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A retrospective analysis of Sacubitril/Valsartan in the treatment of heart failure with

reduced ejection fraction
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[Abstract] Objective: This study aims to investigate the clinical effect of sacubitri/valsartan in treating heart failure patients with
reduced ejection fraction and to explore the clinical factors of poor treatment of Sacubitri/Valsartan. Methods: A retrospective study of
104 heart failure patients with reduced ejection fraction in the Department of Cardiology, the First Affiliated Hospital of Nanjing
Medical University was conducted from December 2017 to December 2018. All patients were treated with sacubitri/valsartan basing on
their conventional anti-heart failure drugs for (3.9+2.2) months, 6 patients were excluded for withdrawal or death. Baseline population
characteristics including sex, age, primary diseases and other basic diseases were described, we also observed the catagories of
conventional anti-heart failure drugs and doses of Sacubitri/Valsartan before and after the treatment. NYHA classification , the index of
normal vatal signs (HR,SBP) , laboratory examinaiton (NT-proBNP) , cardiac structure (LVEF,LVDd, LVDs )were compared before and
after treatment. The incidence of drug related adverse reactions was recorded. Univarite and multivariate Logistic regression model
were applied to analyze the revelant clinical factors influencing the treatment of Sacubitril/Valsartan. Results: D There were
statisitcally significant differences in NYHA classification before and after the treatment (P < 0.05). @ HR and SBP after treatment
were statisitcally significant lower than those before the treatment (P < 0.05) ; @) After treatment, NT-proBNP was significanly less than
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before (P < 0.05). @There were statisitcally significant differences in LVEF, LVDd before and after treatment (P < 0.05) , while LVDs
did not show the difference (P > 0.05). &®During the treatment of sacubitri/valsartan , three patients withdrew because of severe cough,
as well one patient with the increase of serum creatinine; One patient died because of severe valvular heart disease during the
treatment , another patient was diagnosed Hodgkins lymphoma and then dead during the follow-up. No one left experienced any obvious
hypotension, angioedema or hyperpotassemia. @ Univariate and mutivariate Logistic regression analysis showed that the length of
medical history (OR=4.952) and baseline LVDd (OR=1.124) were related with the poor treatment of sacubitri/valsartan. Conclusion :
Sacubitri/valsartan can validly improve NYHA classification, LVEF and decrease NT - proBNP, HR, SBP, LVDd in patients with
reduced ejection fraction basing on their conventional anti-heart failure therapy. Clinical factors including the length of medical history

and LVDd can influence the treatment of sacubitri/valsartan. With advanced clinical effect and mild adverse reactions, sacubitri/

valsartan is recommended for heart failure patients with reduced ejection fraction as early as possible.
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2.1 ABALATIE
AHBAE T 740, 22 30 4] 5% 22~80 %, P-4
AEIE (53.4214.4) % o FEGCoES S REAT 0 s Ak |
ALY L YR UL 1. IR K2 KT LCZ696
AR LR 2,
&1 LCZ696iR7THI BE B LFFE
Table 1 Baseline characteristics of patients before treat-

ment (n=104)
T n(%)
5]
% 74(71.2)
L 30(28.8)
IR (%) 534+ 144
RO
Pk PO I 81(77.9)
T 21(20.2)
[l A= 1.0 WL 2(1.9)
WEAT s SO KhE 2(1.9)
AR OC I AN 4 4(3.8)
e IR 65(62.5)
BEIRSG 12(11.5)
L5 B8 6(5.8)
=l N 5(4.8)
YT
ACEI 61(58.7)
ARB 19(18.3)
BAZ AR B 5] 89(85.6)
FEFIIRF) 70(67.3)
TRES 1 il 52 AR R BT 88(84.6)
MR Z (AVP) V2 Z A5 HTH 5(4.8)
MRS 15(14.4)
A E 9(8.7)
5 3 T L 7R 7(6.7)
LREES 20(19.2)
B M) 22(21.2)
e 28(26.9)
F2 LCZ696i&Tritta R L RFIE R

Table 2 Comparison of Sacubitril/Valsartan doses before
and after treatment
UL A IR B JEZR (n=104)

31H G (n=98)

25 mg 2K/d 14 9
50 mg 2 ¥k /d 82 20
75 mg 2 ¥k /d 8 46
100 mg 2 ¥/d 0 23
200 mg 2 7K /d 0 5

22 NYHA %%
LCZ696 1877 )i NYHA 23 B4 TR, 22 59
Bt E X (P<0.05,%3),

®3 LCZ696i5TrRIE BE NYHA S RISIRLLE
Table 3 Comparison of heart function grade of NYHA be-

fore and after treatment (n)
NYHAZr8  BITHET WBITE Ufa Pla
I 0 5 18.96 <0.001
I 41 58
I 48 35
v 9 0

23 RFH N FIAR
LCZ696 1777 I 34 5 HR . SBP W AL Ti6
JPHT, ZRAGT R (P<0.05,34),
24 EBFIAR
LCZ696 1497 J5 NT-proBNP ¥ & B A% T4 97
i, ZZ R A G (P <0.05,%4),
%4 LCZ69635f7RT/EE%E HR.SBPNT-proBNP{EFRLL B
Table 4 Comparison of NT-proBNP, HR, SBP before and
after treatment
AfE] HR(Z/min)
JRITRT 97.72 £ 10.15

