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Abstract: Objective To systematically evaluate the efficacy and safety of Xinkeshu combined with conventional western medicine
in the treatment of unstable angina pectoris. Methods The randomized controlled clinical trials of Xinkeshu combined with
conventional western medicine for the treatment of unstable angina pectoris were searched from PubMed database, Viper database,
CNKCN, Wanfang database and other databases from the establishment of the database to April 2020 .The literatures were screened
according to inclusion and exclusion criteria, and Rev Man5.3 software was used for Meta analysis. Results A total of 1569
patients were included in 19 randomized controlled trials. Meta-analysis results showed that Xinkeshu combined with conventional
western medicine reduced the frequency of angina attacks (SMD=-1.16, 95%CI [-1.75, —0.57], P=0.000 1), decreased the duration
of angina MD=-2.75, 95%CI [-3.77, —1.73], P < 0.000 01), reduced the dosage of nitroglycerin (MD=-0.67, 95%CI [-0.78,
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—0.56], P <0.000 01), improved ECG efficacy (RR=1.26, 95%CI [1.18, 1.35], P < 0.000 01), angina pectoris efficacy (RR=1.26,
95%CI [1.20, 1.33], P < 0.000 01), decreased triglyceride (MD=-0.57, 95%CI [-1.02, —0.12], P=0.01), total cholesterol (MD=
—0.78, 95%CI [-1.15, —0.41], P < 0.000 1), low-density lipoprotein cholesterol (MD=-0.58, 95%CI [-0.80, —0.36], P < 0.000 01),
raised high—density lipoprotein cholesterol (MD=0.24, 95%CI [0.08, 0.40], P=0.004), decreased whole blood viscosity (MD=
—1.32, 95%CI [-2.25, —0.39], P=0.005), and plasma viscosity (MD=-0.29, 95%CI [-0.38,-0.21], P < 0.000 01), fibrinogen (MD=
—1.06, 95% CI [1.29, 0.83], P < 0.000 01), lower C—reactive protein (MD=-1.70, 95% CI [2.33, 1.06], P < 0.000 01), endothelin 1
(MD=-7.81, 95% CI [10.05, 5.57], P < 0.000 01), and homocysteine (MD=-2.35, 95% CI [2.63, 2.07], P < 0.000 01), improved
the effect of nitric oxide (MD=28.74, 95%CI [7.00, 10.47], P < 0.000 01), which was better than that of the pure western medicine
group, and subgroup analysis results showed that the treatment course was greater than or equal to three months with better
treatment. There was no statistically significant difference in the incidence of adverse reactions (P=0.56), liver and kidney function

were not abnormal in all the studies. Conclusion Clinical application of Xinkeshu combined with conventional western medicine in

