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Abstract: Objective To systematically evaluate the clinical effects according to syndrome differentiation of Qishen Yiqi Dropping
Pills on chronic heart failure. Methods Computer searches of PubMed, The Cochrane Library, CNKI, CBM, WanFang Data and
VIP were conducted to collect randomized controlled trials (RCTs) on qisen Yiqi dropping Pills combined with western medicine
and western medicine alone for chronic heart failure. The time limit for retrieval is from the establishment of the database to
November 2020. RevMan 5.3 software and Stata 15.0 software were used for Meta-analysis. Results A total of 12 RCTS were

included, including 1 946 patients. The results of Meta-analysis showed that compared with the treatment with western medicine
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alone, qishen Yiqi Dropping Pills combined with the treatment with western medicine could improve the efficacy of New York Heart
Association (NYHA) heart function[RR = 1.2, 95%CI = (1.13, 1.30), P < 0.01]; Increase of the left ventricular ejection fraction
[SMD = 0.67, 95%CI = (0.41, 0.93), P < 0.01], and the combined effect amount in the treatment group with syndrome differentiation
was greater than that in the no syndrome differentiation group (P = 0.001, I = 90.8%); reduction of NT-proBNP [SMD = —1.45,
95%CI = (-2.00, —1.14), P < 0.01]; Increase of 6-minutes walking distance (6-MWD) [SMD = 1.33, 95%CI = (0.82, 1.85), P <
0.01], and the combined effect amount of the drug group with syndrome differentiation was greater than that of the group without
syndrome differentiation (P = 0.02, = 81.8). There was no significant difference in the incidence of adverse reactions between the
two groups [OR = 0.93, 95%CI = (0.56, 1.55), P = 0.77]. Conclusion Compared with pure western medicine treatment, Qishen Yiqi
Dropping Pills combined with western medicine treatment has better efficacy in improving the efficacy of NYHA heart function, left
ventricular ejection fraction, NT-proBNP, and 6-MWD of the patient. Regardless of syndrome differentiation or not, it has good
efficacy. However, the curative effect of treatment based on syndrome differentiation is better than treatment without syndrome

differentiation on left ventricular ejection fraction and 6-MWD. The above research results still need to be verified by more large

samples and high-quality literature.
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Table 1 Basic features of included studies
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gk 2020 41 42 34 41 9.1% 1.18 [1.02, 1.36] -
WA 2011 34 38 30 40 7.7% 1.19[0.97, 1.47] T
BLE 2012 38 40 32 40 8.4% 1.19[1.00, 1.41] -
AR XK 2015 33 35 30 35 7.9% 1.10 [0.94, 1.29] T
Subtotal (95% Cl) 273 273 56.1% 1.19 [1.11, 1.27] <&
Total events 253 213

Heterogeneity: 2 =1.14, df =5 (P = 0.95); I = 0%
Test for overall effect: Z = 4.74 (P < 0.00001)

Total (95% Cl) 683 678 100.0% 1.21 [1.13, 1.30] . 4

Total events 462 378

Heterogeneity: y 2= 3.53, df = 8 (P = 0.90); I = 0% o5 o~ b DI

Test for overall effect: Z =5.11 (P < 0.00001) : ﬂﬂix»fﬂﬁé]{ FT 1 Z/ﬁﬁﬁ.’ii{ujhél{

Test for subgroup differences: y ?=0.31,df =1 (P =0.58), I? = 0%
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Fig. 4 Forest plot of subgroup analysis in efficacy of NYHA heart function based on whether syndrome differentiation

