), und 17 to 24 hours
(third mSBP) after the inittation of AHT. Qutcomes included togical deterioration {72-hour Glasgow Coma Scale
deerense 22 or National Instititutes of Health Steoke Seale | 24),h ion (>33%), and unfavorable
outcome (3-month madified Rapkin Scale score -6,

Results—The median fiest, second, and third mSBPs were 132, 131, and 137 mmHg, respectively, A higher fisst mSBP
(odds ratto [OR), 2415 95% confidence interval [CH), 1.34-4.69 per 10 mmHg) or second'mSBP (OR, 2.08; 953% CI,
1,20-3,80) was independently associated with neurological deterioration, and « higher se SBP (OR, 1,40, 95% CI,

1.02-2.00) o thied mSBP (OR, 1.45; 95% CI, 1.05-2.05) was associated with unfavorable womc N(m& of the mSBPS
was associated with hematoma expinsion.

Canclusions—The continuation of Al ’t«mgoughout the initiat 24 hours:after ICH may improve outeomes,
(Stroke, 20141450000,

Key Words: amihypencnslvc.
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WL, BERIMS 1 BRI T 6.67+2.33mg/h, 1-2 BRI T 7.99+4.34mg/h. 2-6
BFEC 7.01+£4.90mg/h. 6-12 B[ C 5.36+4.88mg/h. 12- 18 BE# ¢ 4.28+4.62mg/h ., 18-24
FEREC 3.73+4.07mg/h, 0-24 EFfE]T 5.20+4.17mg/h TH o7z,
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mg/kg/day. 72 L 2.00+1.48 mg/kg/day ; p=0.0187). APz v-GTP (r=0.206723,
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DHBTHELTHLZORE (0.01 mgkeh MG, 4 v Xt 1.085. 95%(EHE X
1.014-1.163, p=0.0199) IXTEE Th-oTc, FEMERKESED FHHREREEE (b
VD 2.71+2.19 mg/kg/day %f. 72 L 1.92+1.38 mg/kg/day. p=0.0430) (ZEE L, 451,
s, TBRATLHEECHEL THLEORE (Img/ke/day I, 7 v Xtk 1.450, 95%
B XM 1.025-2.052, p=0.0364) ZHE TH-oT, MIEILK (24 B CT £>33%)
X3y ABOERFE (mRS4-6) TIXREEIZEIRIoT,
PEX Y M mAEHIC =P o FERK Smg/h 2 B BIET ARBRERIIRY TH



Proportion(%)

EvS

BEDrIEEE

BeEZILNE, BFEME=INVE L BEEEN—R L LT, HHl, S, 1B

SBP. APzlE Cr, ABElE APTT 28BNV REEY HHBETHEITX HATEE
Wb 5,

(6) FHiim =2 B NEOHTHREY L, FEMAREE B RARERAHHES
2013 £ THE L, BEEERLEERT ChH D, BEIRERLGESE 24 B O MEEE)

(1 R %, HEROEEREICMZ T, successive variation bW TEH L., #x
J& & DOREE % 872, successive variation & W43 ALIZ 453 1T 72356 O MLIENLK (33%48) |
72 BREICAN O BHEGIEE, 3 MAKOERRE (mRS 4-6) OHEEZ, TRIZRT,
ELHE MBI HEC mRS 4-6 DHEE DY, successive variation DR E & HIZHEL KRB &
DD, SEEFHTICEO T, IHEHIMEOREERZ( MR &E 1 OR 2.75, 95%CI
1.45-6.12), successive variation(OR 2.37, 95%CI 1.32-4.83))% & & (2 72 BELIN D B
HiEBEIEEIC, Y L CHEBEICEE L, F72IERIME D successive variation 2% 3
DA% O mRS 4-6 12, ML L THEIZEE L72(OR 1.42, 95%CI 1.04-1.97),

60 reome 60 60

1= and A 43 st and 3:4! ;irh st ond 3:& 43
Hematoma expansion Neurological deterioration Unfavorable outcome

4. B - L ERR

(1) MHEmBEMEEE S LI SN REECIEECREE S VIR Fic L 5 ikf
BER., W HEEKRRER (STICH, FAST %) THREEL TR h-7-HT, 8
AR TR B EE B, INTERACT 2 72 ¥ ORERABREENEER Sh
T3, AHFFERENT 2011 FICFTEIN T BARAEGBRESS L D 0WEED A

