
Table S1. Summary the ongoing sacubitril/valsartan registered studies on ClinicalTrials.gov. 
# ID Title Stat

us 
Condition

s 
Study Design Population Interventi

ons 
Outcome  measures  Dates Fundin

g 
Location Remarks 

Acute Coronary Syndrome 

1 • NCT 
number:  
NCT050605
88    
 
• Other Ids:  
Sacu-HPT  

Sacubitril/
Valsartan 
Versus 
Valsartan 
for 
Hypertensi
ve 
Patients 
With Acute 
Myocardial 
Infarction 

Not 
yet 
recr
uitin
g 

•Myocardi
al 
Infarction  
 
•Hyperten
sion 

Study Type:  
Interventiona
l  
 
Phase:  
Phase 4  
 
Study 
Design:  
•Allocation: 
Randomized  
 
•Intervention 
Model:  
Parallel 
Assignment  
 
•Masking:  
Triple 
(Participant, 
Investigator, 
Outcomes 
Assessor)  
 
•Primary 
Purpose:  
Treatment  

Enrollment:  
200 
Participants  
Age:  
18 Years to 
75 Years 
(Adult, 
Older Adult)  
Gender:  
All 
 
Inclusion 
Criteria: 
•Diagnosed 
with new-
onset MI, 
either 
STEMI or 
NSTEMI, 
according 
to the fourth 
universal 
definition of 
MI 
(Thygesen 
et al. 2019), 
disease 
onset within 
7 days. 
•Patients 
are 
previously 
diagnosed 
with 
essential 
hypertensio
n or newly 
diagnosed 
with 
essential 
hypertensio
n. 
•Capable of 
giving 
signed 
informed 
consent, 
which 
includes 
compliance 
with the 
requirement
s and 

•Drug: 
Sacubitril
/  
Valsarta
n 
49/51mg/ 
Tab  
 
•Drug: 
Valsarta
n 
80mg/Ta
b 

Primary Outcome: 
•Rate of MACE events no.1 by phone calls and 
questionnaires 
•Rate of MACE events No.2 by phone calls and 
questionnaires  
•Rate of MACE events No.3 phone calls and 
questionnaires 
 
Secondary Outcome: 
•Left ventricular ejection fraction(LVEF) by 
echocardiography 
•Rate of post infarction angina by following up in the 
clinic 
•The rate of heart failure occurrence by following up 
in the clinic 
•Left ventricular end-diastolic volume(LVEDV) by 
echocardiography  

Study 
Start:  
October 
2021  
 
Primary 
Completi
on:  
October 
2022  
 
Study 
Completi
on:  
February 
2023  
 
First 
Posted:  
Septemb
er 29, 
2021 
 
Results 
First 
Posted:  
No 
Results 
Posted  
 
Last 
Update 
Posted:  
Septemb
er 29, 
2021 

•Qingd
ao 
Central 
Hospita
l 
 
Funder 
Type:  
•Other  

•Mengm
ei Li, 
Qingdao
,  
Shando
ng, 
China 

This 
study 
aims to 
assess 
the effect 
of 
Sacubitril
/Valsarta
n on 
short-
term 
prognosi
s in 
hyperten
sive 
patients 
with 
acute 
myocardi
al 
infarction 
compare
d against 
Valsarta
n. 



restrictions 
listed in the 
informed 
consent 
form (ICF) 
and the 
protocol. 
(exclusion 
details 
present in 
the study.) 



2 • NCT 
number: 
NCT038934
35  
 
• Other IDs: 
YIG0120190
2 
 
• Title 
Acronym: 
RSVP-AMI 

The Role 
of 
Sacubitril/
Valsartan 
in Post-
acute 
Myocardial 
Infarction 

Recr
uitin
g 

• Acute 
Myocardi
al 
Infarction 

• Study Type: 
Interventiona
l 
 
• Phase: Not 
Applicable 
 
• Allocation: 
Randomized 
 
• Intervention 
Model: 
Parallel 
Assignment 
 
• Masking: 
None (Open 
Label) 
 
• Primary 
Purpose: 
Treatment 

• 
Enrollment: 
100 
 
• Ages: 18 
Years and 
older  
 
• Gender: 
All 
 
• Inclusion:  
- Post-AMI 
patients 
who 
underwent 
successful 
PPCI and 
LVEF 
≤40%.. 
 
(exclusion 
details 
present in 
the study.) 

•Interven
tion: 
Sacubitril
/Valsarta
n 
 
•Compar
ator: 
Valsarta
n 

• Primary outcome:  
1. One week major adverse cerebrovascular and 
cardiovascular events (MACCE) [ Time Frame: 1 
week after AMI ] 
2. Twenty four weeks major adverse 
cerebrovascular and cardiovascular events 
(MACCE) [ Time Frame: 24 weeks after AMI ] 
3. Change in the ejection fraction during hospital 
stay, 3 months and 6 months after AMI. [ Time 
Frame: In hospital, 3 months and 6 months after 
AMI ] 
 
• Secondary outcome: 
Not provided 
 
(more details in the study.) 

• Study 
start: 
Decembe
r 1, 2018  
 
• Primary 
Completi
on: 
Septemb
er 1, 
2021  
 
• Study 
Completi
on:  
Septemb
er 1, 
2021 
 
• First 
Posted:  
March 
28, 2019  
 
• Results 
First 
Posted: 
 No 
Results 
Posted 
 
• Last 
Update 
Posted: 
June 1, 
2021 

.•Funde
r Type: 
Other  

• 
Andalus
ia 
Hospital
s,  
Alexand
ria, 
Egypt 

  



3 • NCT 
number: 
NCT049121
67  
 
• Other IDs: 
WestChinaH
-CVD-003 
 
 
• Title 
Acronym: 
PERI-
STEMI 

The 
Effects of 
Sacubitril-
Valsartan 
vs 
Enalapril 
on Left 
Ventricular 
Remodelin
g in ST-
elevation 
Myocardial 
Infarction 

Not 
yet 
recr
uitin
g 

• STEMI • Study Type: 
Interventiona
l 
 
• Phase: 
Phase 3 
 
• Allocation: 
Randomized 
 
• Intervention 
Model: 
Parallel 
Assignment 
 
• Masking: 
Single 
(Outcomes 
Assessor) 
 
• Primary 
Purpose: 
Treatment 

• 
Enrollment: 
376  
 
• Ages: 18 
Years to 75 
Years   
 
• Gender: 
All 
 
• Inclusion:  
- First-time 
ST-
segment 
elevation 
myocardial 
infarction 
based on 
the newest 
ESC 
guidelines 
 
- Timely 
primary 
percutaneo
us coronary 
intervention 
within 12 
hours from 
onset 
 
- Written 
informed 
consent 
acquired 
 
(exclusion 
details 
present in 
the study.) 

•Interven
tion: 
ARNI-
Sacubitril
-
Valsarta
n 
 
•Compar
ator: 
ACEI-
Enalapril 

• Primary outcome:  
1. LV remodeling index on CMR [ Time Frame: 6 
months ] 
 
• Secondary outcome: 
1. left ventricular (LV) ejection fraction [ Time 
Frame: 6 months ] 
2. global peak LV longitudinal strain [ Time Frame: 6 
months ] 
3. myocardial fibrosis [ Time Frame: 6 months ] 
4.Time to the first occurrence of a composite 
endpoint of adverse clinical events [ Time Frame: up 
to approximately 60 months ] 
(more details in the study.) 

• Study 
start: 
Novembe
r 2021  
 
• Primary 
Completi
on: 
March 
2022  
 
• Study 
Completi
on:  
June 
2026  
 
• First 
Posted:  
June 3, 
2021  
 
• Results 
First 
Posted: 
 No 
Results 
Posted 
 
• Last 
Update 
Posted: 
Septemb
er 29, 
2021 

• West 
China 
Hospita
l 
. 
• 
Funder 
Type: 
Other  

• West 
China 
Hospital
, 
Chengd
u, 
Sichuan
, China 

  



4 • NCT 
number: 
NCT041499
90  
 
• Other IDs: 
Version 1.4 
 
• Title 
Acronym: 
ARNiAMI 

Angiotensi
n-
Neprilysin 
Inhibition 
in Diastolic 
Dysfunctio
n 

Recr
uitin
g 

• 
Myocardi
al 
Infarction  
 
• Diastolic 
Dysfuncti
on 

• Study Type: 
Interventiona
l 
 
• Phase: 
Phase 2 
 
• Allocation: 
Randomized 
 
• Intervention 
Model: 
Parallel 
Assignment 
 
• Masking: 
Quadruple 
(Participant, 
Care 
Provider, 
Investigator, 
Outcomes 
Assessor) 
 
• Primary 
Purpose: 
Treatment 

• 
Enrollment: 
100 
 
• Ages: 50 
Years and 
older  
 
• Gender: 
All 
 
• Inclusion:  
- 
Documente
d ST 
segment 
elevation or 
non ST- 
myocardial 
infarction 
according 
to current 
guidelines 
- Complete 
revasculariz
ation 
- Age ≥50 
years 
- LVEF 
≥45% on 
echocardio
graphy 
performed 
within 72 
hours of the 
MI. 
- Diastolic 
dysfunction 
defined as: 
Ratio of 
early 
diastolic 
peak mitral 
inflow 
velocity (E) 
to early 
mitral 
annulus 
diastolic 
velocity (e') 
ratio > 8 
and at least 
moderate 
LA 
dilatation 
(LA volume 

index>34 
mL/m2). 

•Interven
tion: 
Entresto 
 
•Compar
ator: 
Placebo 

• Primary outcome:  
1. Central hemodynamics [ Time Frame: 26 weeks ] 
 
• Secondary outcome: 
1. Cardiac MRI [ Time Frame: 26 weeks ] 
2. Percentage of premature ventricular beats. [ Time 
Frame: 6 months ] 
3. Biomarkers [ Time Frame: 26 weeks ] 
4. Echocardiographic [ Time Frame: 26 weeks ] 
 
(more details in the study.) 

• Study 
start: 
October 
12, 2018  
 
• Primary 
Completi
on: 
October 
2022  
 
• Study 
Completi
on:  
May 
2023  
 
• First 
Posted:  
Novembe
r 4, 2019 
 
• Results 
First 
Posted: 
 No 
Results 
Posted 
 
• Last 
Update 
Posted: 
October 
14, 2021 

• Jacob 
Moller 
 
• 
Danish 
Heart 
Founda
tion 
 
• 
Odens
e 
Univers
ity 
Hospita
l 
 
• 
Rigsho
spitalet, 
Denma
rk 
 
. 
• 
Funder 
Type: 
Other  

• 
Depart
ment of 
Cardiolo
gy, 
Rigshos
pitalet, 
Copenh
agen, 
Denmar
k  
 
•Depart
ment of 
Cardiolo
gy, 
Odense 
Universi
tyhospit
al, 
Odense, 
Denmar
k 

  



-Signed 
informed 
consent 
(exclusion 
details 
present in 
the study.) 



5 • NCT 
number: 
NCT043423
51 
 
• Other IDs: 
CRP 

Early 
Treatment 
of ARNI on 
Myocardial 
Remodelin
g and 
Progress 

Not 
yet 
recr
uitin
g 

• 
Myocardi
al  
Infarction 

• Study Type: 
Interventiona
l 
 
• Phase: 
Phase 4 
 
• Allocation: 
Randomized 
 
• Intervention 
Model: 
Parallel 
Assignment 
 
• Masking: 
Double 
(Participant, 
Investigator) 
 
• Primary 
Purpose: 
Treatment 

• 
Enrollment: 
280 
 
• Ages: 18 
Years to 80 
Years 
 
• Gender: 
All 
 
• Inclusion:  
- Acute 
myocardial 
infarction 
(AMI) within 
1 months 
prior to 
recruitment; 
- Aged 18 
years or 
over and 
under 80 
years; 
- 
Randomize
d patients 
will have 
been 
hemodyna
mically 
stable, SBP 
≥100mmHg
, no 
symptomati
c 
hypotensio
n; 
- NYHA 

Class Ⅱ-

Ⅳ, HFrEF 

or HFpEF; 
- Elevated 
NT-proBNP 
or BNP at 
the time of 
screening; 
-Peak 
VO2/kg<16 
ml/kg/min 
by CPET 
(exclusion 
details 
present in 
the study.) 

•Interven
tion: 
Sacubitril
/Valsarta
n 
 
•Compar
ator: 
Perindop
ril 

• Primary outcome:  
1. Peak oxygen consumption (VO2)/kg [ Time 
Frame: 3 months ] 
2. Peak Oxygen Pulse (O2-Pulse) [ Time Frame: 3 
months ] 
3. LVEF [ Time Frame: 3 months ] 
 
• Secondary outcome: 
1. Peak VO2/kg change [ Time Frame: 6 months ] 
2. Peak Oxygen Pulse change [ Time Frame: 6 
months ] 
3. Ventilatory efficiency (VE/VCO2 slope) change [ 
Time Frame: 6 months ] 
4. LVEF change [ Time Frame: 6 months ] 
5. N-terminal Pro-brain Natriuretic Peptide (NT-
proBNP) change [ Time Frame: Baseline, 3, 6 
months ] 
6. The MOS item short form health survey, SF-36 [ 
Time Frame: baseline and 6 months ] 
(more details in the study.) 

• Study 
start: 
May 1, 
2020  
 
• Primary 
Completi
on: 
May 1, 
2021  
 
• Study 
Completi
on:  
Decembe
r 30, 
2021  
 
• First 
Posted:  
April 13, 
2020  
 
• Results 
First 
Posted: 
 No 
Results 
Posted 
 
• Last 
Update 
Posted: 
April 14, 
2020 

• RenJi 
Hospita
l 
. 
• 
Funder 
Type: 
Other  

• RenJi 
Hospital
, 
Shangh
ai  
JiaoTon
g 
Universi
ty, 
School 
of 
Medicin
e, 
Shangh
ai, 
Shangh
ai, 
China 

  

Heart Failure 



1 • NCT 
number:  
NCT039886
34    • Other 
Id's:  
CLCZ696D
US01 

Changes 
in NT-
proBNP 
and 
Outcomes, 
Safety, 
and 
Tolerability 
in HFpEF 
Patients 
With Acute 
Decompen
sated 
Heart 
Failure 
(ADHF) 
Who Have 
Been 
Stabilized 
During 
Hospitaliza
tion and 
Initiated 
In- hospital 
or Within 
30 Days 
Post- 
discharge 
(PARAGLI
DE-HF) 

Recr
uitin
g 

Heart 
Failure 
With 
Preserved 
Ejection 
Fraction 
(HFpEF) 

• Study Type: 
Interventiona
l 
 
• Phase: 
Phase 3 
 
• Allocation: 
Randomized 
 
• Intervention 
Model: 
Parallel 
Assignment 
 
• Masking: 
Double 
(Participant, 
Investigator) 
 
• Primary 
Purpose: 
Treatment 

• 
Enrollment: 
800 
 
• Age: 40 
Years and 
older 
(Adult, 
Older 
Adult) 
• Sex: All 
 
• Inclusion 
criteria: 
1. signed 
informed 
consent.  
 
2. ≥40 
years of 
age, male 
or female. 
 
3. 
Hospitalize
d for or 
within 30 
days 
following 
discharge 
of an acute 
decompens
ated 
HFpEF 
admission.  
 
4. Patients 
with a 
diagnosis of 
acute heart 
failure had 
to have 
symptoms 
and signs 
of fluid 
overload.  
 
5. HFpEF 
with most 
recent 
LVEF >40% 
(within past 
3 months). 
 
6. Elevated 
NT-proBNP 

or BNP at 
the time of 

•Drug: 
sacubitril
/ 
valsartan 
 
•Drug: 
valsartan 

• Primary outcome: [ Time Frame: Baseline to 
weeks 4 and 8 ] 
1. Proportional change in NT-proBNP from baseline 
to the average of weeks 4 and 8. 
 
• Secondary outcome: 
1. Composite hierarchical outcome [ Time Frame: 
Baseline to Weeks 4 and 8 ] 
2. Cumulative number of recurrent composite 
overtime [ Time Frame: Overtime ] 
3. Incidences of a composite endpoint of worsening 
renal function [ Time Frame: Overtime ] 
4. Proportional change in NT-proBNP from baseline 
to Week 8 [ Time Frame: Baseline to week 8 ] 
5. Proportional change from baseline in hs-Troponin 
(high sensitivity) at Weeks 4 and 8 [ Time Frame: 
Baseline to weeks 4 and 8 ] 
 
(more details in the study.) 

• Study 
Start: 
June 27, 
2019 
 
• Primary 
Completi
on: 
October 
31, 2022 
 
•Study 
Completi
on: 
October 
31, 2022 
 
• First 
Posted: 
June 17, 
2019 
 
• Results 
First 
Posted: 
No 
Results 
Posted 
 
• Last 
Update 
Posted: 
Decembe
r 6, 2021 

• 
Novarti
s 
Pharm
aceutic
als 
• 
Novarti
s 
 
• 
Funder 
type: 
Other 

• 
Novartis 
Investig
ative 
Site, 
Little 
Rock, 
Arkansa
s, 
United 
States 
 
• 
Novartis 
Investig
ative 
Site, 
Fresno, 
Californi
a, 
United 
States 
 
• 
Novartis 
Investig
ative 
Site, 
Long 
Beach, 
Californi
a, 
United 
States 
 
• 
Novartis 
Investig
ative 
Site, 
Los 
Angeles
, 
Californi
a, 
United 
States 
 
• 
Novartis 
Investig
ative 
Site, 
Orange, 
Californi
a, 

United 
States 

The 
study 
evaluate
d the 
effects of 
sacubitril
/valsarta
n vs. 
valsartan 
monothe
rapy in 
HFpEF 
(LVEF > 
40%) 
patients 
after 
hospitali
zation for 
acute 
decompe
nsated 
heart 
failure. 



screening. 
 
7. Has not 
taken an 
ACEi for 36 
hours prior 
to 
randomizati
on. 
 
(exclusion 
details 
present in 
the study.)  

 
•Novarti
s 
Investig
ative 
Site, 
San 
Diego, 
Californi
a, 
United 
States 
 
• 
Novartis 
Investig
ative 
Site, 
San 
Pablo, 
Californi
a, 
United 
States 
 
• 
Novartis 
Investig
ative 
Site, 
Santa 
Ana, 
Californi
a, 
United 
States 
 
• 
Novartis 
Investig
ative 
Site, 
Littleton, 
Colorad
o, 
United 
States 
 
• 
Novartis 
Investig
ative 
Site, 
West 
Hartford
, 

Connect
icut, 



United 
States 
 
• and 95 
more 



2 • NCT 
number:  
NCT045879
47    • Other 
Id's: 
Entresto 

Influence 
of 
Sacubitril/
Valsartan 
on 
Autonomic 
Cardiac 
Nervous 
System in 
Heart 
Failure 
Patients: 
an 
Explorator
y Study 

Recr
uitin
g 

• Heart 
Failure 
Patients 

• Study Type: 
Interventiona
l 
 
• Phase: Not 
Applicable 
 
• Allocation: 
N/A 
 
• Intervention 
Model: 
Single Group 
Assignment 
 
• Masking: 
None (Open 
Label) 
 
• Primary 
Purpose: 
Treatment 

• 
Enrollment: 
50 
 
• Age: 20 
Years to 99 
Years 
(Adult, 
Older Adult) 
 
• Sex: All 
 
• Inclusion 
criteria: 
1. written 
informed 
consent. 
 
2. Patients 
with 
symptomati
c severe 
heart failure 
with 
reduced 
ejection 
fraction 
(LVEF 
≤40%,) 
 
3. Age > 20 
years 
 
4. Sinus 
rhythm 
 
5. Suitable 
for a drug 
conversion 
from 
AT1/ACE 
inhibitors to 
sacubitril/va
lsartan 
 
(exclusion 
details 
present in 
the study.)  

• Drug: 
sacubitril
/ 
valsartan 

• Primary outcome: [ Time Frame: 24 months ] 
1. Changes in heart rate variability. 
2. Changes in left ventricular ejection fraction (%). 
3. Changes in mitral insufficiency grade. 
4. Changes in serum NT-proB-Type natriuretic 
peptide (ng/l). 
5. Changes in Serum creatinine level (mg/dl). 
6. Changes in glomerular filtration rate (ml/min). 
7. Changes in serum potassium level (mmol/l). 
 