W22 AW AL 4L Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD_Total Mean SD_ Total Weight 1IV. Random. 95% CI 1IV. Random. 95% CI
jingyuan Mao 2020 4378 11.01 309 42.44 956 309 11.2% 0.13 [-0.03, 0.29] "—
KF5H 2013 54.8 8 48 469 43 47 8.7% 1.22[0.78, 1.66]
JHEEAFE 2017 53.67 4.45 70 48.93 4.31 70  9.6% 1.08 [0.72, 1.43] I
FEIRAL 2020 46 115 40 43 10.3 35 8.6% 0.27 [-0.18, 0.73] T
ARIEAF 2013 55.77 2.06 30 55.53 1.78 30 8.1% 0.12 [-0.38, 0.63] I I
gk z P 2020 47.23 8.36 42 41.24 8.2 41 8.7% 0.72[0.27, 1.16]
SkYLIE (A) 2020 49.74 464 182 48.05 537 174 10.8% 0.34 [0.13, 0.55] -
53 8 38 46.9 4.3 40  8.4% 0.95 [0.48, 1.42]
52.8 7.4 40 454 10.6 40 8.6% 0.80 [0.35, 1.26]
HABIEXK 2015 46.4 2.8 35 418 43 35 8.0% 1.25[0.74, 1.77]
448 2018 49.89 5.32 61 46.4 5.26 61 9.5% 0.66 [0.29, 1.02] -
Total (95% CI) 895 882 100.0% 0.67 [0.41, 0.93] -
Heterogeneity: Tau? = 0.15; y 2= 61.27, df = 10 (P < 0.00001); I* = 84% _‘2 _‘1 5 t 2
Test for overall effect: Z = 5.03 (P < 0.00001) FIFX L F T 2 B HLLL
5 W4 LVEF T 3H) Meta 53 1T R WA B
Fig. 5 Forest plot of Meta-analysis in efficacy of LVEF between two groups
WS WA XTI AL Std. Mean Difference Std. Mean Difference
__Study or Subgroup Mean SD Total Mean SD Total Weight IV. Random, 95% CI IV. Random, 95% CI
2.2.1 FHEHIT 4L
75 % 2013 54.8 8 48 469 43 47  87% 1.22[0.78, 1.66]
JEEG R 2017 53.67 4.45 70 48.93 4.31 70 9.6% 1.08 [0.72, 1.43] -
ARIEAE 2013 55.77 2.06 30 55.53 1.78 30 8.1% 0.12[-0.38, 0.63] -
gk z % 2020 47.23 8.36 42 4124 8.2 41 8.7% 0.72[0.27, 1.16] -
WA 2011 53 8 38 469 43 40 8.4% 0.95[0.48, 1.42] -
B 2012 52.8 7.4 40 454 106 40 8.6% 0.80 [0.35, 1.26] -
fk Xk 2015 46.4 2.8 35 418 43 35 8.0% 1.25[0.74,1.77] _
Subtotal (95% Cl) 303 303  60.0% 0.89 [0.62, 1.15] -
Heterogeneity: Tau? = 0.08; y ?=14.66, df =6 (P = 0.02); I> = 59%
Test for overall effect: Z = 6.53 (P < 0.00001)
2.2.2 JEPHERTY AL
jingyuan Mao 2020 43.78 11.01 309 4244 956 309 11.2% 0.13 [-0.03, 0.29] il
AR 2020 46 115 40 43 10.3 35 8.6% 0.27 [-0.18, 0.73] -
FkyliE (A) 2020 49.74 4.64 182 48.05 537 174 10.8% 0.34 [0.13, 0.55] -
48 2018 49.89 5.32 61 46.4 526 61 9.5% 0.66 [0.29, 1.02] —
Subtotal (95% CI) 592 579 40.0% 0.31 [0.10, 0.53] >
Heterogeneity: Tau?=0.03; ¥ ?>=7.64,df =3 (P =0.05); I>=61%
Test for overall effect: Z = 2.92 (P = 0.004)
Total (95% Cl) 895 882 100.0% 0.67 [0.41, 0.93] -
Heterogeneity: Tau? = 0.15; 2= 61.27, df = 10 (P < 0.00001); I* = 84% 1 _05.5 5 055 1
Test for overall effect: Z = 5.03 (P < 0.00001) FUIF R HBAL FT 18 25 25 0 ALl

