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Abstract

Objective: To analyze the effectiveness of Qiligiangxin Capsules combined with Sacubitril/Valsartan
in the treatment of chronic heart failure using Meta. Methods: Search CBM, CNKI, Pubmed, Embase.
The search time is from the establishment of the database to August 10, 2021. Search for clinical
randomized controlled trials of Qiligiangxin Capsules combined with Sacubitril/Valsartan in the
treatment of chronic heart failure. Three researchers independently screened and extracted data.
According to the Cochrane systematic review manual, the quality of the literature was evaluated.
RevMan5.4 software was used for heterogeneity test and Meta-analysis. Results: A total of 7 ran-
domized controlled studies were included, involving a total of 673 patients. Meta-analysis results
show that Qiligiangxin capsule combined with Sacubitril/Valsartan can significantly increase the
LVEF of patients with chronic heart failure (MD 4.80, 95% CI [3.49, 6.11], P < 0.000) and 6-MWT
(MD 85.20, 95% CI [16.50, 153.91], P = 0.02), and reduce NT-proBNP (MD -258.76, 95% CI
[-383.00, -134.52] in patients with chronic heart failure, P < 0.000). Conclusion: Qiligiangxin
capsule combined with Sacubitril/Valsartan has a significant effect in the treatment of chronic
heart failure, which can further increase LVEF and 6-MWT and reduce NT-proBNP.
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FAE N U TE R N 1%~2%, 5 RN LR EIA 50% [1], i A 0 fy 808 B B AU T R IR IS 4.1% 7%
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2.1. MNFRE

1) WFFEEA. P50 IR BRI A VD FE B2 i 25170 15 (Sacubitril/Valsartan, ARNI)AYT 18P0 158355 (1 1fs
PREEHLA B 5256 (RCT)

2) WG AKHE CHEO S WRGI TR )[4BRI WS 0 ) 3 v i

3) TTUHE Mt X HACK v A ARG YT, SEIGZH PR X R 2R ¥ Bl i B SO IR 2

4) ZEFfebR: © N Kui B ZUMEARLE (NT-proBNP); @ A== 4TI 4 H(LVEF); @ 6 48P 4TikEE
(6-MWT),

2.2. HiR#rfE

@© WG EE LI B @ JE RCT W5t @ drhdasescik, thcuiiick TaRZ 0
Hl; @ WMEATRTHEERE: © FRfREA CERARRIEEE: © 2. ZRidK L)
Yysge s, @ BHERRMISCHR.

2.3. WERME

H TR 2 CBM . CNKI. ZE3CSCHRk K% Pubmed. Embase. 6 72% 5 B 3 i1 e 1 H )k 45
G, RS AR AT R R . AR I T A& 2021 4F 8 10 Ho kR gy,
TP )R RO RYE . YWEEE MY IEREEFT . BEHLA . SE5CH & A zhongehengyao .
chinese patent medicine. traditional chinese medicine. chronic heart failure. giligiangxin capsule. QLQX-
Sacubitril/Valsartan. clinical trails. random.

2.4, HTHIER FRHEE

P R TN AR B AN HE RS HE S LR AT SCRR A 126 A0 BERHR L, SRS BEAT S A%, B SRAFAE 70
WA RS 2 = . BRI (FEA . SRR ED NN B LN A
HBEER, KWHENT; THIER: ST ZRER. IR KIERERRRT R, R PIEH
e, TSR, B SN SCIRE B SR E R SR A N & H ;PSSO S, KYE ik
PRERID IR TEORSTHR . R E A SO B, 23— P HEER IE S SCHR IR BURT 5 g A Bt (10 52 SCiiR

2.5. PANTERBY R =M

SCHRE S PPN AR Cochrane R GE VT T M7 O 70 5 R i £ ARG P4 T 2Lk 4T AL BT
SR BE(REEUE) Bl H(BCREm). AseBas REdE . ERE AR AL i .

