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Applied Worth Study of Rapid Anticoagulation Protocol in Ischemic Stroke with Atrial Fibrillation

WANG Yiqi, GUO Shunyuan, CHEN Kenan, ZHANG Jinhua, LIU Fang, GENG Yu*(Department of Neurology,
Zhejiang Provincial People's Hospital, People’s Hospital of Hangzhou Medicial College, Hangzhou 310014, China)

ABSTRACT: OBJECTIVE To investigate the applied worth of rapid anticoagulation protocol in acute ischemic stroke with
none valvular atrial fibrillation (NVAF) in China. METHODS Selected 101 patients with acute ischemic stroke and NVAF
from January 2013 to February 2016. They were openly divided into rapid anticoagulation group and empirical anticoagulation
group. The initial dose of warfarin was 3—4.5 mg in rapid anticoagulation group. Then the dose adjustment in everyday was
followed by a novel protocol. The initial dose of warfarin was 1-3 mg in empirical group. Then the dose adjustment was
followed by doctors assessment of patient’s risk and benefit. RESULTS The rate of patients reaching a stable INR in rapid
anticoagulation group was significantly higher than in empirical group in 1 week, 2 weeks and 1 month after began
anticoagulation (48.2% vs 4.4%, P=0.000; 91.1% vs 40.0%, P=0.000; 96.4% vs 48.9%, P=0.000). Time to stable warfarin dosing
in rapid group was shorter than empirical group[(8.3+2.9)d vs (13.2+4.5)d , P=0.000]. The rate of patients reaching a stable INR
after one year in rapid anticoagulation group was also significantly higher than in empirical group(54.5% vs 31.8%, P<0.05). The
rate of INR>4 at 2 weeks was 5.4%(3/56) in rapid anticoagulation group and 6.7%(3/45) in empirical group. CONCLUSION
Rapid anticoagulation protocol is more effective and safe than empirical anticoagulation group. What is more, rapid
anticoagulation protocol improves NVAF patients’ compliance. So rapid anticoagulation protocol has an extensive application
value in China.
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Tab.1 Rapid anticoagulation protocol
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ERIPN 3.75 3/4.5
2R <15 5 4.5
1.5~1.9 2.5 3
2.0-2.5 1.25 1.5
>2.5 0 0
FIR <1.5 3.75~5 4.5~6
1.5~1.9 2.5~5 3
2.0~3.0 0~2.5 0~1.5
>3.0 0 0
FRPN <15 3.75~5 6
1.5~1.9 2.5~3.75 4.5~6
2.0~3.0 0~2.5 0~3
>3.0 0 0
ERPN <15 5~6.25 6~7.5
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Tab. 2 Comparison of reaching stable INR rate between
rapid anticoagulation group and empirical anticoagulation
group

P 1A PRI e BTN i)
14 48.2%(27/56) 4.4%(2/45)"
2 91.1%(51/56) 40.0%(18/45)"
1A 96.4%(54/56) 48.9%(22/45)"
1 4E 54.5%(30/55) 31.8%(14/44)"

W SPURPTEAL L, VP<0.05.
Note: Compared with rapid anticoagulation group, "’P<0.05.
3.5 2HEBHEBEY 1 FA R E R R

PUEPLEELA 1 Ik T5, & 55 BIBE DT D &
HAH 2 BRI AT R, 2 5 BB A R R
BEVFFUREE 8 A K5 10 B, ZFHhEREN 3.6%:;
WP A 1 BIRV, & 44 BIBED h B EH A
3B AR R T e, 3 )RR A R R R ] TR
BEVI IR 6 H, 9 H, 11 H, XRERE
N 6.8%. B GIEED, TSt %0 .
3.6 wAME

FEEFEMIBIT VI 2 AW, Pl brdl
INR=4 8B #EH 5 5.4%3/56), & M Pkt dl 5
6.7%(3/45); PRIEPTEEA TG IR H R A, w
FPLELHA 2 ) ILTCREIR VAT A H 1M, 1 48] H 3R
A I, AR AE Iy INR=4 (.
PRI LA B INR=4 LU 5 5 F e A 2,
WRLPUEEZH A 2 TR B A, DR i
i} INR =4 S NMEUD, TGt =54 .
4 g

SR FESE A I NVAF 3 R 26 XU
m, Bk, & ETE R IEIEREI LS I NVAF &
FIHATYURNGTT . REFH P SR T IR
PR, AR H T A% & 5t BASPUR IR B T IR IR,
& EE B L 2 HEF AR IE MR BT e B INR F20E £E 2~3,
W REA AR 55 BUE A 1A e Sk BN B 35 0
I i KU T xSk R AE A 9 NVAF, H
AR 2 ok sk J5 & 55 hpistia sy . e
EMRPUEE SRS BB 7 T, BREE K H 1984 it

