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Meta-analysis of Stroke Efficacy and Bleeding Risk of Edoxaban versus Warfarin in the Prevention of,Pa-
tients with Atrial Fibrillation

TENG Mingyi', CHEN Yongchuan® (1.Dept. of Internal Medicine, Chinese Medical Hospital of ‘Chishui City,
Guizhou Chishui 564700, China; 2.Dept. of Pharmacy, the First Affiliated Hespital of. Third Military Medical
University, Chongqing 400038, China)

ABSTRACT OBIJECTIVE: To systematically review the effeet,of stroke efficacy and bleeding risk of edoxaban versus warfarin
in the prevention of patients with atrial fibrillation, and provide evidence-based reference for clinical treatment. METHODS: Re-
trieved from Cochrane Library, Medline, EMBases” CJFD, Wangfang Database and VIP Database, randomized controlled trials
(RCT) about the stroke efficacy and bleeding risk'of ‘edoxaban versus warfarin in patients with atrial fibrillation were collected. Me-
ta-analysis was performed (for the incidences of stoke and excessive hemorrhage by using Rev Man 5.3 software after data extract.
RESULTS: Totallyy 13 RCTs were included, involving 24 950 patients. Results of Meta-analysis showed, compared with warfarin
group, there wereyno significant differences in the incidences of stoke [RR=0.97,95%CI(0.88,1.08),P=0.60] and excessive hem-
orrhage [RR=0.84,95%CI1(0.59,1.19) ,P=0.33] in edoxaban group. But the subgroup analysis showed, when daily dose of edoxa-
ban was more than 30 mg, the incidence of stroke in edoxaban group was significantly lower than warfarin group [RR=0.84, 95%
CI1(0.72, 0.97),P=0.02]; when it was 30 mg, the incidence of excessive bleeding in edoxaban group was significantly lower than
warfarin group [RR=0.46, 95%CI(0.35,0.61),P<<0.001], the difference was statistically significant. CONCLUSIONS: Compared
with warfarin, higher doses(>>30 mg/d)of edoxaban can more effectively prevent the occurrence of stroke and low doses(30 mg/d)
can reduce the risk of excessive bleeding.

KEYWORDS Edoxaban; Atrial fibrillation; Excessive bleeding; Stroke; Meta-analysis
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Tab 1 Basic information of includedstudies

FERRERER ikl RRAR/ K fi NG TR S RFE kg CHADS2 4 i i)
Chung N (2011)-1" {kiEn g EAUN 79 49 9.1 2%(354) 05%116 20£11 30mg, od M
ek 75 64595 28(373) 6814121 18111 JINRfEERE  3MA
Chung N (2011)-2" ke 34l Ly 80 659£77 25(312) 7154121 19410 60mg, od M
gl 75 645195 28(373) 6814121 18111 HEINRFERSHE 30
Giughiano RP (2013)-1" LU E Ly 7034 7 2730(38.8) 28410 30mg,qd 10224
Ak 7036 7 2641(37.5) 28410 HRINRYGHEARE 10224
. . TR Il iy 7035 7 2669(379) 28410 60mg, o 10224
Giugino NRCOREY N\ i 703 n 2641(375) 28510 BINRMEESHE 1024
Shinada YJ(2015)=1" [kegw g L 653 71 192(294) 28410 30mg,qd 284
ek 644 71 177(275) 28409 HRINRFHERE 286
Shimada Y)(2015)-2" kiDL ZHi 646 7 176(272) 29410 60mg, od 284
LRI 644 7l 177(275) 28409 FINRMEALHE 284
Weitz 1 (2010)-1" KB IR L 244 648+88 94(38.5) 878180 30 mg, bid 120
A 250 660485 99(39.6) 8802186 HINR AR 2F
Weitz 1 (2010)-2" KRB Ll 25 652483 95(404) 89.0+17.6 30 mg qd 120
Akl 250 660485 99(39.6) 880186 RINRERERE 128
Weitz 1 (2010)-3" KBz AL Zifly 180 64790 64(36.7) 88.6+182 60 mg, bid 12/
A 250 66085 99(39.6) 880186 HINR R 12F
Weitz ]I (2010)-4" kR 3R ZHi 234 049+88 79(33.8) 878179 60 mg, qd 120
LR 250 66.0£8.5 99(39.6) 88.0+18.6 HINRERZAE 2R
Yamashita T(2012)-1" TREE A HA 131 694 21(160) 65.8 19 30 mg, qd 120
ekl 129 68.8 2017.1) 68.8 22 HINR RS 128
Yamashita T(2012)-2" KV Ak 134 69.5 25(18.7) 638 21 45mg, qd 120
Hte 129 6338 n(17.1) 638 22 BINRMEREARE 121
Yamashita T(2012)-3" TREE AL HA 131 684 24(183) 66.0 21 60 mg, qd 120
il 129 68.8 2(17.1) 68.8 22 FINREFAE 12
22 FHEZREBITFNER SR At I 727
L3 T FE 294 B T BEAL , 6 THFIE 38 B oy BL e, ir g 2.3 MetaDHrgER
WFFEI SR AE (R TOR e BB R AGE BB BT 4 231 RS SIAISTIRIE T A4 LA E K5I

