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Hypertension is a very common disease in the elderly (aged 
≥65  years).1 More than 50% of the elderly population has 
hypertension,2 especially systolic hypertension, which arises 
primarily due to age-related changes in the arterial structure 
of large arteries, contributing to the large artery stiffness.3 
These changes lead to loss of arterial elasticity,4 resulting in 
elevated systolic blood pressure (SBP) and widened pulse 
pressure (PP; difference between SBP and diastolic blood 
pressure [DBP]).1

Studies have shown that elevated SBP has a stronger asso-
ciation with adverse cardiovascular (CV) outcomes than ele-
vated DBP in the elderly.1,5,6 Furthermore, lowering of SBP 
has been shown to reduce the risk of CV events in elderly 
patients.7 A  strong association between hypertension and 
CV events has been reported in Asian population.8

Olmesartan is one of the most widely prescribed angioten-
sin II receptor blockers (ARBs) for the treatment of systolic 

hypertension in elderly patients,10 including Asians.11 Despite 
the available antihypertensive treatments, blood pressure 
(BP) control is poor in Asian patients.12 In addition, SBP is 
considered more difficult to control than DBP, particularly 
in elderly patients,13,14 which further suggests the need to 
develop more effective treatments to target the underlying 
causes of systolic hypertension in this population.

BP is modulated by counter-regulatory neurohormonal 
interactions between natriuretic peptides, the sympathetic 
nervous system, and the renin–angiotensin–aldosterone sys-
tem.15 Natriuretic peptide levels can be enhanced by inhibit-
ing the enzyme neprilysin, which catalyzes the degradation 
of multiple vasoactive peptides in the CV system, includ-
ing natriuretic peptides.16,17 Blockade of the angiotensin 
receptor reduces sodium and water retention and inhibits 
cardiac hypertrophy and remodeling (arterial stiffness).18,19 
Considering the age-related changes to arteries underlying 
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OBJECTIVE
Systolic hypertension is common in elderly patients and remains a chal-
lenge to treat effectively. The efficacy and safety of sacubitril/valsartan 
(LCZ696), a first-in-class angiotensin receptor neprilysin inhibitor, vs. 
olmesartan was evaluated in elderly Asian patients (≥65  years) with 
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METHODS
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the doses were up-titrated to sacubitril/valsartan 400 mg or olmesartan 
40 mg. The primary assessment was superiority of sacubitril/valsartan 
vs. olmesartan in reducing office mean sitting (ms) systolic BP (msSBP) 
from baseline at week 10. Secondary efficacy assessments included 
changes from baseline in ms diastolic BP (msDBP), ms pulse pressure 
(msPP), 24-hour mean ambulatory (ma) BP (maBP), and maPP at week 
10; msBP and msPP at weeks 4 and 14.

RESULTS
Overall, 588 patients were randomized (mean age, 70.7 years; baseline 
msBP, 160.3/84.9  mm Hg; msPP, 75.4  mm Hg). At week 10, sacubitril/
valsartan provided superior msSBP reductions vs. olmesartan (22.71 
vs. 16.11  mm Hg, respectively; P  <  0.001); similarly, reductions from 
baseline in other BP and PP assessments were significantly greater 
with sacubitril/valsartan. At week 14, despite more patients requiring 
up-titration in the olmesartan group, msBP and msPP reductions from 
baseline were significantly greater with sacubitril/valsartan. Both treat-
ments were generally well-tolerated.

CONCLUSION
Sacubitril/valsartan is more effective than olmesartan in reducing BP in 
elderly Asian patients with systolic hypertension.
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elevated SBP, simultaneous neprilysin inhibition and angio-
tensin receptor blockade might be a promising therapeutic 
approach to treat patients with systolic hypertension.