R4 0, 2014 FFITFEDHMEIRET A K742 201412H, 5l HINZ,

(2) MIRECRIZEDE, = WU U EEEROIRAMIIEN 2011 FIZENT, 2012 4
T UTHETHIT SN2, MHLA~OBEMHREIRE~OBEE (=L fE
FIREE) 2EY bz,

(8) AWFFEALFICES T NIH BIERIC & 5 [EREHE [F R Af = S i R A5
Antihypertensive Treatment of Acute Cerebral Hemorrhage (ATACH)-11
(ClinicalTrials.gov number, NCT01176565; UMIN 000006526)1=. AHFZEHED 4y
ARG 2SO ENREE 156 HRASM LTz, 2014 £ 1 AHRET, Z0ORB~OH
REEDEBEBE D 26%5, ERANLEHEINTWD,

p=0.347 p=0.008 p=0.031
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D. LB % 5 R - —i@‘ﬁﬂiﬁﬁﬁm%{’?‘%%‘wﬁ&[ﬂﬁiﬁﬂk TRR BRI
B4 5 HF5e (SAMURAI-NVAF #F%5)

1. BB
S I e L T30 A8 AT
(nonvalvular atrial fibrillation: " t I\“ lﬂE A ~
NVAF) =879 52 EHEE - —
BPERME M A EREICBIT D UEEEEDBIRARIC L - T, HEEFRCEWER & L
TOHIMA N b EEOatEiiEmE, RHERICEOX I RERNELLINE, WL
MWCTHZEEEMET S,

NVAF BE~DOMFEERFZRE T HICHEERIENRAIR Th 1 . £ < Ofaak 133 E 25
DS IBMERIC R SESIR OTERERIEZIT > CE iz, L LR35 EHEEITER rT4E2k
BN EHEE LTI~ ARES LTERIALT7 7 ) B, EEICDES
TIFIIHE— DIREE CTH o 7o, IMEESHEH O~ U ERIZENADOTA RT 4T
VP LLELHEEINTEBOT, —F UL T 7 U VIdSREBRICER P ET LR VA
HHIOFERICHER S -T2, ETMEERBEHICULT 7V U ERAWD Z LT, INEE
DOEFY R 27 % U3 UTIHOTKE, EENHME SO, X DU R ZH
RIZF\EDD, T, VAT 7 U OIFREEIB RN Z LI 5,

T NOAC @ NVAF BEICxT 2/ AMD, EREEKRRE (RE-LY, ROCKET AF,
ARISTOTLE, ENGAGE) 12 &> Tikx LEEB &G, 2011 €EICEEE b v B THESR
ZEH BT UM, 2012 FITTEEEERES X KTHEE (Bt Xad) U A\—pHP
25, E77 2013 FEICH Xa BT X0 DT hh NVAF BEOEIMMERZET - 4
B PEZERE ORIEMS L B A, ERCTIRERME Sz, NOAC 12U A7 7 U iZkh
NRCHEBENEAGEL R IEN 0, HFZE - TIA 02~ Bk 5 L
WRLU7eMERZHHBEMIRT D2 EPHFEIND, LPLERLIALT 7 Y T
LEEDHEMIEE AR THERROERPEAINCZ U< EBFRIZB W TR Z AR
2\, ELIThbBARNT, Bk A TEZICEENHLZE - LB, 5
T R PUERE BRI T 5 M E OER A INET OINERSH DL, UL T 7 U E2E& D TEIR
DS IRMN D PTEEEEEY, B EDO L IITBRODIT B_RENEMD LT, Z ORIz —
TE DIEBIENZEE DW= BER R ET, BESREZE L FETI2LERD D,

2009
( '09/9: "RE-LY"in NEJM ]720;10 L1/7; TR BRI |
ML FRERNHFHETEE |

& | 11/9: "ROCKET AF”in NEIM_ L " T1/3: 5 H T R FIRA
NOAC D= b5 A .