-+ 3386 - China Pharmacy 2016 Vol. 27 No. 24

FPEZG 20164555 27 555 241



TGt S (P=0.06,1*=49% ) , % JH [if] 5 R4 W 455180 43
M, BRI 1, Meta 23 MRt 5 o MK BE VD BEAR A vpr i R
M L, 22 7 G257 L [RR=0.97, 95% C1(0.88,
1.08),P=0.60]. ANANYSIHFFEH , 3 T FEAK VB H 7 &
430 mg, 5 TRFFEAR L VHHE H 5 >30 mg. IR PIFIA ] 57
AT T, 45 Bon YK EE VDI H &R 30 mg B, 4K
FEVDYEAL 2 v K A B AR ML L, 2R RS T8 X
[RR=1.11,95%CI1(0.97,1.28) , P=0.14]; 44K BEVOHF H 7] it >
30 mg I AR JE VP HELH Ao v i A R AR T AT R, 2 578
it L [RR=0.84,95%CI(0.72,0.97) , P=0.02].

Edoxaban Warfarin Risk Ratio Risk Ratio
Study or Subgroup _Event otal Event ot M.H, Fixed, 95% M-H, Fixe
2.1.130mg daily
Giuglian02013 (30) 360 7034 317 7036 437%  1.14(0.98,1.32) o
Shimada2015 (30) 38 652 38 641 53%  0.98[0.64,1.52) T
Weitz2010 (30) 1235 4 250 05% 0.27(0.03,236] —_—r
Subtotal (95% Cl) 7921 7927 495%  1.11[0.97,1.28] 4
Total events 399 359

Heterogeneity: Chi*= 2.04, df= 2 (P = 0.36), #= 2%
Test for overall effect Z=1.47 (P=0.14)

2.1.2>30mg daily

Giuglian02013 (60) 281 7035 317 7036 437%  0.89(0.76,1.04) L |
Shimada2015 (60) 20 642 38 641 52% 053[0.31,089) -
Weitz2010 (30 bid) 3 244 4 250 05% 0.77[0.17,3.40) _—
Weitz2010 (60 bid) 2 180 4 250 05% 069(0.13,3.75) i
Weitz2010 (60) 1 234 4 250 05% 0.27(0.03,237) [
Subtotal (95% Cl) 8335 8427 50.5%  0.84[0.72,0.97] 4

Total events 307 367

Heterogeneity: Chi*= 4.58, df= 4 (P=0.33); = 13%
Test for overall effect Z= 2.31 (P = 0.02)

Total (95% CI) 16256

Total events 706 726
Heterogeneity: Chi*= 13.73, df= 7 (P = 0.06), F= 49%

Testfor overall effect: Z= 0.52 (P = 0.60)

Testfor subaroun differences: Chi*= 7.25. df= 1 (P = 0.007). = 86.2%

Bl MAEBEEHRELEZE Meta THERAKE
Fig 1 Forest plot of Meta-analysis of the incidence of stroke
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2.3.2 KIMEAZR  13WHFSEIRGE T A M k4R %
WL Go 20 5 bk (P<<0.001,7°=83% ) , % FHFEHLAN
FERIAHT , FEILIE 2, Meta 0 Brl SRR , AR EE VD BEAL K H o
KA G LU, 22 R T8¢ B X [RR=0.84,95%CI
(0.59,1.19),P=0.33]. 45 AN 13IHFFEH, 5 WHF TR BT VD,
HEHFHEh 30 mg, S WWFFUARE VP BE H 74 > 30 mg. 4 1&M
FOAS FIFR0 A 7 2 BT, 45 TR S s < 24K BEVEIE 551 4 30
mg I AR BEVD PR R il & A R 0 IR = 5 A 4
247 L [RR=0.46,95% €1(0135,0.61), P<<0.001]; 244K EE 7>
HEH 574 > 30 mg IR AR BEVD BEATR M 1t 2 A 2R S AR bk T
i, 29 I % s Y [RR=1.24, 95% CI(0.77, 2.02) , P=
0.38].