the treatment of unstable angina pectoris is clear, which is recommended in clinical application.
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Table 1 Literature search
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Table 2 Results of bias risk assessment included in study
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Fig. 2 Risk of bias included in study
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Fig.3 Meta analysis of angina attack frequency
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Fig. 5 Meta analysis of duration of angina pectoris attack
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Experimental Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total  Mean SD  Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI ABCDEFG
#2017 1.02 032 34 191  0.69 34 19.1% -0.89[-1.15,-0.63] —— CEEET X
BHTAL 2012 069 1.14 30 126 077 30 15.9% —0.57[—0.85,-0.29] —— 7777 @7? 7
T 2019 221 05 69 285 0.79 69 25.6% —0.64[—0.86,—0.42] - 2222023
B HH4E 2015 068 013 51 127 078 51 265% —0.59[-0.81,-0.37] — 772272 @7 7
XISCHE 2013 0.7 0.3 29 1.4 0.8 29 12.9% —0.70[-1.01,-0.39] —_ T7722@272
Total (95% CI) 213 213 100.0% —0.67[0.78,—0.56] L4
Heterogeneity: Chi2= 3.96, df = 4 (P < 0.41); 2= 0% L S
Test for overall effect: Z=11.78 (P < 0.000 01) Favours[experimental] [control]
6 THERHMA=E Meta 24f
Fig. 6 Meta analysis of nitroglycerin dosage
Experimental Control Risk of Ratio Risk of Ratio Risk of Bias
Study or Subgroup Events  Total  Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI A BCDEF!
XISCEH 2013 21 29 17 29 4.7% 1.24[0.85, 1.81] - 22228727
XFE% 2020 29 42 26 42 7.2% 1.12[0.82, 1.52] -1 ®r272@7 7
TkARZE 2016 26 30 19 30 5.3% 1.37[1.01, 1.86] — 27227@727
M= 2019 56 64 46 64 12.8% 1.22[1.02, 1.46] —— 22000723
E4k7 2011 32 34 28 34 7.8% 1.14[0.96, 1.36] e 2222@2 72
£ #2012 75 87 54 87  15.7% 1.26[1.06, 1.50] — 2222@72
FEWFS 2015 33 39 18 39 5.0% 1.83[1.27, 2.64] — 2222@22
P HH4E 2015 38 51 26 51 7.2% 1.46[1.07, 2.00] —_— % & & .',..', &
e 2019 64 69 56 69  15.6% 1.14[1.00, 1.30] b o &5 & ;.; o
RAHTR 2012 21 30 17 30 47% 1.24[0.84, 1.83] —_ % & & .',.:, &
REESF 2010 25 30 19 30 5.3% 1.32[0.96, 1.80] I = . =
M F+ 2006 37 40 31 40 8.6% 1.19[0.99, 1.44] tr22@127
~ ‘ SR I~ 772272@®72 2
Total (95% CI) 545 537 100.0% 1.26[1.18, 1.35] ¢
Total events 457 357
Heterogeneity: Chi?=9.67, df = 11 (P < 0.56); = 0% — —
Test for overall effect: Z=6.56 (P <0.000 01) 0.5 1 152
Favours[experimental] [control]
7 LB EFTH Meta 5317
Fig.7 Meta analysis of ECG effect
Experimental Control Risk of Ratio Risk of Ratio Risk of Bias
Study or Subgroup Events  Total  Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDEFG
{15 2010 41 43 28 43 6.1% 1.46[1.17, 1.84] —— T777@717
X SCAE 2013 23 26 18 26 3.9% 1.28[0.95,1.71] . e ddd Ld
XEE2Z 2020 39 42 32 42 7.0% 1.22[1.01, 1.47] —_— 02229727
x| #2014 29 32 23 31 5.1% 1.22[0.97, 1.55] — LA A L
FRIRAE 2016 29 30 24 30 5.3% 1.211.00, 1.46] — 222?2@®72 7
¥iEE I 2019 58 64 45 64 9.9% 1.29[1.08, 1.54] —_ 7708877
AR 2014 27 30 20 30 4.4% 1.35[1.02, 1.79] — 72722728772
F 4k 2011 31 34 27 34 5.9% 1.15[0.94, 1.40] D 222287272
T %2012 83 87 58 79 133% 1.30[1.13, 1.50] - 2227?2@72 72
FEWFS 2015 38 39 27 39 5.9% 1.41[1.13,1.75] - 7277272@®7 7
FHH 2019 62 69 52 69  11.4% 1.19[1.02, 1.39] — 777272@7 17
AXHTH 2012 23 30 18 30 3.9% 1.28[0.90, 1.82] T 777272@7 17
Ak Z 2019 38 40 35 40 7.7% 1.09[0.95, 1.25] I 2222@Q37
FIEST 2010 27 30 20 30 4.4% 1.35[1.02, 1.79] . P222@27
#2017 33 34 26 34 5.7% 1.27[1.04, 1.54] Q2229722
Total (95% CI) 630 621  100.0% 1.26[1.20, 1.33] ¢
Total events 581 453 : ; —
Heterogeneity: Chi’=9.76, df = 14 (P <0.78); 2= 0% 0.5 1 15 2
Test for overall effect: Z=8.69 (P <0.000 01) Favours[experimental] [control]

