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Clinical Updates

CONSENSUS : Cooperative North
Scandinavian Enalapril Survival Study

V-HEFT II : Vasodilator—Heart
Failure Trial II

SOLVD : Studies of Left Ventricular
Dysfunction

ELITE II : Evaluation of Losartan in
the Elderly Study II

RESOLVD : Randomized Evaluation of
Strategies for Left Ventricular Dysfunction

Val-HeFT : Valsartan Heart Failure
Trial

CHARM -Added : Candesartan in
Heart Failure— Assessment of Reduction
in Mortality and Morbidity—Added

CHARM - Alternate : Candesartan in
Heart Failure— Assessment of Reduction
in Mortality and Morbidity — Alternate
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RALES : Randomized Aldactone
Evaluation Study

EPHESUS : Eplerenone Post—Acute
Myocardial Infarction Heart Failure
Efficacy and Survival Study

EMPHASIS-HF : Eplerenone in Mild
Patients Hospitalization and Survival
Study in Heart Failure
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HCN : hyperpolarization—activated
cyclic nucleotide —gated

ARNI : angiotensin receptor—
neprilysin inhibitor

SGLT2 : sodium glucose cotransporter 2

sGC : soluble guanylate cyclase

X BEWIERICI A CTMRAZ LG T2 2 ENHERINDICE S,

HFROARLAEEDES

LRl ACEFHESE - ARB, B B3, MRAIZHIZ T, B4, W7
MRIGHEALBRIR X 7 L A F Pk (HCN) 7 » 2 OVHERTH 2 4
NT GOV, TP T v vZEER T 74 > v BHEZE (ARNI)
THAHYIZER YNNIV LYY, F YT L - 7))L a— 2 gk
#2(SGLT2) HFEHKTH 2 487y 7uy vy 7y 7uyy,
W77 = Vigy 7 59— X (sGO) MK TH 2 L AL > 77 b
7 EHHBUWE ISR 2 A 2 3H 0 HFrEF I N 3 PR UGERN R
RKi LS ELR->T(R),

| V-HEFTI I
« AVYLEE+ |
1ERSSSY
; 1986 :llllllllllll:
=+ =« =3 V-HEFT II i[resovD || eue i1 CHARM-Added
grrsnnsannnannd ER5555 41| 125905> || 00V vs || ACEBRESE +
$ QONSENSUS 3 AWUILER ilvs 1570 || noroun || noons> | yne—
P IFSTUL R vsTFSTUILE[1999 2003 -
1987 i 1991 : .
R L L PPy _:J' CHARM- = ACEFEEZEE
[ SOLV:I;) : Alternate
PIFSTUN G sngy || hssney
Pi991 & 2001 2003 [ =e
—_——— — o ——
RALES | EPHESUS | FEMPHASISSHE| T IMRA
| 2605k | oy oy
1999 1 1 2003 ] 2011
I — o — — —-— o - S — |
| 1990 2000 2010 |
[ 2010 2015 2020 >
rSHIFr I BRI
S35 ] S -
| 175> 2010 1 (175522019 4 L HONFrrIL A=
PARAMOUNT || ParaDIGM-HF || PARALLEL-HF | | PARAGON-HF
HHE R HOENIL HHE R HHE ML O Arni
JOBILEY SO JOLBILEY SO N
vs JLHgs || vs T35 vs I35 || vs sie % yenonss
2012 2014 2017 2019 e
Jesesssssssis pusssssssssssss  wsssssssssssaan Ft .
IDECLARE- :f DAPA-HF & §DELIVER & LyIX(uiosy
$TIMI 58 s 9/InSy A0Sy i
HIgYI0T > 2019 T 20214ER TR Dchmlesk;:
:2018 "sEsEEEEEEEEEEEY SFessssssssssenme®
assmsmmmnmnat
I EMPA-REG | I EMPEROR- |= EMPEROR-
§ OUTCOME 1 Reduced Preserved
1 I0070551 | T)uo0s> 3y I2/807052 )
1 2015 1 1 5020 11 20214ER T T3l

f SL'JCFU’%TES—F{EDUCED_I

l RIAZTPH 2015

B DARLEERORKRAR

160

L-—————-ll._------

I VICTORIA
'_ml,‘r&?db 2020

Therapeutic Research wvol. 42 no. 3 2021



B ORERBEOEE

AREHETIE NS HIRBT O LA RIBFEEIC O W TELT %, 2
o DIEFNDELIT L D, HFrEF 25§ 2 Y8 o R K 23k
ELIEDBBEEBIL, ZOTFRDE SR 5BEEPHRFZ LD RN &
Ho T3, ZTNFETIEZ DKM E 7 > A D3MEN L 72 IR 12
BT, £TACEFEI/ARB & B KK 2 H A L ZEM%2 &
206 HEME E THEL 2%, MRAO#LG 25T 27 70—
FR—RIICS NTED, ZORE T 70 —F I3 T8
TYAWBH LT TIERL, SBRIFAETE S Z N Z ik 2804
IR E EDIAL I T TED LI ITEAL T pEEmI NG
LR DBTHD) KFEDZ H L7 L DA REWIGET 7
0 —F ORI L THRIETUEFEOTH 5,

