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IMPRESS : Inhibition of Metallo
Protease by BMS-186716 in a
Randomized Exercise and Symptoms
Study in Subjects with Heart Failure
HFTEF : heart failure with reduced
ejection fraction
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OVERTURE : Omapatrilat Versus
Enalapril Randomized Trial of Utility in
Reducing Events

OCTAVE : Omapatrilat Cardiovascular
Treatment vs. Enalapril

ARNI : Angiotensin Receptor-
Neprilysin Inhibitor
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PARAMOUNT : Prospective
Comparison of ARNI with ARB on
Management of Heart Failure with
Preserved Ejection Fraction

HFpEF : heart failure with preserved
ejection fraction
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PARADIGM -HF : Prospective
Comparison of ARNI with ACEI to
Determine Impact on Global Mortality
and Morbidity in Heart Failure

SOLVD : Studies of Left Ventricular
Dysfunction

CONSENSUS : Cooperative North
Scandinavian Enalapril Survival Study

KCCQ : Kansas City Cardiomyopathy
Questionnaire
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PARAGON-HF : Prospective
Comparison of ARNI With ARB Global
Outcomes in Heart Failure With
Preserved Ejection Fraction

PARALLEL-HF : Prospective
Comparison of ARNI with ACE
Inhibitor to Determine the Novel
Beneficial Treatment Value in Japanese
Heart Failure Patients

ﬂél@ BWTIE, Y27 MY LSV ILY U RECIEIMERER A
ARICE RO oy, BIFERIC X 2 IREFIERIEZ -7 7Y L
HOEI BV IZERYALNLY LY XD L hodz, lh 7 LT F
=V R, kA ) AME R, Bk EOFERRIIY I ERY AN
NN G VRETA D o, £, MEHRBOFKERIIF 7 1Y
WSS UL T TN THERLREZIRD Lo 7,

AREAERZZ0T, RKEE X THMICENT, 7 YL
P NIEEODAEBEO AL E T Y A7 2K T S & 28 A L
L T 201542 KR I L,

[;JPARAGON-HF

%72, HFpEF Z {5, LB £ 72 13 2LARABEOBE A A X
VEFETFEFMEEEH ELTY ZE R Y ALY LYV ENLY LY
v % RS 2 EES LRSS A, SHis 7 ~ ¥ MU EERRER T H
% PARAGON-HF7%3, HARNEE b & » 48220 % MR IcfTbiiz,
F 7 E YNNI ISV Y IR L EEIFEEE oV
27 ZE T EEBMEAIZRLELDD, MEENICHEEEZRT £
TIRIBES &h -7 (B3)Y, %77V — 7ihicid, &k, LVEF
57%LL T, eGFR 60 mL/ 4%y /1.73m? Al D E R ST L TH 2
ERYAANSLHLY v OEED L DB TE 2 2 LRI Y,

[jPARALLEL-HF
FI7ERYNNLTILY v DOHENDEAIZH - > TlE, HFrEF
128 L PARADIGM-HF TS 64723 7 E R Y ANV H LY~

Therapeutic Research vol. 42 no. 3 2021 177



Clinical Updates

DOAEEPHANHFEFEETHRIRICED o N3 %25 § %
7=, EING IIHERE O PARALLEL-HF 2322561 %2 SR ICfTh i
7219 PARALLEL-HF 0543 PARADIGM -HF ® Z 1 & filllifi o 75
WHDTH-o7Z & &, Bl L 72 HAR% & teEBRAL 5 AR ©
% % PARAGON-HF &R 5, H23ET B LA T 28
JEDI2020 4R IS KR S L7z,

HIE - M

ACEFHERE, L = VHERBERWES 1RG5 T 52856) L odf
HzZE2CThH b, £7-ARB, L = VHES AV 7 LR IRIE
ZELOHMICEREVPBIETH 5, Bib L7z & 9, BRI
ACEFHEHRPARB L VI 7 L 7 F = E&, IfithA Y 7 A fE |k
AR EOFERERIIV Lo L0, BikEREL2 AT 3 BEICRkS
T3EAE, RIIEVIMF 7L 7F v BR, mAs Y v AEER %
SICHEBETALERH A, T EANRYF 2 EDHHIZT BN
AZFvOMpIREZ LRI 3R H 5 2 &, PDESFHE#E
EDPFRTIZIMEMR T2 L DBEE L B 2R H 5 2 5, W
TNLFEEBLETH 3,