Sacubitril/valsartan (LCZ696), a first-in-class angiotensin 
receptor neprilysin inhibitor, has been approved recently to 
reduce the risk of CV death and hospitalization for heart 
failure (HF) in patients with chronic HF (New York Heart 
Association [NYHA] Class  II–IV) and reduced ejection 
fraction,20 in view of its superior benefits over enalapril in 
the pivotal phase III trial, PARADIGM-HF.21,22 Sacubitril/
valsartan provided significantly greater reductions in SBP 
and PP from baseline compared with placebo or valsartan 
in patients with hypertension in Caucasians23 and Asians.24 
In these studies, sacubitril/valsartan provided significantly 
greater reductions in SBP and PP from baseline compared 
with placebo or valsartan.23,24 The present study evaluated 
the efficacy and safety of sacubitril/valsartan compared with 
olmesartan in elderly Asian patients (aged ≥65 years) with 
systolic hypertension.

MATERIALS AND METHODS

Study design

This was a multicenter, randomized, double-blind, active-
controlled, parallel-group study. The study comprised an ini-
tial washout/single-blind placebo run-in period (2–4 weeks) 
followed by a 14-week double-blind treatment period. In the 
double-blind treatment period, patients with mean sitting 
(ms) SBP (msSBP) between ≥150 and <180  mm Hg were 
eligible for randomization. In addition, they had to have 
an absolute difference of ≤15  mm Hg in msSBP between 
randomization and the immediate preceding visit. The key 
exclusion criteria were women of child-bearing potential, 
malignant or severe hypertension, history of angioedema 
(drug-related or otherwise), and previous or current diag-
nosis of HF (NYHA Class II–IV).

After washout/placebo run-in, patients were randomized 
to receive sacubitril/valsartan 100 mg or olmesartan 10 mg 
once-daily for 4 weeks followed by force-titration to sacu-
bitril/valsartan 200 mg or olmesartan 20 mg once-daily for 
a further 6 weeks. At week 10, patients who reached the BP 
goal (defined as msSBP ≤140 mm Hg or msDBP ≤90 mm 
Hg) continued the same dose for the remaining 4 weeks, 
whereas for patients who did not reach the BP goal, doses 
were up-titrated to sacubitril/valsartan 400 mg or olmesar-
tan 40 mg once-daily (Supplementary Figure 1).

This study was conducted in accordance with the Good 
Clinical Practice guidelines and the principles of the 
Declaration of Helsinki, and received approval from the 
local Institutional Review Board. All participants provided 
written informed consent before participation in the study 
(ClinicalTrials.gov identifier: NCT01615198).

Study assessments

The primary efficacy assessment was reduction in msSBP 
from baseline at week 10. The secondary efficacy assess-
ments were reduction in msDBP, msPP, 24-hour mean 
ambulatory (ma) SBP (maSBP), maDBP, and maPP from 

baseline at week 10, and msSBP, msDBP, and msPP from 
baseline at weeks 4 and 14. BP control (msSBP/msDBP 
<140/90 mm Hg) was assessed at weeks 4, 10, and 14. All 
office BP measurements were performed using an automated 
device (Omron BP monitor) in accordance with the British 
Hypertension Society 2004 (BHS IV) guidelines.25 Sitting 
and standing BP measurements were performed at screen-
ing until the end of the study at every visit. At screening, 
BP was measured in both the arms; the arm with the higher 
SBP reading was used at all subsequent visits. In a subset of 
patients at selected sites, hourly maBP was monitored over 
24 hours using the Spacelabs 90207 device prior to adminis-
tration of the first dose of the study drug and at week 10 or 
earlier in case of early discontinuation.

Safety assessments included monitoring of all adverse 
events (AEs) and serious AEs. Changes in laboratory mark-
ers (hematology, urinalysis, and blood chemistry) and vital 
signs were also recorded.

Statistical analysis

The sample size of 259 completed patients per group was 
calculated based on the primary efficacy variable, change 
from baseline in msSBP, and a SD of 14 mm Hg. This sample 
size was calculated to ensure 90% power to detect a statistical 
significance for the comparison between sacubitril/valsartan 
200 mg and olmesartan 20 mg under the alternative hypoth-
esis that the treatment difference would be 4  mm Hg at a 
2-sided significance level of 0.05. Assuming a 10% drop-out 
rate, the total targeted sample size to be randomized was 576 
patients.