(more details in the study.) 

• Study 
Start: 
April 1, 
2020 
 
• Primary 
Completi
on: April 
2022 
 
• Study 
Completi
on: April 
2022 
 
• First 
Posted: 
October 
14, 2020 
 
• Results 
First 
Posted: 
No 
Results 
Posted 
 
• Last 
Update 
Posted: 
October 
14, 2020 

• St. 
Josefs- 
Hospita
l 
Wiesba
den 
GmbH 
 
• 
Funder 
type: 
Other 

• St. 
Josefs-
Hospital 
Wiesba
den 
GmbH, 
Wiesba
den, 
German
y 

The 
study 
examine
s the 
effects of 
Sacubitril
/Valsarta
n on the 
autonomi
c cardiac 
nervous 
system 
in heart 
failure 
patients.  



3 •NCT 
number:  
NCT033004
27 
 
•Title 
Acronym:  
TurkuPET 

The 
Effects of 
Sacubitril/
Valsartan 
on Cardiac 
Oxygen 
Consumpti
on and 
Efficiency 
of Cardiac 
Work in 
Heart 
Failure 
Patients 
(TurkuPET
) 

Recr
uitin
g 

• Heart 
Failure 

Study Type: 
Interventiona
l 
 
• Phase: 
Phase 4  
 
• Allocation: 
Randomized 
 
• Intervention 
Model: 
Parallel 
Assignment 
 
• Masking: 
Quadruple 
(Participant, 
Care 
Provider, 
Investigator, 
Outcomes 
Assessor) 
 
• Primary 
Purpose: 
Treatment 

• 
Enrollment: 
60 
 
• Ages: 40 
to 80 years   
 
• Gender: 
All 
 
• Inclusion:  
1. 40-80 
years of 
age. 
 
2.Chronic 
HF with 
reduced EF 
(left 
ventricle EF 
25-35%) 
and NYHA 
class II-III 
symptoms. 
 
3.Systolic 
BP 110-160 
mm Hg 
 
4.Optimal 
standard 
HF therapy 
according 
to 
European 
Society of 
Cardiology 
(ESC) 
guidelines 
at a stable 
dose for at 
least 4 
weeks 
before the 
screening 
visit. 
 
• Exclusion 
criteria: 
1.Estimated 
glomerular 
filtration 
rate (eGFR) 
< 45 ml/min 
 
2.Serum 

potassium 
> 5.2 

•Interven
tion: 
Sacubitril
-
Valsarta
n 49 Mg-
51 mg 
BID or  
97 mg 
sacubitril
/103 mg 
valsartan 
BID 
 
•Compar
ator: 
Valsarta
n 80 mg 
BID or 
160 mg 
BID 

• Primary outcome:  
1. Change from baseline in cardiac oxygen 
consumption and efficiency of cardiac work [ Time 
Frame: baseline, at week 6 ] 

•Study 
Start:  
July 5, 
2018 
 
•Primary 
Completi
on:  
Septemb
er 16, 
2022 
 
•Study 
Completi
on:  
Decembe
r 16, 
2022 
 
•First 
Posted:  
October 
3, 2017 
 
•Results 
First 
Posted:  
No 
Results 
Posted 
 
•Last 
Update 
Posted:  
April 1, 
2021 

Novarti
s 
Pharm
aceutic
als 
 
Funder 
type:  
- 
Industr
y 

•Novarti
s 
Investig
ative 
Site, 
Turku, 
Finland 

The 
study will 
assess 
the 
effects of 
6 weeks 
of stable 
sacubitril
/valsarta
n 
therapy, 
as 
compare
d with 
valsartan 
therapy, 
on 
cardiac 
oxygen 
consump
tion and 
the 
efficienc
y of 
cardiac 
work in 
patients 
with 
NYHA II-
III heart 
failure 
(HF) and 
reduced 
systolic 
function 
using 
11C-
acetate 
positron 
emission 
tomogra
phy 
(PET) 
and 
echocard
iography. 



mmol/l and 
creatinine 
>1.5 x ULN 



4 • NCT 
number:  
NCT042065
01      • Title 
Acronym:  
(OPTIMED-
HF)     • 
Other Ids:  
00003638   

OptiVol for 
Precision 
Medical 
Managem
ent of 
Heart 
Failure 

Recr
uitin
g  

•Ischemic 
and Non-
ischemic 
Cardiomy
opathy 

Study Type:         
Interventiona
l  (Clinical 
Trial) 
 
Phase: 
•Not 
Applicable 
 
Study 
Design:  
•Allocation: 
Randomized 
 
•Intervention 
Model:         
Parallel 
Assignment 
 
•Masking:         
None (Open 
Label) 
 
•Primary 
Purpose:         
Treatment 

Estimated 
Enrollment:         
30 
participants 
Age:  
18 Years to 
85 Years   
(Adult, 
Older Adult) 
Gender:  
All 
 
Inclusion 
Criteria: 
 
•ICD 
implantatio
n per 
guidelines 
for primary 
prevention 
in patients 
with 
ischemic 
and non-
ischemic 
cardiomyop
athy ≥3 
calendar 
months 
ago. 
•SMART 
Phone or 
tablet with 
Bluetooth 
capability 
with 
internet 
access. 
•No other 
identifiable 
reversible 
cause 
explaining 
the left 
ventricular 
dysfunction 
(exclusion 
details 
present in 
the study.) 

Device: 
Medtroni
c ICD 
with Opti 
Vol-
Monitor 

Primary Outcome: 
•The rate of change in medical management with 
beta-blockers, diuretics and sacubitril/Valsartan 
(defined as initiation, termination, switch, or dosing 
adjustment) in the intervention group compared to 
usual care.  
 
Secondary Outcome: 
•Recurrent changes to medication type reflecting 
ongoing personalized optimization. 
•Recurrent changes to medication dosing reflecting 
ongoing personalized 
•Mean changes in functional status (measured by 6-
minute walk distance) in the intervention vs. control 
groups.  
•Percentage change in average daily activity level. 
•Quality of life (measured by Kansas City 
Cardiomyopathy Questionnaire) in the intervention 
vs. control groups. 
(and 4 more) 

Study 
Start:  
February 
5, 2020 
 
Primary 
Completi
on: 
Septemb
er 2021  
 
Study 
Completi
on: 
January 
2022  
 
First 
Posted:  
Decembe
r 20, 
2019  
 
Results 
First 
Posted:  
No 
Results 
Posted  
 
Last 
Update 
Posted:  
April 6, 
2021  

•Univer
sity of 
Roches
ter  
•Medtro
nic 
  
Funder 
Type: 
•Other  
•Industr
y  

•Univers
ity of 
Rochest
er 
Medical 
Center         
Rochest
er, New 
York, 
United 
States 
 
•The 
Israeli 
Center 
for 
Cardiov
ascular 
Reseac
h 

This 
clinical 
study is 
designed 
to show 
that a 
multidisci
plinary 
team 
following 
a pre-
specified 
standard 
of care 
medicati
on 
decision 
model 
based on 
data 
from an 
implante
d 
cardiover
ter 
device 
will 
increase 
the rate 
of 
change 
in 
Guidelin
e 
Directed 
Medical 
Therapy 
(GDMT) 
in the 
interventi
on group 
compare
d to the 
conventi
onal 
group in 
patients 
with 
ischemic 
and non-
ischemic 
cardiomy
opathies. 



5 • NCT 
number: 
NCT051177
36   
 
•Other 
Study ID 
Numbers: 
ICM 2021-
2942 
 
• Title 
Acronym: 
PARACYS-
RV 

ARNI 
Versus 
plAcebo in 
Patients 
With 
Congenital 
sYStemic 
Right 
Ventricle 
Heart 
Failure 
(PARACY
S-RV) 

Not 
yet 
recr
uitin
g  

•Systemic 
Right 
Ventricle 
dysfunctio
n  
 
 
•Heart 
Failure 

• Study Type: 
Interventiona
l 
 
•Phase:Not 
Applicable 
 
•Allocation: 
Randomized 
 
•Intervention 
Model: 
Crossover 
Assignment 
 
•Masking: 
Quadruple 
(Participant, 
Care 
Provider, 
Investigator, 
Outcomes 
Assessor) 
 
•Primary 
Purpose: 
Treatment 

• 
Enrollment: 
48 
 
• Ages: 18 
Years and 
older  
 
• Gender: 
All 
 
Inclusion 
Criteria: 
1. Age > or 
egal18 
years with 
clinical 
follow-up at 
the 
Montreal 
Heart 
Institute 
Adult 
Congenital 
Heart 
Center 
 
2. Systemic 
right 
ventricle 
(transpositi
on of great 
vessels and 
atrial switch 
or 
congenitally 
corrected 
transpositio
n of great 
vessels) 
 
3. Moderate 
to severe 
systemic 
right 
ventricle 
dysfunction 
by 
transthoraci
c 
echocardio
graphy 
(TTE) or 
right 
ventricle 
ejection 

fraction 
(RVEF) 

•Interven
tion 
Drug: 
Sacubitril 
/ 
Valsarta
n  
each 
patient 
will be 
randomiz
ed to 
active 
therapy 
(50, 100, 
or 200 
mg bid of 
Sacubitril
/Valsarta
n based 
on the 
run-in 
phase)  
 
•Compar
ator: 
Drug: 
Placebo 

• Primary outcome: [ Time Frame: End of each arm 
treatment at 32 weeks and 58 weeks.] 
1. Change of sub-maximal total exercise duration 
 
2. Change of NT-proBNP level 
 
 
• Secondary outcome:  [ Time Frame: End of each 
arm treatment at 32 weeks and 58 weeks.] 
1. Change of quality of life measured by Kansas City 
Cardiomyopathy Questionnaire-12 Score 
 
2. Change of number of participants with treatment- 
related adverse events as assessed by CTCAE v4.0 

•Study 
Start:  
Novembe
r 15, 
2021 
 
•Primary 
Completi
on:  
Novembe
r 1, 2023 
 
•Study 
Completi
on:  
Novembe
r 12, 
2024 
 
•First 
Posted:  
Novembe
r 11, 
2021 
 
•Results 
First 
Posted:  
No 
Results 
Posted 
 
•Last 
Update 
Posted:  
Novembe
r 22, 
2021 

• 
Novarti
s 
Pharm
aceutic
als 
 
• 
Montre
al 
Heart 
Institut
e 
 
•Funde
r type: 
Industr
y, 
others. 

N/A. to 
assess 
the 
efficacy 
of 
Sacubitril
/Valsarta
n over 
placebo 
in 
improvin
g 
exercise 
capacity 
and 
neurohor
monal 
activatio
n in 
adults 
with 
moderat
e to 
severe 
systemic 
RV 
dysfuncti
on and 
NYHA 
class II 
or III 
symptom
s. 



<40% by 
MRI 
 
4. NYHA 
Functional 
class II-III 
symptoms 
or peak 
exercise 
capacity 
<80% of 
predicted 
on a 
previous 
standard 
treadmill 
exercise 
stress test 
(usually 
done every 
two years in 
our 
congenital 
clinic). 
 
5. Ability to 
provide 
informed 
consent to 
the study 
 
6. Access 
or own a 
telephone 
and/or 
access to 
internet 
connection 
for 
teleconfere
nce call 
 
7. Own a 
mailing 
address to 
receive the 
medication 
by post 
(FedEx or 
Dicom) 
 
8. Able to 
perform 
self-
measureme
nt of the 

blood 
pressure 



using 
Upper Arm 
Digital 
Blood 
Pressure 
Monitor as 
recommend
ed by 
Hypertensio
n Canada. 
 
( exclusion 
details 
present in 
the study.) 



6 • NCT 
number:NC
T04107220 
 
•Other 
Study ID 
Numbers : 
CAN0014 

Compariso
n of BNP 
and NT-
proBNP in 
the 
Managem
ent of 
Patients 
With 
Chronic 
and Acute 
Heart 
Failure 

Unk
now
n 
stat
us  

•Heart 
Failure 

Study Type: 
Interventiona
l 
 
•Phase: 
Not 
Applicable 
 
•Allocation: 
N/A 
 
•Intervention 
Model: 
Single Group 
Assignment 
 
•Masking: 
None (Open 
Label) 
 
•Primary 
Purpose: 
Treatment 

•Enrollment
: 300 
 
•Age: 18 
Years and 
older 
 
• Gender: 
All 
 
•Inclusion 
Criteria: 
1. Out 
Patient 
Protocol - 
Patients 
with chronic 
heart failure 
being 
followed in 
the heart 
failure clinic 
eligible to 
switch 
angiotensin 
converting 
enzyme 
inhibitors 
(ACEI) or 
angiotensin 
receptor 
blockers 
(ARB) to 
ARNI 
(Entresto). 
 
2. In Patient 
Protocol - 
Patients 
admitted 
due to 
acute 
decompens
ated heart 
failure 
 
( exclusion 
details are 
not 
available in 
the study.) 

•Interven
tion :One 
arm 
study 
patients 
•Drug: 
Sacubitril
/ 
Valsarta
n 

• Primary outcome: 
 
1. Out Patient Protocol [ Time Frame: Baseline, 2 
weeks, 4 weeks, 6 months, and 12 months ] 
 
2.In Patient Protocol [ Time Frame: Admission, 
discharge, 30th day post-discharge, 60th day post-
discharge, and 180 days post discharge ] 

•Study 
Start:  
June 
2016 
 
•Primary 
Completi
on:  
May 
2017 
 
•Study 
Completi
on:  
June 
2020 
 
•First 
Posted:  
Septemb
er 27, 
2019 
 
•Results 
First 
Posted:  
No 
Results 
Posted 
 
•Last 
Update 
Posted:  
Septemb
er 27, 
2019 

•Unity 
Health 
Toronto 
 
•Alere, 
Inc.  
 
•Funde
r type: 
Industr
y, 
others. 

•St. 
Michael'
s 
Hospital
, 
Toronto, 
Ontario, 
Canada 

The 
purpose 
of this 
study is 
to 
compare 
the 
changes 
in B-type 
Natriureti
c 
Peptide 
(BNP) 
and 
amino-
terminal 
fragment 
of 
proBNP 
(NT-
proBNP) 
in 
outpatien
ts 
manage
d in the 
heart 
failure 



7 • NCT 
number: 
NCT041072
20  
 
•Title 
Acronym: 
REVERSE-
LVH 
 
•Other Ids: 
2018/2182 

Role of 
ARNi in 
Ventricular 
Remodelin
g in 
Hypertensi
ve LVH 
(REVERS
E-LVH) 

Recr
uitin
g 

• 
Hypertens
ive Heart 
Disease 

•Study Type: 
Interventiona
l 
 
•Phase: 
Phase 3 
 
 
•Allocation: 
Randomized 
 
•Intervention 
Model: 
Parallel 
Assignment 
 
•Masking: 
Single 
(Outcomes 
Assessor) 
 
•Primary 
Purpose: 
Treatment 

•Enrollment
: 100 
 
•Age: 21  to 
80 Years 
 
• Gender: 
All 
 
•Inclusion 
Criteria: 
1. 
Increased 
left 
ventricular 
mass on 
cardiovascu
lar 
magnetic 
resonance 
(based on 
established 
local age- 
and sex-
specific 
CMR 
ranges) 
2. Essential 
hypertensio
n 
 
•Exclusion 
Criteria: 
1. Known 
secondary 
causes of 
hypertensio
n 
2.Previous 
intolerance 
to 
angiotensin 
receptor 
blockers 
3.History of 
heart failure 
4. Stage 
IV/V 
chronic 
renal 
disease 
(eGFR < 
30ml/min/1.
73m2) 
5. Patients 
with serum 

potassium 
> 5.2 

•Interven
tion: 
Treatme
nt Arm 
Entresto 
(valsarta
n/sacubit
ril) 
100mg 
once a 
day 
 
•Compar
ator: 
Controlle
d Arm 
Valsarta
n 40mg 
once a 
day 

• Primary outcome: [ Time Frame: 52 weeks ] 
1. Fibrosis volume 
 
• Secondary outcome: [ Time Frame: 52 weeks ] 
1.Left ventricular mass measured on CMR 
2. Biomarker/biochemistry 

•Study 
Start:  
May 27, 
2021 
 
•Primary 
Completi
on: 
 July 
2023 
 
•Study 
Completi
on:  
January 
2024 
 
•First 
Posted:  
Decembe
r 2, 2020 
 
•Results 
First 
Posted:  
No 
Results 
Posted 
 
•Last 
Update 
Posted:  
July 13, 
2021 

•Yale 
Univers
ity 
 
•Funde
r type: 
Other 

•Yale 
New 
Haven 
Hospital
, New 
Haven, 
Connect
icut, 
United 
States 

they will 
be 
examinin
g a novel 
therapy 
that has 
the 
potential 
to induce 
regressio
n cardiac 
hypertro
phy and 
fibrosis. 



mmol/L 
(mEg/L) at 
Visit 1 
6.History of 
cardiovascu
lar events 
(myocardial 
infarction, 
strokes and 
transient 
ischemic 
attacks) 
7. Known 
atrial 
fibrillation 
8. Being 
unable to 
understand 
or comply 
with study 
procedures 
(including 
CMR) 
9. History 
or presence 
of any other 
disease 
with a life 
expectancy 
of < 3 years 
10. 
Pregnant or 
nursing 
(lactating) 
women 



8 • NCT 
number:  
NCT046882
94 
 
• Other Id's:  
3/2019 

The Bio-
Clinical 
Effects of 
the 
(Sacubitril-
Valsartan) 
Combinati
on on 
Patients 
With 
Chronic 
Heart 
Failure. 

Recr
uitin
g 

• Heart 
Failure 

• Study Type: 
Interventiona
l 
 
• Phase: 
Phase 4 
 
• Allocation: 
Non- 
Randomized 
 
• Intervention 
Model: 
Parallel 
Assignment 
 
• Masking: 
None (Open 
Label) 
 
• Primary 
Purpose: 
Treatment 

• 
Enrollment: 
60 
 
• Age: 40 
Years to 60 
Years 
(Adult) 
 
• Sex: All 
 
• Inclusion 
criteria:  
1. Age 40 - 
60 years. 
 
2. Patients 
with chronic 
congestive 
heart failure 
class ( II-IV) 
symptoms 
according 
to (NYHA) 
classificatio
n. 
 
3. Left 
Ventricular 
Ejection 
Fraction of 
40% or 
less. 
 
4. NT-
proBNP 
level of at 
least ≥400 
pg/mL. 
 
5. ACEI or 
ARB 
therapy 
with stable 
dose for 
prior 4 
weeks, 
equivalent 
to enalapril 
≥ 10 
mg/day. 
 
(exclusion 
details 
present in 
the study.)  

• Drug: 
Sacubitril
-
Valsarta
n 

• Primary outcome:  
1. change in NTproBNP plasma concentration [ 
Time Frame: at baseline ] 
2. change in NTproBNP plasma concentration [ 
Time Frame: at 6 months ] 
3. severity of congestive heart failure. [ Time Frame: 
at baseline ] 
4. severity of congestive heart failure. [ Time Frame: 
at 6 months ] 
 
• Secondary outcome: [ Time Frame: every month, 
up to 6 months ] 
1. change in plasma potassium concentration. 
2. change in serum sodium concentration. 
3. change in serum creatinine. 
 
(more details in the study.) 

• Study 
Start: 
January 
1, 2021 
 
• Primary 
Completi
on: May 
2021 
 
• Study 
Completi
on: June 
2021 
 
•First 
Posted: 
Decembe
r 29, 
2020 
 
•Results 
First 
Posted: 
No 
Results 
Posted 
 
•Last 
Update 
Posted: 
April 14, 
2021 

• Amir 
Safwat 
 
• Suez 
Canal 
Univers
ity 
 
• 
Funder 
type: 
Other 

Wadi El-
Neel 
Hospital
, Cairo, 
Egypt 

Evaluate 
the bio-
clinical 
effects of 
Entresto 
in the 
treatmen
t of 
congesti
ve heart 
failure 
patients. 



