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Supplementary Data

Table S1. Search terms used in each database.

PudMed database, MeSH term

Angiotensin receptor antagonists/ blockers; Angiotensin II receptor antagonists/ blockers; Anti hypertensive agents/
drugs; Hypertension; LCZ 696; neprilysin

Embase database

Hypertension, high blood pressure, angiotensin receptor blockers, angiotensin receptor antagonists, angiotensin II
receptor antagonists, angiotensin II receptor blockers, LCZ696, ARNI, angiotensin receptor neprilysin inhibitor

Cochrane database

Hypertension, high blood pressure, angiotensin receptor blockers, angiotensin receptor antagonists, angiotensin II
receptor antagonists, angiotensin Il receptor blockers, LCZ696, ARNI, angiotensin receptor neprilysin inhibitor
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Figure S1. Methodological quality assessment.
Author (Year) Weight Mean Difference[95%CI
LCZ696 Dose=100mg :
Ruilope LM (2010) —_— 7.54% 1.31[-4.46, 1.84)
RE Model for Subgroup (Q=0.00, df=0, p=1.00; °=0.0%) : -1.31[-4.46, 1.84]
LCZ696 Dose=200mg :
Hou Y (2019) —— 10.94% 233
Cheung DG (2018) —— ) 9.89% -4.20
Supasyndh O (2017) —— : 1.77% -6.60[-7.9:
Wang JG (2017) R —— : 6.43% -10.26 [-13.97, 655
Ruilope LM (2010) —_— 7.66% -5.28(-8.37, -2.19
RE Model for Subgroup (Q=23.32, df=4, p=0.00; °=84.3%) : -5.48-7.89, -3.08]
LCZ696 Dose=400mg H
Hou Y (2019) —— 10.91% -3.52[-5.22, -1.82
Wiliams B (2017) —— 8.45% -2.46-5.19, 027
Wang TD (2017) —_— 4.98% -7.50 [-12.14, -2.86]
Schmieder RE (2017) —— ! 6.69% -5.30(-8.88, -1.72
1220 JI (2017) [ —— 7.06% -5.65[-9.03, -2.27)
Ruilope LM (2010) — : 7.69% -6.01(-9.09, -2.93
RE Model for Subgroup (Q=6.48, df=5, p=0.26; I2=24v7%) . -4.51[-5.89, -3.14]
RE Model (Q=35.76, df=11, p=0.00; ’=68.8%) - : 100% -4.79(-6.10, -3.48)
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Author (Year) Weight Mean Difference[95%CI]
LCZ696 Dose=100mg '
Ruilope LM (2010) — 6.56% -0.83[-2.84, 1.18]
RE Model for Subgroup (Q=0.00, df=0, p=1.00; °=0.0%) 2 -0.83(-2.84, 1.18)
LCZ696 Dose=200mg E
Hou Y (2019) ——— 17.82% -1.33[-2.36,-0.30
Cheung DG (2018) —_— 6.26% -3.00 [-5.06, -0.94
Supasyndh O (2017) — 9.69% -2.09 [-3.67,-0.51
Wang JG (2017) — H 5.24% -5.26[-7.55, -2.97
Ruilope LM (2010) — 6.88% -2.97 [-4.92, -1.02
RE Model for Subgroup (Q=10.82, df=4, p=0.03; °=62.8%) : -2.70[-3.95, -1.45)
LCZ696 Dose=400mg '
Hou Y (2019) ——— 17.53% -1.94[-2.98, -0.90
Wiliams B (2017) —— 9.73% -1.07[-2.65, 0.51
Wang TD (2017) —y 3.58% -2.00[-4.82, 0.82
Schmieder RE (2017) —_— 3.71% -210[-4.87, 0.67
1220 J1 (2017) — 6.11% -233[4.42,-0.24
Ruilope LM (2010) —— 6.88% -2.70[-4.65,-0.75
RE Model for Subgroup (Q=1.89, df=5, p=0.86; °=0.0%) : -1.92[-2.62,-1.23)
RE Model (Q=14.55, df=11, p=0.20; 1°=19.1%) 3 100.00% -2.08[-2.64, -1.53]
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Figure S2. Forest plot of (A) msSBP and (B) msDBP. Comparisons of LCZ696 with a control group. msSBP, mean sitting
systolic blood pressure; msDBP, mean sitting diastolic blood pressure.
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Author (Year) Weight Mean Difference[95%CI]
LCZ696 Dose=100mg :
Ruilope LM (2010) —_—— 10.76% -0.51[-3.28, 2.26]

RE Model for Subgroup (Q=0.00, df=0, p=1.00; I>=0,0%) -0.51[-3.28, 2.26]

