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Present Status of Dabigatran Use in Our Department

Takao HOSHINO, Kentaro ISHIZUKA, Takehiko NAGAO and Shinichiro UCHIYAMA
Department of Neurology, Tokyo Women's Medical University School of Medicine

Background: Dabigatran etexilate (henceforth designated as dabigatran) is one of the novel anticoagulants

recommended for stroke prevention in patients with non-valvular atrial fibrillation (NVAF). Methods: We retro-

spectively enrolled 126 consecutive patients with NVAF who had begun dabigatran or warfarin therapy (dabiga-

tran group [n=_80] and warfarin group [n = 46], respectively) in our department between March 2011 and Febru-

ary 2013. Comparisons were made between the 2 groups with regard to the baseline characteristics, clinical effi-

cacy, and adverse events. Results: Patients in the dabigatran and warfarin groups showed significant differences
in chronic kidney disease (38.8% vs 60.9%; p =0.016), and chronic heart failure (6.3% vs 19.6%; p =0.025). The
overall rates of stroke/systemic embolism and all-cause bleeding events were 2.05%/year and 11.3%/year in the

dabigatran group, and 356%/year and 14.2% /year in the warfarin group, respectively. Intracranial hemorrhage

was not observed in either group. There were 7 lower gastrointestinal bleedings in the dabigatran group. Con-

clusions: The efficacy and safety outcomes in the dabigatran group were mostly acceptable; however, a mild in-

crease in the rate of lower gastrointestinal bleeding was observed.

Key Words: dabigatran, anticoagulant therapy, atrial fibrillation, ischemic stroke
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AR, REXTERRAREEZEZORRZ
ZFTATo 72,

MR IE, 2011 E3 A2 S 20132 AFTH 24
FICUEFCNVAF I LT EN T V2K L
7R - ABEEE BB (FEH T VB, BRI
NVAF IZx LCHBICT VT 7 Y2 RF LA
H46H) (TNvT 7Y VR, AEF12661TH L. &
RHNOEN VT, BLXUTFES T OHEDER
(&, Fle, BREE, PFAEM R E2ERL-LT
HUEQHIK CTITo7z. TNVT 7Y YOHEIE, &K
HoOHA K4 "ORICEKTE, T0ERHOE
# T & prothrombin time-international normalized
ratio (PT-INR) 20~30, 70 i& L Lo BE TIE PT-
INR 1.6~2.6 % HAEIZFRHE L 7.

WFBREH A 20134 4 AKH £ THREZTV,
on treatment AT %47 - 72, BIEHARIE P IfE (1
SALEIER) T 5065 (211~717) HCh o7z £7,
FHOBERRAT, WRIFEHMEILBERE L. 5
VTR o A T R R TR S & A L 72 ABE R
HO2B (FEH VT VB8, TNT 7)) VEE34
Bl) OAREXNRE LT, RKOHENZIT- 7.

2. EwEF

FERMEBRRETICOWTIE, EENLERIC
EOXBW L7 BHEERIEIE, HERIBAIEGEERE
(estimated glomerular filtration rate : eGFR) %% 60
ml/min RO b DL EFKL 72,

CHADS, R 2 7IZLAT DA R E Lz 0%,

7ok — B MR FEME (transient ischemic attack :
TIA) OBEAEIE 2 . CHA:DS-VASc 2 27 i%, LA
ToOEREEE Lz, 0%, BIME, 465 il
b 75 R, MR, MERE, KEEE 1A F

B B %£ © E i B 1 National Institute of Health
Stroke Scale (NTHSS) A =7 TaRfli L 7z. NIHSS
A TIIRARO A, B 42 5T, MBERESEE T
HHEILEMHEEL 5.

3. BEHBPOFHEEE

BRMEOMER & L ChEd/ 2B HERED
RBREFRE, REWOFEEE & L TTXTOHIMm%E
SOEDNFEHRLZRA L. HIMEEHHEICDOWT
i, WTo@y) sz [RHm : koXKEr 1
SOP LR THEA, ONEFTE Y 2g/dl BLEDR,

AEFEmD U GRMERIEIE R 45 BALL LD
WA LEL T 50, QEREIM 72O E
B L. [BEEE P H ] o S PR AR e (B P R L)

CHRET MBS X OTERE T W, [HbE ] 5
RTOLEE 2 THEALEL S OB [/
] R, FEEARD, HLE R oREEIZSH T
W E S R WEERR 2 .

SEREERORTHIE, BES (£1) » A%
@ modified Rankin Scale (mRS) A 2 7 TFHili L 7.
mRS A3 71X, wIKO M, &E6 MO 7TEMET, %
BEVPEETHLHIEIERMEL %S, —HKIZmRS A
a7 3 MU ETIRMY L HEEESARTERT, T
SO ELELTLRETH .