2.6. Gt AT

RevMan5.4 B A4F3EAT S5 PEAS I J2 Meta 04T, #5 &0 0 2 0] S5 R P T 4e it 2% 22 7 (12 < 50%), TR A
[ 78 SRR AL AT, A ST A R R A Se v 2 2 (12 > 50%), SR A BEALACSAS Y . & Rdabed, i
HOTRILALLE b RR S 95% Cl AR Gi v &, 25 vl 5 X [AlEgik 1 )22 e o B geit27 2 (P > 0.05), 3
2 53 B Giit 2 (P < 0.05), iR EEEKE MD (8% SWD) [z 1L 95% CI NN gt &, RIE A5 X
[F] 75 5 bk O ) 72 e R Gu ik 2 = S, WS IS X RN A 5k 0, W s 22 S B Gt 2% = (P < 0.05).
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R STHRAS 2R A AN HERRHE, 4020 07 0 SCRR IR A5 53 i STk, Ferb o SO0k 41 5, SE303CHR 12
i, GREBR IR EAINT J SCHR, ST RV LA 1.

41 of records identified through 12 of records identified through
Chinese database searching English datebase sources

I |
!

18 of records after duplicates removed

27 of records excluded

1) review (n = 2), conference
papers (n = 5), Meta-analysis
(m=1)

2) articles that do not meet the
inclusion criteria (n = 19)

35 of records
screened

8 of full-text articles 1 of full-text articles excluded.

assessed for eligibility Unavailable full-text documents

[ 7 of studies included in qualitative synthesis

[ 7 of studies included in quantitative synthesis (meta-analysis) ]

Figure 1. Literature screening flow chart
B 1. SCRRimE Rz E

3.2. XHEREAFHE

TN 7 5 RCT W58, ¥ b ook, JL9 )z 673 B, Hohsuits 339 5, Xt 334 5,
M FFEA & 35~56 1, AT IELRI v b, HARSCHRRRAE L7 1.

3.3. XEkKREIEM

7 SO R BENLE, o 5 R SCHREE SR RENL B 7 23%, 0 R SCIRIE A H V%, 0 F TR
SrMCREIE . AR R VEN AR LA 2.
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Table 1. Literature characteristics

= 1 XEHFER

VEF 144

Z=/D58/2020 [5]

T
BI(TIC)  Hid  F#(TIC) BE AL 77 20 TR diRiE
SEIGAH St HE 4

47/47  66/28 70.00 £2.32/ BEHLELTEK  ARNI+QLQX  ARNI 4 O. @. 6

69.88 +2.48
k2021 [6]  56/56  62/50 Ggé4f7i+1g'%/ WEHL  ARNI+QLOX ARNI 12/ @. @
. 62.4 + 2.5/ .
X EH/2020 [7]  51/51  56/46 653407 B AL ARNI+QLQX ARNI 12 & ®. ®
4914 1352/ g
PilI/2019 8] 54/53  68/50 ,7oo" oo BENLECTR  ARNI+QLOX  ARNI 6] 0. ®
. 38541 . .
FI2020[9]  35/35 3139 U7 oo BENLHFE  ARNI+QLOX  ARNI 8 ®. ®
. 64.23 + 6.07/ .
FHEH/2020 [10]  51/51 63139 o7 L og BENLE7%E  ARNI+QLQX  ARNI 6 ©O. @.6
544 £10.8/  pir .
FVUH/2020 [11]  45/41 57129 TioT 7, BEMLECTER  ARNI+QLOX  ARNI 8Ji @O, @. ®
T: SH4; C. XTHE4; ARNI: YWZEEMLPIE; © NT-proBNP; @ LVEF; @ 6-MWT.

Blinding of participants and personnel (performance bias) I |

Random sequence generation (selection bias) _:l

Allocation concealment (selection bias) I |

Blinding of outcome assessment (detection bias) I

Incomplete outcome data (attrition bias) _:l

Other bias I I
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. Low risk of bias E]Unclear risk of bias . High risk of bias

