PO L A S 2017 4F 5 ] 45 44 4255 3 )

Int J Cardiovasc Dis, May 2017, Vol. 44, No. 3 e 129 -

Entresto 837 18 4.0 77 32 vy B 3 i

BifkF B T &ML

[{HZE]

% A48 Entresto & 77 8 1 B AERAILE G R F BT R L E ARG

JE RS Ty @t R A A AR R TAE R R A RO N BB RS TR,
[EIRY M AKBEEIPH A ;00 A 2985 16 R R4 &40

doi: 10. 3969/j. issn. 1673-6583. 2017. 03. 001

FAE A AR 100 5 AB2 W R0 J) s
G HL 5 FEAELERACH 5065, HHEAYT O
TR B2 A A I B K R e A I 4 A )
(ACED /I8 % K R Z A5 HUR (ARB) | B 52 74 BH
s 7] % B [T ) 2 A4 B %) » Horr ACET/ARB il B 32
PRBELHE I T A AR R B TR, AR A
W2 Entresto {09703 RYAVE FIBLH] i PR 52 55 AF
58 G A KGR Y 4
1 Entresto i5 70 R EYE R HLH

Entresto(sacubitril/valsartan, LCZ696) g 45 7>
55 i AT i) 590 AR 25 ) AHU377 1 56 141 20
B A 1 a0 ) A A B 5K 2R 2 A A
M E #P ] ( angiotensin  receptor-neprilysin
inhibitior, ARND 244y, ] K- 4 KK R-
T TR 2R 48 (RAAS) B 267 O 3 1 54, 0] ik
W OACTARE i o A1) B A 7K - [ R B A 2803 o 1 28 1A 43
A ZR G 5 L B A RE S A R A AR
Lj#— ARB 282540 He - ARNI X0 LA i A 5 5
(TR A FNBLET A AR F
2 Entresto ;5770 R B IR R R

Gu 25 7Bk58 T LCZ696 2y Eh 112 Hivh IR
5 AHU377 53 51F 1. 6~4.9 h,0.5~1. 1 h By ZE 1M
WP IR B BE L 1 AHU377 1996 P r= 4 LBQ657
SR B BE AR 1. 8~3.5 h, S22RFIA L.
P LBQO5T7 REM 21 E R M Bk R I
5 GMP KF-ThE s k25 4 h 5. F- 45 cGMP K-
BRFE 40% . Solomon 253147 T Entresto 4
SR 1B ARG . & B Entresto 2H 885 1YL
HREIITe b BRR  R RRR R W ks . o)

FETH . E K ARFHEE 4 (8157020494)
FEZ 7200433 LI, 35 A B KA I S T S e 0 N R
SEEMEH 015G, Email : 13601713431@163. com

Ah 2 LCZ696 677 1.0 3 i A L SIS & oK
SEH R RES X 4R LCZ696 1 HLA O WUR R
FH . AEST i 4 K0~ B0 3 (HEpEF) 3% 1,
LCZ696 A i35 42 by 75 L 0 D) RE 43 GOR B /N Bk D&
1R (eGFR) ¥z FHFEE/EM . Senni % i
TTHEHLAUE 2230 38 1 476 B 56, TR ) &=
BEAS R g AIK at Fe  R ILE F T RE S Rl A
PP B, 45 5 R 76 Y0 B R fEiZE A2 M 50 mg
2 R/ d i 2 200 mg 2 YK/ d, Hp ST S8 R B
W2y .

PARADIM-HF J&~F- ¥ 15 i 8] 1 3k 27 A~ H
AR (I 096 R 2Ly AL 8 442 f5i] NYHA 43¢
MN~INRIE L S il B PARRIER «
FE I 43 %% (LVEF) <C35 %, H il £} ik (BNP) >
150 pg/mL, B F g FE LI & LCZ696 2H (200 mg
2 /) BEE IR R L (10 mg 2 ¥/ d) AT AL
WUE 0 B EG , 32 2 BEA0 IL 8 M SR PE 2R L0 3
A PR B 5, 45 5 B /R 76 2B O 4 46 e
R Z WS (MRA) A B SZ (R B AT HE T
LCZ696 44 HIET= 3 Hy 13. 3%, M AR 2 F1 48
16. 5% , FEAE IR B 1 sl 2 7 1 1LCZ696 41 354K
TS I 2H B (2 3% W TS LCZ696 4l i T4K
AREF] . LCZ696 FEM Kk 38 O NURESE 0 2= &
P OIREAR 2 A TR AR I A0 AU 0 3 B
] ) LCZ696 ksl . 1F 2 H F Entresto J7
ST T 5% 1 4 T ¢ 0k 95 A R 2 A R
Jay (FDA)YHIEHE Entresto Jl FHE ML HIRIT