1472 -

Chin J Mod Appl Pharm, 2017 October, Vol.34 No.10

R R RFIEEIENRA0 me)fENHIIAFI=, BE)S
e A L BT 5 IO B AR AR N R I ) AR e T &
Xt INR IEARI AT 22 4 PR sz ™. 2 309t 7 &
AN, %7 ERENSAE INR 7E 5 d NS 24%~66% 1)
Fasg ik bR R0, INR P BIA bR I 7E 5.6 d 22451
I LA A 535 208 SRR (S mg) 1F S i i
A I NVAF IVIG PRI R, b5 %450 16 5
AR, BEAEFRT INR BHIIEARII4E R,
KRR TE Y 11.8~19.5 d, KT IR _E% BTty
RAEVEMR A S IE AR B TN AR AT AR
WU H 3~4.5 mg, B J5 1% EAURE BT HE R AR 48 INR
BRI E, SREREERPIEE 1
JARE INR FaEiltrR il 48.2%, £kt 1 A
I >90% (1] 3% INR e it e, 5 E MR E R,
AWFFE INR £ 18 AR (0] 24(8.69 +4.14)d, B RAK
T [ P A oA 4 0 5 SR,

ORI, HEEARPUEHIA INR 4EFR7E 2~3
(1196 97 i) [7] 35 [ (the time in therapeutic range, TTR)
H5EBEZEENRPERTARREY . 4
TTR = 65% I B8 % 0 & AR 75 B A6 25 1) i A58 AF 7
RAKE, HF5 TTR 2IEMSE, % TTR<65%H U 5
PO /N 2654 17 R o0, R R i A A
A9 NVAF &3 [ P0HE L ) iz 8 T K08 B 50K
S, H TTR @RS, 2015 45 Ho %1%} 8 754
% F1 [ NVAF H CHA2DS2-VASc=1 HJHE W 5T
R, AL 16.3% B35 e 2 kbt ia Ty, Hp
[1)3/4 TTR<56.2%. A BB VT &2 1 /25 R IR,
PR LB AL BT RER L 69.1%, INR F2 2 i br R iE
54.5%, 3t E A SCERIRIE . 43 BT S5 R 25 RE Rk
PUEELH REAE 1 A b B 2 RA 2] INR P AR e
b, AT REE kD I B AR AR R A2
A INR KA 307 B M N, M
XA R RE BT & INR KRS 2 A hn B A (e it
YEFH

KT R DI HTRRALRE U 1 SRR R R
WA T 5 DT (3.6% vs 6.8%), {HH T ¥k
BTG 500 3 D0 50K 38 N
R iSRSt R E N TINTTE SN SEE/ R 2:pa
REA% 1) Sz ek /> 58 2 1) 2 v B R LAl

VLR BUBRR T I 2 A — BT . B
BoR, EAMEEMYIGTEN 10 mg FIPLkEEE
FL INR>3 [ 24 % >5 mg (st g, EHp
HEMAIUE R 5 mg Bkt FH INR>3 [k

R E BACR T 2524 2017 48 10 55 34 B4 10 3




HE#>2.5~3 mg (Mt A g pad ik
HARVEMR VI IR & 3~4.5 mg, ] INR=4 (1L
{51 5 5 LU 7 SRR LG S22 72 5, 5 e i
IR IE S5 RARL. Lhsh, At Fe PR S sE
PRSI, H A GTRE S 8L 3 i1 PR H I
FAF, R EIEM I T R A R SRR
ORI R, R etk RiF. EERGIHED,
Hoeg st — P

AWHTCAH UL R R Ee T E A Z A
AR R MR E R, PO SRR AT e
A ERNNE, AR YEAS [F A A 73 D9 T
JF fhi) 52 A L (bR AL BUBE RIS 75 ZIR AT,
Ko AT FCHEE IR RIRT A6 55 & I AR 76 42 ] 52
WENTE 3~4.5 mg Z 1], XFPustha g il br 3 Kk bz
I 1) P2 A s S8k, I A g BLE U I ) AN
Ko X PRE DR R AT B RR DL Atk
febr b, TEMH G A R .

BAE B, ARHE TSR MR ST T S BCHE T
BT SH M 2 4, BRI TG RE AL & O
NVAF B EEMPUEIA T FIR M, EEEE.