[ 11/9: "ARISTOTLE" in NEIM [~ 201 )
ERLENTORR "12/4: YR—DFH/ Btk

R 20 g

-

1
, '13/2: 7E XY/ BE
[ 13/11ENGAGE"iInNEIM [




2. ik

(D) 231 2w MR : Sk LRI D, 1§E BAT HIROBET —F % H
W TR AT o Tz, BIEA N FNOREY X7 REL L TE47% CHADS: A=
7 & CHA2DSe-VASc A 73, HiftA Xy FOFHENZHHR TH D 0B EFHT,
REIT L BB CHIMARERNREZIT 9 1221 i, CHADS: A=17 & CHAzDS:-VASc A
ATk, BREEFERICESOWTER L, A7 e 0 REE) AR, 1 REhE
BEURIE 2ALEEZRY AL ERE L, HECOBEHMF oM A X MRIE
RE T,

(2) LIt X BIEMNE:  SEPFEE -G IEDFTBET 5 18 Mgk T 2011
7 B5 2013 F 12 AICHIE 7 B UNIC AW ULAASKERZE LB L7z, NVAF %
BT HAMEMEE - —GMEMENREOEGREZ, 5L T2, 1000 FI8OEEK
BT, BISCEEE L EGIREEL VR 23 FEEREEICHEE L (BF 14, 1-e),
AFRIZKEFRREEEER SR v b7 —2 UMIN (UMIN000006930). ¥E NIH o
ClinicalTrials.gov (NCT 01581502\ 8k I iL7z, BEkHFEEZ TRk 28 FEREEIC
BE L (B 11 1-g).

(8) fTRERFZE : NOAC DI di e L fuie ik il Za0~— b —|C B84 5 Bt B AR 3T
ESEEIBFEMEE v Z —I2BW T, #HIZ NOAC % Bk L7z NVAF 2FH 7 2 e
EEREIIR LT, ¥V NT7 URAZEIZIE Hemoclot® Thrombin Inhibitor assay
(HYPHEN BioMed, Neuville-sur-Oise) 3 £\ Ecarin Chromogenic Assay OJIERE
Enb, ¥ U AN—ud Y AN URBAEICIES Xa EiE(anti-factor Xa chromogenic
assay, STA®-Liquid Anti-Xa, Stago® D HRIERER2> O MHREZ R, 7ERE M k1N
FHv—H—TH D7 b BB (prothrombin time: PT) oiEMALERS b v
R7T AF B (activated partial thromboplastin time: aPTT) OF5R & HBRET L 7z
o WFFERTEIZE % WAL 26 FEREFITH/EH L (B 1-a, 1-b),

(4) FHRERFZE : PP E SRR b o BEH A OHE~DIEMIEEIC BT 5/F%E . FE
ENARINT-—ED NOAC 1%, HIiMEESIHERER OBEFFEEFENHIL LT
W, Z D & D 7T NOAC IRAF O HMICEE T 2 8HE 4 R+&F (0, VI, X, X)
7ua b U BEEREANC L AEENSEE L EfEMN SRS IN TS (Kaatz S,
et al: Am J Hematol 2012), NOAC WNARFICHRIE L = EEHIMEFHEICRT 5, 7
b a e EEERF RV EIEROEMN & BRI 5, LR 18 Mizk T
2011 4 10 A5 2014 3 12 NOAC NARHFIZZIE L7~ EREH M &HHE TABE L,
Fu b u U EA R RO kAR R 2T, 2REERIE LTS, 60 Hlo
@A BET, 205b, FEH T URABREICKT AMEHEE L EFABRGEEL F
% 23 EEHREE (G 2-d, 2-e) 1T, FT Xa AR BE T HHIFEETEE & EFIB &
ERR 24 FEREE (BF 2-a, 2b) 12, F4EHLE,

(5) HBERTFE « B HAN H I FB S ~ oD i [ R v P B U B3~ % 2o M 3% Sk R BRI 5T
Rk 20~22 £ SAMURAIL #1587 bkt 28778 TH U . SAMURAI-NVAF BFFED
BIEMTTE L MLEAM T TV D, AT 7 U RARTICIN I 2 FE L 7 BE OFtegRis