Edoxaban Warfarin Risk Ratio Risk Ratio
Study or Subgroup __Event otal Event otal Weig H, Random, 95% M-H, Random, 95% C|
3.1.1 30mg daily
Chung2011 (30) 0 79 2 7% 12% 0.19(0.01, 3.89) I
Giuglian02013 (30) 254 7002 524 7012 16.9% 0.49(0.42, 0.56)
Shimada2015 (30) 24 652 68 641 135% 0.35(0.22, 0.55) -
Weitz2010 (30) 723 8 250 72% 0.93(0.34,2.53) -1
Yamashita 2012(30) 0 130 0 125 Not estimable
Subtotal (95% Cl) 8098 8103 38.8% 0.46(0.35,0.61) *
Total events 285 602
Heterogeneity: Tau®= 0.02; Chi*= 4.03, df= 3 (P = 0.26); "= 26%
Testfor overall effect Z= 5.43 (P < 0.00001)
3.1.2>30mg daily
Chung2011 (80) 0 80 2 75 12% 0.19[0.01, 3.85) —_— 1
Giuglian02013 (60) 418 7012 524 7012 17.0% 0.80(0.70, 0.90) ®l
Shimada2015 (60) 42 642 68 641 146% 0.62(0.43,0.89) -
Weitz2010 (30 bid) 18 244 8 250 9.0% 2.43(1.09, 5.45) —
Weitz2010 (60 bid) 19 180 8 250 91% 330(1.48,7.37) -
Weitz2010 (60) 9 234 8 250 77% 1.20(0.47, 3.06) T
Yamashita2012 (45) 3 14 0 125 13% 6.53(0.34,125.23) ]
Yamashita2012 (60) 2 130 0 125 12% 4.81(0.23,99.19) -1
Subtotal (95% CI) 8656 8728 61.2% 1.24(0.77, 2.02) >
Total events 512 618
Heterogeneity. Tau= 0.23; Chi*= 25.77, df = 7 (P = 0.0006); = 73%
Test for overall effect: Z= 0.88 (P = 0.38)
Total (95% CI) 16754 16831 100.0% 0.84[0.59, 1.19] L
Total events 79; 1220
Heterogeneity. Tau= 0.18; Chi*= 66.58, df= 11 (P < 0.00001), #= 83% 0.001 1000

Test for overall effect: Z= 0.98 (P = 0.33)
Test for subaroun differences: Chi*= 12.01. df= 1 (P = 0.0005). "= 91.7%
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Fig 2 Forest plot of Meta-analysis of the incidence of exces-
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Fig 3 Inverted unnel plot of the incidence of stroke
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PRI BT R RRAIR (1 =2% ) s B A i AR B2 Vb IR ( H 5 4 >
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Effectiveness and Safety of Combination Prescription of Lidocaine with Ropivacaine for Anesthesia: A Sys-
tematic Review
CHEN lJisheng"*, KE Shaobing’(1.The First Affiliated Hospital of Guangdong Pharmaceutical University, Guang-
zhou 510080, China;2.Dept. of Clinical Pharmacy and Pharmacy Administration, Guangdong Pharmaceutical Uni-
versity, Guangzhou 510080, China; 3.College of Pharmacy, Guangdong Pharmaceutical \University, Guangzhou
510080, China)

ABSTRACT OBIJECTIVE: To systematically review the effectivenessgand ‘safety of combination prescription of lidocaine with
ropivacaine for anesthesia, and provide evidence-based reference~for developing new compound preparation. METHODS: Retrieved
from CJFD, Wanfang Database, VIP, PubMed and EBSCO, randomized controlled trials (RCT) about lidocaine combined with
ropivacaine versus lidocaine alone or ropivacaine alone for anesthesia were collected. Meta-analysis was performed by using Rev
Man 5.0 software provided by the CoChrane Collaboration after data extracting and quality evaluating. RESULTS: Totally 30 RCT
were included, involving 2,442 patients. Results of Meta-analysis showed, lidocaine+ropivacaine vs. lidocaine: onset time was 6.77
min vs. 7.11 min [MD=%-0.29, 95% CI(—0.43,—0.16),P<0.001], maintenance time was 5.11 h vs. 2.11 h [MD=3.13, 95%CI
(3.02, 3.25), P<0.001] and the incidence of adverse reactions was 28.6% vs. 44.6% [MD=0.43, 95% CI(0.31, 0.62) , P<
0.0019; |lidocaine-+ropivacaine vs. ropivacaine: onset time was 9.49 min vs. 15.85 min [MD=—4.43,95%CI( —4.63, —4.22) ,P<<
0.0017; maintenance time was 4.84 h vs. 6.79 h [MD=—0.61,95%CI(—0.71, —0.51),P<<0.001]; the incidence of adverse reac-
tions was 44.8% vs. 48.1% [MD=0.82, 95%CI(0.56,1.19),P=0.30]. Sensitivity analysis showed that the results were in stabili-
ty. CONCLUSIONS: Lidocaine combined with ropivacaine shows rapid onset and long duration in anesthesia, and it can reduce ad-
verse reactions play their respective advantages.

KEYWORDS Lidocaine; Ropivacaine; Systematic review; Meta-analysis
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