A
a1}

REFERENCES

[1] HART R G, HALPERIN J L. Atrial fibrillation and
thromboembolism: a decade of progress in stroke prevention
[J]. Ann Intem Med, 1999, 131(9): 688-695.

[2] WANN L S, CURTIS A B, JANUARY C T, et al. 2011
ACCF/AHA/HRS focused update on the management of
patients with atrial fibrillation (updating the 2006 guideline): A
report of the American College of Cardiology
Foundation/American Heart Association task force on practice
guidelines [J]. Circulation, 2011, 57(2): 1144-1150.

[3] CROWTHER M A, GINSBERG J B, KEARON C, et al. A
randomised trial comparing 5mg and 10mg warfarin loading
doses [J]. Arch Int Med, 1999, 159(1): 46-48.

[4] MONKMAN K, LAZO IANGNER A, KOVACS M J, et al. A
10 nag warfarin initiation nomogram is safe and effective in
outpatients starting oral anticoagulant therapy for venous
thromboembolism [J]. Thromb Res, 2009, 124(3): 270-285.

[5] ROBERTS G W, DRUSKEIT T, JORGENSEN L E, et al.
Comparison of an age-adjusted warfarin loading protocol with
empirical dosing and Fennertys protocol [J]. Austral New
Zealand J Med, 1999, 29(5): 731-736.

[6] KIMMEL S E, FRENCH B, KASNER S E, et al. A

R E IR 2524 2017 4E 10 F 55 34 545 10 )

(8]

[9]

[10]

[11]

[12]

[13]

[14]

[15]

[16]

[17]

pharmacogenetic versus a clinical algorithm for warfarin
dosing [J]. N Engl J Med, 2013, 369(24): 2283-2293.
CAMM A J, LIP G Y, DE C R, et al. Focused update of the
ESC Guidelines for the management of atrial fibrillation: an
update of the 2010 ESC Guidelines for the management of
atrial fibrillation. Developed with the special contribution of
the European Heart Rhythm Association [J]. Eur Heart J, 2012,
33(21): 2719-2747.
B X DA R A BivE TAEZR 4. 2015 o B0 5 E
FEFE AP AT S TES]. ER EATHAE AR h ik
LREZAR,2015: 11
FENNERTY A, J DOLBEN, P THOMAS, et al. Flexible
induction dose regimen for warfarin and prediction of
maintenance dose [J]. British Med J, 1984, 288(6426):
1268-1270.
KOVACS M J, RODGER M, ANDERSON D R, et al.
Comparison of 10 mg and 5 mg warfarin initiation nomograms
together with low-molecular weight heparin for outpatient
treatment of acute venous thromboembolism [J]. Annals Int
Med, 2003, 138(9): 714-719.
YIN X J. Selection research of warfarin anticoagulant therapy
initial dose in patients with atrial fibrillation [J]. Chin Foreign
Med Res(HAME 22T AL), 2014, 12(8): 11-12.
ARG, KR AE IR B TR AR T B e 2T R
MR ARTEFC[T]. AR RS, 2013(19): 145-146.
ZHANG S, SUN T, CHENG R L, et al. Study on the current
status of anti-coagulation treatment and the best initial
warfarin dose in patients with nonvalvular atrial fibrillation in
primary hospital [J]. J Bengbu Med Coll(J&:3 [ 22t %R,
2011, 36(7): 698-700.
LIU Y X, WANG Z L, YAO H, et al. The effect of different
initial warfarin dose on the target international normalized
ratio in patients with nonvalvular atrial fibrillation or atrial
flutter [J]. Chin J Card Arrhythmias(-#.0E2H 224 &),
2010, 14(4): 263-266.
CONNOLLY S J, POGUE J, EIKELBOOM J, et al. Benefit of
oral anticoagulant over antiplatelet therapy in atrial fibrillation
depends on the quality of international normalized ratio control
achieved by centers and countries as measured by time in
therapeutic range [J]. Circulation, 2008, 118(20): 2029-2037.
HO C W, HO M H, CHAN P H, et al. Ischemic stroke and
intracranial hemorrhage with aspirin, dabigatran and warfarin:
impact of quality of anticoagulation control [J]. Stroke, 2015,
46(1): 23-30.
HARRISON L, JOHNSTON M, MASSICOTTE M P, et al.
Comparison of 5-mg and 10-mg loading doses in initiation of
warfarin therapy [J]. Annal Internal Med, 1997, 126(2):
133-136.

ek H#H: 2017-02-21

(B3 oedm: 23

Chin J Mod Appl Pharm, 2017 October, Vol.34 No.10

- 1473 .