&

T a i

Sy

BHEOERL, FHPBEBRICKETHEZRALNCT LI 2, BNETD, UL
77 U CRRBEICNH I = > 7 BAC, FUEEBEE Vo, PO XY ICERT S
HEWVWHRICELTHEH—EDRENEONTE LT, HRRDEREH O EELRZY, F
% 20~22 £ SAMURAI BFFEHEAS 2009 FIC2EH 7 v 7 — MAEEZITV, Mm% &
ZLEUNLNT 7 U UNREBEICR LT 90% Dk S TREEIELZ B L T\, £
OB ARG R OB R EIN - (Maeda K, et al: J Neurol Sci 2012 ; A% 23
EEREE EE 3-a), 77— bMRAETIE, 20X ) B EFHOBEOSHE LD
BRI T T REE CIIBIBE T&J, B X BUEM O LEMENSRE v, AHFFEDOR
WICE o T, SHEBIEENFTET S 10 figh T 2010 £ 4 A LRI, YAV 77 U UNR
HCHAE L C 3 BEAPICARE Lz, MMM M BE 2 X8 & 35, MHEtEE & EG]
BERE % H20~22 - SAMURAI RO & 7o & EICBE L7z (¥ 4, 4-¢),

(REEE~OEE)  FFERSE O NEOTEEDT- I, PLIASTEIC CARPFIED B #,
Efi ik, £ ORI EFFRICOWTHoBA L, BEELEIFRBESEOREEORE L
BONHEICERT 5, BT —ZIIEAFREFETCERVLOL L, IAFIZE
VEAEICREIND,

3. R

(1) XA oy FAFEE . o e iy & e s e 91693613
Wt G o
WFIERER DS
. ORIGINAL ARTICLE
Hypertension

Research &5 (2014°F CHADS, and CHA,DS,-VAS bleedi
. H25 EEREE . 2 an 2DS,-VASc scores as bleeding
R = risk indices for patients with atrial fibrillation:

F 1o) (BB, the Bleeding with Antithrombotic Therapy Study
EZ BAT BFZEIZ B R &

X . Kuz i ‘Toyoda}, Masehiro Yosaka?, Shinichire Uchiyama®, Koy i Iwadet, Yukihito Koretsune®,
j’bj":ﬂiﬁm'ﬁ:%l% 2L Ken Nagata®, "Iy Sak , Takehiko Nagao®, Masshire Y to®, Jun Gotoh'®, Jun € Takahashi®?,
Kazuo Minematsa! and The Bleeding with Antithrombotic Therapy Study Group
r 5y S A
'L\H)‘%ml B th': }%'\ VC ﬁ-[m-;fi:- The CHADS2 and CHAzDS2-VAST scores, that is, ischemic stroke risk indices For pationts having atrial fibriliation (AF), may
N also be useful as bleeding rigk indices. Japanese patients with AF, who routinely took oral antithrombotic agents were entolled
ﬁ¥£ 75? % &\j’ "C vy 6 4009 from a prospective, multicenter study. The CHADS, and CHA;DS-VASC scores were assessed based on information at entry.
N Scores of 0, 1 and » 2 were defined as the low, and high i ic risk pecti for each index.
> SN = Of 1221 patients, 873 took warfarin, 114 took antiplatelet agents and 234 took both. The annual incidence of ischemic stroke
'fﬁﬂ O) '9 'I‘Q N lL“ 1% 7ﬂ3ﬂ %}J 72‘ was 0.76% in the low-risk category, 1.46% in the intermediate-tisk category and 2,90% in the high-tisk category by CHADS,
scoras, and 1,44, 0.42 and 2.50%, respectively, by CHA,DS,-VASe scores. The annuatl incidence of major bleeding in
%‘T 5 1 2 2 1 ,&‘[J ;.’& }'(;J»% each category was 1.52, 2,19 and 2.25% by CHADS2, and 1.44, 1.69 and 2.24% hy CHA2DS2-VASC. Atter multivariate
adjustment, the CHADS, was associated with ischemia {odds ratio 1.76, 95% confidence interval 1.03-3.38 per 1 -category
increase) and the CHADS-VASc tended to be associated with ischemia {2.18, 0.89-8.43). On the other hand, associations
E Ui, BEgEEED of the indices with bieeding were weak, in ion, bleeding fisk i dually as the CHADS; and CHA2DS2-VASC
° scores in Jag botic users, although the statistical impact was rather weak compared with their
predictive pawer for ischemic stroke.
CHADS 2 X = 7 N Hypertension Research advance online publication, 7 November 2013; doi:10.1038Mr.2013.150
K ds i atriat fibriltation; i ge; stroke; warfarn
CHA2DS2-VASc A= 7