9 • NCT 
number: 
NCT050214
19 
 
• Other IDs: 
Qehkl 
 
• Title 
Acronym: 
SHORT 

Efficacy of 
a 
Streamline
d Heart 
Failure 
Optimizati
on 
Protocol 

Not 
yet 
recr
uitin
g 

• Heart 
Failure 
With 
Reduced 
Ejection  
Fraction  
 
 
• Chronic 
Heart  
Failure 

• Study Type: 
Interventiona
l 
 
• Phase:  
Not 
Applicable 
 
• Allocation: 
Randomized 
 
• Intervention 
Model: 
Parallel 
Assignment 
 
• Masking: 
None (Open 
Label) 
 
• Primary 
Purpose: 
Treatment 

• 
Enrollment: 
60 
 
• Ages: 18 
Years and 
older  
 
• Gender: 
All 
 
• Inclusion:  
1. Ejection 
fraction of 
less than 
35% 
 
2. 
Increased 
NT-pro 
BNP levels 
> 600 pg 
per milliliter 
or ≥400 pg 
per milliliter 
if they had 
been 
hospitalized 
for heart 
failure 
within the 
previous 12 
months. 
 
(exclusion 
details 
present in 
the study.) 

•Interven
tion: 
Streamli
ned 
protocol 
arm 
 
•Compar
ator: 
Standard 
Arm 

• Primary outcome: 
1. Time to point of optimization [ Time Frame: 
Maximum follow-up 6 months ] 
 
• Secondary outcome: [ Time Frame: Maximum 
follow-up 6 months ] 
1. Degree of optimization reached 
2. Number of appointments required 
3. Number of Complications. 
4. Change in NT-pro BNP 
5. Symptomatic change 
6.Composite of cardiovascular death and worsening 
heart failure 
 
(more details in the study.) 

• Study 
start: 
 August 
2021  
 
• Primary 
Completi
on: 
 August 
2022 
 
• Study 
Completi
on:  
 February 
2023  
 
• First 
Posted:  
 August 
25, 2021 
 
• Results 
First 
Posted: 
 No 
Results 
Posted 
 
• Last 
Update 
Posted: 
 August 
25, 2021 

• The 
Queen 
Elizabe
th 
Hospita
l King's 
Lynn 
NHS 
Founda
tion 
Trust 
 
• 
Novarti
s 
Pharm
aceutic
als 
 
 
•Funde
r Type: 
Other  

• Queen 
Elizabet
h 
Hospital  
King's 
Lynn, 
King's 
Lynn,  
Norfolk, 
United 
Kingdo
m 

  



1
0 

• NCT 
number: 
NCT048729
59 
 
• Other IDs: 
Pro0004739
2 
 
• Title 
Acronym: 
TRANSFOR
MHFrEF 

TRANSFO
RM Heart 
Failure 
With 
Reduced 
Ejection 
Fraction 

Not 
yet 
recr
uitin
g 

• Heart 
Failure,  
Systolic 

• Study Type: 
Interventiona
l 
 
• Phase: Not 
Applicable 
 
• Allocation: 
Randomized 
 
• Intervention 
Model: 
Parallel 
Assignment 
 
• Masking: 
Double 
(Participant, 
Care 
Provider) 
 
• Primary 
Purpose: 
Treatment 

• 
Enrollment: 
3072  
 
• Ages: 18 
Years and 
older  
 
• Gender: 
All 
 
• Inclusion:  
- Age ≥18 
years. 
 
- Clinical 
diagnosis of 
HF with EF 
≤40% 
documente
d within 1 
year of 
enrollment 
 
- Receiving 
≥1 oral 
medication 
for HF at 
study 
enrollment 
(including 
diuretics, 
ACEI/ARB/
ARNI, beta-
blockers, 
MRA, 
SGLT2i or 
thiazide 
diuretics. 
 
(exclusion 
details 
present in 
the study.) 

•Interven
tion: 
Interventi
onal- 
Health 
Reveal 
 
•Compar
ator: 
Usual 
Care 
Arm 

• Primary outcome:  
1. Average composite endpoint of target dose 
achievement for the main classes of drugs 
(RASi/beta blockers/MRA/SGLT2i) among eligible 
patients without documented contraindications or 
intolerance. [ Time Frame: baseline to 6 months ] 
 
• Secondary outcome: 
1. Relative change in actual achieved doses of 
individual classes of pivotal therapies (RASi/beta 
blocker/ MRA/SGLT2i). [ Time Frame: baseline to 6 
months ] 
 
2. Change in achievement of target doses [ Time 
Frame: baseline to 6 months ] 
 
(more details in the study.) 

• Study 
start: 
October 
2021  
 
• Primary 
Completi
on: 
January 
2023  
 
• Study 
Completi
on:  
May 
2024  
 
• First 
Posted:  
May 5, 
2021  
 
• Results 
First 
Posted: 
 No 
Results 
Posted 
 
• Last 
Update 
Posted: 
Septemb
er 5, 
2021 

• 
Massac
husetts 
Genera
l 
Hospita
l 
. 
• 
Americ
an 
College 
of 
Cardiol
ogy 
 
 
• 
Funder 
Type: 
Other  

• Not 
posted 
yet 

  



1
1 

• NCT 
number: 
NCT036080
85 
 
• Other IDs: 
1087691-2  

Communit
y 
Pharmacy 
Medication 
Therapy 
Managem
ent for 
Heart 
Failure 

Recr
uitin
g 

• Heart 
Failure 

• Study Type: 
Interventiona
l 
 
• Phase: Not 
Applicable 
 
• Allocation: 
Non-
Randomized 
 
• Intervention 
Model: 
Single Group 
Assignment 
 
• Masking: 
None (Open 
Label) 
 
• Primary 
Purpose: 
Health 
Services 
Research 

• 
Enrollment: 
83 
 
• Ages: 18 
Years and 
older 
 
• Gender: 
All 
 
• Inclusion:  
-  All 
licensed 
pharmacist
s aged ≥18 
years that 
are 
employed 
at least part 
time 
(minimum 
of 4 hours 
per week) 
in a 
community 
pharmacy 
located in 
either 
Newport or 
Bristol 
Counties.- 
Implanted 
with an ICD 
or CRT-D 
within 2 
weeks 
- All 
licensed 
pharmacist
s who 
anticipate 
working in a 
community 
pharmacy 
located in 
either 
Newport or 
Bristol 
Counties 
for the next 
6 months 
- Able to 
sign 
informed 
consent 

The State 
of Rhode 

•Interven
tion: 
Pharmac
ist Heart 
failure 
MTM 
training 
 
•Compar
ator: 
Patient 
Heart 
failure 
MTM 
interventi
on 

• Primary outcome:  
1. Change in the 31-item MTM self-efficacy scale [ 
Time Frame: baseline to 180 days ] 
 
• Secondary outcome: 
1.Change in the Conditions of Work Effectiveness 
Questionnaire II (CWEQ-II Scale) [ Time Frame: 
baseline to 180 days ] 
 
(more details in the study.) 

• Study 
start: 
May 23, 
2018  
 
• Primary 
Completi
on: 
January 
1, 2023  
 
• Study 
Completi
on:  
January 
1, 2023  
 
• First 
Posted:  
July 31, 
2018  
 
• Results 
First 
Posted: 
 No 
Results 
Posted 
 
• Last 
Update 
Posted: 
October 
11, 2021 

• 
Provide
nce VA 
Medical 
Center 
• 
Lifespa
n 
• 
Univers
ity of 
Rhode 
Island 
 
• 
Funder 
Type: 
U.S.  
Fed  
 and 
Other  

• Ocean 
State 
Researc
h  
Institute, 
Provide
nce, 
Rhode 
Island, 
United 
States  
 
• 
Provide
nce 
VAMC, 
Provide
nce, 
Rhode 
Island, 
United 
States 

  



Island 
pharmacy 
licensure 
requirement
s are as 
follows: 
- 
Completion 
of a first 
professiona
l degree 
program in 
pharmacy 
located 
within the 
United 
States and 
accredited 
by the 
American 
Council on 
Pharmaceu
tical 
Education. 
- 
Completion 
of 1,500 
internship 
hours. 
- Passage 
of the North 
American 
Pharmacist 
Licensure 
Examinatio
n 
(NAPLEX), 
administere
d through 
the National 
Association 
of Boards 
of 
Pharmacy. 
- Passage 
of the 
Multistate 
Pharmacy 
Jurispruden
ce 
Examinatio
n (MPJE) 
for Rhode 
Island, 
administere
d through 

the National 
Association 



of Boards 
of 
Pharmacy. 
(exclusion 
details 
present in 
the study.) 



1
2 

• NCT 
number: 
NCT038217
01  
 
•Other Ids: 
XJTU1AF- 
CRF-2018-
019 

Effect of 
Angiotensi
n-
Neprilysin 
Inhibition 
(ARNI) on 
Prognosis 
of Chronic 
Heart 
Failure 

Recr
uitin
g 

•Chronic 
Heart 
Failure 

•study Type: 
Interventiona
l 
 
•Phase:Not 
Applicable 
 
•Allocation: 
Randomized 
 
•Intervention 
Model: 
Parallel 
Assignment 
 
•Masking: 
None (Open 
Label) 
 
•Primary 
Purpose: 
Treatment 

•Enrollment
: 340 
 
•Age: 18 
Years and 
older 
 
• Gender: 
All 
 
•Inclusion 
Criteria: 
1. Age ≥ 18 
2. HFrEF, 
defined as 
LVEF≤40% 
and New 
York Heart 
Association 
(NYHA) 
class ≥ II. 
3. Plasma 
NT-proBNP 
≥ 600 
pg/ml, or 
NT-proBNP 
≥ 400 pg/ml 
if patients 
have been 
hospitalized 
for heart 
failure in 12 
months. 
4.If patients 
have been 
taking 
ACEI/ARB 
at 
recruitment, 
a stable 
dose 
equivalent 
to at least 
10mg/day 
of enalapril 
will be 
required. 
5. 
Volunteer 
for the 
study and 
sign the 
informed 
consent. 
 
Exclusion 

Criteria: 
1.Symptom

•Interven
tion:Drug
: 
Entresto 
Sacubitril 
Valsarta
n 
Sodium 
Tablets, 
100mg 
bid. 
 
 
•Compar
ator:Drug
: 
ACEI/AR
B 
Choose 
one of 
ACEI/AR
B 
accordin
g to the 
clinical 
condition 
among 
the 
whole 
study. 

• Primary outcome: 
1.Cardiovascular events [ Time Frame: From date of 
randomization until the date of first documented 
progression or date of death from any cause, 
whichever came first, assessed up to 12 months ] 
 
 
• Secondary outcome: [ Time Frame: Test in 1, 3, 6, 
12 months comparing to the baseline. ] 
1.Six-minutes walking test  
2.Left ventricular ejection fraction LVEF 

•Study 
Start:  
June 1, 
2018 
 
•Primary 
Completi
on: 
January 
31, 2021 
 
•Study 
Completi
on: 
January 
31, 2022 
 
•First 
Posted:  
January 
30, 2019 
 
•Results 
First 
Posted:  
•No 
Results 
Posted 
 
Last 
Update 
Posted:  
August 7, 
2019 

•First 
Affiliate
d 
Hospita
l Xi'an 
Jiaoton
g 
Univers
ity 
•Baoji 
Central 
Hospita
l 
•First 
Affiliate
d 
Hospita
l Xi'an 
Medical 
Univers
ity 
 
•Funde
r type: 
Other 

•First 
Affiliate
d 
Hospital 
of Xi'an 
Jiaotong 
Universi
ty, Xi'an, 
Shaanxi
, China 

they 
apply 
this trial 
to find if 
ARNI 
could 
replace 
ACEI/AR
B to 
provide 
insights 
for better 
treatmen
t of 
chronic 
heart 
failure in 
China. 



atic 
hypotensio
n, systolic 
blood 
pressure < 
95 mmHg 
at baseline. 
2. eGFR < 
30 
ml(/min*1.7
3m2) at 
baseline. 
3.Serum 
potassium 
> 5.4 
mmol/L at 
baseline. 
4. 
Contraindic
ation of 
ACEI or 
ARB. 



1
3 

• NCT 
number:  
NCT042350
62     • Other 
Id's:  
CHF201901   
• Title 
Acronym: 
NATRIUM-
HF 

NATriureti
c 
Response 
to 
Expansion 
and 
dIUretics 
in huMans 
With Heart 
Failure 

Not 
yet 
recr
uitin
g 

•Heart 
Failure 

Study Type: 
Interventiona
l.  
 
Phase: Not 
Applicable.     
  
•Allocation: 
N/A  
 
•Intervention 
Model: 
Single Group 
Assignment 
  
•Masking: 
None (Open 
Label)  
 
•Primary 
Purpose: 
Basic 
Science.  

•Enrollment
:  
230 
participants
.         
 
•Age: 18 
Years to 79 
Years 
(Adult, 
Older 
Adult).    
 
•Gender: 
All.      
 
Inclusion 
Criteria: 
  
•Age ≥18 to 
<80 years. 
•Ambulator
y patients 
with a 
diagnosis of 
stable 
NYHA class 
II heart 
failure with 
left 
ventricular 
ejection 
fraction 
<40%, for 
whom 
sacubitril/va
lsartan 
(Entresto®) 
is indicated 
as 
recommend
ed by ESC 
guidelines 
and are 
about to be 
switched to 
Entresto® 
therapy. 
•Stable oral 
doses of 
ACEi or 
ARB, beta-
blocker, 
mineralocor
ticoid 
antagonist 

(MRA), and 
loop 

•Drug: 
Ringer's 
(8.6 g/L 
sodium 
chloride, 
0.33 g/L 
calcium 
chloride, 
0.3 g/L 
potassiu
m 
chloride) 
Solution 
 
 •Drug: 
Intraveno
us Bolus 
Furosemi
de 

Primary Outcome:   
•Natriuretic response to intravascular volume 
expansion.   
•Natriuretic response to IV diuretic administration.  
 
Secondary Outcome:  
•Natriuretic peptide (NP) response to intravascular 
volume expansion    
•Natriuretic peptide response to IV diuretic 
administration   
•Diuretic response    
•Changes in dyspnea as measured by a 1-10 scale 
in response to intravascular fluid expansion, and 
diuretic administration     

Study 
Start: 
April 1, 
2020.  
 
Primary 
Completi
on: July 
31, 2021.  
 
Study 
Completi
on: July 
31, 2021.  
 
First 
Posted: 
January 
21, 2020.  
 
Results 
First 
Posted: 
No 
Results 
Posted.  
 
Last 
Update 
Posted: 
February 
13, 2020.  

•Mome
ntum 
Resear
ch, Inc. 
 
•Saint-
Louis- 
Lariboi
sière 
Univers
ity 
Hospita
ls 
 
•Abbott   
 
Funder 
Type:   
•Industr
y   
•Other  

 
NATRIU
M-HF is 
a 
multicent
er, non-
randomiz
ed, pre-
post 
interventi
on study 
designed 
to 
assess 
renal 
response 
to 
intravasc
ular fluid 
expansio
n and 
diuretics 
after 
sacubitril
/valsarta
n 
(Entresto
®) in 
euvolemi
c heart 
failure 
patients 
with 
reduced 
ejection 
fraction. 



diuretic (up 
to 120 mg 
daily 
furosemide 
or 
equivalent*) 
for > 3 
months 
prior to 
Screening, 
except 
where 
intolerance 
or 
contraindic
ation 
documente
d. 
• And more.  
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• NCT 
number:  
NCT050895
39   • Other 
Id's:  2021-
10-21  • Title 
Acronym: 
ARNICFH  

The Effect 
of 
Angiotensi
n 
Receptor-
Neprilysin 
Inhibition 
on Cardiac 
Fibrosis in 
Patients 
With 
HFpEF 

Not 
yet  
recr
uitin
g 

•Heart 
Failure 
With 
Preserved 
Ejection 
Fraction 

Study Type:  
Interventiona
l  
 
Phase:  
Phase 2 
  
Study 
Design:  
•Allocation: 
Randomized 
  
•Intervention 
Model: 
Parallel 
Assignment  
 
•Masking: 
None (Open  
Label)  
 
•Primary 
Purpose:  
Treatment  

Enrollment:  
60 
participant  
 
Age:  
45 Years 
and older  
(Adult, 
Older  
Adult)  
 
Gender:  
All 
 
Inclusion 
Criteria: 
 
•Signed 
and dated 
written 
informed 
consent 
•Age ≥ 45 
years at 
time of 
screening 
•Preserved 
systolic left 
ventricular 
function, 
defined by 
left 
ventricular 
ejection 
fraction 
(LVEF) ≥ 
50% 
•NYHA 
classes II-
IV 
•H2FPEF 
score ≥ 6 or 
HFA-PEFF 
score ≥ 5  
(exclusion 
details 
present in 
the study.) 

•Drug 
Interventi
on: 
Angioten
sin 
Receptor
-
Neprilysi
n 
Inhibition  
 
•Compar
ator: 
Placebo 

Primary Outcome Measures : 
•Extracellular volume [ECV] 
 
 
Secondary Outcome Measures  : 
•myocardial infarction, hospitalization for heart 
failure and death  

Study 
Start:  
Novembe
r 1, 2021  
 
Primary 
Completi
on:  
February 
1, 2022  
 
Study 
Completi
on:  
April 1, 
2022  
 
First 
Posted:  
October 
22, 2021  
 
Results 
First 
Posted:  
No 
Results 
Posted  
 
Last 
Update 
Posted:  
October 
22, 2021 

•Chong
qing  
Medical  
Univers
ity 
 
Funder 
Type: 
•Other 

•The 
first 
affiliated 
Hospital 
of 
Chongqi
ng 
Medical 
Universi
ty, 
Chongqi
ng, 
China 

The 
PARAG
ON-HF 
trial 
conducts 
a 
prospecti
ve 
randomiz
ed 
controlle
d trial to 
evaluate 
the effect 
of ARNI 
on 
cardiac 
fibrosis 
in 
patients 
with 
HFpEF 
by 
cardiac 
magnetic 
resonanc
e (CMR). 
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• NCT 
number: 
NCT039281
58  
 
• Other Ids:  
AAAA-A18-
1180222900
61-2 

LCZ696 in 
Advanced 
LV  
Hypertrop
hy and 
HFpEF  

Recr
uitin
g  

•Heart 
Failure  
 
•Essential 
Hypertens
ion 

Study Type:         
Interventiona
l  (Clinical 
Trial) 
 
Phase:  
Phase 2 
 
Study 
Design:  
•Allocation:         
Randomized 
 
•Intervention 
Model:         
Parallel 
Assignment 
 
•Masking:         
None (Open 
Label) 
 
•Primary 
Purpose:         
Treatment 

Estimated 
Enrollment:         
60 
participants 
 
Age:  
40 Years to 
80  
Years 
(Adult,  
Older Adult) 
  
Gender:  
All 
 
Inclusion 
Criteria: 
•Moderate/s
evere 
hypertensiv
e left 
ventricular 
(LV) 
hypertrophy 
(LVMi ≥109 
g/m² in 
women and 
≥132 g/m² 
in men); 
•New York 
Heart 
Association 
(NYHA) 
class II-III 
heart 
failure; 
Left 
ventricular 
ejection 
fraction > 
50%; 
•Increased 
LV filling 
pressures 
assessed at 
rest or at 
peak 
exercise by 
echocardio
graphy 
•Body mass 
index (BMI) 
> 30 kg/m² 
•Signed 
and data 
informed 

consent 
(exclusion 

•Drug: 
LCZ 696 
 
•Drug: 
Valsarta
n 

Primary Outcome Measures  : 
•Change in 6-minute walking distance (6MWD) 
 
Secondary Outcome Measures  : 
•Change in exercise time during diastolic stress-test 
(DST) 
•Change in left atrial volume index (LAVI) 
•Change in average E/e' ratio 
•Change estimated pulmonary artery systolic 
pressure (PASP) 
•Change in left ventricular mass index (LVMI) 
•Change of New York Heart Association (NYHA) 
functional classification 
(and 10 more) 