8 ILEEITII Meta 5347

Fig. 8 Meta analysis of efficacy of angina pectoris

INERA G FE N (MD=-0.57, 95%CI [-1.02, HRERMR T EH, W 9.
—0.12], P=0.01), ZRH.Lom] &7 7EREAR =Wt H b 75 (2) SPHMERE (TC): 6 ks CHRWLEE 1 B HTE
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JiE[5.8.15,16,18.21]

FW T ) R M RCR (P<<0.000 01,
P=93%), KNI HEAT Meta 7347, &5

RERERASG T FE X (MD=-0.78, 95%CI

[-1.15, —0.41], P<<0.000 1), K HH.Con] FF7E PR &
FEL T g T A PO T X R A, LA 10,

(3 K& E A HEEE (LDL-C): 6 f 3CHk
WG A FEE N B 1 I (] g 5. 8. 151618210 i 5[]
SRR (P<0.000 1, P=84%), KHIFENLZKL

FxtEa, A 1.
(4) = ENREAME R (HDL-C): 6 & 3 ik

WLEE T 2 P i R [ 5 815, 10.18.210 - il 5 1]
SRR (P<<0.000 01, P=92%), XL
RIERHEAT Meta 7087, @ERERZERARITFEE
X (MD=0.24, 95%CI [0.08, 0.40], P=0.004),
R0 AT RPTE SR o v 2 P B A 1 O e T (A
T xR, W 12,

He N — AN N N, MY
BAHURHAT Meta 4007, S5BEREREGIEE 247 MRHEY
X (MD=-0.58, 95%CI [-0.80, —0.36], P<<0.000 01), (1) AIMEGFE: 4 R SCRRILEE T 4 I 2k LS 16.18.200,
R O] AL AR B B B i 7 i P E ] S WFFLIE R B PERCR (P<<0.000 01, P=92%), X
Experimental Control Mean Difference . Mean Difference Risk of Bias
Study or Subgroup Mean SD Total  Mean SD  Total Weight IV, Random, 95% CI 1V, Random, 95% CI ABCDEFG
X SCAE 2013 1.71 029 29 2.88 0.36 29  174% -1.17[-1.34,-1.00] + 2727@7? 7
FEEZ 2020 141 033 42 147 035 42 175% -0.06[-0.21,-0.09] 4+ @2722@722
x| 752014 1.75 050 32 1.78 045 31 17.0% —0.03[-0.26,—0.20] - 272772 @717
B 2012 171 028 30 278 036 30 174% -1.07[-1.23,-0.91] + 72?221 @72 72
Al 2019 2.5 1.31 40 297 1.47 40 134% —0.47[-1.08,-0.14] — 27272 @7? 7
REESF 2010 1.51 0.16 30 2.1 2.53 30 17.2% —0.59[-0.79,-0.39] - 7272271 @7? 72
Total (95% CI) 203 202 100.0% —0.57[-1.02, -0.12] <
Heterogeneity:Tau’= 0.29;Chi?= 151.67, df = 5 (P < 0.000 01); 2= 97% _’2 _’1 s ‘1 é
Test for overall effect: Z=2.50 (P <0.01) Favours[experimental] [control]
9 Z=FtHIH Meta 47
Fig. 9 Meta analysis of triglycerides
Experimental Control Mean Difference . Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD  Total Weight IV, Random, 95% CI 1V, Random, 95% CI ABCDEFG_
X34 2013 4.7 0.4 29 5.6 0.3 29  17.8% —0.90[—1.08,-0.72] - 777277 @7? ?
XEEZ 2020 4.02 059 42 42 0.61 42 17.1% —0.18[—0.44,-0.08] 1 @r2272@72 72
x| #2014 4.33 0.92 32 4.82 0.37 31  16.1% —0.49[—0.83,—-0.15] - 772272@7 17
RAHTAN 2012 4.66 035 30 5.62 0.31 30 18.0% —0.96[-1.13,-0.79] - 7272721 @7 72
AR 2019 489 098 40 537 131 40  13.8% —0.48[-0.99,-0.03] — 2222@722
BREET 2010 4.74 036 30 6.32 0.6 30 17.2% —1.58[-1.83,-1.33] - T7rT@1 7
Total (95% CI) 203 202 100.0% —0.78[-1.15,-0.41] <
Heterogeneity: Tau?= 0.19; Chi= 66.82, df = 5 (P < 0.000 01); 2= 93% 7“2 7{ 0 ’1 2
Test for overall effect: Z=4.13 (P <0.000 1) Favours[experimental] [control]
10 SABEEE Meta 5347
Fig. 10 Meta analysis of total cholesterol
Experimental Control Mean Difference . Mean Difference Risk of Bias
Study or Subgroup Mean SD Total  Mean SD  Total Weight IV, Random, 95% CI 1V, Random, 95% CI ABCDEFG
XISCHE 2013 2.7 06 29 36 0.5 29 159% -090[-1.18,-0.62] —— 72?72271@7?2 2
XEE 2020 215 023 42 243 032 42 202% —0.28[-0.40,-0.16] - @2272@72 7
x| 72014 2.34 0.71 32 2.62 1.12 31 11.1% —0.28[—0.74, —0.18] -1 72727272@1 7
RAHTAT 2012 2.67 0.54 30 3.57 0.54 30 162% —0.90[-1.17,—-0.63] - 7272721@7? 72
Ak Z 2019 285 042 40 339 056 40  17.8% —0.54[-0.76,-0.32] - 2222@72
BREEE 2010 2.52 27 30 3.1 0.41 30  189% —0.58[-0.76,—0.40] - 22271@72 72
Total (95% CI) 203 202 100.0% —0.58[—0.80, —0.36] ) ’. ‘