(it OVETEELAZDBREICH G S 112 FIBLEREE & ek
DIEHEIRIESE, p. 1635 1H)

X &

1) Cohn JN, Archibald DG, Ziesche S, et al. Effect of vasodilator therapy on
mortality in chronic congestive heart failure. Results of a Veterans Adminis-
tration Cooperative Study. N Engl ] Med 1986;314:1547-52.

2) Group CTS. Effects of enalapril on mortality in severe congestive heart fail-
ure. Results of the Cooperative North Scandinavian Enalapril Survival Study
(CONSENSUS). N Engl ] Med 1987;316:1429-35.

3) Cohn JN, Johnson G, Ziesche S, et al. A comparison of enalapril with hydrala-
zine—isosorbide dinitrate in the treatment of chronic congestive heart failure.
N Engl J Med 1991;325:303-10.

4) Investigators S, Yusuf S, Pitt B, et al. Effect of enalapril on survival in patients
with reduced left ventricular ejection fractions and congestive heart failure. N
Engl J Med 1991;325:293-302.

5) Pitt B, Poole—Wilson PA, Segal R, et al. Effect of losartan compared with cap-
topril on mortality in patients with symptomatic heart failure: randomised
trial——the Losartan Heart Failure Survival Study ELITE II. Lancet 2000;
355:1582-7.

6) McKelvie RS, Yusuf S, Pericak D, et al. Comparison of candesartan, enalapril,
and their combination in congestive heart failure: randomized evaluation of
strategies for left ventricular dysfunction(RESOLVD) pilot study. The
RESOLVD Pilot Study Investigators. Circulation 1999;100:1056—64.

7) Cohn JN, Tognoni G. Valsartan Heart Failure Trial I. A randomized trial of
the angiotensin—receptor blocker valsartan in chronic heart failure. N Engl J
Med 2001;345:1667—75.

8) McMurray JJ, Ostergren J, Swedberg K, et al.: Investigators C and Commit-
tees. Effects of candesartan in patients with chronic heart failure and reduced
left—ventricular systolic function taking angiotensin—converting—enzyme
inhibitors: the CHARM —Added trial. Lancet 2003;362:767—"71.

9) Granger CB, McMurray JJ, Yusuf S, et al. Investigators C and Committees.
Effects of candesartan in patients with chronic heart failure and reduced
left—ventricular systolic function intolerant to angiotensin—converting -
enzyme inhibitors: the CHARM — Alternative trial. Lancet 2003;362:772-6.

Therapeutic Research vol. 42 no. 3 2021 161



Clinical Updates

162

10)

11)

12)

13)

14)

15)

16)

Packer M, Bristow MR, Cohn JN, et al. The effect of carvedilol on morbidity
and mortality in patients with chronic heart failure. U.S. Carvedilol Heart
Failure Study Group. N Engl J] Med 1996;334:1349—-55.

Effect of metoprolol CR/XL in chronic heart failure: Metoprolol CR/XL
Randomised Intervention Trial in Congestive Heart Failure (MERIT-HF).
Lancet 1999;353:2001-7.

The Cardiac Insufficiency Bisoprolol Study II (CIBIS-II): a randomised trial.
Lancet 1999;353:9-13.

Packer M, Coats AJ, Fowler MB, et al. Carvedilol Prospective Randomized
Cumulative Survival Study G. Effect of carvedilol on survival in severe chronic
heart failure. N Engl ] Med 2001;344:1651-38.

Pitt B, Zannad F, Remme WJ, et al. The effect of spironolactone on morbidity
and mortality in patients with severe heart failure. Randomized Aldactone
Evaluation Study Investigators. N Engl ] Med 1999;341:709-17.

Pitt B, Remme W, Zannad F, et al. Eplerenone Post—Acute Myocardial Infarc-
tion Heart Failure E and Survival Study I. Eplerenone, a selective aldosterone
blocker, in patients with left ventricular dysfunction after myocardial infarc-
tion. N Engl ] Med 2003;348:1309—-21.

Zannad F, McMurray JJ, Krum H, et al.: Group E-HS. Eplerenone in patients
with systolic heart failure and mild symptoms. N Engl ] Med 2011;364:11-21.

Therapeutic Research wvol. 42 no. 3 2021