BH, RAICIES 2 E R YN LYILY e L T1H50 mg%
AR E L CLH2MEO#%RE T 2, AREIRD o N 56
1%, 2~ 4EM O FFETEBEIC 1200 mg ¥ CHIET %, 1[A[#
581350 mg, 100 mg £7213200 mg & L, WINoEERERIZE
THIH2EEO#RE T2, &, BREICIGL THEHEMET 3,
PARADIGM-HF £ X 'PARAGON-HF Ti%, £bicHZ7E RV L
PNV Y O HERAEIZ1E200 mg 1 H 2R E-TH - 7,

D) BEBHEPEL TS

178

DOETIE, 2021 FERF L TAF DO RNEE £ 72 13 zhH %, TEELA
&, L, BELAEOBMERN R EZ T T BEICRS
L3N, FRTTUCH TV UEMBEREERL I T AT v
VIR BREIEP S UV B A TRET 22 L EE3NTWV»E, 2
D78, ACEFHESE £ 7212 ARB, B W3, MRA 7 £ DLAS D FEHE
PR % 9 TICZ T T 2 18O A 2B FH TNYHA DR IS
D LEDRERD B 5 854, BNP2SHEE (200 & % 213100 pg/mLE 1)
DGE, DEREPET L2 EORELRE~DACEHER X 1%
ARB» 5 DY ) B ZHE5HL TV2bDEEZ B,

Therapeutic Research wvol. 42 no. 3 2021



HIE RMUILNILHILE S

—J, TTIZBLERI D 53 7 E R VL LS L F v 3l a] g
o TE)HHRBAER L TE TV RIKETIE, ZoEE L%
WD 7a 7 74 Vh 6 b, HFrEF IR L TACE [H#ESE /ARB 125G
AUTHBIICEERH L ZIZ) B I e DEZLTTILH S,

X ®

1) Bevan EG, Connell JM, Doyle ], et al. Candoxatril, a neutral endopeptidase
inhibitor: efficacy and tolerability in essential hypertension. J Hypertension
1992;10:607-13.

2) Rouleau JL, Pfeffer MA, Stewart DJ, et al. Comparison of vasopeptidase
inhibitor, omapatrilat, and lisinopril on exercise tolerance and morbidity in
patients with heart failure; IMPRESS randomised trial. Lancet 2000;356:615—
20.

3) Packer M, Califf RM, Konstam MA, et al for the OVERTURE study group.
Comparison of omapatrilat and enalapril in patients with chronic heart failure;
the omapatrilat versus enalapril randomized trial of utility in reducing events
(OVERTURE). Circulation 2002;106:920—6.

4) Kostis JB, Packer M, Black HR, et al. Omapatrilat and enalapril in patients
with hypertension: the Omapatrilat Cardiovascular Treatment vs. Enalapril
(OCTAVE) trial. Am J Hypertens 2004;17 (2):103-11.

5) Ruilope LM, Dukat A, Bohm M, et al. Blood—pressure reduction with
LCZ696, a novel dual—acting inhibitor of the angiotensin II receptor and
neprilysin: a randomised, double—blind, placebo—-controlled, active compara-
tor study. Lancet 2010;375:1255-66.

6) Kario K, Sun N, Chiang FT, et al. Efficacy and safety of LCZ696, a first—in—
class angiotensin receptor neprilysin inhibitor, in Asian patients with hyper-
tension: a randomized, double—blind, placebo—-controlled study. Hyperten-
sion 2014;63:698—-705.

7) Solomon SD, Zile M, Pieske B, et al. for the Prospective comparison of ARNI
with ARB on Management Of heart failUre with preserved ejectioN fracTion
(PARAMOUNT) Investigators. The angiotensin receptor neprilysin inhibitor
LCZ696 in heart failure with preserved ejection fraction: a phase 2 double—
blind randomised controlled trial. Lancet 2012;380:1387—-95.

8) McMurray JJ, Packer M, Desai AS, et al. for the PARADIGM - HF Investiga-
tors and Committees. Angiotensin—neprilysin inhibition versus enalapril in
heart failure. N Engl ] Med 2014;371:993—-1004.

9) Solomon SD, McMurray JJV, Anand IS, et al. for the PARAGON-HF Investi-
gators and Committees. Angiotensin—Neprilysin Inhibition in Heart Failure
with Preserved Ejection Fraction. N Engl ] Med 2019;381:1609 - 20.

10) Tsutsui H, Momomura S, Saito Y, et al. Efficacy and safety of sacubitril/val-
sartan (LCZ696) in Japanese patients with chronic heart failure and reduced
ejection fraction: Rationale for and design of the randomized, double-blind
PARALLEL-HEF study. J Cardiol 2017;70:225-231.

Therapeutic Research vol. 42 no. 3 2021 179