Study 
Start:  
May 31, 
2019  
 
Primary 
Completi
on:  
Novembe
r 2020  
 
Study 
Completi
on:  
Novembe
r 2020  
 
First 
Posted:  
April 26, 
2019  
 
Results 
First 
Posted:  
No 
Results 
Posted  
 
Last 
Update 
Posted:  
Decembe
r 23, 
2019 

•Nation
al 
Medical 
Resear
ch 
Center 
for 
Cardiol
ogy, 
Ministry 
of 
Health 
of 
Russia
n 
Federat
ion  
 
•Ministr
y of 
Health 
of 
Russia
n 
Federat
ion 
 
Funder 
Type: 
•Other  

•Nationa
l 
Medical 
Researc
h 
Center 
for 
Cardiolo
gy, 
Moscow
, 
Russian 
Federati
on 

Patients 
with 
advance
d LVH 
and 
HFpEF 
will be 
randomly 
assigned 
in open-
label 
fashion 
to 
receive 
LCZ696 
titrated 
to 200 
mg twice 
daily or 
valsartan 
titrated 
to 160 
mg twice 
daily, 
and will 
be 
treated 
for 24 
weeks. 



details 
present in 
the study.) 
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• NCT 
number: 
NCT041647
32  
 
• Other Ids:  
CLCZ696I1
2201  
2019-
003098-24  

Study of 
Efficacy of 
Oral 
Sacubitril/
Valsartan 
in Adult 
Patients 
With Non-
obstructive 
Hypertrop
hic 
Cardiomyo
pathy 

Recr
uitin
g 

•Cardiom
yopathy, 
Hypertrop
hic 

Study Type:  
Interventiona
l  
 
Phase:  
Phase 2  
 
Study 
Design:  
•Allocation:  
Randomized  
 
•Intervention 
Model:  
Parallel 
Assignment  
 
•Masking:  
Double 
(Participant, 
Investigator)  
 
•Primary 
Purpose:  
Treatment  

Enrollment:  
44 
Participants  
Age:  
18 Years 
and older  
(Adult, 
Older Adult)  
Gender:  
All 
 
Inclusion 
Criteria: 
•Diagnosed 
with 
Hypertrophi
c 
Cardiomyo
pathy with a 
left 
ventricular 
wall 
thickness 
greater 
than or 
equal to 
13mm as 
determined 
by the 
echocardio
gram 
obtained 
during the 
screening/b
aseline 
period 
•Left 
ventricular 
ejection 
fraction 
(LVEF) 
greater 
than or 
equal to 
50% as 
determined 
by 
echocardio
gram 
obtained 
during the 
screening/b
aseline 
period 
•and a few 
more 

(exclusion 
details 

•Drug: 
LCZ696  
 
•Drug: 
Placebo 

Primary Outcome: 
•Change from baseline in peak VO2 as measured 
by cardiopulmonary exercise test (CPET) 

Study 
Start:  
January 
8, 2020  
 
Primary 
Completi
on:  
May 4, 
2023  
 
Study 
Completi
on:  
May 4, 
2023  
 
First 
Posted:  
Novembe
r 15, 
2019  
 
Results 
First 
Posted:  
No 
Results 
Posted  
 
Last 
Update 
Posted:  
October 
18, 2021 

•Novart
is  
Pharm
aceutic
als  
 
Funder 
Type: 
•Industr
y   

•Novarti
s 
Investig
ative 
Site, 
Stanford
, 
Californi
a, 
United 
States  
•Novarti
s 
Investig
ative 
Site, 
Boston, 
Massac
husetts, 
United 
States  
•Novarti
s 
Investig
ative 
Site, 
Boston, 
Massac
husetts, 
United 
States  
•Novarti
s 
Investig
ative 
Site, 
Boston, 
Massac
husetts, 
United 
States  
•Novarti
s 
Investig
ative 
Site, 
Ann 
Arbor, 
Michiga
n, 
United 
States  
•Novarti
s 
Investig
ative 

Site, 
Morristo

The 
purpose 
of this 
study is 
to 
determin
e if 
LCZ696 
is safe, 
tolerable 
and can 
improve 
exercise 
capacity 
(via 
improved 
peak 
VO2) in 
non-
obstructi
ve HCM 
patient 
populatio
n over 
the 
course of 
50 
weeks of 
treatmen
t. 



present in 
the study.) 

wn, 
New 
Jersey, 
United 
States  
•Novarti
s 
Investig
ative 
Site, 
Portland
, 
Oregon, 
United  
States  
•Novarti
s 
Investig
ative 
Site, 
Tamper
e, 
Finland  
•Novarti
s 
Investig
ative 
Site, 
Berlin, 
German
y  
•Novarti
s 
Investig
ative 
Site, 
Berlin, 
German
y  
•and 13 
more 
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• NCT 
number: 
NCT038326
60    
 
• Title 
Acronym:  
SILICOFCM     
 
• Other Ids:  
252015    

Sacubitril/
Valsartan 
vs 
Lifestyle in 
Hypertrop
hic 
Cardiomyo
pathy 

Recr
uitin
g 

•Hypertro
phic 
Cardiomy
opathy 

Study Type:  
Interventiona
l  
 
Phase:  
Phase 2 
  
Study 
Design:  
•Allocation:  
Randomized  
 
•Intervention 
Model:  
Parallel 
Assignment  
 
•Masking:  
None (Open 
Label)  
 
•Primary 
Purpose:  
Treatment  

Enrollment:  
240 
Participants  
 
Age:  
18 Years to 
70 Years 
(Adult, 
Older Adult)  
 
Gender:  
All 
 
Inclusion 
Criteria: 
•Confirmed 
diagnosis of 
obstructive 
and/or non-
obstructive 
hypertrophi
c 
cardiomyop
athy. 
•Agreement 
to be a 
participant 
in the study 
protocol 
and 
willing/able 
to return for 
follow-up. 
(exclusion 
details 
present in 
the study.) 

•Behavio
ral:  
Lifestyle  
 
•Drug: 
Sacubitril
/  
Valsarta
n 

Primary Outcome Measures  : 
•Peak Oxygen Consumption (ml/kg/min) 
 
Secondary Outcome Measures  : 
•Left ventricular mass (grams)  
•LVOT obstruction  
•LVEF (%)  
•Minnesota Living with Heart Failure questionnaire 
•SF36 questionnaire 
•E/A ratio 

Study 
Start:  
May 3, 
2019  
 
Primary 
Completi
on:  
February 
28, 2022  
 
Study 
Completi
on:  
June 30, 
2022  
 
First 
Posted:  
February 
6, 2019  
 
Results 
First 
Posted:  
No 
Results 
Posted  
 
Last 
Update 
Posted: 
Septemb
er 29, 
2021 

•Newca
stle  
Univers
ity  
 
•Aziend
a  
Osped
aliero  
Univers
itaria  
Caregg
i  
 
•Univer
sity  
Hospita
l  
Regens
burg  
 
•Institut
e for  
Cardiov
ascular  
Diseas
es of  
Vojvodi
na  
 
•Univer
sity of  
Belgrad
e 
 
Funder 
Type:  
•Other 

•Univers
ity 
Hospital 
Regens
burg, 
Regens
burg, 
German
y  
•Aziend
a 
Ospedal
iero 
Universi
taria 
Careggi 
Florenc
e, 
Florenc
e, Italy  
•Univers
ity of 
Belgrad
e 
Faculty 
of 
Medicin
e, 
Belgrad
e, 
Serbia  
•Institut
e of 
Cardiov
ascular 
Disease
s of 
Vojvodi
na, 
Sremsk
a 
Kameni
ca, 
Serbia  
•Newca
stle 
Universi
ty, 
Faculty 
of 
Medical 
Science
s, 
Clinical 
Researc
h 

Facility, 
Royal 

The 
overall 
aim of 
this 
project is 
to 
establish 
potential 
benefits 
of a 
novel 
lifestyle 
(physical 
activity 
and 
dietary 
nitrate) 
and 
pharmac
ological 
(angiote
nsin 
receptor 
neprilysi
n 
inhibitor) 
interventi
ons in 
patients 
with 
hypertro
phic 
cardiomy
opathy 
(HCM).  



Victoria 
Infirmar
y; 
Newcas
tle upon 
Tyne 
Hospital
s NHS 
Foundat
ion 
Trust, 
Newcas
tle Upon 
Tyne, 
England
, United 
Kingdo
m 
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• NCT 
number: 
NCT046871
11 
 
•Title 
Acronym: 
PARABLE 
 
•Other Ids: 
• HBT-
PTCL-01, 
SVUH-
2015-002 
• 2015-
002928-53 

Personalis
ed 
Prospectiv
e 
Compariso
n of ARni 
With ArB 
in Patients 
With 
Natriuretic 
Peptide 
eLEvation 
(PARABL
E) 

Acti
ve, 
not 
recr
uitin
g 

•Atrial 
Remodeli
ng 
• 
Myocardi
al 
Dysfuncti
on 
•Left 
Ventricula
r 
Remodeli
ng 
•Left 
Ventricula
r Diastolic 
Dysfuncti
on 
• 
Hypertens
ion 
• 
Cardiovas
cular 
Morbidity 
•Fibrosis 
Myocardi
al 
• 
Inflammat
ory 
Myopathy 
•Atrial 
Arrhythmi
a 

•Study Type: 
Interventiona
l 
 
•Phase: 
Phase 2 
 
•Allocation: 
Randomized 
 
•Intervention 
Model: 
Parallel 
Assignment 
 
•Masking: 
Quadruple 
(Participant, 
Care 
Provider, 
Investigator, 
Outcomes 
Assessor) 
 
•Primary 
Purpose: 
Prevention 

•Enrollment
: 250 
 
•Age:40 
Years and 
older 
 
• Gender: 
All 
 
•Inclusion 
Criteria: 
 
1. Age > 
40yrs with 
cardiovascu
lar risk 
factor(s) 
including at 
least one 
of: 
A. History 
of 
hypertensio
n 
(medicated 
for greater 
than one 
month); 
B. History 
of diabetes; 
2. Elevated 
NP: 
Elevated 
NP: BNP 
between 20 
and 
280pg/ml or 
NT-proBNP 
values 
between 
100 pg/ml 
and 1,000 
pg/ml within 
6 months 
prior to 
screening 
or at 
screening 
3. LAVI > 
28 mL/m2 
obtained 
during 
Doppler 
Echocardio
graphy 

within 6 
months 

•Experim
ental: 
Interventi
on 
Sacubitril
/Valsarta
n 50mg 
bid 
titrated to 
maximu
m dose 
of 200mg 
bid 
 
•Active 
Compara
tor: 
Control 
Valsarta
n 40mg 
bid 
titrated to 
maximu
m dose 
of 160mg 
bid 

• Primary outcome: 
1.Change in Left Atrial Volume Index (LAV/BSA*) [ 
Time Frame: Baseline-18 months ] 
 
 
• Secondary outcome:[ Time Frame: Baseline -18 
months ] 
1.Change in left ventricular function (E/e') 
2.Change in left atrial volume index (LAV/BSA*) 
3.Change in left atrial function measured as total left 
atrial ejection fraction (LAEF) 
4.Change in left atrial function measured as left 
atrial stroke volume index 
5. Change in left ventricular structure measured as 
LVMi 
6. Change in left ventricular function (LVEF) 
7.Change in measures of vascular compliance 
(pulse pressure) 
8. Change in natriuretic peptide biomarker profile 
9. Time to first all cardiovascular death and major 
adverse cardiac events (MACE) requiring 
hospitalisation over 18 months 
10. Change in Left Atrial Volume Index (LAVi) 
analysed per protocol. 

•Study 
Start:  
Decembe
r 16, 
2015 
 
Primary 
Completi
on:  
June 11, 
2021 
 
•Study 
Completi
on: 
June 11, 
2021 
 
•First 
Posted:  
Decembe
r 29, 
2020 
•Results 
First 
Posted:  
No 
Results 
Posted 
 
•Last 
Update 
Posted:  
May 11, 
2021 

•Mark 
Ledwid
ge 
•The 
Heartb
eat 
Trust 
•St 
Vincent
's 
Univers
ity 
Hospita
l, 
Ireland 
 
•Funde
r type: 
Other 

•The 
STOP-
HF 
Service, 
St 
Michael'
s 
Hosptial
, Dun 
Laoghai
re, Co 
Dublin, 
Ireland 
•St 
Vincent
s 
Universi
ty 
Hospital
, Dublin, 
Ireland 

The 
PARABL
E study 
investiga
tes the 
hypothes
is that 
sacubitril
-
valsartan 
can 
provide 
benefits 
in terms 
of left 
atrial 
structure 
and 
function 
as well 
as left 
ventricul
ar 
structure 
and 
function 
in 
asympto
matic 
(stage 
A/B 
HFpEF) 
patients. 



prior to 
screening 
or at 
screening 
4. Subjects 
must give 
written 
informed 
consent to 
participate 
in the study 
and before 
any study 
related 
assessment
s are 
performed. 

Advanced Heart Failure  



1 • NCT 
number:  
NCT041035
54    • Other 
Id's:  
ENVAD-HF  
• Title 
Acronym: 
ENVAD-HF 

Sacubitril/
Valsartan 
in Left 
Ventricular 
Assist 
Device 
Recipients 

Recr
uitin
g 

• Heart 
Failure 

• Study Type: 
Interventiona
l 
 
• Phase: 
Phase 4 
 
• Allocation: 
Randomized 
 
• Intervention 
Model: 
Parallel 
Assignment 
 
• Masking: 
None (Open 
Label) 
 
• Primary 
Purpose: 
Treatment 

• 
Enrollment: 
60 
 
• Age: 18 
Years to 90 
Years 
(Adult, 
Older Adult) 
 
• Sex: All 
 
• Inclusion 
criteria: 
1. signed 
informed 
consent.  
 
2. ≥18 
years of 
age, male 
or female. 
 
3. Recently 
implanted 
HeartMate 
3 LVAD 
recipients, 
in stable 
condition 
and ready 
for 
discharge 
or chronic, 
stable, 
ambulatory 
HeartMate 
3 LVAD 
carriers 
implanted 
within 1 
year prior to 
enrolment. 
 
(exclusion 
details 
present in 
the study.)  

• Drug: 
Sacubitril
- 
Valsarta
n 
 
• Drug: 
Standard 
of care 

• Primary outcome: [ Time Frame: 3 months ] 
1. Freedom from all-cause death, deterioration in 
renal function (reaching end-stage renal disease 
(ESRD), renal death or 50% decline in eGFR), 
hyperkalemia or symptomatic hypotension. 
 
• Secondary outcome:  
1. Change in NT-proBNP from enrolment to 8 weeks 
[ Time Frame: 8 weeks ] 
2. Change in Burden of hemocompatibility 
(hemocompatibility score) [ Time Frame: 3 months, 
12 months ] 
3. Number of RV failure events [ Time Frame: 3 
months, 12 months ] 
4. Time to first unplanned hospitalisation [ Time 
Frame: 3 months, 12 months ] 
5. Number of unplanned hospitalizations [ Time 
Frame: 3 months, 12 months ] 
6. Change in blood-pressure lowering medications [ 
Time Frame: 3 months, 12 months ] 
7. Change in eGFR values [ Time Frame: 3 months, 
12 months ] 
 
(more details in the study.) 

• Study 
Start: 
February 
5, 2021 
 
• Primary 
Completi
on: 
Novembe
r 2022 
 
• Study 
Completi
on: 
August 
2023 
 
• First 
Posted: 
Septemb
er 25, 
2019 
 
• Results 
First 
Posted: 
No 
Results 
Posted 
 
• Last 
Update 
Posted: 
April 29, 
2021 

• 
Univers
ity of 
Zagreb 
 
• 
Funder 
type: 
Other 

Universi
ty 
Hospital 
Centre 
Zagreb, 
Zagreb, 
Croatia 

The 
study 
asesses 
the use 
of 
Sacubitril
/Valsarta
n in 
HeartMat
e 3 
LVAD 
patients. 



2 • NCT 
number:  
NCT041916
81    • Other 
Id's:  19-
1132  • Title 
Acronym: 
SEAL-IT 

Safety and 
Efficacy of 
ARNI After 
LVAD 
ImplanT 
(SEAL-IT) 
Study 

Recr
uitin
g 

• Stage D 
Heart 
Failure 

• Study Type: 
Interventiona
l 
 
• Phase: 
Phase 4 
 
• Allocation: 
Randomized 
 
• Intervention 
Model: 
Parallel 
Assignment 
 
• Masking: 
None (Open 
Label) 
 
• Primary 
Purpose: 
Treatment 

• 
Enrollment: 
50 
 
• Age: 18 
Years and 
older 
(Adult, 
Older 
Adult) 
 
• Sex: All 
 
• Inclusion 
criteria: 
1.  signed 
informed 
consent.  
 
2. Adults 
(age ≥ 18 
years). 
 
3. Durable 
CF-LVAD 
for any 
indication. 
 
4. NYHA II 
to IV 
classificatio
n. 
 
5. LVEF < 
40%. 
 
(exclusion 
details 
present in 
the study.)  

• Drug: 
Sacubitril
- 
Valsarta
n 
 
• Drug: 
Usual 
care 
(standar
d-of-
care) 

• Primary outcome: [ Time Frame: 3 months ] 
1. Incidence of drug discontinuation from drug-
related adverse events due to sacubitril-valsartan 
versus standard-of-care oral vasodilator therapy. 
2. Time-averaged proportional change in NT-
proBNP concentration (pg/mL) with sacubitril-
valsartan versus standard-of-care oral vasodilator 
therapy. 
 
• Secondary outcome:  
1. Time-averaged proportional change in NT-
proBNP concentration (pg/mL) with sacubitril-
valsartan versus standard-of-care oral vasodilator 
therapy at 6 and 12 months. 
2. Proportion of patients (%) with effective MAP 
control (65 to 85 mm Hg) with sacubitril-valsartan 
versus standard-of-care oral vasodilator therapy at 
3, 6 and 12 months. 
3. Proportion of patients (%) on other cardiac 
medications with sacubitril-valsartan versus 
standard-of-care oral vasodilator therapy at 3, 6 and 
12 months relative to baseline. 
4. Proportion of patients (%) in each New York 
Heart Association (NYHA) classification with 
sacubitril-valsartan versus standard-of-care oral 
vasodilator therapy at 3, 6 and 12 months relative to 
baseline. 
5. Proportion of patients (%) with heart failure 
readmissions with sacubitril-valsartan versus 
standard-of-care oral vasodilator therapy at 6 and 
12 months. 
6. Absolute change in mean left ventricular end-
diastolic dimension (mm) on echocardiogram with 
sacubitril-valsartan versus standard-of-care oral 
vasodilator therapy at 6 weeks and/or 3, 6 and/or 12 
months. 
7. Absolute change in mitral E/A ratio on 
echocardiogram with sacubitril-valsartan versus 
standard-of-care oral vasodilator therapy at 6 weeks 
and/or 3, 6 and/or 12 months. 
8. Absolute change in indexed left atrial/right atrial 
volume (mL/m2) on echocardiogram with sacubitril-
valsartan versus standard-of-care oral vasodilator 
therapy at 6 weeks and/or 3, 6 and/or 12 months. 
9. Absolute change in mean right atrial 
pressure/pulmonary artery pressure (mm Hg) with 
sacubitril-valsartan versus standard-of-care oral 
vasodilator therapy at 6 weeks and/or 3, 6 and/or 12 
months. 
10. Absolute change in mean pulmonary capillary 
wedge pressure (mm Hg) with sacubitril-valsartan 
versus standard-of-care oral vasodilator therapy at 6 
weeks and/or 3, 6 and/or 12 months. 
11. Absolute change in pulmonary artery pulsatility 
index with sacubitril-valsartan versus standard-of-
care oral vasodilator therapy at 6 weeks and/or 3, 6 

and/or 12 months. 
12. Absolute change in pulmonary vascular 

• Study 
Start: 
Novembe
r 8, 2019 
 
• Primary 
Completi
on: 
March 
2022 
 
• Study 
Completi
on: 
Decembe
r 2022 
 
• First 
Posted: 
Decembe
r 10, 
2019 
 
• Results 
First 
Posted: 
No 
Results 
Posted 
 
• Last 
Update 
Posted: 
June 7, 
2021 

• The 
Clevela
nd 
Clinic 
 
• 
Funder 
type: 
Other 

Clevela
nd 
Clinic, 
Clevela
nd, 
Ohio, 
United 
States 

the study 
investiga
tes the 
safety 
and 
efficacy 
of 
sacubitril
-
valsartan 
in  (CF-
LVAD) 
implantat
ion 
patients 
compare
d to the 
standard 
of care 
oral 
vasodilat
or 
therapy. 



resistance/systemic vascular resistance (Woods 
Unit) with sacubitril-valsartan versus standard-of-
care oral vasodilator therapy at 6 weeks and/or 3, 6 
and/or 12 months. 
13. Absolute change in cardiac index (L/min/m2) 
with sacubitril-valsartan versus standard-of-care oral 
vasodilator therapy at 6 weeks and/or 3, 6 and/or 12 
months. 
 