LCZ696 Dose=200mg

Hou Y (2019) —e— 11.7% -1.81[-3.17, -0.45)
Cheung DG (2018) —_— 10.5% -3.20[-6.28, -0.12]
Wang JG (2017) —— 11.6% -14.75[-16.30, -13.20]
Supasyndh O (2017) —e— 10.8% -5.09[-7.82, -2.36]
Ruilope LM (2010) —— 10.84% -3.23[-5.91, -0.55]

RE Model for Subgroup (Q=165.39, df=4, p=0.00; I?=96.2%) -5.67 [-10.37, -0.96]

LCZ696 Dose=400mg .
Hou Y (2019) —— 11.7% -2.50(-3.86, -1.14]
1zzo JI (2017) —— . 11.36% -3.39[-5.35, -1.43]
Ruilope LM (2010) — : 10.76% -5.14[-7.91, -2.37]
RE Model for Subgroup (Q=2.91, df=2, p=0.23; I2=27.6%) -3.26 [-4.55, -1.97]
RE Model (Q=201.03, df=8, p=0.00; I2=94.3%) ——esgE R 100.00% -4.44[-7.24, -1.64]
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Author (Year) Weight Mean Difference[95%Cl]
LCZ696 Dose=100mg i
Ruilope LM (2010) '—'-'—i 9.7% 0.76 [-1.17, 2.69]
RE Model for Subgroup (Q=0.00, df=0, p=1.00; 1>=0.0%) 4 0.76 [-1.17, 2.69)
LCZ696 Dose=200mg H
Hou Y (2019) = 11.13% -0.75[-1.61, 0.11]
Cheung DG (2018) —_— 9.08% -1.90 [-4.20, 0.40]
Supasyndh O (2017) — 9.53% 2,48 [-4.52, -0.44]
Wang JG (2017) fa— v 10.95% -7.70[-8.74, -6.66)
Ruilope LM (2010) —— 9.81% -0.53[-2.39, 1.33]
RE Model for Subgroup (Q=112.72, df=4, p=0.00; I2=94.4%) ] -2.72 [-5.39, -0.05]
LCZ696 Dose=400mg :
Hou Y (2019) - 11.13% -1.21[-2.07,-0.35]
Wang TD (2017) —_— 8.21% -1.80 [-4.62, 1.02]
1zzo JI (2017) —a— 10.73% -0.97 [-2.19, 0.25]
Ruilope LM (2010) —— 9.73% -1.19[-3.10, 0.72]
RE Model for Subgroup (Q=0.30, df=3, p=0.96; I2=0.0%) -1.17 [-1.81, -0.53]
RE Model (Q=140.67, df=9, p=0.00; 1°=91.2%) ' 100.00% -1.82[-3.32,-0.31]
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Figure S3. Forest plot of (A) maSBP and (B) maDBP. Comparisons of LCZ696 with a control group. maSBP, mean ambu-
latory systolic blood pressure; maDBP, mean ambulatory diastolic blood pressure.

Author (Year) Weight OR [95%CI]
LCZ696 Dose=100mg

{

Ruilope LM (2010) 6.36% 0.87 [0.26, 2.90]
RE Model for Subgroup (Q=0.00, df=0, p=1.00; 1°=0.0%) . 0.87 [0.26, 2.90]
LCZ696 Dose=200mg :

Hou'Y (2019) - 19.17% 1.11[0.84, 1.47
Cheung DG (2018) ——— 7.49% 0.39 [0.08, 2.05]
Supasyndh O (2017) —— 11.72% 1.44[1.04, 2.00
Wang JG (2017) —a— 5.3% 0.92 [0.51, 1.67]
Ruilope LM (2010) [ + 1 6.67% 0.98 [0.24, 3.99]
RE Model for Subgroup (Q=4.01, df=4, p=0.41; 1°=6.4%) 4 1.17[0.95, 1.45]
LCZ696 Dose=400mg :

Hou Y (2019) - 19.05% 1.01[0.76, 1.35]
Wiliams B (2017) —_——y 9.05% 1.22[0.58, 2.61

Wang TD (2017) ——y 2.83% 1.00 [0.45, 2.24
1220 JI (2017) —— 5.68% 1.16 [0.69, 1.95
Ruilope LM (2010) : ] 6.69% 1.61[0.38, 6.83]
RE Model for Subgroup (Q=0.69, df=4, p=0.95; 1°=0.0%) ; 1.07[0.85, 1.34]
RE Model (Q=5.29, df=10, p=0.87; 1°=0.0%) " 100.00% 1.04[0.83, 1.31]
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Figure S4. Forest plot of trial-defined adverse events. Comparisons between LCZ696 with a control group.



Figure S5. Funnel plots of (A) msSBP, (B) msDBP, (C) maSBP, and (D) maDBP. maSBP, mean ambulatory systolic blood
pressure; maDBP, mean ambulatory diastolic blood pressure; msSBP, mean sitting systolic blood pressure; msDBP, mean
sitting diastolic blood pressure.