ZEHMEL., & bizA=
TORMYRIEE, 12THEEY XTI, 2ULEEmI AHELER L, FHMEEE %
. BfEZER J ORI (MATCH £ETOEEZRW LEEHIM) &EDK,

1221 D 55 813 FNR T /N7 7 U o, 114 FIRHLII/IMEEE . 234 FIH3F Ol 5 % R
HALTW, MEEDOERFBIERILI CHADS: A2 7ICBITAEY A 7T 0.76%, +
EEYRATEET 1.46%. &Y AZEET290%THY . CHADS:-VASe A 728\ T



1% % 1.44%. 0.42%. 2.50%
ThoTo, [FRIZ, KHIMW
U A7 OEFFERIT,
CHADS: A1 7D 3 BT
%1.52%. 2.19%. 2.25%.
CHA2DS2-VASc A=27 @ 3
BETH 4 1.44%, 1.69%.
2.24% T o Tz, ZE BN
12T, CHADS: A =2 7 13AH (%/y) 3
FEZE L BB L (1 B
4L 12 OR 1.76, 95% CI
1.03-3.38), CHA2DS3-VASc
R a T IR L BE T D
fEmER LA ST
1Z OR 2.18, 95% CI
0.89-8.43), #D—FH T, WA T & RKHIM & OEEIIFEN -2 (% 4~O0R 1.12, 95% CI
0.72-1.84, OR 1.17, 95% CI 0.61-2.82),

low IM High Low IM High

~{%/y} 3

Low IM High Low IM High

(2) LAzt A & BRI

2011 4 9 A L 0 IEfIE AL L. 201445 2 A 24 BELET 1031 Bl &2 B8 LT,
EHED 1000 Fl a2, BEKRT BEFO 2015 4E 3 AR E TITE /2 5 B&H5 0 EES
P TE 5, BNEREDREEY THIC, ABDOREEZRERIC, BELKRER
ERERICRT,

il il
TN ERE 2 — 181 BHIREMKE 29
w9 T R T
I ER R 91 JLFERbE 21
REATR+ BT 71 B YT UFERKAE 18
AR 59 b3 XFAURR 15
HATET R 556 NHO BREBERE & — 14
NHO SJuflERE & — 42 it o Z — K E LR 7
AR R+ FR b 36  dLE KR 6
NHO & HEERE & — 35 [EfE mENE 183
FIERF 30 [EfE RrRRERNE 109
HRE FE TR 29 (2014452 A 24 AEFR) #+1031
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i 77.6+£10.0 &%
it 45% (468 f)
H& (cm) 158.5+9.7

hE (kg) 56.1£12.4
IHE# BP (mmHg) 154.9+27.1
ZAEHEA BP (mmHg) 87.9+18.6

k¥ (bpm) 85.7+23.8
ABEAT mRS 0.7+1.3 0 [0-1]

WIFEE,/ BEZn 39% (403 %) 61% (628 )
VRN Brget: 36% (37141) 64% (660 )

“D9H 20144 1 BRAIETD 954 4 (Zeik 434 i, 7810 5%) % ILIT LI=fATHE
B2 9014 6 2 H OEBMEREETRE L, I CIEETOMEEHHRT D,

[FBERK] 954 FlD )
5% 89% T, NVAF (3% R > RER

FRDOEE L T o T IR
FE - TIA FE LA
T2l S iiz, EILA -~
v NEIERTIC NVAF %
B E T 2 B R
SNz, ETEEMEME AR
% 36%IZF T, NVAF
B ORI - i TR




A DR

ETH 5 CHADS:, CHA:DS:-VASc, HAS-BLED i3, FIERTOFRAE 2, 4, 2 T,
CHADS: 2 L ED 67% % b7z, 7272 LEERITOTNOREGEML (K4 FRiE
4,5, 3) BEREENEM - HILA XV b EBBELSVERTHD EEZ Bz, NVAF
EPHETAMEEBEOERTHOEEMEZ R Lz, 209 H CHADS: 2 27 DOFRIERT
Bz 2 HBE, ATERICRT,