(more details in the study.) 

Hypertension 



1 • NCT 
number: 
NCT049717
20  • IRB 
number: 
IRB-
300007789 

Natriuretic 
Peptide-
Renin-
Angiotensi
n-
Aldosteron
e System 
Rhythm 
Axis and 
Nocturnal 
Blood 
Pressure 

Not 
yet 
recr
uitin
g 

•Obesity 
•Cardiova
scular 
Diseases 
•Hyperten
sion 
•Nocturna
l Blood 
Pressure 
•Natriureti
c 
Peptides 
•Renin-
Angiotens
in-
Aldostero
ne 
System 

• Study Type: 
Interventiona
l 
 
• Phase:  
Phase 2  
Phase 3 
 
• Allocation: 
Randomized 
 
• Intervention 
Model: 
Factorial 
Assignment 
 
• Masking: 
Quadruple 
(Participant, 
Care 
Provider, 
Investigator, 
Outcomes 
Assessor) 
 
• Primary 
Purpose: 
Other 

• 
Enrollment: 
160 
 
• Ages: 18 
Years and 
older  
 
• Gender: 
All 
 
• Inclusion:  
1. Age ≥18 
years of 
age 
 
2. Body 
Mass Index 
between 30 
to 45 
kg/m^2 
 
3. Blood 
pressure: 
Systolic BP 
≥ 140-160 
mmHg and 
diastolic 
blood 
pressure ≥ 
80-
100mmHg. 
 
(exclusion 
details 
present in 
the study.) 

•Interven
tion: 
Sacubitril
-
Valsarta
n 49 Mg-
51 mg 
Oral 
Tablet   
Standard
ized 
Study 
Diet 
 
•Compar
ator: 
Valsarta
n 80 mg 
Oral 
Tablet 
Standard
ized 
Study 
Diet 

• Primary outcome: [ Time Frame: Baseline - after 7 
days of intervention. ] 
1. Change in mean nocturnal systolic blood 
pressure  
2. Change in mean nocturnal systolic blood 
pressure will be analyzed in the two study arms 
(morning vs. evening dose of sacubitril/valsartan or 
valsartan) from baseline and after 7 days of 
intervention. 
 
• Secondary outcome: [ Time Frame: Baseline - 
after 7 days of intervention. ] 
1. Change in percent nocturnal dipping blood 
pressure 
2. Change in 24-hour mean blood pressure. 
3. Change in mean daytime blood pressure. 
4. Change in mean nocturnal diastolic blood 
pressure. 
5. Change in the daytime, nocturnal, and total 
urinary excretion parameters (Urine Sodium, Urine 
Potassium, Urine Creatinine, Urine Albumin). 
6. Change in 24-hour, daytime, and nocturnal 
Change in 24-hour, daytime, and nocturnal ANP, 
BNP, NTproBNP, and renin levels  
7. Change in 24-hour, daytime, and nocturnal 
MRproANP levels 
8. Change in 24-hour, daytime, and nocturnal 
Aldosterone levels  
9. Change in rhythm parameters. 
 
(more details in the study.) 

• Study 
start: 
 January 
1, 2023 
 
• Primary 
Completi
on: 
 January 
1, 2027 
 
• Study 
Completi
on:  
January 
1, 2027 
 
• First 
Posted:  
July 21, 
2021 
 
• Results 
First 
Posted: 
 No 
Results 
Posted 
 
• Last 
Update 
Posted: 
 July 28, 
2021 

•Univer
sity of 
Alabam
a at 
Birming
ham.  
 
•Funde
r Type: 
Other  

Universi
ty of 
Alabam
a at 
Birming
ham, 
Birming
ham, 
Alabam
a, 
United 
States 

If the 
results of 
this 
study are 
positive, 
Entresto 
could be 
used for 
obese 
patients 
to treat 
nocturnal 
hyperten
stion.  



2 • NCT 
number: 
NCT046371
52  • Other 
Id's: 
HGeralRobe
rtoSantos  • 
Title 
Acronym: 
HEVA 

Sacubitril/
Valsartan 
in 
Resistant 
Hypertensi
on 

Recr
uitin
g 

• 
Resistant 
Hypertens
ion 
• Blood 
Pressure 

• Study Type: 
Interventiona
l 
 
• Phase: 
Phase 2 
 
• Allocation: 
Randomized 
 
• Intervention 
Model: 
Parallel 
Assignment 
 
• Masking: 
Single 
(Investigator) 
 
• Primary 
Purpose: 
Treatment 

• 
Enrollment: 
100 
 
• Age: 18 
Years and 
older 
(Adult, 
Older 
Adult) 
 
• Sex: All 
 
• Inclusion 
criteria:  
1. Men or 
women, 
over 18. 
 
2. 
Diagnosed 
with 
resistant 
hypertensio
n (using ≥ 3 
antihyperte
nsive 
agents of 
different 
classes - 
eg. ACEI, 
ARB, CCB, 
loop and 
thiazide 
diuretics or 
potassium-
sparing 
diuretics), 
at least 4 
weeks 
before 
recruitment, 
with a BP ≥ 
140/90 
mmHg. 
 
(exclusion 
details 
present in 
the study.) 

• Drug: 
Sacubitril
- 
Valsarta
n 

• Primary outcome: [ Time Frame: 12 weeks ] 
1. Reduction in systolic blood pressure and diastolic 
blood pressure in the sitting position.  
2. Mean reduction in ambulatory systolic blood 
pressure (maSBP) and ambulatory diastolic blood 
pressure.  
 
• Secondary outcome: [ Time Frame: 12 weeks ] 
1. Safety outcomes. 
 
(more details in the study.) 

• Study 
Start: 
Novembe
r 11, 
2020 
 
• Primary 
Completi
on: 
October 
11, 2022 
 
• Study 
Completi
on: 
Novembe
r 11, 
2022 
 
• First 
Posted: 
Novembe
r 19, 
2020 
 
• Results 
First 
Posted: 
No 
Results 
Posted 
 
• Last 
Update 
Posted: 
Decembe
r 1, 2020 

• 
Hospita
l Geral 
Robert
o 
Santos 
• 
Hospita
l 
Univers
itário 
Profess
or 
Edgard 
Santos 
 
• 
Funder 
type: 
Other 

• 
General 
Hospital 
Roberto 
Santos, 
Salvado
r, Bahia, 
Brazil 
 
• 
Hospital 
Universi
tário 
Profess
or 
Edgard 
Santos, 
Salvado
r, Bahia, 
Brazil 

Evaluate 
the 
efficacy 
and 
safety of 
sacubitril
/valsarta
n vs 
optimize
d 
antihyper
tensive 
agents in 
resistant 
hyperten
sion 
patients.  



3 • NCT 
number:  
NCT048000
81 
 
• Other Id's:  
2020A-247 

Effect of 
LCZ696 
on Urinary 
Microalbu
min and 
Pulse 
Wave 
Velocity in 
Perimenop
ausal 
Patients 
With 
Hypertensi
on 

Recr
uitin
g 

• 
Hypertens
ion 

• Study Type: 
Interventiona
l 
 
• Phase: Not 
Applicable 
 
• Allocation: 
Randomized 
 
• Intervention 
Model: 
Parallel 
Assignment 
 
• Masking: 
None (Open 
Label) 
 
• Primary 
Purpose: 
Treatment 

• 
Enrollment: 
264 
 
• Age: 40 
Years to 60 
Years 
(Adult) 
 
• Sex: 
Female 
 
• Inclusion 
criteria: 
1. Signed 
informed 
consent. 
 
2. Patients 
with 
essential 
hypertensio
n (SBP: 
140-180 
mmHg, 
and/or 
DBP: 90-
110 mmHg) 
were 
diagnosed 
according 
to the 
hypertensio
n diagnostic 
criteria of 
the Chinese 
Guidelines 
for 
Hypertensio
n (2018 
Revised 
Edition). 
 
3. Female 
aged 45-55 
years old 
and 
meeting the 
perimenopa
usal criteria 
in the 
STRAE+10. 
 
4. No other 
complicatio
ns, no 

treatment 
or ongoing 

•Drug: 
Sacubitril
/ 
Valsarta
n 
 
•Drug: 
Valsarta
n 

• Primary outcome: [ Time Frame: Evaluation at 12 
weeks of treatment will be reported ] 
1. Blood pressure. 
2. Urinary microalbuminuria. 
3. Pulse wave velocity. 
4. Ventricular mass index were measured by cardiac 
ultrasound. 
 
• Secondary outcome: [ Time Frame: During the 
drug intervention up to 30 days, 60 days and 
80days, it will be reported in the final. ] 
1. Adverse events. 
 
(more details in the study.) 

• Study 
Start: 
July 9, 
2020 
 
• Primary 
Completi
on: June 
9, 2021 
 
• Study 
Completi
on: July 
9, 2021 
 
• First 
Posted: 
March 
16, 2021 
 
• Results 
First 
Posted: 
No 
Results 
Posted 
 
• Last 
Update 
Posted: 
March 
16, 2021 

 • 
LanZho
u 
Univers
ity 
 
• 
Funder 
type: 
Other 

• 
LanZho
u 
Universi
ty 
 
• Funder 
type: 
Other 

Evaluate 
the 
clinical 
applicati
on of 
Entresto 
to 
improve 
the blood 
pressure 
manage
ment of 
perimen
opausal 
hyperten
sion 
women.  



antihyperte
nsive 
therapy 
(SBP 
≥140mmHg 
or Diastolic 
BP 
≥90mmHg). 
 
(exclusion 
details 
present in 
the study.)  



4 • NCT 
number:  
NCT049296
00   • Other 
Id's: 
PARASTRA
IN   

Sacubitril/
Valsartan 
Versus 
Amlodipin
e in 
Hypertensi
on and 
Left 
Ventricular 
Hypertrop
hy. 

Not 
yet  
recr
uitin
g 

•Hyperten
sion  
•Left 
Ventricula
r  
Hypertrop
hy 

Study Type:  
Interventiona
l  
 
Phase:  
Phase 4 
  
Study 
Design:  
 
•Allocation: 
Randomized  
 
•Intervention 
Model: 
Parallel 
Assignment  
 
•Masking: 
Quadruple  
(Participant, 
Care 
Provider, 
Investigator, 
Outcomes  
Assessor)  
 
•Primary 
Purpose:  
Treatment  

Enrollment:  
120 
participant  
Age:  
18 Years 
and older  
(Adult, 
Older  
Adult)  
Gender:  
All 
 
Inclusion 
Criteria: 
•Aged ≥18; 
•Essential 
mild to 
moderate 
hypertensio
n (office 
systolic 
blood 
pressure 
(SBP) ≥ 
140 and < 
180mmHg 
in untreated 
patients or 
patients 
with taking 
single 
antihyperte
nsive drugs 
(not 
including 
single-pill 
combinatio
n). 
•Echocardio
graphic 
diagnosis of 
LVH, LVMI: 
male≥115g/
m2, 
female≥ 
95g/m2; 
•and more 
(exclusion 
details 
present in 
the study.) 

Drug: 
sacubitril
/valsarta
n 
Drug: 
Amlodipi
ne 

Primary Outcome: 
•Change in LVGLS after 24 weeks  
 
 
Secondary Outcome: 
•Change in LVGLS after 12 weeks  
•Changes in LVMI after 24 weeks  
•Changes in LVMI after 12 weeks  
•Blood pressure after 24 weeks  
•Blood pressure after 12 weeks 

Study 
Start:  
June 
2021  
 
Primary 
Completi
on:  
June 
2022  
 
Study 
Completi
on:  
June 
2022  
 
First 
Posted:  
June 18, 
2021 
  
Results 
First 
Posted:  
No 
Results 
Posted  
 
Last 
Update 
Posted:  
June 18, 
2021 

•Shang
hai Jiao  
Tong 
Univers
ity 
School 
of  
Medicin
e 
 
Funder 
Type:  
•Other 

•Shangh
ai 
Institite 
of  
Hyperte
nsion, 
Ruijin 
Hospital
, 
Shangh
ai 
Jiaotong 
Universi
ty 
School 
of 
Medicin
e, 
Shangh
ai, 
China 

This 
studt 
demonst
rate the 
superior 
efficacy 
of ARNI 
on 
improve
ment of 
LVH and 
blood 
pressure 
control 
compare
d with 
amlodipi
ne in 
hyperten
sion 
patients 
with 
LVH. 

Electrophysiology 



1 • NCT 
number:  
NCT037917
23   • Title 
Acronym: 
APART-AF   
• Other Ids: 
APART-AF  

Effect of 
ARNI in 
Patients 
With 
Persistent 
AF and 
Enlarged 
Left Atrium 
After 
Catheter 
Ablation 

Not 
yet  
recr
uitin
g 

•Atrial 
Fibrillation 
  
•Cardiac  
Remodeli
ng, Atrial  
 
•Sacubitril
/Valsartan 

Study Type:  
Interventiona
l 
  
Phase:  
Not 
Applicable  
 
Study 
Design:  
 
•Allocation: 
Randomized  
 
•Intervention 
Model: 
Parallel 
Assignment 
  
•Masking: 
None (Open 
Label)  
 
•Primary 
Purpose: 
Treatment  

Enrollment:  
90 
participant  
 
Age:  
18 Years to 
80 Years 
(Adult, 
Older Adult)  
Gender:  
All 
 
Inclusion 
Criteria: 
 
•Patients 
with 
persistent 
atrial 
fibrillation 
undergoing 
catheter 
ablation 
within 2 
weeks. 
•≥18 and 
≤75 years 
of age. 
•Left atrium 

diameter（

LAD）
≥35mm, 
With or 
without 
right atrium 
diameter 
(RAD 
≥40mm 
diagnosed 
by 
Echocardio
graphic. 
•and many 
more.  
(exclusion 
details 
present in 
the study.) 

•Drug: 
Sacubitril  
Valsarta
n  
•Drug: 
Valsarta
n 

Primary Outcome: 
•Left atrial size changes compared to baseline levels 
 
 
Secondary Outcome: 
•Freedom from AF or AT without the use of 
antiarrhythmic drugs at 12 months after a single 
ablation procedure. 
 
•all-cause death 
 
•Time to first documented recurrence of atrial 
arrhythmias  
 
•Number of hospitalizations caused by heart failure 
 
•All-cause hospitalizations 
 
•Number of patients requires adjustment of the drug 
because of Hypotension 
 
•Change From Baseline in Echocardiography 
Parameters: Left Ventricular Ejection Fraction  
 
•Right atrial size changes compared to baseline 
levels 

Study 
Start:  
June 1, 
2019  
 
Primary 
Completi
on:  
January 
1, 2021  
 
Study 
Completi
on:  
Decembe
r 30, 
2021  
 
First 
Posted:  
January 
3, 2019  
 
Results 
First 
Posted:  
No 
Results 
Posted  
 
Last 
Update 
Posted:  
March 
19, 2019 

•The 
Second  
Affiliate
d  
Hospita
l of  
Chong
qing  
Medical  
Univers
ity 
 
Funder 
Type:  
•Other  

  The 
purpose 
of this 
clinical 
randomiz
ed trial is 
to 
evaluate 
the 
efficacy 
and 
safety of 
Sacubitril
/Valsarta
n 
compare
d with 
ARB in 
improvin
g cardiac 
remodeli
ng in 
patients 
With 
Enlarged 
Left 
Atrium 
Diameter 
and 
Persiste
nt AF. 



2 • NCT 
number: 
NCT044911
36 
 
• Other IDs: 
CLCZ696B
CN04 

Effective 
Study of 
ARNI on 
Ventricular 
Arrhythmia 
in HFrEF 
Patients 
With ICD 
or CRT-D 

Recr
uitin
g 

• Heart 
Failure 

• Study Type: 
Interventiona
l 
 
• Phase: 
Phase 4 
 
• Allocation: 
N/A 
 
• Intervention 
Model: 
Single Group 
Assignment 
 
• Masking: 
None (Open 
Label) 
 
• Primary 
Purpose: 
Treatment 

• 
Enrollment: 
275 
 
• Ages: 18 
Years to 80 
Years  
 
• Gender: 
All 
 
• Inclusion:  
- Male or 
female 
patients 
≥18 and 
≤80 years 
of age 
- Implanted 
with an ICD 
or CRT-D 
within 2 
weeks 
- NYHA 
functional 
class II - IV 
- LVEF 
≤40% 
(measured 
by 
echocardio
graphy) 
- Signed 
informed 
consent 
must be 
obtained 
prior to 
participatio
n in the 
study. 
(exclusion 
details 
present in 
the study.) 

•Interven
tion: 
ACEI/AR
B 
treatmen
t in 6 
months 
then 
ARNI 
treatmen
t in next 
6 months 
 
•Compar
ator: 
None 

• Primary outcome:  
1. Proportion of patients with VA, ICD and ATP 
events over 6 months of ACEI/ARB and 6 months of 
ARNI treatment [ Time Frame: 12 months ] 
 
• Secondary outcome: 
1.Numbers of NSVT, SVT, PVC, ICD shock and 
ATP experienced by patients [ Time Frame: 
baseline, 12 month ] 
2.LVEF (%) [ Time Frame: baseline ,12 month ] 
3. NT-proBNP (pg/mL) level [ Time Frame: baseline, 
12 month ] 
4. Number of hospitalizations for arrhythmia or HF 
related hospitalizations [ Time Frame: baseline, 12 
month ] 
(more details in the study.) 

• Study 
start: 
Novembe
r 11, 
2020  
 
• Primary 
Completi
on: 
August 
30, 2022  
 
• Study 
Completi
on:  
August 
31, 2022  
 
• First 
Posted:  
July 29, 
2020  
 
• Results 
First 
Posted: 
 No 
Results 
Posted 
 
• Last 
Update 
Posted: 
October 
1, 2021 

• 
Novarti
s 
Pharm
aceutic
als 
 
• 
Funder 
Type: 
Other  

•Novarti
s 
Investig
ative 
Site, 
Hefei, 
An Hui, 
China  
•Novarti
s 
Investig
ative 
Site, Bei 
Jing, 
Bei 
Jing, 
China  
•Novarti
s 
Investig
ative 
Site, 
Beijing, 
Beijing, 
China  
•Novarti
s 
Investig
ative 
Site, 
Fuzhou, 
Fujian, 
China  
•Novarti
s 
Investig
ative 
Site, 
Zhengz
hou, 
Henan, 
China  
•Novarti
s 
Investig
ative 
Site, 
Changs
ha, 
Hunan, 
China  
•Novarti
s 
Investig
ative 
Site, 

Nanjing, 
Jiangsu, 

  



China  
•Novarti
s 
Investig
ative 
Site, 
Nanjing, 
Jiangsu, 
China  
•Novarti
s 
Investig
ative 
Site, 
Nantong
, 
Jiangsu, 
China  
•Novarti
s 
Investig
ative 
Site, Wu 
XI, 
Jiangsu, 
China  
•and 14 
more 

Diabetes 



1 • NCT 
number: 
NCT040554
28  • IRB 
number: 
IRB-
300003702 

NAUTICA
L: Effect of 
Natriuretic 
Peptide 
Augmentat
ion on 
Cardiomet
abolic 
Health in 
Black 
Individuals 

Recr
uitin
g 

• Diabetes 
Mellitus  
• 
Cardiovas
cular 
Diseases 
• Insulin 
Sensitivity
/Resistan
ce 
• 
Metabolic 
Disease  
• 
Natriuretic 
Peptides  
• 
Metabolis
m  
• Energy 
Expenditu
re 

• Study Type: 
Interventiona
l 
 
• Phase: 
Phase 2 
 
• Allocation: 
Randomized 
 
• Intervention 
Model: 
Parallel 
Assignment 
 
• Masking: 
Quadruple 
(Participant, 
Care 
Provider, 
Investigator, 
Outcomes 
Assessor) 
 
• Primary 
Purpose: 
Other 

• 
Enrollment: 
200 
 
• Age: 18 
Years and 
older 
(Adult, 
Older 
Adult) 
 
• Sex: All 
 
• Inclusion 
Criteria: 
1. Adults: 
Age ≥ 18 
years of 
age  
 
2. Race: 
African-
American 
or Black 
 
3. Blood 
pressure: 
120-
160/80-100 
mmHg 
(either 
untreated 
or after 4 
weeks of 
washout in 
those 
treated with 
up to two 
classes of 
antihyperte
nsives) 
 
4. Baseline 
insulin 
resistance: 
HOMA-IR 
≥2.5 
 
(exclusion 
details 
present in 
the study.) 

