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Meta-analysis for the antihypertensive effect and safety of azilsartan
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Abstract: Objective
randomized controlled trials (RCTs) . Methods

To evaluate the antihypertensive effect and safety of azilsartan by the meta—analysis of

RCTs meeting the inclusion and exclusion criteria were

obtained by searching PubMed, EMBASE and Web of Science. The antihypertensive effect and safety be—

tween azilsartan and controls were compared by calculating weighted mean difference ( WMD) or odds ratio

(OR) with 95%CI, respectively. Results

A total of 12 trials with 7 978 hypertensive patients were finally

included. For the 40 and 80 mg dosage of azilsartan, the reduction of clinic systolic blood pressure (SBP)
were significantly greater than control therapy with 6.15 (95% CI 3.46—8.83, P<0.01) and 5.52 mm Hg
(95% CI 3.18—7.85, P<0.01) , respectively, and 24 h mean SBP greater than control therapy with 5.58
(95% 1 3.10—-8.60, P<0.01) and 6.56 mm Hg (95%CI 3.52—9.60, P<0.01) , respectively. In addition,

azilsartan had favorable antihypertensive effect than olmesartan. In the aspect of safety, there were no signifi—

cant difference in the risk of all adverse events and serious adverse events between azilsartan and control

therapy. Conclusion

ing patients with hypertension.

Azilsartan had better antihypertensive effect than control therapy and was safe in treat—
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1 (4E 4 THUALCREA ) " -
ZE I 24 hF¥f e
Bakris(2011)" 1.AZL-M 20 mg(283) 158.5/— 145.4/—
2.AZL—M 40 mg(283) 158.5/— 146.0/—
3.AZL—M 80 mg(283) 159.4/— 146.2/—
White(2011)" 1.AZL-M 40 mg(157) 157/93 144/88
2.AZL-M 80 mg(158) 158/92 145/89
Rakugi(2012)" AZL 40 mg(313) 159.6/100.4 154.9/94.6
Sica(2012)" AZL—M/CLD 80/25 mg(162) 164/94
Cushman(2012)" 1.AZL-M/CLD 40/25 mg(355) 164.9/96.1 149.3/88.1
2.AZL—M/CLD 80/25 mg(352) 164.8/95.9 150.8/88.4
Bonner(2013)" 1.AZL-M 40 mg(295) 160.7/94.7 140.7/86.4
2.AZL—M 80 mg(294) 161.4/95.6 139.5/86.0
Rakugi(2014)" 1.AZL/AML 20/5 mg(150) 160.7/100.3
2.AZL/AML 20/2.5 mg(151) 161.1/99.9
Perez(2017)"” 1.AZL-M 20 mg(64) 149.1/99.7 140.3/86.6
2.AZL—M 40 mg(62) 150.6/99.7 141.0/86.0
3.AZL—M 80 mg(64) 151.2/100.3 141.0/86.5
Kakio(2017)"! AZL 20 mg(44) 150.4/137.4
Neutel(2017)™ AZL-M/CLD 40/25 mg(418) 168.2/95.7
Cushman(2018)" 1.AZL—M/CLD 40/25mg(372) 165.2/95.3 148.4/87.4
2.AZL-M/CLD 80/25 mg(357) 164.9/95.4 146.9/86.3
Weber(2018)"" 1.AZL-M/CLD 40/25 mg(185) 166.3/94.7 152.0/90.5
2.AZL—M/CLD 80/25 mg(182) 166.3/94.5 151.9/90.1
X B IEL i R (mm- Hg) AT I ]
YE#& CAE4y) X B2 (e AR ) JADAD T4
122 M 240 -3 1l &)
Bakris(2011)" OLM-M 40 mg(282) 159.2/— 146.5/— 6 4
White(2011) L4ivbIH 320 mg(282) 157/93 146/90 6 4
2.0LM 40 mg(290) 158/92 145/88
Rakugi(2012)" YB3 12 mg(309) 160.0/100.3 155.2/94.6 16 4
Sica(2012)" CLD 25 mg(159) 166/96 8 4
Cushman(2012)" OLM/HCTZ 40/25 mg(364) 164.7/95.2 149.2/87.1 12 4
Bonner(2013)" FREF 10 mg(295) 161.2/94.5 141.0/86.7 24 4
Rakugi(2014)" 1L.AML 5 mg(75) 161.1/100.0 8 4
2.AML 2.5 mg(76) 160.3/101.0
Perez(2017)"” OLM-M 20 mg(63) 150.3/99.8 141.3/88.4 8 7
Kakio(2017)™ OLM-M 20 mg(40) 150.1/83.2 16 3
Neutel(2017)" OLM/HCTZ 40/25 mg(419) 167.6/95.7 52 3
Cushman(2018)™ OLM/HCTZ 40/25 mg(356) 164.7/96.1 147.6/86.9 8 5
Weber(2018)"™ CLD 25 mg(184) 165.6/93.5 153.4/89.8 6 5