Efficacy variables were analyzed using a 2-way analysis of 
covariance model with treatment and region as factors, and 
the baseline as a covariate. All statistical tests were performed 
using a 2-sided significance level of 0.05. The superiority of 
sacubitril/valsartan vs. olmesartan in reducing msSBP from 
baseline at week 10 was considered to be achieved if the test 
was statistically significant in favor of sacubitril/valsartan. 
BP control data at the study endpoint were analyzed using a 
logistic regression model with treatment and region as fac-
tors and baseline msSBP as a covariate. The summary statis-
tics for postdosing hourly maSBP were also provided, which 
were calculated for each postdosing hour over 24 hours by 
determining the average of the readings recorded in the cor-
responding postdosing hour.

RESULTS

Patients

A total of 588 patients were randomized, of whom, 
92.7% completed the study (sacubitril/valsartan group, 
91.9%; olmesartan group, 93.5%). Patient disposition data 
are summarized in Supplementary Figure 2. The mean age 
of the patients was 70.7 years; 50% were male; 21.6% were 
aged ≥75 years; and the mean duration of hypertension was 
11  years. Baseline msBP and msPP were 160.3/84.9 and 
75.4 mm Hg, respectively. All baseline characteristics were 
broadly similar between the sacubitril/valsartan and olm-
esartan treatment groups (Table 1).
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Office BP

Sacubitril/valsartan 200 mg provided significantly greater 
reductions in msSBP, msDBP, and msPP from baseline com-
pared with olmesartan 20 mg at week 10 (P < 0.001 for all; 
Figure 1).

At week 4, sacubitril/valsartan 100 mg provided numeri-
cally greater but not statistically significant reductions in 
msSBP, msDBP, and msPP from baseline vs. olmesartan 
10 mg with LSM between-treatment differences (95% confi-
dence interval) of −1.83 mm Hg (−4.09, 0.42), −0.50 mm Hg 
(−1.70, 0.70), and −1.19 mm Hg (−2.83, 0.46), respectively.

An incremental reduction in msSBP was observed from 
week 4 (sacubitril/valsartan 100  mg) to week 10 (sacubi-
tril/valsartan 200  mg) with a difference of −5.07  mm Hg, 
whereas only a small change was apparent in the olmesartan 
group (−0.3 mm Hg; Figure 2).

Approximately 36% (n = 105) of patients receiving sacu-
bitril/valsartan 200 mg required dose titration to 400 mg at 

week 10. In comparison, 50% (n = 147) of patients receiv-
ing olmesartan 20 mg required dose titration to 40 mg. At 
week 14, sacubitril/valsartan treatment provided superior 
reductions from baseline compared with olmesartan treat-
ment in msSBP (−22.53 mm Hg vs. −16.75 mm Hg), msDBP 
(−7.92 mm Hg vs. −5.97 mm Hg), and msPP (−14.65 mm Hg 
vs. −10.90 mm Hg). The LSM between-treatment differences 
(95% confidence interval) were −5.78 mm Hg (−8.31, −3.26; 
P < 0.001) for msSBP, −1.95 mm Hg (−3.28, −0.63; P = 0.004) 
for msDBP, and −3.75 mm Hg (−5.49, −2.00; P < 0.001) for 
msPP. In patients whose treatment doses were up-titrated to 
sacubitril/valsartan 400 mg or olmesartan 40 mg from week 
10 onward, a further BP reduction was observed at week 14 
in both treatment groups (msSBP reduction: sacubitril/vals-
artan, −4.85 mm Hg and olmesartan, −3.86 mm Hg).

A significantly greater proportion of patients achieved BP 
control (<140/90 mm Hg) in the sacubitril/valsartan group 
compared with the olmesartan group at week 4 (47.5% vs. 
41.2%; P = 0.045), week 10 (59.3% vs. 44.7%; P < 0.001), and 
week 14 (58.6% vs. 43.3%; P < 0.001).