Figure 2. Risk assessment chart
2. RETEE

3.4. Meta 34

3.4.1. LVEF

7 R SCERIIWEFT LVEF, ZXEE'TET&%E% 12 > 50%, {EHEBRIG PR 0T 1 J R HL S AL 8 S AR A 43 #
g RAE TR 17 50 B BRI v B B2 il 2500 45 2 e Y b B ot A S R I AR S 1 0 ) 3 e R T
LVEF (MD 4.80, 95% CI [3.49, 6.11], P < 0.000). UL/ 3.
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QLOX+ARNI ARNI Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
FENE 2020 5217 9.34 35 41.01 855 35 6.4% 1116 [6.96, 15.36] -
17EE 20149 4879 7.05 ad 4382 6.28 a3 11.1% 4.97 [2.44, 7.50] -
Froim 2020 80.87 2.07 45 4784 282 41 161% 303 [1.79, 4.27] —
&g 2020 4863 0.39 47 4315 0.38 47 18.8% 5.48[5.32, 5.64] -
HEF 2020 4826 3.58 a1 41.33 287 a1 16.0% B.93 [5.65, 8.21] -
BRr20m 59.76 257 a6 5583 269 a6 17.1% 3.93 [2.96, 4.90] -
SHEE 2020 41.88 483 a1 403 379 a1 14.4% 1.58[-0.10, 3.26] =
Total (95% Cly 339 334 100.0% 4.80 [3.49, 6.11] L
Heterogeneity: Tau®= 2.37; Chi®= 56,30, df = 6 (P = 0.00001); °= 89% Er ; A
Testfor overall effect £2= 77 (P = 0.00001) ARNI OLOX+ARMI

Figure 3. Direct Meta-analysis of LVEF
[& 3. LVEF B Meta 317

3.4.2. NT-proBNP

6 f SCHRIF 7T NT-proBNP, £ Jii S A6 o 12 > 50%,  7EHERR I P S 5 1 J SR Bt WL 28 7 A 78
G5 RGE7R BP9 I T IR A D P U 4D HE A B P b e R ot b JHL 8 A 25 PR AR AR A 0 7 30 6 3 1Y)
NT-proBNP (MD —258.76, 95% CI [-383.00, —134.52], P < 0.000), WL.}4| 4.

QLOX+ARNI ARNI Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI
$HEE 2019 227786 48527 84 298337 53762 83 12.8% -T05.51 [899.68,-511.34] -
F Mt 2020 38041 3204 45 42602 5058 41 18.0% -45.61 [[63.81,-27.41] =
Z=:148 2020 341.74 15764 47 48382 17648 47 17.2%  -142.08[-209.73,-74.43] -
HEF 2020 45383 5068 a1 56969 4831 81 18.0%  -11576[-134.98 -96.594] =
OR% 2021 42152 5141 a6 THg.AEE 9573 86 17.9% -377.04 [[405.50,-348.58] -
S3EE 2020 122002 21341 a1 1,8214 272 81 16.4% -301.20 [[395.86,-206.594] —
Total (95% CI) 304 299 100.0% -258.76 [-383.00, -134.52] ’
Heterogeneity: Tau?= 22218.31; Chi*= 418.37, df= 5 (F < 0.00001); = 89% ; ; 1 f |
Testforgovergll effect 7= 4.08 (FI' =0.0001) ' ( ’ -1000-500 0 00 1000
QLOX+ARME ARMI

Figure 4. NT-proBNP direct Meta-analysis
4, NT-proBNP E1% Meta 34

3.4.3. 6-MWD

4 FESCHERIIWEFT 6-MWT, £ 5 S MRG0 27 12 > 50%, (EHER: I PR 51 M 5 S B A L 200 A 78 43
g5 RAE TR I )7 50 B BE I v o B2 ol 2500 45 2 B Y b B ot A S R I AR 0 0 T 3 v R T
6-MWT (MD 85.20, 95% Cl [16.50, 153.91], P = 0.02). ./ 5.

QLOX+ARNI ARNI Mean Difference Mean Difference

Study or Subgroup Mean SD_Total Mean SD_Total Weight IV, Random, 95% CI IV, Random, 95% CI
Zesgl 2020 458528 13.51 35 28856 183 35 253% 16B.72[159.18,174.26] =
F Mg 2020 43014 56.02 45 40279 A0.26 41 247% 27.35(4.89,49.51]
/28 2020 3588.25 5023 47 27569 41.65 47 24.9% 83.56 [64.91,102.21] -
SiEtE 2020 396.9 30.29 51 3352 31.34 51 25.2% B1.70 [49.74, 73.66] -
Total (95% CI) 178 174 100.0%  85.20 [16.50, 153.91] -

e 2 CPhiE = - . 1 } t t t
Heterogeneity: Tau®= 4847.14; Chi®= 316.81, df= 3 (P < 0.00001); F= 99% 0 A0 o 100 ao0