4. IRETERIR

7T —ERIZOWTIE P HRE, EREEICD
W T id Student D XIS D 7 W t BE F 72 12 Mann-
Whitney ® UBEZ v CHMLEZfTo 72, $X
TOMHT, p<005 ZMAIHFWICHEEEL L7

#w R

FEH NI BRSO PO ERIE 743 %
T, 5L EAT43 61 (538%) & HdTwiz, &5
& 13 220mg/H 263 %) (787%), 300mg/H %17
Bl (213%) 72572, 727360 (91.3%) 1T —KFFs
5T, 56 BI(700%) 3TV T7 7 Vb DY) B
ZB7Z o7z,

HERBITORER, YEHPITUBRTRINVT 7
U UBEICHART, BHE R (388% vs 609%, p=
0016), MEBHELAE (6.3% vs196%, p=0.025) ZH
THLRBEDOEEVERIKDL o7z (Tablel). Fig
LICHER OKRE EH OE A % CHADS, 2 a2 7
(Fig. 1-a), CHA:DS-VASc (Fig. 1-b) A 2 7 BTN
T AEH NS VBT INT 7 ) VEICHART
CHA:DS;VASc A 27 H3AFEIK D2 - 72 (FI1H,
456 vs 508, p=0.044). BB PIZA LN IHEE
/e BN REREORAERE, ST T VBT
80 Btk 2 B (2.05%/4E), TNT7 7 1) VBT 46 Bl
161 (356% /%) TdH o7z (Table2). HIMLMEEIHE
Z2oWTiE, I RTOBMDOFEAERIFEN T ¥
BTI113%/4E, TV 77 ) YEETI42%/ETHo
7z (Table 3). WEIC KA1 BT OREL. ¥
AT YBICBI A RHIE, 88 DL HESIT,
FEH T v 220mg/HWIRFICEIL & BEFR %
E3 L BEMMIM % FE L /2. Activated partial
thromboplastin time 1% 487  CHER X R o 72
75, eGFR % 64.6ml/min & R REfE T, C RIFEZE
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Table 1 Baseline characteristics of patients in the dabigatran and warfarin groups

Dabigatran group Warfarin group

(n=280) (n=46) p
Age, mean£SD, y 743+90 765+9.3 0.20
Male, n (%) 55 (68.8) 30 (65.2) 0.81
Hypertension, n (%) 53 (66.3) 31 (674) 0.90
Diabetes mellitus, n (%) 27 (33.8) 13 (28.3) 052
Dyslipidemia, n (%) 20 (25.0) 11 (23.9) 0.89
Chronic kidney disease=Stage 3, n (%) 31 (38.8) 28 (60.9) 0.016
Current smoking, n (%) 5(6.3) 5(10.9) 0.36
Chronic heart failure, n (%) 5(6.3) 9 (19.6) 0.025
History of coronary artery disease, n (%) 6 (7.5) 7 (15.2) 0.17
History of peripheral artery disease, n (%) 2(25) 3(6.5) 0.28
Concomitant use of antiplatelet drugs, n (%) 10 12.5) 7 (15.2) 0.67
SD indicates standard deviation.

Dabigatran group (n = 80) (%) Warfarin group (n = 46)
)
40.
0.0 40 37.0

Dabigatran group (n = 80) Warfarin group (n= 46)
36.3

(%)

30 261 283

175 17.5 20

10

2 3 4 5 6 7 8-9

Fig. 1
a: Distributions of patients in the dabigatran and warfarin groups for the different CHADS;
scores
The CHADS: scores of the two groups were not significantly different (mean, 3.46 vs 3.62,
p=0.44).
b: Distributions of patients in the dabigatran and warfarin groups for the different
CHA2DS;-VASc scores
The CHA2DS2-VASc scores were significantly lower in the dabigatran group than in the
warfarin group (mean, 4.56 vs 5.08, p=0.044).
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Table 2 Rates of stroke or systemic embolism in the dabi-
gatran and warfarin groups

Dabigatran group Warfarin group
(n=280) (n=46)

Incidence, %/year (n) 2.05 (2) 356 (1)

Table 3 Rates of bleeding events in the dabigatran and warfarin

groups

Dabigatran group

Warfarin group

(n=280) (n=46)

Total bleeding, %/year (n) 113 (11) 142 (4)

Major bleeding, %/year (n) 10 1) 35(1)
Intracranial bleeding, %/year (n) 0 0

Gastrointestinal bleeding, %/year (n) 72(7) 35@1)

Minor bleeding, %/year (n) 31Q) 71 Q)

(%lyear) )
Dabigatran

20 18.4
15
10

5

<50 mi/min 50 - 79 ml/min =80 ml/min
(n =30) (n=79) (n=17)