At week 10 endpoint, the mean change from baseline 
in msSBP/msDBP was greater in the sacubitril/valsartan 

Table 1. Patients demographics and baseline characteristics

Variable

Sacubitril/ 

valsartan n = 296

Olmesartan 

n = 292

Age (years) 70.5 ± 4.67 70.9 ± 4.67

Age groups, n (%)

 <75 years 240 (81.1) 221 (75.7)

 ≥75 years 56 (18.9) 71 (24.3)

Male, n (%) 142 (48.0) 152 (52.1)

Asian, n (%) 296 (100) 291 (99.7)

 Black, n (%) 0 (0.0) 1 (0.3)

Ethnicity, n (%)

 Chinese 64 (21.6) 58 (19.9)

 Japanese 113 (38.2) 111 (38.0)

 Korean 40 (13.5) 39 (13.4)

 Southeast Asian 79 (26.7) 84 (28.8)

BMI (kg/m2) 24.3 ± 3.15 24.6 ± 3.24

 BMI <30 kg/m2, n (%) 287 (97.0) 276 (94.5)

 BMI ≥30 kg/m2, n (%) 9 (3.0) 16 (5.5)

Duration of hypertension 
history (years)

11.2 ± 9.08* 10.8 ± 8.20#

msSBP (mm Hg) 160.5 ± 8.41 160.0 ± 7.99

msDBP (mm Hg) 84.6 ± 9.74 85.2 ± 9.83

msPP (mm Hg) 75.9 ± 11.09 74.8 ± 11.09

maSBP (mm Hg) 147.4 ± 12.85‡ 145.7 ± 11.64†

maDBP (mm Hg) 84.9 ± 9.04‡ 83.5 ± 9.28†

maPP (mm Hg) 62.5 ± 11.01‡ 62.2 ± 10.02†

Data are presented as mean  ±  SD unless specified.*n  =  291, 
#n = 287, ‡n = 154, †n = 157. Abbreviations: BMI, body mass index; 
maDBP, 24-hour mean ambulatory diastolic blood pressure; maPP, 
24-hour mean ambulatory pulse pressure; msDBP, mean sitting 
diastolic blood pressure; msSBP, mean sitting systolic blood pres-
sure; msPP, mean sitting pulse pressure; maSBP, 24-hour ambula-
tory mean systolic blood pressure.

Figure  1. Office blood pressure and pulse pressure at week 10 end-
point. *P  ≤  0.001 vs. olmesartan; error bars represent SE; endpoint 
represents data at week 10 or last observation carried forward; between-
treatment difference presented as LSM (95% confidence interval). 
Abbreviations: LSM, least squares mean; msDBP, mean sitting diastolic 
blood pressure; msPP, mean sitting pulse pressure; msSBP, mean sitting 
systolic blood pressure.

Figure 2. Mean sitting systolic blood pressure at weeks 4, 10, and 14. 
Values represent data at weeks 4, 10, and 14 or last observation carried 
forward. Error bars represent SE. Abbreviations: LSM, least squares mean; 
msSBP, mean sitting systolic blood pressure.
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group compared with the olmesartan group in patients aged 
between 65 to <75 years and those ≥75 years (Table 2).

Ambulatory BP measurements

A total of 154 patients in the sacubitril/valsartan group 
(baseline maSBP/DBP and maPP: 147.4/84.9 and 62.5 mm 
Hg, respectively) and 157 patients in the olmesartan 
group (baseline maBP and maPP: 145.7/83.5 and 62.2 mm 
Hg, respectively) underwent ambulatory BP monitoring 
(Table 1). At week 10, sacubitril/valsartan 200 mg provided 
significantly greater reductions in the 24-hour maSBP, 
maDBP, and maPP from baseline compared with olmesar-
tan 20  mg (P  <  0.001 for all; Figure  3). The mean change 
from baseline in hourly postdose maSBP at week 10 is shown 
in Figure  4. Numerically greater maSBP reductions were 
observed with sacubitril/valsartan at every hour throughout 
the 24-hour dosing period compared with olmesartan.