LCZ696 [ 8 H ACEI 5% ARB fg ¥ 45 % Hb {7
g bE O E B D RE S %R AT RE S ik AR
it 1) 0 B AT i B /N IR A 3R /N Bl ik AR 5 DR RN
FHK. Desai 7 BHFFE R . #FH Entresto brife
IBITF IR, H 30 d AT 60 d P B BB E TR IR



« 130 - [ B 0 ML P A

H 2017455 A 44 B 3

Int J Cardiovasc Dis, May 2017, Vol. 44, No. 3

TN PRS2 AR 24 T, AN B 0 43 55T B 1
L3 (HFEF) 8 % {5 Al ACET/ARB 2K 254, i)
AR FE LG R LCZ696 5 AR 22 et 7
AT AR T AL R B LCZ696 BE B AR 1M
FAANIETFALOEFAR RS, 5T
ARNi 5 ARB % HFpEF {E H (% i B P4 #F 58 1E 78
HEFTFH RGN A 43 00 fi] HEpEF %, R 3 1
B LCZ696 58 vb I .0 I8 0 T MU B FEABE 1Y
AL A, 3Ok LCZ696 135 I JiF 2 L £
B AT EEIEE
3 Entresto <<

IR OCAN SO A i LI585 (25 mg/L)
MR T (6. 0 mmol /L) \WZIkZE , LCZ696 2H 4K
TR I £H 5 7 055 1l 28 7K fib 07 1 P2 % A 3R
TCHA 22 55 AR LCZ696 20 ik bR P ARG 1L 45 4 AR
W) 2R . (H RO R R E gk ok 2
Ruilope 252 (FFE a0 A 1 328 1l 4% Hh 38 w85 af 6 A4
& BRI R LCZ696 54530 1 e a0 R o7
T 8 J& . K LCZ696 2H -2 4T 5K e PR AR o il 3%
HR 52 M R AT, X 5 PARADIM-HF #F5% i) 45 5 AH
W& B LCZ696 Wik i FiRy7 ik . LCZ696
KR AIRIT ARSI 2 R A L X PTRER A ARB
SRR AR /N BEAh . N B RRTE R B LA
JE BN R DA BRI Y 2 B P2 RRAE 2 — K il
I P SR T ) 790 T B 2 5 B PN B R 9 T 114 A f
B8 00 BT 7R 2% Y SRS 4 JRUBR 22 AR, H R EY
I RAFFE 2B LCZ696 248 R 421
4 Entresto ;7 A

R R ACEL/ARB + B 32 (ARBH iy 7] + [ [
i SZARFE LG » Xt 4L 20,0 JE 27 25 (NYHAD 03y
REr A 1T ~ IV iy i . LCZ696 n] & AL
ACEI/ARB 2259 LA itE — 5 BEARSE T 2 A A2 B
R 2016 4F kAT B 3 E O BE R D & i 7
LCZ696 W 7EBET 22 ACEI/ARB 2259, .0 Y fig
11 ~ I i 8 i ACEL/ ARB 28254 (HJ2 I
VAT BRI B 52 1AL 791 38 38 T [T ) 37 144
P, FLBA RO DI RE b IV S i BB il Y
LCZ696 A7 B 4i (o FH 550 & 2 100 mg 2 3K /d, i
FOR RO R 200 mg 2 W/d. X WOETE
PARADIGM-HF 2055 (i 9 7] . AR 2 55 50
AT, an S B IE A R T ACET 26254, 384
TEff ] LCZ696 Z Rl B425d 36 h b, LLkE
G S8 A I A K R R JRURSE S . SR R R R