Heterogeneity: Tau?= 0.06; Chi?= 30.53, df = 5 (P < 0.000 1); I>=84%
Test for overall effect: Z=15.12 (P <0.000 01)

-1 0 1
Favours[experimental] [control]

11 REERREBBERE Meta 747
Fig. 11 Meta analysis of LDL cholesterol
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FBENLS N AR 34T Meta 0HT, SR B RERE
Giit#E L (MD=-1.32, 95%CI[-2.25, —0.39],
P=0.005), & Lo A] 7 75 PRI A . 3 P 77 1 i)/
TSI, W 13,

(2) MIKFEE: 5 jRE-O16820 RS | if K
FHEE, BHEFCIAL R MR (P=0.000 2, P=81%),
KHBENL AT AT Meta 04T, 45 SRBRER
FHait#E X (MD=-0.29, 95%CI [-0.38, —0.21],
P<<0.000 01), FHH.ConT&F7E FRAK MR 3 RS U7 T 1)
TERL T xR, WA 14,

(3) AFAEEAK: 4 OIS0 HRUEL | 44
B, SRR PR (P=0.03, P=65%),

K ABENSN AR B T Meta 20H7, SR ERER
Bt L (MD=-1.06, 95%CI [-1.29, —0.83],
P<<0.000 01), FKHCAIEFERRAT4EE A E 7 H
Ve T XA, W 15,
2.4.8 [MiEKT

(1) C RMEE: 4 BEOS2EUE T C R
MM, ST FRERCR (P<0.000 1, P=
86%), KH NN HEAT Meta 7387, 453
INERE G EE X (MD=-1.70, 95%CI [-2.33,
—1.06], P<<0.000 01), FKHH.CAJEFLERER C R PVLER
7 E R TR AL, W 16,