At week 10, the reduction from baseline in daytime (6 
am < daytime ≤ 10 pm) and nighttime (10 pm < nighttime ≤ 6 
am) maSBP, and maDBP were also significantly greater with 
sacubitril/valsartan vs. olmesartan. The between-treatment 
differences (95% confidence interval) were –4.30  mm Hg 
(–6.89, –1.72; P = 0.001) for daytime maSBP, –6.28 mm Hg 
(–8.87, –3.70; P < 0.001) for nighttime maSBP, –2.16 mm Hg 
(–3.65, –0.66; P = 0.005) for daytime maDBP, and –3.09 mm 
Hg (–4.58, –1.60; P < 0.001) for nighttime maDBP.

Safety and tolerability

AEs reported at a frequency of ≥2.0% in either treatment 
group are summarized in Table 3. The incidence of AEs was 
47.6% in the sacubitril/valsartan group and 38.7% in the 
olmesartan group. The commonly reported AEs were naso-
pharyngitis, hyperuricemia, upper respiratory tract infec-
tion, and dizziness. Similar proportions of patients had AEs 
related to the study treatment in both the treatment groups 
(sacubitril/valsartan group, 12 [4.1%] patients; olmesartan 
group, 15 [5.1%] patients). There were no reports of angi-
oedema in this study.

Seven (2.4%) patients in the sacubitril/valsartan group 
and 2 (0.7%) patients in the olmesartan group experienced 

serious AEs (Table 3). Three (1%) patients in the sacubitril/
valsartan group and 2 (0.7%) patients in the olmesartan 
group discontinued treatment due to serious AEs. In the 
sacubitril/valsartan group, none of the serious AEs were 
related to the study drug. In the olmesartan group, an abnor-
mal liver function test result was reported in 1 patient, and 
mild Henoch-Schonlein purpura nephritis was reported in 
another patient; both were suspected to be related to the 
study drug. No deaths were reported during the study.

Very few notable changes from baseline were observed 
in the laboratory tests. Any changes were generally small 
in both treatment groups for all parameters and were not 
considered to be clinically meaningful (Table 4). The inci-
dence of potassium values >5.5  mmol/l was observed in 
1.7% (5/295) of patients in the sacubitril/valsartan group 
and 0.7% (2/291) of patients in the olmesartan group. The 
incidence of potassium values <3.5 mmol/l was observed in 
6.1% (18/295) of patients in the sacubitril/valsartan group 
and 4.1% (12/291) of patients in the olmesartan group. 
No AEs or discontinuations related to hypokalemia were 
reported. Sodium values <130  mmol/l were reported in 1 
(0.3%) patient in each group.

DISCUSSION

Sacubitril/valsartan had previously shown superior effi-
cacy in reducing office and ambulatory BP vs. valsartan 
in Caucasian patients with essential hypertension, which 
included 12%–17% of patients aged ≥65 years.23 This is the 
first study to evaluate the efficacy and safety of sacubitril/
valsartan in elderly patients (≥65 years) with systolic hyper-
tension in comparison with an ARB, olmesartan. Sacubitril/
valsartan 200  mg provided superior efficacy to olmesartan 
20 mg in reducing msSBP (primary objective), msDBP and 
msPP, as well as 24-hour maSBP, maDBP, and maPP from 
baseline to week 10. Similarly, reductions from baseline 
in msSBP, msDBP, and msPP at week 14 were significantly 
greater in patients treated with sacubitril/valsartan 200–
400 mg vs. olmesartan 20–40 mg. The 24-hour ambulatory 
BP results at week 10 demonstrate that reductions in maSBP 
with sacubitril/valsartan were consistently greater than those 
with olmesartan throughout the 24-hour dosing period. Such 