3
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Study % Study %
D WMD (95% CT) Weight D WMD (95% CI) Weight
AZL 20mg
Perez 2017 — 1+ -180(-5.83,223)  100.00 Perez 2017 —— 1 -130(4.07,147)  100.00
Subtotal (I-squared = %, p =) T Tmeme (180(-5.83,223)  100.00 Subtotal (I-squared = %, p=") — == -130(4.07,147) 100.00
AZL 40mg 40mg
White 2011 (vs. VAL) — -3.20(-5.14,-1.26)  13.06 White 2011 (vs. VAL) —_— -1.60 (-2.98,-0.22)  12.94
White 2011 (vs. OLM) —t -140(-335,0.55)  13.06 White 2011 (vs. OLM) —_— -1.60 (-2.99,-021)  12.93
Rakugi 2012 —_— 360 (-5.64,-1.56) 1207 Rakugi 2012 —_— 2.10(-3.35,-0.85) 1311
Cushman 2012 —_— -6.40 (-8.62, -4.18) 1281 Cushman 2012 —_— 320 (458,-182)  12.04
Bonner 2013 — -4.90(-7.68,-2.12) 1223 Bonner 2013 _— 270 (-4.64,-0.76)  12.12
Perez 2017 —_— -6.50 (-10.66, -2.34)  10.59 Perez 2017 —_— -3.40 (-6.31,-0.49) 10.46
Cushman 2018 —— -5.70 (-7.64, -3.76)  13.06 Cushman 2018 —_— 3.0 (449,-1.71)  12.94
Weber 2018 —_— -15.80 (-18.57, -13.03) 12.23 Weber 2018 —_— -10.30 (-11.96, -8.64) 12.55
Subtotal (I-squared = 91.2%, p = 0.000) - -5.85 (-8.60, -3.10)  100.00 Subtotal (I-squared = 91.6%, p = 0.000) —_— -3.48(-5.37,-1.50)  100.00
AZL 80mg 80mg
White 2011 (vs. VAL — -430(-6.24,-2.36) 1494 White 2011 (vs. VAL) —_— 2.30 (-3.68,-0.92) 14.75
White 2011 (vs. OLM) —_— 22,50 (444, -0.56)  14.93 White 2011 (vs. OLM) — 170 (:3.09,-031) 1474
Cushman 2012 _— -8.80 (-11.01, -6.59)  14.67 —_— 450 (5.88, 3.12) 14.75
Boaner 2013 —_— 4.50(-727,-1.73) 1405 —_— 3.00 (4.81,-1.19)  14.16
Perez 2017 _— 3.10(-7.13,003) 1243 _— 2.00(-4.78,0.78)  12.49
Cushman 2018 —— 720(9.14,-526) 1494 —_— -4.40(-5.78,-3.02) 1475
Weber 2018 —_— -15.40 (-18.17, -12.63) 14.05 Weber 2018 —_— -10.50 (-12.17, -8.83) 14.36
Subtotal (I-squared = 91.4%, p = 0.000) —_— -6.56 (-9.60, -3.52)  100.00 Subtotal (I-squared = 92.4%, p = 0.000) _— -4.09 (-6.26,-1.91)  100.00
NOTE: Weights are from random effects analysis NOTE: Weights are from random effects analysis
T T T T
20 0 3 -13 0 2
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WMD 95%CI P F(%) WMD 95%CI P F (%)
e V& S —4.16 —6.37~—1.95 <0.01 62.3 —5.36 —6.45~—4.28 <0.01 39.9
LR KIE —2.23 —3.75~-0.89 0.001 61.9 —3.30 —4.01~—2.59 <0.01 20.0
24 hF 0 4E —4.84 —7.48~—2.20 <0.01 79.9 —5.53 —8.69~—2.36 0.001 86.3
24 hF &Pk —2.69 —3.46~—1.92 <0.01 13.1 —3.28 —4.83~—1.72 <0.01 73.1
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3 BIFFVP I M meta 43 AT
5 20 mg BT SF b I 40 mg b 55 Vb 3H 80 mg B 5 b1
R OR(95%CI) P (%) OR(95%CI) P (%) OR(95%CI) P (%)
5 BRIR YT IR
AR 1.03(0.86~1.24) 0.737 9.6 1.10(0.99~1.22)  0.080  24.4 1.16(1.04~1.29)  0.007 6.1
S 0.79(0.53~1.17) 0.241 30.8 0.66(0.52~0.84)  0.001 0.0 0.66(0.53~0.82)  <0.01 0.0
P 1.59(0.95~2.64) 0.075 0.0 1.67(1.29~2.17)  <0.01  27.2 1.69(1.36~2.09)  <0.01 23.6
FEEAR N 2.12(0.86~5.26) 0.105 0.0 0.74(0.44~1.22)  0.234 0.0 1.18(0.83~1.68)  0.350 0.0
EL S0 N
AR 1.03(0.77~1.36) 0.861 0.0 1.05(0.92~1.19)  0.499 0.0 1.08(0.97~1.21)  0.151 0.0
PR 1.42(0.70~2.86) 0.329 0.0 0.78(0.56~1.10)  0.161 0.0 0.71(0.54~0.94) 0.016 19.8
PR 1.08(0.47~2.49) 0.852 41.3 1.21(0.87~1.69)  0.246 0.0 1.39(1.09~1.78)  0.008 0.0
JEEAR RN 2.41(0.69~8.44) 0.169 46.6 0.39(0.18~0.88)  0.022 0.0 0.99(0.65~1.49)  0.953 0.0
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