(2) WEE-1 (ET-1): 3 FEB02ERMEE T

Experimental Control Mean Difference . Mean Difference Risk of Bias
Study or Subgroup Mean SD Total  Mean SD  Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
XISCAE 2013 1.83 036 29 5.6 0.3 29 17.8%  0.43[0.28, 0.58] —— 3220727
X2 2020 1.15 024 42 42 0.61 42 17.1% —0.01[-0.11, 0.09] — @2722@72 7
x| 72014 1.17 0.2 32 4.82 0.37 31 16.1%  0.02[-0.06, 0.10] -+ 72727271 @®72 7
BB 2012 1.82 036 30 562 0.31 30 18.0%  0.42[0.26, 0.58] — 277272 @717
Al Z 2019 1.92 035 40 5.37 1.31 40  13.8% 0.26[0.13, 0.39] —— 227272@72 7
YRR} 2010 1.36 025 30 6.32 0.6 30 172% 0.34[0.25, 0.43] - 227272@72 7
Total (95% CI) 203 202 100.0% 0.24[0.08, 0.40] -
Heterogeneity:Tau’= 0.04; Chi2=61.77, df =5 (P < 0.000 01); 2= 92% _(; P f 0 1 6 5
Test for overall effect: Z=2.91 (P <0.004) Favours[experimental] [control]

12 SZEERZEREEE Meta 5747
Fig. 12 Meta analysis of HDL cholesterol

Experimental Control Mean Difference . Mean Difference Risk of Bias
Study or Subgroup Mean SD Total  Mean SD  Total Weight IV, Random, 95% CI 1V, Random, 95% CI ABCDEFG
I35 2010 6.06 145 43 6.46 0.86 43 253% —0.40[-0.90, 0.10] —H 22272@72 7
X34 2013 6 1.2 29 8.2 1.3 29 242% —2.20[-2.84,—-1.56] - 22272@7 72
XEE2 2020 2.67 075 42 3.24 0.98 42 262% —0.57[-0.94,-0.20] * @2r722@722
BT 2012 5.97 1.18 30 8.18 1.32 30 243% —2.21[-2.84,-1.58] —+ 22722@7? 72
Total (95% CI) 144 144 100.0% —1.32[-2.25,-0.39] <>
Heterogeneity:Tau’= 0.82; Chi’>= 37.85, df = 3 (P < 0.000 01); 2= 92% T 5 o0 2 4
Test for overall effect: Z=2.79 (P < 0.005) Favours[experimental] [control]

13 £MFE Meta 74
Fig. 13 Meta analysis of whole blood viscosity

Experimental Control Mean Difference . Mean Difference Risk of Bias
Study or Subgroup Mean SD Total ~ Mean SD  Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
T35 2010 1.51 0.16 43 1.75 0.15 43 239% —0.24[-0.31,-0.17] * 7277271@7 7
X SCAE 2013 1.32 0.11 29 1.65 0.14 29  23.6% —0.33[-0.39,-0.27] - 22272872 2
XEE2 2020 1.62 0.51 42 2.23 0.64 42 8.5% —0.61[-0.86, —0.36] . @2272@872 7
7 2019 1.72 0.2 69 1.86 0.34 69 20.7 —0.14[-0.23,-0.05] . ?2?272?2@72 7
BB 2012 132 011 30 165 0.14 30 23.7% —0.33[-0.39,-0.27] 727222@7232

L4

Total (95% CI) 213 213 100.0% —0.29[-0.38,-0.21] — - : .

Heterogeneity:Tau?= 0.01; Chi®>= 21.53, df =4 (P < 0.000 2); >=81%
Test for overall effect: Z=6.62 (P <0.000 01)

Favours[experimental] [control]

14 M3RFAE Meta 5347

Fig. 14 Meta analysis of plasma viscosity
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ET-1, SWFFCEIFFERE (P=031, P=14%),
K 58 N AR AT Meta 4001, G5B RER