Table 2. Office blood pressure by age subgroups at week 10 endpoint

Sacubitril/valsartan Olmesartan

Baseline value Change from baseline Baseline value Change from baseline

65 to <75 years subgroup

 N 239 239 220 220

 msSBP 160.24 ± 8.30 −22.63 ± 13.66 159.96 ± 7.86 −17.86 ± 15.72

 msDBP 85.92 ± 9.40 −8.68 ± 7.52 86.56 ± 9.92 −7.49 ± 9.32

≥75 years subgroup

 N 56 56 71 71

 msSBP 161.77 ± 8.91 −23.99 ± 16.02 160.08 ± 8.50 −11.64 ± 18.63

 msDBP 79.12 ± 9.40 −7.17 ± 8.51 81.20 ± 8.25 −3.47 ± 8.07

Data are presented as mean ± SD. Abbreviations: msDBP, mean sitting diastolic blood pressure; msSBP, mean sitting systolic blood pressure.
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results may be of particular importance in elderly patients, in 
whom BP is more variable.26 In such patients, ambulatory BP 
monitoring provides a more realistic method of assessing the 
effects of an antihypertensive agent than office BP.27

With aging, the structural and functional changes in large 
arteries lead to loss of arterial elasticity causing failure to effec-
tively counteract the pressure generated by the heart during 
systole, contributing to the elevation of SBP.28,29 While DBP 
remains either normal or decreases with age, the elevation of 
SBP alone in elderly patients leads to the widening of PP.1,28 This 
increase in PP with age is a surrogate marker of arterial stiffness 
and is considered a strong and independent predictor of CV 
risk above that of SBP alone.3,29,30 Similar to the 24-hour assess-
ment of SBP, ambulatory PP is more predictive of CV mor-
tality than office PP.31 Natriuretic peptides have vasodilatory 
effects that results in reduced aortic stiffness and characteristic 
impedance and thereby reducing SBP and PP. In our study, we 
observed not only significant reductions in office PP but also 
in 24-hour maPP with sacubitril/valsartan compared with olm-
esartan. These results suggest that sacubitril/valsartan may be a 
suitable therapeutic option to address arterial stiffness, which is 
one of the underlying causes of systolic hypertension.

Fewer patients required dose up-titration in the sacubi-
tril/valsartan group compared with the olmesartan group at 
week 10. Despite this, the reductions from baseline in msBP 
and msPP at week 14 in overall patients were significantly 
greater with sacubitril/valsartan than olmesartan.

BP reductions with sacubitril/valsartan appear not to be 
influenced by advanced age (≥75 years). At week 10, sacu-
bitril/valsartan provided similar effects on BP in patients 
aged between 65 and 75 years and those ≥75 years, whereas 
olmesartan was less effective in patients aged ≥75  years. 
Sacubitril/valsartan provided numerically greater BP reduc-
tions vs. olmesartan in the subgroup aged ≥75 years.

The proportion of patients achieving BP control was not 
demonstrated further at week 14 compared with week 10, 
despite a significant BP reduction observed between these 2 
time points. This could be due to the short treatment dura-
tion (4 weeks) with the high dose in this more difficult to 
control patient population. Future studies with longer dura-
tion may be needed to investigate this further.

Sacubitril/valsartan and olmesartan were generally well-
tolerated in this study, with AEs comparable across the 
groups. There were no reports of angioedema with sacu-
bitril/valsartan. The incidence of low-potassium levels 

Figure  3. Mean ambulatory blood pressure and mean ambulatory 
pulse pressure at week 10 endpoint. *P < 0.001 vs. olmesartan; error bars 
represent SE; endpoint represents data at week 10 or last observation 
carried forward; between-treatment difference presented as LSM (95% 
confidence interval). Abbreviations: LSM, least squares mean; maDBP, 
24-hour mean ambulatory diastolic blood pressure; maPP, 24-hour mean 
ambulatory pulse pressure; maSBP, 24-hour mean ambulatory systolic 
blood pressure.

Figure  4. Change from baseline in hourly mean ambulatory sys-
tolic blood pressure at week 10 endpoint. At each postdosing hour, 
only subjects with values at both baseline and endpoint are included. 
Abbreviation: SBP, systolic blood pressure.