•Drug: 
Sacubitril
, 
Valsarta
n 97-103 
mg Oral 
Tablet 
 
•Drug: 
Valsarta
n 160 mg 
 
•Other: 
Intraveno
us 
Glucose 
Toleranc
e Test 
 
• Dietary 
Supplem
ent: 
Standard
ized 
Meals 
 
•Other: 
Exercise 
capacity 
VO2 
maximu
m 
determin
ation 

• Primary outcome: [ Time Frame: 12 weeks ] 
1. Change in insulin sensitivity after natriuretic 
peptide augmentation. 
2. Change in energy expenditure after natriuretic 
peptide augmentation. 
 
• Secondary outcome: [ Time Frame: 12 weeks ] 
1. Change in exercise energy expenditure after 12 
weeks of pharmacological intervention. 
2. Change in post-meal increase in GLP-1 levels. 
3. Change in peak oxygen consumption after 12 
weeks of pharmacological intervention. 
4. Change in fasting GLP-1 levels. 
5. Change in natriuretic peptide levels. 
6. Change in measures of insulin sensitivity. 
7. Change in HBA1c levels. 
8. Change in fasting blood glucose levels. 
9. Change in HOMA-IR. 
10. Change in fasting insulin levels. 
11. Change in measures of body mass index. 
12. Change in measures of hip/waist circumference. 
13. Change in measures of adipose tissue mass. 
14. Change in total cholesterol/LDL-C/HDL-
C/triglyceride levels. 
15. Correlation of change in MR-pro atrial natriuretic 
peptide levels. 
16. Correlation of change in B-type natriuretic 
peptide levels. 
17. Correlation of change in NT-pro B-type 
natriuretic peptide levels. 
18. Impact of Natriuretic Peptide Genotype on Study 
Endpoints.  
19. Change in Metabolomic Profile.  
 
(more details in the study.) 

• Study 
start: 
 August 
15, 2020 
 
• Primary 
Completi
on: 
 August 
30, 2026 
 
• Study 
Completi
on:  
August 
30, 2026 
 
• First 
Posted:  
August 
13, 2019 
 
• Results 
First 
Posted: 
 No 
Results 
Posted 
 
• Last 
Update 
Posted: 
June 1, 
2021 

• 
Univers
ity of 
Alabam
a at 
Birming
ham 
 
• 
Funder 
type: 
Other  

Universi
ty of 
Alabam
a at 
Birming
ham, 
Birming
ham, 
Alabam
a, 
United 
States 

The 
study 
hypothes
ized that 
the use 
of 
sacubitril
/valsarta
n in 
African 
America
n 
individua
ls will 
have an 
improve
ment in 
both the 
insulin 
sensitivit
y and the 
resting & 
exercise 
energy 
expendit
ure more 
than with 
valsartan 
alone. 

Chronic Kidney Disease 



1 • NCT 
number: 
NCT044582
85  • Other 
Id's: 
20191025  • 
Title 
Acronym: 
ESARHD-
HF 

Efficacy 
and Safety 
of 
Sacubitril/ 
Valsartan 
in 
Maintenan
ce 
Hemodialy
sis 
Patients 
With Heart 
Failure 

Recr
uitin
g 

 • 
Hemodial
ysis 
Complicat
ion 
• Heart 
Failure 

• Study Type: 
Interventiona
l 
 
• Phase: Not 
Applicable 
 
• Allocation: 
Randomized 
 
• Intervention 
Model: 
Parallel 
Assignment 
 
• Masking: 
None (Open 
Label) 
 
• Primary 
Purpose: 
Treatment 

• 
Enrollment: 
118 
 
• Age: 18 
Years to 80 
Years 
(Adult, 
Older Adult) 
 
• Sex: All 
 
• Inclusion 
criteria:  
1. Written 
informed 
consent. 
 
2. End 
stage renal 
disease 
(ESRD) 
patients 
(eGFR<15
ml/min/1.73
m²) who 
have been 
receiving 
hemodialysi
s 3 times a 
week for at 
least 12 
weeks 
before 
registration. 
 
3. Chronic 
heart failure 
(NYHA 
class ≥ II) 
with 
reduced 
ejection 
fraction, 
defined as 
known 
LVEF ≤ 
50%. 
 
4. Mean 
sitting 
systolic 
blood 
pressure(m
sSBP)≥110 
mmHg. 

 
5. Use of 

• Drug: 
Sacubitril 
/ 
Valsarta
n Oral 
Tablet 
[Entresto
] 
 
• Drug: 
Valsarta
n 80mg 
Tablet 

• Primary outcome: [ Time Frame: 12 weeks ] 
1. Left ventricular ejection fraction (LVEF).  
 
• Secondrary outcome: [ Time Frame: 12 weeks ] 
1. N terminal pro B type natriuretic peptide (NT-
prpBNP). 
2. Left ventricular end diastolic volume (LVEDV)/Left 
atrial volume (LAV). 
3. The ratio of mitral early diastolic blood flow peak 
and mitral annulus velocity (E/E'). 
4. Pulmonary Artery Pressure. 
5. Concentration of high-sensitivity serum troponin 
T. 
6. NYHA functional classification. 
7. Minnesota Heart Failure Quality of Life 
Questionnaire (LiHFe). 
8. Systolic and diastolic blood pressure. 
9. Concentration of postassium. 
10. Electrocardiogram(ECG). 
11. Estimated glomerular filtration rate(eGFR). 
12. Incidence of Angioedema. 
13. Concentration of alanine aminotransferase or 
aspartate aminotransferase. 
14. Neprilysin. 
 
(more details in the study.) 

• Study 
Start: 
January 
1, 2020 
 
• Primary 
Completi
on: 
Decembe
r 31, 
2020  
 
• Study 
Completi
on: 
Decembe
r 31, 
2020 
 
• First 
Posted: 
July 7, 
2020 
 
• Results 
First 
Posted: 
No 
Results 
Posted 
 
• Last 
Update 
Posted: 
October 
6, 2020 

• 
Guang
dong 
Provinc
ial 
People'
s 
Hospita
l.  
 
• 
Funder 
type: 
Other 

Guangd
ong 
Provinci
al 
People's 
Hospital
, 
Guangz
hou, 
Guangd
ong, 
China 

The 
purpose 
of 
ESARH
D-HF 
study is 
to 
investiga
te the 
safety 
and the 
efficacy 
of 
sacubitril
/valsarta
n in 
patients 
undergoi
ng 
maintena
nce 
hemodial
ysis 
diagnose
d with 
heart 
failure vs 
valsartan 
alone.  



ACEI/ARB 
for at least 
2 weeks. 
 
6. Good 
compliance. 
 
(exclusion 
details 
present in 
the study.) 



2 • NCT 
number:  
NCT045727
24  • Other 
Id's:  
2020060105
4 

The Effect 
of 
Sacubitril/
Valsartan 
on 
Cardiovas
cular 
Events in 
Dialysis 
Patients 
and 
Efficacy 
Prediction 
of 
Baseline 
LVEF 
Value 

Recr
uitin
g 

• 
Peritoneal 
Dialysis 
Complicat
ion 
• 
Hemodial
ysis 
Complicat
ion 
• Heart 
Failure 

• Study Type: 
Interventiona
l 
 
• Phase: 
Phase 4 
 
• Allocation: 
Non- 
Randomized 
 
• Intervention 
Model: 
Parallel 
Assignment 
 
• Masking: 
None (Open 
Label) 
 
• Primary 
Purpose: 
Treatment 

• 
Enrollment: 
120 
 
• Age: 18 
Years to 70 
Years 
(Adult, 
Older Adult) 
 
• Sex: All 
 
• Inclusion 
criteria:  
1. written 
informed 
consent.  
 
2. 18 to 70 
years old 
participants
, No 
restrictions 
on gender 
or race. 
 
3. Stable 
heart failure 
in New 
York Heart 
Association 
(NYHA) 
class II, III, 
or IV 
symptoms, 
presentatio
n of typical 
heart failure 
symptoms 
accompani
ed by HF 
signs 
caused by 
a structural 
and/or 
functional 
cardiac 
abnormality 
 
4. Under 
maintenanc
e dialysis 
(hemodialy
sis or 
peritoneal 
dialysis) for 

more than 
one year. 

• Drug: 
Sacubitril 
/ 
Valsarta
n Oral 
Tablet 
 
• Drug: 
RAS 
Inhibitors 

• Primary outcome: [ Time Frame: at least 18 
months ] 
1. cardiovascular events. 
2. hospitalization for heart failure. 
 
• Secondary outcome: 
1. change rate of cardiovascular events [ Time 
Frame: at least 18 months ] 
2. NT-proBNP [ Time Frame: 12 months ] 
3. Kansas City Cardiomyopathy Questionnaire 
(KCCQ) [ Time Frame: 1month, 6month,18 months ] 
 
(more details in the study.) 

• Study 
Start: 
July 6, 
2020 
 
• Primary 
Completi
on: 
Novembe
r 2022 
 
• Study 
Completi
on: June 
2023 
 
• First 
Posted: 
October 
1, 2020 
 
• Results 
First 
Posted: 
No 
Results 
Posted 
 
• Last 
Update 
Posted: 
October 
8, 2020 

• 
Shenzh
en 
Second 
People'
s 
Hospita
l 
 
• 
Funder 
type: 
Other 

Shenzh
en 
Second 
People's 
Hospital
, 
Shenzh
en, 
Guangd
ong, 
China 

Evaluate 
the 
efficacy 
and 
safety of 
sacubitril
/valsarta
n on 
cardiova
scular 
events in 
patients 
with 
heart 
failure 
who are 
undergoi
ng 
maintena
nce 
hemodial
ysis and 
peritone
al 
dialysis. 



 
5. Patients 
have a 
plasma N-
terminal 
pro-BNP 
(NT-
proBNP) 
level ≥600 
pg per 
milliliter, or 
if they had 
been 
hospitalized 
for heart 
failure 
within the 
previous 12 
months, an 
NT-proBNP 
≥400 
pg/mL. 
 
(exclusion 
details 
present in 
the study.)  



3 • NCT 
number:  
NCT037717
29  • Other 
Id's:  
42411671-X 

Observatio
n on the 
Effect of 
Sacubitril/
Valsartan 
in 
Advanced 
Chronic 
Kidney 
Disease#C
KD#Patien
ts With 
Heart 
Failure 

Unk
now
n 
stat
us 

• CKD Study Type: 
Interventiona
l  
 
Phase: Early 
Phase 1       
           
•Allocation: 
N/A    
   
•Intervention 
Model: 
Single Group 
Assignment 
     
•Masking: 
None (Open 
Label)  
 
•Primary 
Purpose: 
Treatment 

•Enrollment
: 30 
participants
.      
 
•Age: 18 
Years to 80 
Years 
(Adult, 
Older 
Adult).                         
 
•Gender: 
All.                    
 
Inclusions 
Criteria: 
   
•patients 
diagnosed 
with 
Chronic 
kidney 
disease 
(eGFR<60 
ml/ 
min/1.73m²) 
and heart 
failure.   
•Document
ed history 
of heart 
failure with 
associated 
signs or 
symptoms.   
•New York 
Heart 
Association 
(NYHA) 
classes II-
IV mean 
sitting 
systolic 
blood 
pressure 
(msSBP) 
⩾140mmHg 
good 
compliance. 
 
(exclusion 
details 
present in 
the study.) 

Drug: 
LCZ 696 

Primary Outcome:  
•Change in estimated glomerular filtration 
rate(eGFR).   
•Change in urinary microalbumin/creatinine 
ratio(uACR).    
•Concentration of N terminal pro B type natriuretic 
peptide(NT-prpBNP).    
 
Secondary Outcome:  
•blood uric acid   
•Rate of HbA1c   
•Systolic and diastolic blood pressure   
•Left ventricle eject fraction   
•Concentration of postassium    
•Concentration of serum troponin   
•Concentration of alanine aminotransferase or 
aspartate aminotransferase    
•Concentration of sodium  

Study 
Start: 
Decembe
r 30, 
2018.  
 
Primary 
Completi
on: May 
28, 2019.  
 
Study 
Completi
on: June 
15, 2019.  
 
First 
Posted: 
Decembe
r 11, 
2018.  
 
Results 
First 
Posted: 
No 
Results 
Posted.  
 
Last 
Update 
Posted: 
Decembe
r 11, 
2018.  

• The 
Second 
Affiliate
d 
Hospita
l of 
Harbin 
Medical 
Univers
ity.  
 
•Funde
r type: 
Other  

N/A. This 
paper 
will 
mainly 
present 
the renal 
results 
from a 
clinical 
study 
aimed to 
observe 
the effect 
of 
sacubitril
/valsarta
n in 
advance
d chronic 
kedney 
disease 
patients 
with 
heart 
failure. 



4 • NCT 
number: 
NCT050538
93  • Other 
IDs: 
XHASB-001   

Roxadusta
t 
Combined 
With 
Sacubitril 
Valsartan 
Sodium 
Tablets in 
the 
Treatment 
of 
Cardioren
al Anemia 
Syndrome 

Recr
uitin
g 

• Cardio-
Renal  
Syndrome 

• Study Type: 
Interventiona
l 
 
• Phase: Not 
Applicable 
 
• Allocation: 
Randomized 
 
• Intervention 
Model: 
Parallel 
Assignment 
 
• Masking: 
None (Open 
Label) 
 
• Primary 
Purpose: 
Treatment 

• 
Enrollment: 
40 
 
• Ages: 18 
Years to 70 
Years 
 
• Gender: 
All 
 
• Inclusion:  
- 
Diagnosed 
as regular 
dialysis 
patients 
with 
cardiorenal 
anemia 
syndrome 
 
- 
Hemoglobin 
60-110g / L 
(twice with 
an interval 
of at least 4 
days); 
  
- 
Volunteere
d to 
participate 
 
(exclusion 
details 
present in 
the study.) 

•Interven
tion: 
New 
treatmen
t 
group(Ro
xadustat 
combine
d with 
Sacubitril 
Valsarta
n 
Sodium 
Tablets) 
 
•Compar
ator: 
Tradition
al 
treatmen
t 
group(E
PO 
combine
d with 
ACEI or 
ARB ) 

• Primary outcome:  
1. Changes of hemoglobin level before and after 
treatment [ Time Frame: Day0-Day90 ] 
2. Changes of ejection fraction before and after 
treatment [ Time Frame: Day0-Day90 ] 
3. Incidence of acute heart failure, acute myocardial 
infarction, severe hyperkalemia and severe anemia 
during treatment [ Time Frame: Day0-Day90 ] 
 
• Secondary outcome: 
Not provided 
 
(more details in the study.) 

• Study 
start: 
Septemb
er 22, 
2021 
 
• Primary 
Completi
on: 
July 1, 
2022  
 
• Study 
Completi
on:  
Septemb
er 1, 
2022  
 
• First 
Posted:  
Septemb
er 23, 
2021   
 
• Results 
First 
Posted: 
 No 
Results 
Posted 
 
• Last 
Update 
Posted: 
Septemb
er 23, 
2021 

• The 
Affiliate
d  
Hospita
l of  
Qingda
o  
Univers
ity 
. 
• 
Funder 
Type: 
Other  

• 
Depart
ment of 
Nephrol
ogy, 
Affiliate
d 
Hospital 
of 
Qingdao 
Universi
ty, 
Qingdao
,  
Shangd
ong, 
China 

  

Infectious Disease 



1 • NCT 
number: 
NCT041531
36 
 
• Other Id's: 
MGH2019P
002355 

Effects of 
Sacubitril/
Valsartan 
on 
Subclinical 
Heart 
Failure in 
HIV (The 
ENCHANT
MENT HIV 
Study) 

Recr
uitin
g 

• 
HIV/AIDS 
• Heart 
Failure 
With 
Preserved 
Ejection 
Fraction 

Study Type: 
Interventiona
l 
 
Phase: 
Phase 2 
 
•Allocation: 
Randomized 
 
•Intervention 
Model: 
Parallel 
Assignment 
 
•Masking: 
Quadruple 
(Participant, 
Care 
Provider, 
Investigator, 
Outcomes 
Assessor) 
 
•Primary 
Purpose: 
Treatment 

• 
Enrollment: 
50 
 
• Age: 40 
Years to 70 
Years 
(Adult, 
Older Adult) 
 
• Sex: All 
 
• Inclusion 
criteria: 
1. 
Antiretrovir
al therapy 
use for >12 
months 
 
2. HIV Viral 
Load <200 
copies/mL 
 
3. 
Increased 
waist 
circumferen
ce based 
on NCEP 
criteria 
(male>102c
m2 and 
female>88c
m2) or 
increased 
waist to hip 
ratio based 
on WHO 
criteria 
(male>0.95 
and 
female>0.8
0) 
 
4. Left 
Ventricular 
Ejection 
Fraction>50
% 
 
5. 
Demonstrat
ion of one 
or more 
criteria for 

myocardial 
dysfunction 

• Drug: 
Sacubitril
-
Valsarta
n 49-
51Mg 
Oral 
Tablet 
 
• Drug: 
Placebo 
oral 
tablet 

• Primary outcome:  [ Time Frame: 6 months ] 
1. Myocardial Inflammation/Fibrosis. 
2. Left Atrial Volume Index. 
 
• Secondary outcome:  [ Time Frame: 6 months ] 
1. Indices of Myocardial Dysfunction. 
2. Markers of Myocardial Inflammation and Fibrosis. 
3. Cardiac Natriuretic Peptides. 
 
(more details in the study.) 

• Study 
Start: 
Septemb
er 11, 
2020 
 
• Primary 
Completi
on: June 
30, 2024 
 
• Study 
Completi
on: 
Decembe
r 31, 
2024 
 
• First 
Posted: 
Novembe
r 6, 2019 
 
• Results 
First 
Posted: 
No 
Results 
Posted 
 
• Last 
Update 
Posted: 
October 
15, 2021 

• 
Massac
husetts 
Genera
l 
Hospita
l 
 
• 
Funder 
type: 
Other 

Massac
husetts 
General 
Hospital
, 
Boston, 
Massac
husetts, 
United 
States 

The 
study 
aims to 
decrease 
HIV-
related 
heart 
failure 
with a 
preserve
d 
ejection 
fraction 
with 
Sacubitril
/valsarta
n. 



on cardiac 
transthoraci
c 
echocardio
gram, 
relevant to 
the 
progression 
of heart 
failure with 
preserved 
ejection 
fraction: 
- Left Atrial 
Volume 
Index > 28 
mL/m2 
- Global 
Longitudina
l Strain 
<18% 
- Left 
Ventricular 
Mass Index 
> 95g/m2 
(female), 
115 g/m2 
(male) 
 
(exclusion 
details 
present in 
the study.) 