Test for subgroup differences: y *=10.88, df =1 (P = 0.0010), I> = 90.8%
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Fig. 6 Forest plot of subgroup analysis in efficacy of LVEF based on whether syndrome differentiation
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2N AAL 4L Std. Mean Difference Std. Mean Difference
__Study or Subgroup Mean SD_Total Mean SD_Total Weight IV. Random, 95% CI IV. Random % CI
%57 2013 4786 1547 48 11742 2906 47  8.8% -2.97 [-3.56, -2.38] —
R 2017 3146 389 70 3946 415 70 9.3% -1.98 [-2.38, -1.57] -
HARAL 2020 438 2034 40 698 2163 35 9.0% -1.23[-1.72, -0.73] -
RREEZF 2013 4371 6161 30 45053 68.04 30 9.0% -0.20 [-0.71, 0.30] -
k7% 2020 264.74 4216 42 30362 46.81 41  9.1% -0.87 [-1.32, -0.41] -
WHLE (A) 2020 32478 292.81 182 47879 34439 174  9.6% -0.48 [-0.69, -0.27] -
JKYLiE (B) 2019 56522 218.12 88 694.12 23256 81 9.5% -0.57 [-0.88, -0.26] -
4 2011 73564 116.14 38 91929 118.75 40  9.0% -1.55 [-2.06, -1.04] -
B 2012 4786 2147 40 7742 2906 40  9.1% -1.15 [-1.62, -0.67] -
HSIE ik 2015 130 173 35 166 237 35 8.9% -1.72[-2.27, -1.16] —
Wit 2018 323239 1101 61 3,634.64 11922 61 8.8% -3.48[-4.05,-291]
Total (95% CI) 674 654 100.0%  -1.45[-2.00, -0.91] >
Heterogeneity: Tau? = 0.80; y 2= 189.47, df = 10 (P < 0.00001); I = 95% : 5 A :

Test for overall effect: Z = 5.21 (P < 0.00001) FITHE 28 CR AL R T % el

7 TA4E NT-proBNP 73 HJ Meta 73 #7 7R ¥k &
Fig. 7 Forest plot of Meta-analysis in efficacy of NT-proBNP between two groups

WS aANAA »HEAL Std. Mean Difference Std. Mean Difference

_ Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI 1V, Random, 95% Cl

3.2 JEHHERYTAL

AIRW 2020 438 2034 40 698 216.3 35  9.0% -1.23[-1.72,-0.73] -

kol (A) 2020 32478 29281 182 478.79 34439 174 9.6% -0.48[-0.69, -0.27] -

fkdliE (B) 2019 565.22 218.12 88 69412 23256 81 9.5% -0.57 [-0.88, -0.26] -

Wifg 2018 3,232.39 1101 61 3,634.64 11922 61 88% -3.48[-4.05,-291] —

Subtotal (95% CI) 37 351 36.9%  -1.41[-2.43,-0.39] -

Heterogeneity: Tau? = 1.04; y =99.28, df = 3 (P < 0.00001); I* = 97%

Test for overall effect: Z =2.72 (P = 0.007)

3.2.2 PHERIT 4L

K% 2013 4786 1547 48 11742 2906 47 88%  -297[-356,-2.38] T

4 H 2017 3146 389 70 3946 415 70 93% -1.98[-2.38, -1.57] -

MiEF 2013 4371 6161 30 45053 68.04 30 9.0% -0.20 [-0.71, 0.30] -T

ik z Uk 2020 264.74 4216 42 30362 4681 41 91% -0.87 [-1.32, -0.41] -

W7RE 2011 735.64 116.14 38 919.29 118.75 40  9.0% -1.55 [-2.06, -1.04] -

Bl 2012 4786 2147 40 7742 2906 40 9.1% -1.15[-1.62, -0.67] -

il 1k 2015 130 173 35 166 237 35 8.9% -1.72[-2.27, -1.16] -

Subtotal (95% CI) 303 303 63.1%  -1.48[-2.09, -0.87] L 4

Heterogeneity: Tau? = 0.61; % *=64.29, df =6 (P <0.00001); I =91%

Test for overall effect: Z = 4.77 (P < 0.00001)

Total (95% Cl) 674 654 100.0%  -1.45[-2.00,-0.91] <&

Heterogeneity: Tau? = 0.80; 1y *=189.47, df = 10 (P < 0.00001); I* = 95% =4 ‘2 0 é 4
Test for overall effect: Z = 5.21 (P < 0.00001) | T8 %285 e .4 1| 4
Test for subgroup differences: « 2=0.01, df =1 (P =0.91), 1= 0% ATRBRARAL HIMRL
E 8 ETEFEUHEM NT-proBNP ST K LA 5 Hrax#h E
Fig. 8 Forest plot of subgroup analysis in efficacy of NT-proBNP based on whether syndrome differentiation