Testfor overall effect 2= 243 (P=0.02) ARMI QLOX+ARMI

Figure 5. 6-MWT direct Meta-analysis
5. 6-MWT E 1% Meta 7347
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PR, PRI T R AR AR, KRR FEERE ). R O IR B T R EE. A
Z, M. BT EE. B &KL A48 BRE, HARNMIBIBE. RIKIEM . S A DAL,
[FIF R REORA O LM, S5 OULE S, IR HF R R

0 12 B A D HE R I A K 2K S AR v vk LA 4T 1 751 (angiotensin-receptor neprilysin inhibitors, ARNI) )
REZ5Y), HAERNIIEAL T H0H] RAAS R AN MK, M >Rk, ZE0K. B FIREE R =
SENUEIE B VEVE L R A, B E A AR BE R R, LR SO AR [12] [13].

AHHFIZH Meta 70T B 57 30 IR ZERK A V0 e B8 M 40000 SR 718 4 00 1 38 v K 2%, DL LVEF,
NT-proBNP Al 6-MWT {8 FHZ& 55 . NT-proBNP =B RYE T = LM, 24900 L2052 31 24 245 ) 9
B KW, IR EFREHTOREMIZE, el Kb TiE. —M&im S, NT-proBNP 1S K] B
BOBHRIT A RV, HAIRIT S NT-proBNP BUEFEAC, WHR/RIT RO AT . LVEF N/ S IR T RE,
RV O B F DI RE R LW TERR . 6-MWT 2 — kit &Eik56, s, 547, %4, BB RS
HHE GBI, 5 T8 SO hEE GORIVEAG O B 1 = EFERE KR AU [14]. ABFFRRIL, 17580
PRI A v P T2 i 207D 1R 45 20 F b e T 40D 4H R S R i 18 k0 ) 30 S Y LVEF (MDD 4.80, 95%
Cl[3.49, 6.11], P < 0.000) 1 6-MWT (MD 85.20, 95% CI [16.50, 153.91], P = 0.02), JER&ARME 1tk 00 /) 535 /&
# ) NT-proBNP (MD —258.76, 95% CI [-383.00, —134.52], P < 0.000). &7~ 155 58 U i FE I A5 10 P2 £y 45
VWIBE BT HGE B Bl &, oGE HEAENKE, CE B N EGE S e, RN s 7,
Gefp Lo E, S NT-proBNP (R R, Bl 1O 5, AT B 3 O T fe

A URAIEFEANN SCHR R [A) J EANAE  3 Je TR ON Bl S SCHRFRATT A B LA Ji DRI AT At s st S I 12 11 B
P © JHFRALET; BmOKEMHAFEGAELET. @ HRGHERENEE, AT THRETT
WRKEA—. IR TIES, FRATRIRE P2 A IR AREIEHRE IR, @ X SCERaT 78, 3R
TR X P L AE SEES T FC R K EAETE . PR PR ) — AN EE 3L, SIS R PHIE®
1, BATEUAEIG ARG T AT B30T 70 Hr FHIE 76 1T e 2 it — D4 R 7 3, S8R 13k & .
Tigh, W T R E ST R IR RIS I RE X T BORE W b b 2 i ) B AT R R
TERE, FRATEW, AEAR AR B PR ] DL AN [5] o B 24 0 770 B A7 Rk AT AH B 1) I R 5, DU | s e —
BIREIN, TERCE A& AR &R, BeAE o s 24 A48 A B Y A A& 4K

AT R IR © PANBISCERR B (CF 5 R SCkSE SR BB T R32%, TESCREE BV
KA B @ MABFAT & A G2 E, 657 R A —, FEARE/N, Araesgm g Rt e
PEo BRG, BRATARE R, 20y PR B0 St R Bl AL GS REAE DA At a3k — 25V F AR o

R BT O IR BRI YD PE L i b IR 8 MO D B UR B3, BB — PR LVEF Al 6-MWT,
P& NT-proBNP, 2 BE AT DL IR PG 25 BB R /E ML AP A, ORI DURFEAL 45 b B BRI TR IR R £
HREMREFAER, SGE HFAEEE, UREEOEEN, SEORE, EAmKNH.
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