M ARB K259, WIATE 2 8. i T H A
7t ARB 5 ARNi 2259193k K 0F9E 148 F A
#EF ARNI 25259 Fl T 18 1 HFrEF H AT &2
ACET (1 S8 G IE o sl i 8 K D o SR TE il
FH LCZ696 2~4 JJ5 , IR B A KA LW CA B
SNE S Wiz 78 B T B 5] 200 mg 2 K /d,
BONER Z BIR YT O SR T Z 0 2 R AR 2
ACEI/ARB 2254 OF1 25 T-<<10 mg #RHR 1) i &

160 mg 4R VP D IR IT 1Y B 1097 7 % LCZ696

FUA 50 mg 2 R /d, 2 JBJGECH 100 mg 2 ¥k/d. Fi4k

3 JH SN 2 200 mg 2 K /d. %07 R RS T

R E T S BE A 42 % (Child-Pugh B 40>, &%

SR A R BB AR BT 2 A B BR LD

THRE IV 9 i) £, TE) Ih FH 245 B B o 2o A e WL %3¢

PRl DAy 3 S S0 R T T 8 AR RS TR 2 ] AR

AN R R A AT L

5 RE
Entresto Y720 B F ACEI/ARB 28254y,

{BE PARADIGM-HF #F 58, . I RE IV 2 (8 5

015 1%, Bt Entresto X 7™ 8.0 5 B Y7 RT3 AR ikt

Z 4 NMEMRAUESE  HAIRCRAT A B

& % X #

[1] Roger VL, Weston SA, Redfield MM, et. al. Trends in heart
failure incidence and survival in a community-based
population[J]. JAMA, 2004, 292(3) ;344-350.

[2] Levy D, Kenchaiah S, Larson MG, et al. Long-term trends
in the incidence of and survival with heart failure[J]. N Engl
J Med, 2002, 347(18):1397-1402.

[3] Yancy CW, Jessup M, Bozkurt B, et. al. 2013 ACCF/AHA
guideline for the management of heart failure: a report of the
American College of Cardiology Foundation/American Heart

guidelines[J .

Association Task Force on practice

Girculation, 2013, 128(16):1810-1852.

[4] McMurray JJ, Adamopoulos S, Anker SD, et al. ESC
guidelines for the diagnosis and treatment of acute and chronic
heart failure 2012; the task force for the diagnosis and
treatment of acute and chronic heart failure 2012 of the
european society of cardiology. Developed in collaboration
with the Heart Failure Association (HFA) of the ESC[]].
Eur J Heart Fail, 2012, 14(8) :803-869.

[5] Reed BN, Street SE, Jensen BC. Time and technology will
tell; the pathophysiologic basis of neurohormonal modulation
in heart failure[ J]. Heart Fail Clin, 2014, 10(4) ;543-557.

[6] von Lueder TG, Sangaralingham SJ, Wang BH, et al.
Renin-angiotensin blockade combined with natriuretic peptide
system augmentation: novel therapeutic concepts to combat
heart failure[ J]. Circ Heart Fail, 2013, 6(3):594-605.

[7] Gu J, Noe A, Chandra P, et al. Pharmacokinetics and



E RO M A 2435 2017 4F 5 A4 44 %% 380 Int J Cardiovasc Dis, May 2017, Vol. 44, No. 3 « 131 -
pharmacodynamics of 1CZ696, a novel dual-acting 329-330.

(8]

L9]

[10]

[11]

[12]

[13]

[14]

[15]

[16]

angiotensin receptor-neprilysin inhibitor (ARNi)[J]. J Clin
Pharmacol, 2010, 50(4):401-414.
Solomon SD, Zile M, Pieske B, et al.
receptor neprilysin inhibitor .LCZ696 in heart failure with
preserved 2 double-blind
randomised controlled trial[ J]. Lancet, 2012, 380(9851):
1387-1395.

Jhund PS, Claggett BL, Voors AA, et al. Elevation in high-

The angiotensin

ejection fraction: a phase

sensitivity troponin T in heart failure and preserved ejection
fraction and influence of treatment with the angiotensin
receptor neprilysin inhibitor LCZ696[J]. Circ Heart Fail,
2014, 7(6):953-959.

Senni M, McMurray JJ, Wachter R,
sacubitril/valsartan (L.LCZ696) in heart failure: results of
TITRATION, a double-blind, randomized comparison of two
uptitration regimens[ J]. Eur J Heart Fail, 2016, 18(9):
1193-1202.