[RFERT NVAF REEBEORKEM] EROL I, BEOBH L /2o - NEE - TIA
FIELIFEIZ NVAF 23910 TR S ER CREIERE) 132D 39%% iz, EFH
EREIIRIERT CHADS2 A a7 2 mLlL EOEIGH 59% Th - 72, REEEEIT NVAF BE
FIERE & N TREMLDEMENNE < (Y X 1.91 95%FHEXE 1.86-2.70), ffE
ZE/TIA OFEE (0.63, 0.41-0.97) . FrgEEZEOMFEA (0.04, 0.04-0.12) D 72hoTz,
AFEEE NTH Stroke Scale (NTHSS) 0 H SfE IR [EERE 11, BEFIERE 6 THEICKRFEE
HRED o7z, ABtEE NIHSS BEZHAET 2 BREZSEEMITCRD B &, REEEH

(A v X 1.89 95%EHEXM 1.33-2.71) L@ PiEEEE (Vv 7 7 U VRRT
TABERZE R 22 PT-INR, 0.37, 0.19-0.70) 23S U CREMR Lz, E7-REIERIL.
SR EBNTIC CGRRBERE., 3 A% OERIFARE (modified Rankin Scale: mRS3-6) [ZJ#
3 U CBIGR L= GRBERE A v X 1.64  95%1EHEIX T 1.09-2.49, 3 /2 H 14;1.82,
1.12-2.98), ~ DL 3 CLEMBRRE S TOARNT LIFARBOEEE, HRTE

WCHBMR L, MEERENOLEMEZFEET S 2 L OBEESEINRR S,

[RERTHEEREEOFEE]  RIERTOR OB ZEAR A = I138EH NVAF B3E 0 50%
SERE S NVAF BED 5%, 2E T 33%TH Y., —kRTFHE LToHERE
7M‘+ YTHH L ERLE,

[BpERE DPLEE
B DR ]
AMEHASE
BN I+55 72
Bl &< 862

(£t 380 5.
7710 %) 122
AN A
X7z GERBERER
) # @i%n}ﬁ’\
B, UNTFY
>3 515 51 (63%
). EEE o U HEEK (direct thrombin inhibitor: DTI, # B4 K5 2) 25 166 5]

(21%) . XaFRZEH (Xa inhibitor: Xal, U/ S—a X4, 137 4], 7EFH 0 4
B 2 11%, PEEEER LN 4046] (%) &, U7 7 U U ARAFIDMERZ VS, EX
DX D ITBREEHEIC SHICRY S & BEREHICIZITAL T 7 Uy 48% EE b B
FEEZE 19%, Xa FHEZE 26% & NOAC DHEENHE X 7o, RERIZ, KETOD 2014 € 2
AEOHBERRFEDOY =7 2571, VL7 7 U OEERESRE -2 L, Xa
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DIERE I A=Y - HT EUS
KEIMSNPA UAT77Ur» 29% 55% 49.7%
A ZEeH T 9% 5% 4.5%
(2014/2/14) Y R—p A R 38% 34% 36.8%
T EERPA 24% 6% 9.0%

FREHDOHEMER TN Z Ll SEOFERE L L@ LT R0

SBBERFTEEE SRR L A R ER, MEEEEE OMEZ TRITRT, NOAC iR
REFERZULT 7V UIRAE L tl:f\f% PEMR 2 < BT, BifLA XV b FHA 27 MEL
. HEENRIETH Y BHEEEEND N7, 2O REESRONZERE L
T, EEMFEEIINOACEHLEBIZAEE LW ENEL, BTEEOHHBET
IR BIED RN LT BERI DN G AL, [EEH - MERFEIREER 25 NOAC Z#EL Y H > T\