Fig. 2 Rates of bleeding events in the dabigatran
and warfarin groups, according to subgroup strati-
fied by estimated glomerular filtration rates

DEWRHLBEETH o7, TIVT7 7)) VEIIBIY
%AMILE, 83 MOLMERIT, Wiz S 55 Tl
JE % 55E L 72, PT-INR i 1.81 & iBHIRIIH o 724
eGFR %% 227ml/min & BEEEZ RDLEHTH o
72, WEEE DEEABRIMIE 22 o7 HALEHMIZ
FEH NI VEETTHNCEEL (72%/%F), TT
AT IS I TS - 72. Fig 2 TR LZ@Y, W
L b eGFR MEMETDH 5 (T & H Pk A BRAE A3 1S
M3 BERPALNT. FET T VEIZBWTH
I & B 5 DAL O BIE X 15 B (188%) 15 2E L,
dyspepsia DHEEH I D Fh o 72(88%) (Table 4).
e IV LA B S EC A B LTIk 52 BAgA L
DR FET T VB 18HI(225%), TIVT 7Y v
BE 34 61 (739%) Td - 72. Table5 12 2 HEOERKM

Table 4 Side effects of dabigatran, excluding
bleeding events

Dabigatran group

(n=280)
Dyspepsia, n (%) 7 (8.8)
Renal dysfunction, n (%) 338
Chest pain, n (%) 1(1.3)
Constipation, n (%) 1(L3)
Pedal edema, n (%) 1(L3)
Malaise, n (%) 1(L3)
Liver enzyme elevation, n (%) 1(L3)

B#MERYT. YEX IS VBETRIVT 7Y VBEX
D LEUBRFEEAET A2EENARITKELS (27.8%
vs 588%, p=0.031), eGFR 30ml/min i D BE& 2
BEENBE ol Fh2, FEFN NS VBT
id A B BF NIHSS 254% < (CF 318, 59vs84,p=
031), 2o~y AERB (500% vs 76.5%,
p=0055), ABEH% (FofE, 22 Hvs33H, p=
023) A WEBDDH Y, FEIE3 » HHE O mRS
PEBEIE o 72 (R, 1vs2,p=0035). ¥
T VBT, BERMORMEERRENLAALN
7o, IR ZEICOWTIE, MEEROE/LE
bW HIAS 18 FlF 3 FIC A 5, FERER O FEAL
209 B 0o 7z,
z E

WRIZBIFAFEH NI v DORFEE 2ER DT
ERZFEL 2. HREHIE, YPRoWEL B
PER L B SE D BE I 5 IR TR G5% <,
FodEl 2 EHTW/ RELY RERI2BIT 5 CHADS,
A2 a7 OEHEF 2] HTHY, RFEROBERT
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Table 5 Clinical characteristics of patients with ischemic stroke who started anticoagulant therapy

in the acute phase, according to treatment group

Dabigatran group Warfarin group

(n=18) (n=234) p
Age, mean*SD, y 748+10.1 76.1%=10.1 0.65
Male, n (%) 11 (61.1) 23 (67.7) 0.63
Hypertension, n (%) 10 (55.6) 24 (70.6) 0.28
Diabetes mellitus, n (%) 7 (38.9) 10 (29.4) 049
Dyslipidemia, n (%) 4(222) 9 (26.5) 0.74
Chronic kidney disease=Stage 3, n (%) 5 (27.8) 20 (58.8) 0.031
Chronic heart failure, n (%) 2(11.1) 5(14.7) 0.71
Concomitant use of antiplatelet drugs, n (%) 10 (12.5) 7 (15.2) 0.67
Admission NIHSS, mean +SD 59+20 84+14 0.31
Heparin use during acute phase, n (%) 9 (50.0) 26 (76.5) 0.055
Days between stroke onset and medication, median (IQR) 6 (4-8) 6 (2.5-14) 058
Length of hospital stay, median (IQR), d 22 (9-36) 33 (13-55.5) 0.23
Modified Rankin Scale at 3 months, median (IQR) 1 (0.75-2.25) 2 (1-4) 0.035

SD indicates standard deviation; NIHSS, National Institute of Health Stroke Scale; IQR, interquartile range.

FRED S 15 HEEBBERTH 72,

FEA LT VIZECERET, BREEAEE TN
MG BIEDENT 5 2 EATRENT WS, 7
L7 F=r 2 )7 5 v AH 30ml/min KD BE I
BFREHEZ L ENTWE, SROFAEIZBVTEE
DBFEEIHNTHHGHENERL, FET T VBT
ABICEBUERREZEDORNEGEI LWL DHERT
Hotz. Th, FEF I VETEINVTI 7Y VEE
WHARTEEOAEEHEEV DL olz. ZOHE
HO—2& LT, BREISRKERFLEoTWAT
B2 b, T RELY REBOF—4 Tid,
VHFEHT T VETIVT 70 X0 HOEEER
BT A REATRB EN TV, 2070, L
BEOEREDOD H.LASERTIE, FET T UH
BoR SN REEDBETE 2. £ O CHADS,
A2 a7 % CHA:DS:VASc A2 7 b 5N b V8
TIKETHY, VLT, FEF I YRINT T
YEDHEY R OBBICHCONBEHAD D o 7z
EEAD.