2 • NCT 
number:  
NCT040232
27    
 
• Title 
Acronym:  
PARACHUT
E-HF    
 
• Other Ids:  
CLCZ696B3
302  

Efficacy 
and Safety 
of 
Sacubitril/ 
Valsartan 
Compared 
With 
Enalapril 
on 
Morbidity, 
Mortality, 
and NT-
proBNP 
Change in 
Patients 
With CCC  

Recr
uitin
g  

•Chagas 
Disease  
 
•Heart 
Failure 

Study Type:  
Interventiona
l  
 
Phase:  
Phase 4  
 
Study 
Design:  
•Allocation:  
Randomized  
 
•Intervention 
Model:  
Parallel 
Assignment  
 
•Masking:  
Single 
(Outcomes 
Assessor)  
 
•Primary 
Purpose:  
Treatment  

Enrollment:  
900 
participants  
 
Age:  
18 Years 
and older  
(Adult, 
Older  
Adult)  
 
Gender:  
All 
 
Inclusion 
Criteria: 
 
•Male or 
female ≥ 18 
years of 
age 
•Diagnosis 
of NYHA 
Class II-IV 
HFrEF 
established 
by 
•Chagas' 
disease 
diagnosis 
confirmed 
by at least 
2 different 
serological 
tests for 
anti-
Trypanoso
ma cruzi 
([ELISA], 
[IFI], [IHA]). 
(exclusion 
details 
present in 
the study.) 

•Drug: 
Sacubitril
/  
valsartan  
 
•Drug: 
Enalapril 

Primary Outcome: 
•Hierarchical composite endpoint composed of time 
to CV death, time to first HF hospitalization, relative 
change in NT-proBNP from baseline to Week 12 
 
Secondary Outcome: 
•Time to the first occurrence of a composite of CV 
events 
•Time to all-cause mortality 
•Time to sudden death or resuscitated sudden 
cardiac arrest 
•Number of visits to an ER due to HF 
•Number of days alive out of the hospital 
•Number of ventricular fibrillation or sustained 
ventricular tachycardia 
•Number of anti-tachycardia pacing or shock 
therapies 

Study 
Start:  
Decembe
r 10, 
2019  
 
Primary 
Completi
on:  
Decembe
r 16, 
2022  
 
Study 
Completi
on:  
Decembe
r 16, 
2022  
 
First 
Posted:  
July 17, 
2019  
 
Results 
First 
Posted:  
No 
Results 
Posted  
 
Last 
Update 
Posted:  
April 1, 
2021 

•Novart
is  
Pharm
aceutic
als 
 
Funder 
Type: 
•Industr
y  

•Novarti
s 
Investig
ative 
Site, 
Rosario, 
Santa 
Fe, 
Argentin
a  
•Novarti
s 
Investig
ative 
Site, 
Cordob
a, 
Argentin
a  
•Novarti
s 
Investig
ative 
Site, 
Cordob
a, 
Argentin
a  
•Novarti
s 
Investig
ative 
Site, 
Cordob
a, 
Argentin
a  
•Novarti
s 
Investig
ative 
Site, 
Santa 
Fe, 
Argentin
a  
•Novarti
s 
Investig
ative 
Site, 
Salvado
r, BA, 
Brazil  
•Novarti
s 

Investig
ative 

The 
purpose 
of this 
study is 
to 
evaluate 
the effect 
of 
sacubitril
/valsarta
n 200 
mg BID 
compare
d with 
enalapril 
10 mg 
BID, in 
addition 
to 
conventi
onal 
heart 
failure 
(HF) 
treatmen
t, in 
improvin
g a 
hierarchi
cal 
composit
e of 
cardiova
scular 
(CV) 
events 
and 
causing 
a greater 
reduction 
in n 
terminal 
prohorm
one of 
brain 
natriureti
c peptide 
(NT-
proBNP, 
at Week 
12 from 
Baseline
) in 
participa
nts with 
HF with 

reduced 
ejection 



Site, 
Campin
as, SP, 
Brazil 

fraction 
(HFrEF) 
caused 
by CCC. 



3 • NCT 
number: 
NCT048537
58 
 
• Other IDs: 
3336022050
0000068 
 
• Title 
Acronym: 
ANSWER-
HF 

Angiotensi
n 
Receptor-
Neprilysin 
Inhibition 
in Chagas 
Cardiomyo
pathy With 
Reduced 
Ejection 
Fraction 

Recr
uitin
g 

• Chagas  
Cardiomy
opathy 

• Study Type: 
Interventiona
l 
 
• Phase: 
Phase 3 
 
• Allocation: 
Randomized 
 
• Intervention 
Model: 
Parallel 
Assignment 
 
• Masking: 
Triple 
(Participant, 
Investigator, 
Outcomes 
Assessor) 
 
• Primary 
Purpose: 
Treatment 

• 
Enrollment: 
200 
 
• Ages: 18 
Years and 
older  
 
• Gender: 
All 
 
• Inclusion:  
- Positive 
serology for 
Chagas; 
- Age > 18 
years old; 
- New York 
Heart 
Association 
(NYHA) 
heart failure 
and 
functional 
class II, III 
or IV; 
- Left 
ventricular 
ejection 
fraction 
<40% at 
least in the 
last 3 
months; 
- Patients 
using a 
beta-
blocker with 
stable dose 
(last 4 
weeks) and 
optimized; 
-Patients 
using ACEI 
or ARB with 
a stable 
dose (last 4 
weeks) and 
optimized. 
(exclusion 
details 
present in 
the study.) 

•Interven
tion: 
Sacubitril
/Valsarta
n 
 
•Compar
ator: 
Enalapril 

• Primary outcome:  
1. Change of left ventricular ejection fraction (LVEF) 
[ Time Frame: 6 months ] 
 
• Secondary outcome: 
1. Number of premature ventricular beats [ Time 
Frame: 6 months ] 
2. Percentage of premature ventricular beats. [ Time 
Frame: 6 months ] 
3. Ventricular arrhythmias density [ Time Frame: 6 
months ] 
4. Sustained ventricular tachycardia rates [ Time 
Frame: 6 months ] 
5. New York Heart Association functional class [ 
Time Frame: 6 months ] 
6. Ventricular remodeling - left ventricular systolic 
diameter [ Time Frame: 6 months ] 
 
(more details in the study.) 

• Study 
start: 
May 6, 
2021  
 
• Primary 
Completi
on: 
March 1, 
2023  
 
• Study 
Completi
on:  
March 1, 
2023  
 
• First 
Posted:  
April 21, 
2021  
 
• Results 
First 
Posted: 
 No 
Results 
Posted 
 
• Last 
Update 
Posted: 
May 7, 
2021 

• 
Univers
ity of 
Sao 
Paulo 
Genera
l 
Hospita
l  
 
• nCor 
Heart  
Institut
e 
. 
• 
Funder 
Type: 
Other  

• Heart 
Institute 
(Incor) 
Universi
ty of 
Sao 
Paulo, 
São 
Paulo, 
Brazil 

  

Transplant 



1 •  NCT 
number:  
NCT040923
09  
 
•  Other Ids:  
ACE_SAVA
_3Decho_B
MT 

Effect of 
Angiotensi
n 
Converting 
Enzyme 
and 
Sacubitril 
Valsartan 
in Patients 
After Bone 
Marrow 
Transplant
ation  

Recr
uitin
g 

•Hematop
oietic 
Stem Cell 
Transplan
tation  
 
•Cardioto
xicity 

Study Type:  
Interventiona
l  
 
Phase:  
Not 
Applicable  
 
Study 
Design:  
•Allocation:  
Randomized  
 
•Intervention 
Model:  
Parallel 
Assignment  
 
•Masking:  
None (Open 
Label)  
 
•Primary 
Purpose:  
Prevention  

Enrollment:  
90 
Participant  
 
Age:  
18 Years 
and older  
(Adult, 
Older Adult)  
 
Gender:  
All 
 
Inclusion 
Criteria: 
•Adolescent
s male and 
female that 
have just 
been 
treated with 
bone 
marrow 
transplantat
ion due to 
haematolog
ical 
malignancie
s. 
(exclusion 
details 
present in 
the study.) 

•Drug: 
ACE 
inhibitor, 
Sacubitril
-
Valsarta
n 

Primary Outcome Measures  : 
•Effect of treatment in Left Ventricular Function 
•Effect of treatment in left ventricular function  
•Effect of treatment in arterial stiffness 
•Effect of treatment in glycocalyx thickness 

Study 
Start:  
Septemb
er 20, 
2019  
 
Primary 
Completi
on:  
Septemb
er 1, 
2020  
 
Study 
Completi
on:  
Septemb
er 1, 
2021 
  
First 
Posted:  
Septemb
er 17, 
2019  
 
Results 
First 
Posted:  
No 
Results 
Posted  
 
Last 
Update 
Posted:  
April 3, 
2020 

•Univer
sity of  
Athens 
 
Funder 
Type: 
•Other 

•"Attikon
" 
Universi
ty 
General 
Hospital
, 
Athens, 
Attiki, 
Greece 

The 
purpose 
of the 
present 
study is 
to 
investiga
te the 
effect of 
ACE 
inhibitors 
and the 
sacubitril
-
valsartan 
complex 
in bone 
marrow 
transplan
t patients 
by 
assessin
g 
cardiova
scular 
and 
endotheli
al 
paramet
ers in 
order to 
search 
for a 
potent 
protectiv
e role. 

Cognitive 



1 • NCT 
number: 
NCT051177
36  
 
•Other 
Study ID 
Numbers: 
CLCZ696B2
320 
 
•Title 
Acronym: 
PERSPECT
IVE 

Efficacy 
and Safety 
of LCZ696 
Compared 
to 
Valsartan 
on 
Cognitive 
Function in 
Patients 
With 
Chronic 
Heart 
Failure 
and 
Preserved 
Ejection 
Fraction 
(PERSPE
CTIVE) 

Acti
ve, 
not 
recr
uitin
g 

• Chronic 
Heart 
Failure 
(CHF) 

•Study Type: 
Interventiona
l 
 
•Phase: 
Phase 3 
 
•Study 
Design: 
 
•Allocation: 
Randomized 
 
•Intervention 
Model: 
Parallel 
Assignment 
 
•Masking: 
Double 
(Participant, 
Investigator) 
 
•Primary 
Purpose: 
Treatment 

•Enrollment
: 592 
 
•Age:60 
Years and 
older 
 
•Gender: All 
 
•Inclusion 
Criteria: 
1. Chronic 
heart failure 
with current 
symptoms 
NYHA class 
II-IV 
 
2. Left 
ventricular 
ejection 
fraction > 
40% 
 
3. NT-
proBNP >= 
125 pg/mL 
at 
screening 
visit 
 
4. Patient 
with 
evidence of 
adequate 
functioning 
to complete 
study 
assessment
s  
 
( exclusion 
details 
present in 
the study.) 

•Interven
tion- 
Experim
ental: 
LCZ696 
Patients 
will 
receive 
LCZ696 
at 100 
mg twice 
daily  
 
•Active 
Compara
tor: 
Valsarta
n 
Patients 
will 
receive 
valsartan 
at 40mg 
and/or 
80mg 
twice 
daily  

•Primary Outcome: [ Time Frame: Baseline, week 
156 ] 
1. Change from baseline in the CogState Global 
Cognitive Composite Score (GCCS) 
 
• Secondary outcome: [ Time Frame: Baseline, 
week 156 ] 
1. Change from baseline in cortical composite 
standardized uptake value ratio (SUVr) 
 
2. Change from baseline in individual cognitive 
domains (memory, executive function, and attention) 
 
3. Change from baseline in the summary score of 
the instrumental activities of daily living (IADL) 

•Study 
Start:  
Novembe
r 23, 
2016 
 
•Primary 
Completi
on:  
March 
28, 2022 
 
•Study 
Completi
on:  
March 
28, 2022 
 
•First 
Posted:  
August 
30, 2016 
 
•Results 
First 
Posted:  
No 
Results 
Posted 
 
• Last 
Update 
Posted:  
Novembe
r 17, 
2021 

• 
Novarti
s 
Pharm
aceutic
als 
 
•Funde
r type: 
Industr
y 

Novartis 
Investig
ative 
Site, 
Andalus
ia, 
Alabam
a, 
United 
States 
•Novarti
s 
Investig
ative 
Site, 
Glendal
e, 
Arizona, 
United 
States 
•Novarti
s 
Investig
ative 
Site, 
Mesa, 
Arizona, 
United 
States 
•Novarti
s 
Investig
ative 
Site, 
Phoenix
, 
Arizona, 
United 
States 
•Novarti
s 
Investig
ative 
Site, 
Sun City 
West, 
Arizona, 
United 
States 
•Novarti
s 
Investig
ative 
Site, 
Tucson, 
Arizona, 

United 
States 

The 
purpose 
of this 
study is 
to 
evaluate 
the effect 
of 
LCZ696 
compare
d to 
valsartan 
on 
cognitive 
function 
in 
patients 
with 
chronic 
heart 
failure 
and 
preserve
d 
ejection 
fraction. 
Cognitiv
e 
function 
will be 
assesse
d using a 
compreh
ensive 
battery 
of tests 
with an 
evaluatio
n of 
longitudi
nal 
change 
of 
cognitive 
domains 
including 
memory, 
executiv
e 
function, 
and 
attention. 



•Novarti
s 
Investig
ative 
Site, 
Beverly 
Hills, 
Californi
a, 
United 
States 
•Novarti
s 
Investig
ative 
Site, 
Fresno, 
Californi
a, 
United 
States 
•Novarti
s 
Investig
ative 
Site, 
Loma 
Linda, 
Californi
a, 
United 
States 
•Novarti
s 
Investig
ative 
Site, 
Long 
Beach, 
Californi
a, 
United 
States 
•and 
126 
more 

Pediatric 



1 • NCT 
number: 
NCT037854
05  • Other 
Id's: 
CLCZ696B2
319E1  

CLCZ696
B2319E1 
OL 
Extension 
Study to 
Evaluate 
Long-term 
Safety of 
Sacubitril/ 
Valsartan 
in 
Pediatric 
Patients 
With HF 

Recr
uitin
g 

• Heart 
Failure 

• Study Type: 
Interventiona
l 
 
• Phase: 
Phase 3 
 
• Allocation: 
N/A 
 
• Intervention 
Model: 
Parallel 
Assignment 
 
• Masking: 
None (Open 
Label) 
 
• Primary 
Purpose: 
Treatment 

• 
Enrollment: 
240 
 
• Age:1 
Year to 18 
Years 
(Child, 
Adult) 
 
• Sex: All 
 
• Inclusion 
criteria:  
1. Signed 
informed 
consent. 
 
2. No safety 
issues on 
study drug 
at 
PANORAM
A-HF Part 2 
EOS visit. 
 
(exclusion 
details 
present in 
the study.)  

• Drug: 
sacubitril
/ 
valsartan 

• Primary outcome: [ Time Frame: to end of study, 
up to 3 years ] 
1. Number of participants with Adverse Events 
(AEs) as a measure of safety and tolerability.  
2. Number of participants with Serious Adverse 
Events (SAEs) as a measure of safety and 
tolerability. 
 
(more details in the study.) 

• Study 
Start: 
May 2, 
2019 
 
• Primary 
Completi
on: April 
21, 2022  
 
• Study 
Completi
on: 
Decembe
r 31, 
2022 
 
• First 
Posted: 
Decembe
r 24, 
2018 
 
• Results 
First 
Posted: 
No 
Results 
Posted 
 
• Last 
Update 
Posted: 
Decembe
r 6, 2021 

• 
Novarti
s 
Pharm
aceutic
als 
• 
Novarti
s 
 
• 
Funder 
type: 
Other 

•Novarti
s 
Investig
ative 
Site, 
Loma 
Linda, 
Californi
a, 
United 
States 
 
•Novarti
s 
Investig
ative 
Site, 
Los 
Angeles
, 
Californi
a, 
United 
States 
 
•Novarti
s 
Investig
ative 
Site, 
Palo 
Alto, 
Californi
a, 
United 
States 
 
•Novarti
s 
Investig
ative 
Site, 
Hollywo
od, 
Florida, 
United 
States 
 
•Novarti
s 
Investig
ative 
Site, 
Saint 
Petersb
urg, 

Florida, 
United 

Investiga
te the 
long-
term 
safety 
and 
tolerabilit
y of 
sacubitril
/valsarta
n in 
eligible 
CLCZ69
6B2319 
(PANOR
AMA-
HF) 
patients. 



States 
 
•Novarti
s 
Investig
ative 
Site, 
Atlanta, 
Georgia
, United 
States 
 
•Novarti
s 
Investig
ative 
Site, 
Indiana
polis, 
Indiana, 
United 
States 
 
•Novarti
s 
Investig
ative 
Site, 
Boston, 
Massac
husetts, 
United 
States 
 
•Novarti
s 
Investig
ative 
Site, 
Ann 
Arbor, 
Michiga
n, 
United 
States 
 
•Novarti
s 
Investig
ative 
Site, 
Minnea
polis, 
Minneso
ta, 
United 

States 
 



•and 66 
more 



2 • NCT 
number:NC
T02678312   
 
• Other 
Study ID 
Numbers:  
CLCZ696B2
319 
 
2015-
004207-22 ( 
EudraCT 
Number ) 

Study to 
Evaluate 
Safety, 
Tolerability
, 
Pharmaco
kinetics 
and 
Pharmaco
dynamics 
of LCZ696 
Followed 
by a 52-
week 
Study of 
LCZ696 
Compared 
With 
Enalapril 
in 
Pediatric 
Patients 
With Heart 
Failure 

Acti
ve, 
not 
recr
uitin
g 

•Heart 
Failure 
(Pediatric) 

•Study Type: 
Interventiona
l  
 
•Phase: 
Phase2  
Phase 3 
 
•Allocation: 
Randomized 
 
•Intervention 
Model: 
Parallel 
Assignment 
 
•Masking: 
Double 
(Participant, 
Investigator) 
 
•Primary 
Purpose: 
Treatment 

•Enrollment
: 393 
 
•Ages: 1 
Month to 17 
Years 
(Child) 
 
•Gender: All 
 
•Inclusion 
Criteria: 
1. Chronic 
heart failure 
resulting 
from left 
ventricular 
systolic 
dysfunction, 
and 
receiving 
chronic HF 
therapy (if 
not newly 
diagnosed) 
 
2. NYHA 
classificatio
n II-IV 
(older 
children: 6 
to <18 
years old) 
or Ross 
CHF 
classificatio
n II-IV 
(younger 
children: < 
6 years old) 
 
3. Systemic 
left 
ventricular 
ejection 
fraction ≤ 
40% or 
fractional 
shortening 
≤20% 
 
4. For Part 
1 study: 
Patients 
must be 
treated with 

an ACEI or 
ARB prior 

•Interven
tion 
•Experim
ental: 
Part 1: 
LCZ696  
LCZ696 
open 
label 
either  
1) 0.8 
mg/kg or  
2) 3.1 
mg/kg or 
both. 
After 
LCZ696 
PK 
assessm
ent, 
patients 
will be 
maintain
ed on 
open-
label 
Enalapril 
or 
standard 
of care 
for heart 
failure 
treatmen
t, if 
patient 
consents 
to 
participat
e in Part 
2. 
 