NI ERDHY | EBEELE L CHSER LEWSSICEERERNRESND Z
LR EDR BRI,
Warfarin DTI Xal No AC p
(n=515) (n=166) (n=141) (n=40)
Z, n(%) 249 (48) 55 (33) 55 (39) 21 (53) 0.002
)y 79+10 7349 75+9 84+11 <0.001
CHADS:(FJE%) 4 (3-4) 3 (3-4) 3(3-4) 4 (3-4) <0.001
CHA2DS2-VASc 5 (4-6) 6 (5-6) 5 (4-6) 5 (4-6) <0.001
KAFZEH n(%) 155 (32) 14 (9) 22 (17) 22 (58) <0.001
CLCr, ml/min 52425 72423 64+24 41422 <0.001
FEAERF NIHSS 10 (3-19) 3(1-8) 6 (1.5-14)  17.5(12-24) <0.001
EPERE mRS 4 (1-5) 1(0-2) 2(1-4) 5 (4-5) <0.001
No AC
C05LEAORBLE AoTMEE - TIAD 0 B 26t (1%
%%J“ﬁﬁ&: N7y U ERALTWE 257 # OTI

2B U CIBBRReHiE B ZE 0 IR I 2 i~ D
EVUNT 7 Y U EBORSBEEDN T6%%E 5D
Tro BENFREDORAICENTWS Z &b —H
LEZONDMN, A X NIRRT

33 pts
{13%)

FEH 2 FONRSEM TR 2 & ITEHAIZ S
1&;‘2_60
[l R # ABRBRA~OFE]  SVEHRREER B Bh R E, BiREULy 7 U o

RAET 28 H, EFE o U UHEERAZEC15 H, XalHEERAZETISH L,
P EEECBPERFE VL E TR L% Y NOAC BENEN -T2, ARRE A b iE
(DPC, RFEFHRDOAZ) XUV 77U 165 FH, EfFE o U HERK 97 HH,
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Xa PHEZ 135 FHThH -7,

B0 .

NOAC MRAMERRICER | SRGV L i)
REBICET 5 L0 TERRAKS |
EROBADO—REEZ LI, » 3 P<0.001 among groups.

[Eigee] WAL, FUBER o - .
EBSECEEARERERD, -
IJVvF7F=r7 V75 A (CCr)
NEHTRE/RBE 787 B (2013
10 ARKER) % CCr DEIZ X

b 8 (CCr>50mL/min, n=466) .
H45 E (30<CCr<h50, n=205) . &
BE(CCr<30, n=116)BEEICHE LS L7z, CCr B TITHEV ., SEEhERE 73195, &
SERE 8347 5%, M 859 #%. p<0.0001 . LUTFRINES) CEctEa i L7=(34%, 59%,

62%, p<0.0001) , CHADS: % =1 7 1% < 72 0 (FREIQR] 2[1-3], 2[2-3.51, 3[2-4]) .

Z0 9L S o MELRE(18%, 25%, 29%) . ELE68%, 68%, 84%) . 75 WLl L
(44%, 92%, 87%)NEHE CTh - 7-(£ 7T p<0.05) , HAS-BLED % =7 { B EHE
«(2[2-3], 2[2-8], 3[2-3], p<0.001) . 5 BLEME, 65 EB1%, 99%, 97%)DE|
EHE0REL (BT p<0.05) . 7= —/LEEQT%, 12%, 7%, p<0.00D)DHEEINMET L
72o ABRER(7[2-16], 11[4-20], 11[4-21D & 7 B B (2[0-12], 5[1-16], 5[2-19))> NIHSS
BB TH - 72(& b p<0.0001) , MR T2*WI T/ ML % F 4 5 E14(30%, 38%,
42%, p<0.0DBNEEM L7z, CCr BMET T 213 L, EBRFEHEEERICUL T 7 U &5
R 2EENE - 72(51%, 68%, 83%, p<0.001) , —FTHEH kT (29%, 11%,

1%) & U 8= xh 30 (16%, 11%, 4%IHE T T2 EERAEEMET Liz(0T v
p<0.01) , EBEEE mRS iX 2[1-4], 4[1-5], 4[2-5] & BEEIZ 72 - 72 (p<0.0001) .

[BMEHf N ] 20 48% T, RIE 48 B LINICHIERRIEN LG S iz, 48
BRI AN ORENEIL, ROBE~NY VEM 57%, 7 7 U B 10%, ~RY > -
ONT7 7 U B 26%, NOAC Bl 4 %, ~/YU - NOAC Bt 4% TH -7, 30 H
CINO I A X b % 3.5%, kA <X b & 2.4% 580 72, 6 < 451 - BMI -
JEFERT HAS-BLED score * fHZE

DTl
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