Table 3. Adverse events and serious adverse events

Sacubitril/ 

valsartan n = 296

Olmesartan  

n = 292

Any serious adverse events 7 (2.4) 2 (0.7)

Any adverse eventsa 141 (47.6) 113 (38.7)

Common adverse eventsa

 Nasopharyngitis 24 (8.1) 18 (6.2)

 Hyperuricemia 11 (3.7) 19 (6.5)

 Upper respiratory tract 
infection

10 (3.4) 6 (2.1)

 Dizziness 6 (2.0) 2 (0.7)

Data are presented as n (%).
aFrequency ≥2.0% in any treatment group.

Table 4. Laboratory parameters

Laboratory test

Sacubitril/ 

valsartan n = 296

Olmesartan  

n = 292

Potassium

 ≥6.0 mmol/l 1/295 (0.3) 0/291 (0.0)

 >5.5 mmol/l 5/295 (1.7) 2/291 (0.7)

 <3.5 mmol/l 18/295 (6.1) 12/291 (4.1)

Creatinine >176.8 µmol/l 0/295 (0.0) 0/291 (0.0)

BUN >14.28 mmol/l 0/295 (0.0) 0/291 (0.0)

Sodium <130 mmol/l 1/295 (0.3) 1/291 (0.3)

Data are presented as n/m (%), where n is the number of 
patients with a designated value, m is the number of patients at 
risk for a designated value with a nonmissing value at postbaseline. 
Abbreviations: BUN, blood urea nitrogen.
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(<3.5 mmol/l) observed in the study was primarily observed 
in patients from the Philippines and was potentially attrib-
uted by site investigators to a low-potassium diet. Safety 
and tolerability of an antihypertensive drug are particularly 
important in elderly patients, as they are more likely to have 
renal and hepatic impairment that may affect the pharma-
cokinetics of the drug and suffer from orthostatic hypoten-
sion.32 In the elderly population, first-line treatments are 
diuretics and long-acting calcium channel blockers, followed 
by ARBs.29 Several studies have demonstrated that ARBs 
have greater efficacy and tolerability compared with other 
antihypertensive regimens in elderly populations;33,34,35 for 
example, in the LIFE study, a losartan-based regimen was 
shown to have greater beneficial effects on BP and PP vs. an 
atenolol-based regimen in patients aged ≥67 years compared 
with patients aged <67 years.35 In the present study, sacubi-
tril/valsartan has shown comparable safety and tolerability, 
with greater efficacy, vs. olmesartan in elderly patients.

There are 2 main limitations of this study. First, PP was cal-
culated, which is used as a surrogate marker of arterial stiffness. 
However, as the study was conducted over a relatively short 
time-frame, it is difficult to assess how the changes in PP could 
relate to arterial stiffness over the long term. Second, the results 
of this study are limited to Asian patients; therefore, these find-
ings must be extrapolated with caution to other ethnicities.

In a recently published PARAMETER trial in elderly 
patients (aged ≥60 years) with systolic hypertension and stiff 
arteries (PP >60 mm Hg), sacubitril/valsartan has demon-
strated superior efficacy over olmesartan in reducing clinic 
and ambulatory central aortic and brachial pressures.36

Overall, sacubitril/valsartan as first-in-class angiotensin 
receptor neprilysin inhibitor may offer an effective therapeu-
tic approach for treating systolic hypertension and its under-
lying causes in the elderly population. In the PARADIGM-HF 
trial, sacubitril/valsartan demonstrated superior reductions in 
the risk of CV death, HF hospitalization, and all-cause death 
compared with enalapril, the benefits of which were observed 
across all age groups (55 years, 55–64 years, 65–74 years, and 
≥75  years) in a post-hoc analysis.37 This demonstrates that 
sacubitril/valsartan provides clinical benefits to patients with 
hypertension and patients with HF.

In conclusion, sacubitril/valsartan may represent an effec-
tive therapeutic option in elderly Asian patients with systolic 
hypertension. In the present study, sacubitril/valsartan pro-
vided superior BP-lowering efficacy compared with the ARB 
olmesartan and was generally well-tolerated.

SUPPLEMENTARY MATERIAL

Supplementary data are available at American Journal of 
Hypertension online.
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