BISHMR O3+ COMB - FAREDRAEE,
FEHNT /BET206%/4E, TV7 7Y YEHTIE
356%/4ETH o7, LRDOBYWHEHEOTREFIZK
X BRZOT, 2HBOBMAREBIZTE 2\,
RELY RERDO A H - TIA BEAEBRE IR 727
A BWTIE, FEH T~ 20mg/HET
207%/%, 300mg/HEET 232% /%, TVT 7YY
BET2T8% /L HEINTVLDT, WThDEE
BLBEOLVWEBEThobELZLND.

HfIEAPHES DWW T, RICRHImAS 1 63

DALNIZD OO, HEABIMOSIEII LD 7.
HMEETIZIET NI Y EOERD Iz
o 2h, HALEHIMLIZ DWW TIESLC 2 RS
LORRTH o7, LEDZFOTTHTEHEILE
HEOHIM T Y, RELY HRExE FARDMEEIA A 5
N7z FEH T OHALERINERIL 6~8% L
v (7770 VidIEZ100%) 7207, TERHEAL
BERICERANERE L, BEEOTREAEHkRD
HILABEELL LR T W e HEENRS. /2 RE-
LY RERO NFER OB THATOTIX, 7 V7 NIk
RTT7 V7 ATEHELE RIS &8
EHEN TS, FTEREERMOERE %2 D135
KGR KBRBE I, BOREOREFE?EBERER
RFLRb7200" 77 ATIETEHEED
MABEEAL LT W EHRMENG. 72721, Rk
WCBIBFET T UEOEALE Mo EHE X
72%/% &, TIT7 N (300mg/BET 096%/4F) &
Z A5 RELY AREEORN R (300mg/HHEET 1.51%/
F) LHRTHBT > TEd oz, TOEHD—D
ELT, BILBERMOEROBENITETONS. §
Zthb, RELY RERTIE, WLEHBIMZ [KH Mo
I LHLERREDODD] LEHRLTWBDITHL,
ABFZECid, [ (BMAeHmd &) 3 XTOHIMmD )
LI LSHEROL D JERTTERL 20 TH 5.
X512, CHADS; A a7 DYHEIl T o722 & h
5, bEdrHmA Ry MONA YR TFERIHE L
GFhTwizzedbEzons. I, BEFEOK
KACHHEAZEHARNTIE, KBEBROFREIEE
LTHEY, BETRERKE SIFEEDLLRLEST
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WABY ZH NS BRTE, HRANLMO T VT
EDAN%E, BEFEL BEL2EHALERD. AF
FOMENTRTHRATH o722 LA, HLEH
MO DA o - TR D BETE W
BfEo L s, BHogmdMERICHT S5
EH P VDIEF Y ARZLWETZA. Thb
b, BRI BEERRICR D FERE) AN
BEWOT, SUECEEN L FEHEORBET TR
OB, HEEIZENRTWRY, RFETIE, a8
BEE24iTo2FEN T v 1861 1 BRI OF
Bhmrbhi, i, BREKELGMELLZLER
eHMEASHERE b hado . ALK DR
BERHEMEICDOVTIE, SHBESITEMEERL
THRIET BLELND 5.
ENERS-BEICB) L BERMIT T, FEN
FoUBRTUNVT ) VEEL D QBEOREENS
ol TOHEBLELT, ObLbLEVAIDE
ZiCHwORR TN L, ORBBEREENILD
BEAERPIZIZTELRVOT, HEEAHEOIERE
e BEICEONLZ L, BREVPETFTOLNE. 2
FEH T VIIRABERSPICEIRESNL L
WAHFIEDH Y, BHELBEICANY v EBELE
BlEL R EACH o 72, —F, TV7 7Y VT
RSB E T THRLEDBEHE»NE0T, O
A Y THELT AENPE P72, XoT,
FYH T vETIIARBE EMHEL, RIKET
#Bb B RERIC R/l EZBNA,
w

WRNZBIT D, FEH T v ORTHK 2 EROM
HREGZREL, REHo VT 7 ) CHBLGE
LB - e L7 IR ERERDThILTB Y,
B R LM BEOKBEHRIRABRORER L)
h—ELTw A2%HESoFAEIIOW T,
SBEOIERN % BB L CIRFET 2 LEIDH 5.
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