McMurray JJ, Packer M, Desai AS, et al
neprilysin inhibition versus enalapril in heart failure[J]. N
Engl J Med, 2014, 371(11):993-1004.

McMurray JJ, Packer M, Desai AS, et al

et al. Initiating

Angiotensin-

Baseline
characteristics and treatment of patients in prospective
comparison of ARNi with ACEI to determine impact on global
mortality and morbidity in heart failure trial (PARADIGM-HF)
[J]. Eur J Heart Fail, 2014, 16(7):817-825.

von Lueder TG, Wang BH, Kompa AR, et al. Angiotensin
receptor neprilysin inhibitor 1.CZ696 attenuates cardiac
remodeling and dysfunction after myocardial infarction by
reducing cardiac fibrosis and hypertrophy [J]. Circ Heart
Fail, 2015, 8(1):71-78.

Simpson J, Jhund PS, Silva Cardoso J, et al. Comparing
1.CZ696 with enalapril according to baseline risk using the
MAGGIC and EMPHASIS-HF risk scores: an analysis of
mortality and morbidity in PARADIGM-HF[]J]. J Am Coll
Cardiol, 2015, 66(19):2059-2071.

Jhund PS, Fu M, Bayram E, et al. Efficacy and safety of
1L.CZ696 (sacubitril-valsartan) according to age: insights from
PARADIGM-HF [ J]. Eur Heart J, 2015, 36 (38):
2576-2584.

Bodey F. Hopper I, Krum H. Neprilysin inhibitors preserve

renal function in heart failure[J]. Int J Cardiol, 2015, 179.

[17]

[18]

[19]

[20]

[22]

(23]

[24]

[25]

Desai AS. Claggett BL, Packer M, et al. Influence of
Sacubitril/Valsartan (1.LCZ696) on 30-day readmission after
heart failure hospitalization[]J]. J Am Coll Cardiol, 2016, 68
(3):241-248.

Filippatos G, Farmakis D, Parissis J. et al. Drug therapy for
patients with systolic heart failure after the PARADIGM-HF
trial; in need of a new paradigm of .LCZ696 implementation in
clinical practice[ J]. BMC Med, 2015, 13:35.

McMurray J, Packer M, Desai A, et al. A putative placebo
analysis of the effects of .LCZ696 on clinical outcomes in heart
failure[ J]. Eur Heart J, 2015, 36(7) :434-439.

Voors AA, Anker SD, et al. 2016 ESC

Guidelines for the diagnosis and treatment of acute and

Ponikowski P,

chronic heart failure: the task force for the diagnosis and
treatment of acute and chronic heart failure of the European
Society of Cardiology (ESC).
contribution of the Heart Failure Association (HFA) of the
ESC[J]. Eur J Heart Fail, 2016, 18(8):891-975.

Ruilope LM, Dukat A, Bshm M, et al.

reduction with 1.LCZ696, a novel dual-acting inhibitor of the

Developed with the special

Blood-pressure

angiotensin [[ receptor and neprilysin: a randomised, double-
blind,
Lancet, 2010, 375(9722) :1255-1266.

placebo-controlled, active comparator study [ J ].
Hersh LB, Rodgers DW. Neprilysin and amyloid beta peptide
degradation[ J]. Curr Alzheimer Res, 2008, 5(2):225-231.
Vodovar N, Mebazaa A, et al.
cardiovascular, and Alzheimer's diseases: the therapeutic
split?[J]. Eur Heart J, 2015, 36(15):902-905.

Yancy CW, Jessup M, Bozkurt B, et al. 2016 ACC/AHA/
HEFSA focused update on new pharmacological therapy for
heart failure; an update of the 2013 ACCF/AHA guideline

for the management of heart failure: a report of the american

Paquet C, Neprilysin,

college of cardiology/american heart association task force on
clinical practice guidelines and the heart failure society of
americal J ]. J Am Coll Cardiol, 2016, 68(13):1476-1488.
Jhund PS, McMurray JJ. The neprilysin pathway in heart
failure; a review and guide on the use of sacubitril/valsartan
[J]. Heart, 2016, 102(17);1342-1347.
A5 :2016-10-30 =1 :2017-04-04)

AR SCH R - T 100