K2aAMha M AL Std. Mean Difference Std. Mean Difference
Study or Subgroup _Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
jingyuan Mao 2020 374.47 103.09 309 34071 10457 309 12.1% 0.32[0.17, 0.48] T
FE 2017 3648 205 70 3298 172 70 114% 1.84 [1.44, 2.24] -
R 2020 537 1519 40 451 1305 35 11.1% 0.601(0.13, 1.06] -
MEF 2013 4736 2165 30 35387 654 30 10.1% 2.43[1.75,3.10] -
kdlle (A)2020 36044 5147 182 321.35 5661 174 12.0% 0.72[0.51, 0.94] -
ikiliE (B) 2019 40133 342 83 38743 4879 81 11.7% 0.33[0.03, 0.63] ™
SURRE 2012 4128 667 40 3644 751 40 11.2% 0.67[0.22,1.13] -
AR IE 2015 467 174 35 38 209 35 92% 4,06 [3.23, 4.90] -
Wi 2018 41907 922 61 40436 75 61 11.3% 1.73[1.32, 2.15] -
Total (95% CI) 855 835 100.0%  1.33[0.82,1.85] <&
Heterogeneity: Tau? = 0.57; 2= 169.35, df = 8 (P < 0.00001); 1= 95% 4 2 0 2 4
Test for overall effect: Z = 5.06 (P < 0.00001) HFHIEE FTREENm AN

B9 MH6-MWD fr i) Meta 53 #T Zx PR Bl
Fig. 9 Forest plot of Meta-analysis in efficacy of 6-MWD between two groups
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K24 WAl HHE AL Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random. 95% CI

4.2 JHHERITAL

jingyuan Mao 2020  374.47 103.09 309 340.71 10457 309 12.1% 0.32[0.17, 0.48] -
HEHRX 2020 537 1519 40 451 1305 35 11.1% 0.60[0.13, 1.06] -
HKLE (A) 2020 36044 5147 182 32135 5661 174 12.0% 0.72[0.51, 0.94] -
kil (B) 2019 40133 342 88 38743 4879 81 11.7% 0.33[0.03, 0.63] ™

R 2018 419.07 922 61 40436 756 61 11.3% 1.73[1.32, 2.15] -
Subtotal (95% CI) 680 660 58.1% 0.720.32, 1.12] L 2

Heterogeneity: Tau® = 0.18; % 2=43.01, df =4 (P <0.00001); I =91%
Test for overall effect: Z = 3.51 (P = 0.0004)

4.2.2 PHERYTAL

R 2017 3648 205 70 3298 172 70 11.4% 1.84 [1.44, 2.24] -

HiEH 2013 4736 2165 30 35387 654 30 10.1% 2.43[1.75,3.10] -

Tl 2012 4128 667 40 3644 751 40 11.2% 0.67[0.22, 1.13] -

HRIES 2015 467 174 35 388 209 35 9.2% 4.06 [3.23, 4.90] —_—
Subtotal (95% Cl) 175 175  41.9% 2.21[1.03, 3.39] -

Heterogeneity: Tau? = 1.35; 7 *=55.22, df = 3 (P < 0.00001); I* = 95%
Test for overall effect: Z = 3.68 (P = 0.0002)

Total (95% Cl) 855 835 100.0% 1.33[0.82, 1.85] <&
Heterogeneity: Tau? = 0.57; y 2= 169.35, df = 8 (P < 0.00001); I = 95% 4“ 2 5 2 4
Test for overall effect: Z = 5.06 (P < 0.00001) FITAIBA TS840 4

Test for subgroup differences: X 2=551,df=1(P=0.02), ?=81.8%
10 ETFEEBPHER 6-MWD 7RI H 75 #7 FR K E
Fig. 10 Forest plot of subgroup analysis in efficacy of 6-MWD based on whether syndrome differentiation
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Table 2 Records of ADR
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Study or Subgrou Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed. 95% Cl

jingyuan Mao 2020 12 309 17 309 53.8% 0.69 [0.33, 1.48]

ik =k 2020 6 42 5 41 14.3% 1.20[0.34, 4.29] -

HkLlE (A) 2020 3 182 0 174 1.7% 6.81[0.35, 132.71] ]

Wi 2018 10 61 1 61 30.3% 0.89 [0.35, 2.28] ‘I

Total (95% CI) 594 585 100.0%  0.93 [0.56, 1.55]

Total events 31 33

ity 2= = - L 12 = 0O I } + |
Heterogeneity: 2 =2.46, df =3 (P = 0.48); 1= 0% 0.001 01 1 10 1000

Test for overall effect: Z=0.29 (P = 0.77) T2 8500 M FITxias

11 %4 ADR#J Meta 5347 2R #k B
Fig. 11 Forest plot of Meta-analysis in ADR between two groups
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Fig. 12 Funnel plot of efficacy in NYHA heart function
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