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[ Abstract)] Objective To explore the efficacy and safety of sacubitril-valsartan in
treating hypertension. Methods CNKI, WanFang Data, CBM, PubMed, The Cochrane Library,
Embase, Web of Science were searched electronically to collect randomized controlled trials

of sacubitril-valsartan for the treatment of hypertension from inception of the databases to
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August 1, 2023. Two reviewers independently browsed the literatures, extracted data, and

evaluated the risk of bias. RevMan 5.3 software was used for a Meta-analysis. Results A total

of 10 randomized controlled trials involving 4 103 patients were included. The results of the

Meta-analysis showed that there was a statistically significant difference in the antihypertensive

effect of sacubitril-valsartan before and after treatment compared with the control intervention
[SBP: MD=6.26, 95%CI(4.10, 8.42), P<0.001; DBP: MD=4.06, 95%CI(1.78, 6.34), P<0.001]; the
difference in blood pressure attainment was statistically significant [RR=1.22, 95%CI(1.08, 1.38),

P=0.002]; the incidence of adverse reactions after the application of sacubitril-valsartan was
not significantly different from that of the control group [RR=1.04, 95%CI(0.94, 1.14), P>0.05].
Conclusion Sacubitril-valsartan has a definite efficacy and high safety in the treatment of

hypertension.
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Experimental Control

Mean Difference Mean Difference

Study or Subgroup  Mean Difference SE Total  Total Weight 1V, Rand 95% ClI IV, Random, 95% CI
2.2.1 SBP

Cheung 2018 4.2 1.699 188 187 10.2% 4.20 [0.87, 7.53] %

Huo 2018 2.33 0.852 479 484  12.5% 2.33[0.66, 4.00) =

Kario 2013 12.57 3.112 98 92 6.5% 12.57[6.47, 18.67] e
Kario 2023 4.7 0.663 216 200 12.8% 4.70 [3.40, 6.00] -

Lyu 2022 10.68 3.148 50 50 6.4% 10.68 [4.51, 16.85] —% =
Rakugi 2022 5.01 1.515 387 389 10.7% 5.01 [2.04, 7.98] =
Schmieder RE 2017 2.58 1.265 57 57  11.4% 2.58[0.10, 5.06] —
Supasyndh 2017 6.6 1.531 296 292 10.7% 6.60 [3.60, 9.60] et
William 2017 3.8 1.475 229 225  10.9% 3.80[0.91, 6.69] =

MI[AE 2022 18.89 2.531 58 58 7.9% 18.89 [13.93, 23.85] S S
Subtotal (95% CI) 2058 2034 100.0% 6.26 [4.10, 8.42] <&

Heterogeneity: Tau? = 8.99; Chi? = 53.97, df = 9 (P < 0.00001); I* = 83%

Test for overall effect: Z = 5.69 (P < 0.00001)

2.2.2 DBP
Cheung 2018
Huo 2018

Kario 2013

Kario 2023

Lyu 2022

Rakugi 2022
Schmieder RE 2017
Supasyndh 2017
William 2017
BT 2022
Subtotal (95% CI)

Heterogeneity: Tau? = 12.44; Chi® = 192.82, df = 9 (P < 0.00001); I> = 95%

3 0.903
1.24 0.52
7.29 1.831

2.1 0.459
4.38 1.291
1.85 0.561
4.45 0.883

1 0.842

16.13 1.056
-0.17 1.546

Test for overall effect: Z = 3.49 (P = 0.0005)

Test for subgroup differences: Chi? = 1.89, df = 1 (P = 0.17), I = 47.1%

Favours [experimental]

188 187 10.2%  3.00[1.23,4.77] -
479 484 10.7%  1.24[0.22,2.26) b
98 92 8.6% 7.29(3.70, 10.88) —
216 200 10.7%  2.10[1.20, 3.00] -
50 50  9.6%  4.38[1.85,6.91] —
387 389 10.6%  1.85[0.75,2.95] -
57 57 10.2% 4.45 [2.72, 6.18] -
296 292 10.3%  1.00 [-0.65, 2.65] e
229 225 10.0% 16.13 [14.06, 18.20] -
58 58 9.1% -0.17 [-3.20, 2.86] —
2058 2034 100.0%  4.06 [1.78, 6.34] &
20 -10 0 10 20

Favours [control] Favours [Sacubitril/Valsartan]

Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.3.1 MEXIRE
Cheung 2018 78 188 52 187 14.0% 1.49 [1.12, 1.99]
Huo 2018 256 479 235 484 35.5% 1.10 [0.97, 1.25] i
Rakugi 2022 170 387 128 389 25.3% 1.33 [1.11, 1.60] T
Supasyndh 2017 141 296 120 292 25.2% 1.16 [0.97, 1.39] .-
Subtotal (95% CI) 1350 1352 100.0% 1.22 [1.08, 1.38] &
Total events 645 535
Heterogeneity: Tau? = 0.01; Chi* = 5.61, df = 3 (P = 0.13); I = 47%
Test for overall effect: Z = 3.16 (P = 0.002)
0.2 : 2 S

Test for subgroup differences: Not applicable

E: A hETAAL; B. fEKARR,

0.5 2 5
Favours [control] Favours [Sacubitril/Valsartan]

E3 MANTFRAIFRME
Figure 3. Forest plot of included studies
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Table 2. Results of sensitivity analysis

SBP DBP
IATEE R . ;
MD (95%CI ) (%) Pl MD (95%CI ) F(%) PH
HIHLER 6.26 (4.10, 842) 83 <0.001 406 (178, 634) 95 <0.001
BB BIRSchmieder™ 6.80 (4.41, 9.19) 84 <0.001 4.02 (1.52, 6.53) 96 <0.001
S g g ™! 476 (3.28, 6.23) 62 <0.001 4.49 (2.07, 6.90) 96 <0.001
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