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Efficacy and safety of anticoagulants for the prevention and treatment of acute
venous thromboembolism: Systematic review and network Meta — analysis
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Xiamen’ s Maternal and Child Health
Care Hospital ~ Xiamen 361003 Fujian Abstract: Objective To evaluate the efficacy and safety of novel oral
Province  China) anticoagulants( NOACs) and traditional anticoagulants for the prevention
and treatment of acute venous thromboembolism ( VTE) . Methods
PubMed EmBase Cochrane Library and other databases were syste—
matically searched up to March 10 2018. Randomized controlled trials
( RCT) for the prevention and treatment of acute VTE by the inclusion of
2018 - 08 —03 NOACs were selected. Totally of 12 trials were included. The 42343 ca—
12018 10 -26 ses were included in this study including 21162 cases accepted NOACs

: ( treatment group) other 21181 cases accepted other drugs ( control
(81472031; 81101331) ; . . _
group) . The direct comparison and the network meta — analysis were

(2015 - ZQN - ZD - 32) ; carried out by using R and Stata software after data extraction and quality
evaluation. Results In terms of efficacy there was no significant di—

(2015 - A -03) _ o _
(1993 - ) fference in the incidence of total venous thrombosis and related deaths be—

tween the NOACs and traditional anticoagulants( all P >0.05) . In terms
of safety apixaban group ( 10 mg bid) compared with apixaban group
Tel: (0592) 2662071 (2.5 mg bid) rivaroxaban group( 10 mg od) rivaroxaban group ( 15
E - mail: yehuiming@ xmu. edu. cn mg bid) and standard treatment group( 2.0 <<INR <3. 0) respectively
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the incidence of major bleeding and clinically relevant non — major bleeding was lower the difference were significant

(all P<0.05).

The incidence of major bleeding and clinically relevant non — major bleeding in dabigatran( 150 mg

bid) group and edoxaban( 30 or 60 mg gd) group was lower than that in the warfarin group( 2.0 <<INR=<3.0) the

difference were significantly ( all P <0. 05) . Conclusion The NOACs has the same effect as traditional anticoagulants

in the prevention and treatment of acute VTE. In terms of safety

warfarin.

the NOACs is superior to standard therapy and
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Table 1 General information of the included studies
Duration of follow Age( year) Female( %)
Study Treatment Dose Control ~ Dose Study design
—up Treatment/control ~ Treatment/control
SCHULMAN et al 2014 ° D 150 mg bid \ ADJ 6 M RA CO DB DD 54.7+16.2/ 39/39.8
55.1+16.3
SCHULMAN et al 2009 ' D 150 mg bid \ AD]J 6 M RA CO DB 55.0+15.8/ 42/41. 1
54.4 £16.2
RUPERT et al 2010 ' R 15 mg bid S AD] 12 M RA CO 55.8£16.4/ 42.6/43.7
56.4 +16.3
DING et al 2017 ' R 10 mg od W ADJ 12 M RA CO 82.4+£5.9/ 22.7/17. 4
82.4 +5.2
BLLER er al 2012 13 R 15 mg bid S ADJ 12 M RA CO 57.9+7.3/ 45.9/48.3
57.5+7.2
WEATENDORF et al 2017 R 10 mg od F 2.5 mgqd 3 M RA CO 61(51-73) / 58/63
61 (50 — 70)
COHEN et al 2013 R 10 mg od S AD] 354d MU RA CO DB 71/71 44.4/47.3
AGNELLI et al 2013 ¢ A 10 mg bid S ADJ 6 M RA CO DB 57.2+16.0/ 41.7/40.9
56.7 £16.0
GOLDHABER et al 2011 7 A 2.5 mg bid S AD] 3 M MU RA CO DB 66.8 +12.0/ 50.0/51.8
66.7 £12.0
NAKAMURA et al 2015 '8 A 10 mg bid S AD]J 6 M RA CO 64.3 £13.40/ 45.0/57.5
66.1 +17.72
LLER et al 2013 " E 30 mgor 60 mg gd W ADJ 2M RA CO DB 55.7 +16.3/ 57.3 /57.2
55.9+16.2
HISATAKE et al 2017 % E 30mgor60 mggd F 2.5mgqd 0.5M RA CO 67 +17/ 64/56
72 13

A: Apixaban; D: Dabigatran Etexilate ; E: Edoxaban; R: Rivaroxaban; W: Warfarin; S: Standard — therapy; F: Fondaparinux; M: Month; d: Day; RA: Ran—

domized; CO: Controlled; DB: Double — blind; MU: Multicenter; DD: Double — dummy; ADJ: Adjustment of the dose to maintain the international normalized

ratio ( INR) between 2.0 and 3.0

1
Figure 1

Network diagram

A: Apixaban( 10 mg bid) ; B: Apixaban( 2.5 mg bid) ; C: Dabigatran Etexi—
late( 150 mg bid) ; D: Edoxaban( 30 mg or 60 mg qd) ; E: Rivaroxaban( 10
mg od) ; F: Rivaroxaban( 15 mg bid) ; G: Standard — therapy( 2. 0 <INR <
3.0) ; H: Warfarin( 2. 0<INR<3.0) ; I: Fondaparinux (2.5 mg ¢d)
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2 Jadad
Table 2 Score of improved Jadad

Score of improved Jadad

Study
G H M \4 Total

SCHULMAN et al 2014 ° 2 2 1 1 6
SCHULMAN et al 2009 ' 2 2 2 1 7
RUPERT et al 2010 " 2 2 0 1 5
DING er al 2017 12 1 1 0 0 2
BLLER et al 2012 ' 2 2 0 1 5
WEATENDOREF et al 2017 * 2 2 0 1 5
COHEN et al 2013 2 2 2 1 7
AGNELLI et al 2013 ' 2 2 2 1 7
GOLDHABER et al 2011 7 2 2 2 1 7
NAKAMURA et al 2015 '8 2 2 0 1 5
LLER et al 2013 " 2 1 1 1 5
HISATAKE et al 2017 1 1 0 1 3

1 —3: Points are considered low quality; 4 —7: Points are considered high
quality; G: Generation of random sequences; H: Hidden randomization; M:

Method of blind; W: Withdrawal and drop out
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(0.62;0.96)
; (10 mg od) (2.0<INR <=
3.0) RR =0.26 95% CI( 0. 08; 0. 86)
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