•Active 
Compara
tor: Part 
2: 
Enalapril 
The 
target 
dose for 
enalapril 
is 0.2 
mg/kg 
bid (0.4 
mg/kg 
total 
daily 

dose) 
with a 

• Primary outcome:  
Part 1 of the study: 
1. Pharmacokinetics of LCZ696 analytes (sacubitril, 
LBQ657, and valsartan): Maximum drug 
concentration in plasma (Cmax) 
2. Pharmacokinetics of LCZ696 analytes (sacubitril, 
LBQ657, and valsartan): Time to maximum plasma 
concentration (Tmax) 
3. Pharmacokinetics of LCZ696 analytes (sacubitril, 
LBQ657, and valsartan): area under the plasma 
concentration- time curve from time zero to infinity 
(AUCinf) and area under the plasma concentration-
time curve from time zero to last (AUClast) 
4. Pharmacokinetics of LCZ696 analytes (sacubitril, 
LBQ657, and valsartan): Clearance from plasma 
(CL/F) 
5. Pharmacokinetics of LCZ696 analytes (sacubitril, 
LBQ657, and valsartan): Time required to drug 
concentration to decrease by half (T 1/2) 
6. Pharmacodynamics of LCZ696 analytes 
(sacubitril, LBQ657, and valsartan): Plasma N-
terminal pro-brain natriuretic peptide (NTproBNP) 
7. Pharmacodynamics  of LCZ696 analytes 
(sacubitril, LBQ657, and valsartan): Plasma cyclic 
guanosine monophosphate (cGMP) 
8. Pharmacodynamics of LCZ696 analytes 
(sacubitril, LBQ657, and valsartan): Urine cGMP 
9. Pharmacodynamics of LCZ696 analytes 
(sacubitril, LBQ657, and valsartan): Plasma B-type 
natriuretic peptide (BNP) 
 
Part 2 of the study:[ Time Frame: Up to 52 weeks ] 
10. Percentage of patients falling into each category 
based on global ranking 
 
• Secondary outcome: [ Time Frame: 52 weeks ] 
Part 2 of the study:  
1. Time to first occurrence of Category 1 or 
Category 2 event 
2. Change from baseline in NYHA/Ross functional 
class 
3. Change from baseline in Patient Global 
impression of severity score (PGIS) scale 
4. Population PK of LCZ696 analytes (sacubitril, 
LBQ657, and valsartan): Clearance from plasma in 
steady state (CL,ss) 
5. Population PK of LCZ696 analytes (sacubitril, 
LBQ657, and valsartan): Volume of distribution in 
steady state 
6. Population PK of LCZ696 analytes (sacubitril, 
LBQ657, and valsartan): Absorption rate constant in 
steady state (Ka,ss) 
7. Population PK of LCZ696 analytes (sacubitril, 
LBQ657, and valsartan): Time required to drug 
concentration to decrease by half in steady state (T 
1/2,ss) 

8. Population PK of LCZ696 analytes (sacubitril, 
LBQ657, and valsartan): Maximum drug 

• Study 
Start:  
Novembe
r 3, 2016 
 
• Primary 
Completi
on:  
Decembe
r 31, 
2021 
 
•Study 
Completi
on:  
Decembe
r 31, 
2021 
 
•First 
Posted:  
February 
9, 2016 
 
• Results 
First 
Posted:  
No 
Results 
Posted 
 
• Last 
Update 
Posted:  
October 
28, 2021 

• 
Novarti
s 
Pharm
aceutic
als 
 
•Funde
r type: 
Industr
y 

Novartis 
Investig
ative 
Site, 
Andalus
ia, 
Alabam
a, 
United 
States 
•Novarti
s 
Investig
ative 
Site, 
Glendal
e, 
Arizona, 
United 
States 
•Novarti
s 
Investig
ative 
Site, 
Mesa, 
Arizona, 
United 
States 
•Novarti
s 
Investig
ative 
Site, 
Phoenix
, 
Arizona, 
United 
States 
•Novarti
s 
Investig
ative 
Site, 
Sun City 
West, 
Arizona, 
United 
States 
•Novarti
s 
Investig
ative 
Site, 
Tucson, 
Arizona, 

United 
States 

This 
study 
consist 
of two 
parts 
(Part 1 
and Part 
2). The 
purpose 
of Part 1 
is to 
evaluate 
the way 
the body 
absorbs, 
distribute
s and 
removes 
the drug 
LCZ696. 
This will 
help 
determin
e the 
proper 
dose of 
LCZ696 
for Part 2 
of the 
study. 
 
The 
purpose 
for Part 2 
is to 
compare 
the 
effective
ness and 
safety of 
LCZ696 
with 
enalapril 
in 
pediatric 
heart 
failure 
patients 
over 52 
weeks of 
treatmen
t. 



to 
screening. 
Patients in 
Group 1 
and 2 must 
be currently 
treated with 
the dose 
equivalent 
of at least 
enalapril 
0.2 mg/kg 
prior to the 
LCZ696 3.1 
mg/kg 
administrati
on. Group 3 
patients will 
participate 
in LCZ696 
0.8 mg/kg 
and not 
LCZ696 3.1 
mg/kg. 
 
5. 
Biventricula
r physiology 
with 
systemic 
left ventricle 
 
( exclusion 
details 
present in 
the study.) 

maximu
m dose 
of 10 mg 
bid (20 
mg total 
daily 
dose). 
 
•Experim
ental: 
Part 
2:LCZ69
6 
LCZ696 
3.125 mg 
granules 
and adult 
formulati
on (50, 
100, 200 
mg) can 
be given 
based on 
patient 
weight. 

concentration in plasma at steady state (Cmax,ss) 
9. Population PK of LCZ696 analytes (sacubitril, 
LBQ657, and valsartan): Lowest plasma 
concentration observed during a dosing interval at 
steady state (Cmin,ss) 
10. Population PK of LCZ696 analytes (sacubitril, 
LBQ657, and valsartan): area under the plasma 
concentration-time curve from time zero to the end 
of the dosing interval tau at steady state 
(AUCtau,ss) 

•Novarti
s 
Investig
ative 
Site, 
Beverly 
Hills, 
Californi
a, 
United 
States 
•Novarti
s 
Investig
ative 
Site, 
Fresno, 
Californi
a, 
United 
States 
•Novarti
s 
Investig
ative 
Site, 
Loma 
Linda, 
Californi
a, 
United 
States 
•Novarti
s 
Investig
ative 
Site, 
Long 
Beach, 
Californi
a, 
United 
States 
•and 
126 
more 

Pharmacodynamics and Pharmacokinetics 



1 • NCT 
number:NC
T04649229 
 
•Other Ids: 
2000028712 

Mechanis
ms 
Underlying 
Hypotensi
ve 
Response 
to 
ARB/NEP 
Inhibition - 
Aim 3 

Recr
uitin
g 

•Heart 
Failure 

•Study Type: 
Interventiona
l 
 
•Phase: 
Phase 4 
 
 
•Allocation: 
Randomized 
 
•Intervention 
Model: 
Crossover 
Assignment 
 
•Masking: 
Quadruple 
(Participant, 
Care 
Provider, 
Investigator, 
Outcomes 
Assessor) 
 
•Primary 
Purpose: 
Basic 
Science 

•Enrollment
: 80 
 
•Age: 18 
Years and 
older 
 
• Gender: 
All 
 
•Inclusion 
Criteria: 
1.Black and 
white men 
and women 
2.Stable 
patients 
with a 
reduced 
ejection 
fraction 
(EF) 
A.EF ≤55%, 
and 
B.history of 
symptoms 
of New 
York Heart 
Association 
(NYHA) 
class I, II, 
or III heart 
failure (HF) 
C.stable 
clinical 
symptoms 
including no 
hospitalizati
ons for the 
last three 
months, or 
one month 
if 
hospitalized 
only once 
for initial 
diagnosis of 
HF 
D. who are 
not already 
taking 
LCZ696 
3. treatment 
with a 
stable dose 
of an 

angiotensin
-converting 

•Drug: 
LCZ 696 
•Drug: 
Placebo 
•Drug: 
Para- 
aminohip
purate 
•Drug: 
Iohexol 
•Drug: 
Aprepita
nt 

• Primary outcome: 
1. Mean arterial pressure (MAP) [ Time Frame: Over 
six hours on each of the four study days ] 
2. Urine sodium excretion [ Time Frame: Total urine 
output from drug administration to six hours 
following drug administration ] 
 
• Secondary outcome: [ Time Frame: Over six hours 
on each of four study days ] 
1. Heart rate 
2.Urine volume 
3.Renal plasma flow  
4.Glomerular filtration rate 
5. Urine albumin-to-creatinine ratio 

•Study 
Start:  
May 27, 
2021 
 
•Primary 
Completi
on:  
July 2023 
 
•Study 
Completi
on:  
January 
2024 
 
•First 
Posted:  
Decembe
r 2, 2020 
 
•Results 
First 
Posted:  
No 
Results 
Posted 
 
•Last 
Update 
Posted: 
Decembe
r 1, 2021 
•Yale 
Universit
y 
 
•Funder 
type: 
Other 

•Yale 
Univers
ity 
 
•Funde
r type: 
Other 

•Yale 
New 
Haven 
Hospital
, New 
Haven, 
Connect
icut, 
United 
States 

This is a 
double-
blind, 
randomiz
ed, two x 
two 
crossove
r 
(aprepita
nt vs 
placebo) 
during 
both 
initiation 
of 
Entresto, 
LCZ696, 
(50 mg 
dose) 
and at 
steady-
state of 
Entresto 
(200 mg 
bid dose 
or the 
highest 
tolerated 
dose). 



enzyme 
inhibitor 
(ACEi) or 
angiotensin 
receptor 
blocker 
(ARB) and 
with a beta 
blocker 
(unless 
contraindic
ated or not 
tolerated) 
for at least 
four weeks 
4. for 
patients 
with NYHA 
Class II or 
III HF, 
treatment 
with a 
stable dose 
of an 
mineralocor
ticoid 
receptor 
(MR) 
antagonist 
for at least 
four weeks, 
unless not 
possible 
due to renal 
function or 
adverse 
reaction 
5. For 
female 
subjects, 
the 
following 
conditions 
must be 
met: 
 
A.postmeno
pausal 
status for at 
least one 
year 
B. status 
post-
surgical 
sterilization 
C. if 

childbearin
g potential, 



utilization of 
barrier 
methods of 
birth control 
or an oral 
contracepti
ve and 
willingness 
to undergo 
urine β-
HCG 
testing on 
every study 
day 
6. Age 18 
years of 
age or older 
( exclusion 
details 
present in 
the study.) 



2 • NCT 
number: 
NCT041131
09 
 
• Other Ids: 
#191228 

Mechanis
ms 
Underlying 
Hypotensi
ve 
Response 
to 
ARB/NEP 
Inhibition - 
Aim 2 

Recr
uitin
g 

• Heart 
Failure 

•Study Type: 
Interventiona
l 
 
•Phase: Not 
Applicable 
 
•Allocation: 
Randomized 
 
•Intervention 
Model: 
Parallel 
Assignment 
 
•Masking: 
None (Open 
Label) 
 
•Primary 
Purpose: 
Treatment 

•Enrollment
: 80 
 
•Age: 18 
Years and 
older 
 
• Gender: 
All 
 
•Inclusion 
Criteria: 
1.Black and 
white men 
and women 
2.Stable 
patients 
with a 
reduced 
ejection 
fraction 
(EF) 
A.EF ≤55%, 
and 
B.history of 
symptoms 
of New 
York Heart 
Association 
(NYHA) 
class I, II, 
or III heart 
failure (HF) 
C.stable 
clinical 
symptoms 
including no 
hospitalizati
ons for the 
last three 
months, or 
one month 
if 
hospitalized 
only once 
for initial 
diagnosis of 
HF 
D. who are 
not already 
taking 
LCZ696 
3. treatment 
with a 
stable dose 
of an 

angiotensin
-converting 

•Drug: 
LCZ 696 
•Drug: 
Placebo 
•Drug: 
Para- 
aminohip
purate 
•Drug: 
Iohexol 
•Drug: 
Aprepita
nt 

• Primary outcome: 
1. Mean arterial pressure (MAP) [ Time Frame: Over 
six hours on each of the four study days ] 
2. Urine sodium excretion [ Time Frame: Total urine 
output from drug administration to six hours 
following drug administration ] 
 
• Secondary outcome: [ Time Frame: Over six hours 
on each of four study days ] 
1. Heart rate 
2.Urine volume 
3.Renal plasma flow  
4.Glomerular filtration rate 
5. Urine albumin-to-creatinine ratio 

•Study 
Start:  
Novembe
r 1, 2019 
 
•Primary 
Completi
on:  
April 
2023 
 
•Study 
Completi
on:  
October 
2023 
 
•First 
Posted:  
October 
2, 2019 
 
•Results 
First 
Posted:  
No 
Results 
Posted 
 
•Last 
Update 
Posted: 
April 27, 
2021 

• 
Vander
bilt 
Univers
ity 
Medical 
Center 
 
•Funde
r type: 
Other 

Vanderb
ilt 
Universi
ty 
Medical 
Center, 
Nashvill
e, 
Tennes
see, 
United 
States 

The 
main 
objective
s of this 
mechani
stic 
randomiz
ed, 
double-
blind, 
crossove
r-design 
study 
are: 
 
The 
primary 
objective 
is to test 
the 
hypothes
is that 
endogen
ous 
bradykini
n 
contribut
es to 
effects of 
ARB/NE
P 
inhibition 
on blood 
pressure
, 
natriuresi
s, and 
diuresis 
at 
initiation. 
The 
secondar
y 
objective 
is to test 
the 
hypothes
is 
endogen
ous 
bradykini
n 
contribut
es to 
effects of 
ARB/NE

P 
inhibition 



enzyme 
inhibitor 
(ACEi) or 
angiotensin 
receptor 
blocker 
(ARB) and 
with a beta 
blocker 
(unless 
contraindic
ated or not 
tolerated) 
for at least 
four weeks 
4. for 
patients 
with NYHA 
Class II or 
III HF, 
treatment 
with a 
stable dose 
of an 
mineralocor
ticoid 
receptor 
(MR) 
antagonist 
for at least 
four weeks, 
unless not 
possible 
due to renal 
function or 
adverse 
reaction 
5. For 
female 
subjects, 
the 
following 
conditions 
must be 
met: 
 
A.postmeno
pausal 
status for at 
least one 
year 
B. status 
post-
surgical 
sterilization 
C. if 

childbearin
g potential, 

on blood 
pressure
, 
natriuresi
s, and 
diuresis 
after up-
titration. 



utilization of 
barrier 
methods of 
birth control 
or an oral 
contracepti
ve and 
willingness 
to undergo 
urine β-
HCG 
testing on 
every study 
day 
 
( exclusion 
details 
present in 
the study.) 



3 •NCT 
number: 
NCT035533
03  
 
•Other 
Study ID 
Numbers:  
3403003 

Pharmaco
dynamic 
Effects of 
Sacubitril/
Valsartan 
on 
Natriuretic 
Peptides, 
Angiotensi
n and 
Neprilysin 

Recr
uitin
g 

• Heart 
Failure, 
Systolic 

• Study Type: 
Interventiona
l 
 
• Phase: 
Phase 4  
 
• Allocation: 
N/A 
 
• Intervention 
Model: 
Single Group 
Assignment 
 
• Masking: 
None (Open 
Label) 
 
• Primary 
Purpose: 
Treatment 

• 
Enrollment: 
40 
 
• Ages: 
Child, 
Adult, Older 
Adult 
 
• Gender: 
All 
 
• Inclusion:  
1.Patients 
must give 
written 
informed 
consent 
before any 
study 
assessment 
is 
performed. 
2.Ambulato
ry ≥ 18 
years of 
age, male 
or female, 
treated at 
Ringerike 
Hospital. 
3.Patients 
with 
symptomati
c chronic 
heart failure 
and 
reduced 
ejection 
fraction (≤ 
40%). 
4.Patients 
on 
optimized 
medical 
treatment 
for heart 
failure. 
 
•Exclusion 
Criteria: 
1.Patients 
not able to 
comply in 
the study. 
2.Patients 

having 
contraindic

•Interven
tion 
Increasin
g doses 
of 
Sacubitril
/Valsarta
n 

• Primary outcome:  
1.Neurohormonal plasma concentration [ Time 
Frame: 8 weeks ] 

•Study 
Start:  
October 
16, 2018 
 
•Primary 
Completi
on:  
May, 
2022 
 
•Study 
Completi
on:  
May, 
2022 
 
•First 
Posted:  
June 12, 
2018 
 
•Results 
First 
Posted:  
No 
Results 
Posted 
 
•Last 
Update 
Posted:  
August 
29, 2019 

Oslo 
Univers
ity 
Hospita
l   
 
•Funde
r Type: 
Other  

•Ringeri
ke 
Hospital 
Vestre 
Viken 
Hospital 
Trust, 
Hønefos
s, 
Buskeru
d, 
Norway 

The 
study 
measure 
multiple 
neurohor
mones in 
patients 
with 
heart 
failure 
being 
treated 
with 
Sacubitril
/Valsarta
n in 
increasin
g doses 
over an 
8 week 
period. 



ation for 
treatment 
with 
Entresto; 
A.Hypersen
sitivity to 
the active 
substances 
or to any of 
the 
excipients 
listed in 
section 
B.Hyperkal
emia: > 5.4 
mmol/L 
C.Known 
history of 
angioedem
a related to 
previous 
ACE 
inhibitor or 
ARB 
therapy. 
D.Hereditar
y or 
idiopathic 
angioedem
a. 
E.Concomit
ant use with 
Aliskiren-
containing 
medicinal 
products in 
patients 
with 
diabetes 
mellitus or 
in patients 
with renal 
impairment 
(eGFR <60 
ml/min/1.73
m2) 
F.End-
stage renal 
disease 
(<15 
mL/min per 
1.73m2 or 
treatment 
by dialysis). 
G.Severe 
hepatic 

impairment, 
biliary 



cirrhosis 
and 
cholestasis 
(Child-Pugh 
C 
classificatio
n). 
H.Pregnanc
y Breast-
feeding 



4 • NCT 
number: 
NCT037388
78 
 
•Other Ids: 
IRB#170762 

Mechanis
m(s) 
Underlying 
Hypotensi
ve 
Response 
to 
ARB/NEP 
Inhibition - 
Aim 1 

Acti
ve, 
not 
recr
uitin
g 

• 
Hypertens
ion 

•Study Type: 
Interventiona
l 
 
•Phase: 
Phase 4 
 
 
•Allocation: 
Randomized 
 
•Intervention 
Model: 
Crossover 
Assignment 
 
•Masking: 
Quadruple 
(Participant, 
Care 
Provider, 
Investigator, 
Outcomes 
Assessor) 
 
•Primary 
Purpose: 
Basic 
Science 

•Enrollment
: 32 
 
•Age: 18 
Years to 60 
 
• Gender: 
All 
 
Inclusion 
Criteria: 
 
1.Patients 
with 
essential 
hypertensio
n defined 
as having 
 
A. 
untreated, 
seated 
systolic 
blood 
pressure 
(SBP) of 
130 mmHg 
or greater 
on three 
separate 
occasions, 
or 
B. 
untreated, 
seated 
diastolic BP 
(DBP) of 80 
or greater 
on three 
separate 
occasions, 
or 
C. taken 
anti-
hypertensiv
e agent(s) 
for a 
minimum of 
six months. 
 
2.For 
female 
subjects, 
the 
following 
conditions 

must be 
met: 

•Drug: 
Valsarta
n  
•Drug: 
LCZ696  
•Drug: 
Bradykini
n  
•Drug: 
Substanc
e P  
•Drug: 
BNP 
•Drug: 
Sitaglipti
n 

• Primary outcome: [ Time Frame: After four-week 
treatment with each crossover drug ] 
1.forearm blood flow 
2. tissue-type plasminogen activator release 
 
 
• Secondary outcome: [ Time Frame: After four-
week treatment with each crossover drug ] 
1.norepinephrine release 

•Study 
Start: 
 
Novembe
r 15, 
2018 
 
•Primary 
Completi
on:  
July 1, 
2024 
 
•Study 
Completi
on:  
Decembe
r 31, 
2024 
 
•First 
Posted:  
Novembe
r 13, 
2018 
 
Results 
First 
Posted:  
No 
Results 
Posted 
 
Last 
Update 
Posted:  
April 27, 
2021 

• 
Vander
bilt 
Univers
ity 
Medical 
Center 
 
•Funde
r type: 
Other 

Vanderb
ilt 
Universi
ty 
Medical 
Center, 
Nashvill
e, 
Tennes
see, 
United 
States 

The 
purpose 
of this 
study is 
to test 
the 
hypothes
is that 
combine
d 
angioten
sin 
receptor 
blockade 
(ARB)/ne
prilysin 
(NEP) 
inhibition 
potentiat
es the 
effects of 
exogeno
us 
bradykini
n, 
substanc
e P, and 
brain 
natriureti
c peptide 
(BNP) on 
forearm 
blood 
flow or 
endotheli
al tissue-
type 
plasmino
gen 
activator 
(t-PA) 
release 
compare
d to ARB 
alone. A 
secondar
y goal is 
to 
determin
e if there 
is an 
interactiv
e effect 
of 
ARB/NE
P 

inhibition 
and 



 
A. 
postmenop
ausal status 
for at least 
one year, or 
B. status 
post-
surgical 
sterilization, 
or 
C. if of 
childbearin
g potential, 
utilization of 
adequate 
birth control 
and 
willingness 
to undergo 
urine beta-
human 
chorionic 
gonadotropi
n (hCG) 
testing prior 
to drug 
treatment 
and on 
every study 
day. 

dipeptidy
l 
peptidas
e 4 
(DPP4) 
inhibition 
on 
response
s to 
these 
peptides. 

 