SBP(mmHg)  NT-proBNP(ng/L)
133.50 £ 6.36  3996.72 +435.24

VAITIE 9026 £6.55  123.60+5.50 1290.99 +223.56
HH 7.69 2.77 7.60
PIH <0.001 0.022 <0.001

2.5 SRR FIGAR

LCZ696 J697 Ji LVEF B T+ &5  LVDd % Aij )
IN,ERA G L (P <0.05); LVDs 5017 FL 8%,
ZRTFEIFE (P >0.05,%5),

R5 LCZ696 ATl fa L BB A R AR LB
Table 5 Comparison of index of echocardiography before
and after treatment

f 1] IR

N=pig =] i PfE

LVEF(%) 31.56+7.60 3550+7.81 7.07 <0.001
LVDd(mm) 6644 +8.65 63.17+9.92 723 <0.001
LVDs(mm) 57.26+8.11 56.72+9.25 1.05 0.295
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2L LCZ696 1557 Hif J5 NT-proBNP i /b /N T 30%
VERI PR JERFEDRIE , T8 IR A 8 5
Mo BHATT RIS RIS AR R T, & B4
BHETEDIIRE S R E R s s B[] LVDd
LVDs Jy it b2z A Geit2# 2 L (P < 0.05,%6) .
2.8 % B % Logistic @ )2 547

PR AT A et B R AR R A
Z & Logistic [RIHR AT, 455 0 R FBE LA AR bR -
i s A (P=0.030, OR=4.952, 95% CI: 1.170~
20.961) F1 LVDd(P=0.022,0R=1.124,95%CI: 1.107~
1.243 25200 LCZ696 15T 7 A IR A R (R 7).

3 3t it

ACEVARB 25y B4 T SNS S B & -1l 48 %
K2 -WE R 22 55 (RAAS) , 4255 T8RO ) 208
BE AR BRI RAES . LCZ696, —Flfil
BB IR Z AR MRME KB HIF] , BT PARADIGM B
ST S5 B (2016 AR IR 0 HIE R 27 4 28
ORI IZ W 5IRIT IR R ) iR VO IEIRYT
B —FE"FJ]7 , LCZ696 BE AT 4] RAAS, AT il i
HERRES (NEP)” . FoE T 2017 4E TF i Rl 2%
AR R , 2018 4F Hf 0> I 3 v 48 p X i 25 b4 7
T 1 282 BYGIEE .

AHE5E H HELEF 835 78 % B2 Wik )T E 4 ]
LCZ696, 45 K 7 697 Ja J8 3% NYHA 43 9% \LVEF
AR = , %5 HR .SBP . NT-proBNP . LVDd %5 Hif [
ik A3 AT iX Fl LCZ696 1 /E FIAIL i %5 U] AH ¢, BEAD
il RAAS, 3G R AR R Gl O IEEA ™, iR
PEEN R K (NPs )£ 55 ANP . BNP .CNP %5, iy .0 il
=0 AR AT R, MR T A M L A TR 324k
N4 R AL B 2 1R (GC) M IR K32 14 (NPR-A
NPR-B) %5, LCZ696 3 iz il NEP X P Y5 444
PRIK (NPs )R , NG AR A NPs 7 6, HAE FH A4

R6 LCZ6Y6TTHA B BRI ED

Table 6 Single factor analysis results of poor treatment of

Sacubitril/Valsartan (%,x+s)
e dBNP=30% dBNP < 30%
i (n=81)  (n=17) XAMH P
53] 0.44* 0.833
5 57(70.4)  13(76.5)
oL 24(29.6) 4(23.5)
IR (%) 1.36" 0.243
=50 52(642)  14(82.4)
<50 29(35.8) 3(17.6)
FEZEA 8.28" 0.004
PIkRELOALE  53(65.4)  17(100.0)
oAt 28(34.6)  0(0.0)
Ja s pf e () 736" 0.007
=8 64(79.0) 8(47.1)
<8 17(21.0) 9(52.9)
LIRS IR () 6.05 0.031
] 31(42.0)  10(58.8)
I} 44(543)  4(23.5)
\% 6(0.1) 3(17.6)
LCZ696 At (mg) 1.07*  0.300
=100 70(86.4)  13(76.5)
<100 11(13.6) 4(23.5)
SBP(mmHg) 3.49'  0.062
=110 53(65.4)  7(41.2)
<110 28(34.6)  10(58.8)
HR(¥/min) 98.15 + 10.2895.71 £9.53 0.90  0.370
EF(%) 31.93+8.02 29.82+4.99 1.04 0.302
LVDd(mm) 64.69 +7.34 7476 +9.74 4.84 0.030
LVDs(mm) 56.01 +7.99 63.18 £5.93 3.50 0.001

dBNP=(JJ7 J& NT-proBNP-{A J7 i NT-proBNP)/if 7 filf NT-
proBNP, a FRIH

A EF3K ok 36T B 5 5 PRI I3 S IR R 0 I
D F AL X PARAGIDM-HF AIF5E 5 4 7 20
GYMT R B, B D DR R R O A AN R g
PR R AR OB R . S5 A AT, AdLAE

£7 LCZ696 fr A B K % B % Logistic E /3547

Table 7 Mati-factor logistic regression analysis of poor treatment of Sacubitril/Valsartan

g B Wald df OR1H 95%CI P1H
LYIREST R 1.002 2 0.606
LIRS (1) 0.600 0.304 1 1.821 0.216~15.344 0.581
LIRS (2) -0.113 0.010 1 0.893 0.094~8.444 0.921
FER A -19.279 — 1 — — 0.998
9 S Ik ) 1.600 4.724 1 4.952 1.170~20.961 0.030
LVDd 0.117 5.220 1 1.124 1.017~1.243 0.022
LVDs 0.025 0.197 1 1.025 0.918~1.146 0.657
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