Hey, W7 FERMERLE (P=0.66, =0%),

K I ] 8 SR BEAT Meta 4047, 45 RIS 7R

it L (MD=-7.81, 95%CI [-10.05, —5.57], B it L (MD=-2.35, 95%CI [-2.63, —2.07],
P<0.000 01D, R OATEFERC ET-1 THEAIFEA  P<0.000 01), FHLL W EFLERAK Hey J5 T
RF A, W 17, T, W 18,
(3) AR (Hey): 2 FBSSCERMEE T (4) —FHE (NO): 4 F5561012yfReg |
Experimental Control Mean Difference . Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD  Total Weight IV, Random, 95% CI 1V, Random, 95% CI ABCDEFG
BB 2012 327 034 30 447 0.42 30 32.6% —1.20[-1.39,-1.01] -+ 22272@7 7
XEEZ 2020 209 065 42 278  0.82 42 23.5% —0.69[-1.01,-0.37] —— @r22@72 2
X34 2013 33 0.3 29 4.5 0.4 29  334% —1.20[-1.38,-1.02] -+ 2222@72
15 2010 241 157 43 342 134 43 105% -1.01[-1.63,-0.39] ———— 22727 @7 7
Total (95% CI) 144 144 100.0% —1.06[-1.29, —0.83] L
Heterogeneity: Tau?= 0.03; Chi?=8.61, df = 3 (P < 0.03); 2= 65% — —t
Test for overall effect: Z=9.01 (P< 0.000 01) -0 1
Favours[experimental] [control]
15 #FHEEBIR Meta 247
Fig. 15 Meta analysis of fibrinogen
Experimental Control Mean Difference . Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI ABCDEFG
XIHE2Z 2020 329 106 42 452 1.37 42 25.6% —1.23[-1.75,-0.71] + @2272@7 7
Z=/ L 2006 25 1.7 30 3.1 22 30 17.7% —0.60[-1.59,-0.39] - 727222 @17?
T 2019 326 088 69 5.41 1.48 69  27.5% —2.15[-2.56,—1.74] * 222728727
Ak Z 2019 602 053 40 836  0.74 40 29.2% —2.34[-2.62, -2.06] ¢ 222?2@72 72
Total (95% CI) 181 181 100.0% —1.70[-2.33, -1.06] ¢
Heterogeneity:Tau>= 0.34; Chi®=21.86, df = 3 (P < 0.000 1); >=86% _’4 * 0 ¥ 4

Test for overall effect: Z=5.20 (P <0.000 01)

Favours[experimental] [control]

16 C RRZER Meta 5317

Fig. 16 Meta analysis of C-reactive protein

Experimental Control Mean Difference . Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD  Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI ABCDEFG
X 2020 50.87 6.52 42 57.16 7.36 42 56.8% —6.29[-9.26,-3.32] = @rr2@72 7
ZRERIK 2016 47.5 12.3 39 571 9.1 39 21.8% —9.60[-14.4,-4.80] TP22@27
FEWFS 2015 472 12.1 38 572 9.2 38 21.5% —10[-14.83,-5.17] —*+— 7?72 @7 7
Total (95% CI) 119 119 100.0% —7.81[—10.05,-5.17] >
Heterogeneity: Chi2=2.33, df =2 (P <0.31); *= 14% —t —
Test for overall effect: Z=6.83 (P <0.000 01) -10 0 10

Favours[experimental] [control]
17 HEE-1Meta 547
Fig. 17 Analysis of endothelin-1

Experimental Control Mean Difference . Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD  Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI ABCDEFG
X 2020 1492 3.14 42 17.6 3.76 42 3.5% —2.68[—4.16,—1.20] @222@77
Al 2019 6.02 0.53 40 836 0.74 40  96.5% —2.34[-2.62,-2.06] . 72272 @7 7
Total (95% CI) 82 82 100.0% —2.35[-2.63,-2.07] ¢
Heterogeneity: Chi?= 0.20, df = 1 (P < 0.66); I*= 0% T— —

—4 0 4

Test for overall effect: Z=16.64 (P <0.000 01)

18 [FIR¥BLERER Meta 747

Fig. 18 Meta analysis of homocysteine

Favours[experimental] [control]
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NO, FHFFAF B R L (P=0.90, P=0), KH
] 5 ANV AE AT Meta 0¥, SEREBRERHG
TR (MD=8.74, 95%CI [7.00, 10.47], P<
0.000 01), FKH.LAJEFAE S NO 7 /E LT
XTREZE, LK 19,

249 AR 8 FEEOMSIS02 5 gRAEL [ TG
ANRRPL, HAAg 5 RRe 1182005 iR AR A BN,
3 RSOk WA B S A A, R 3, AR
AR R SCRRBEAT Meta 204, S0 70 18] [ i

MEEHF (P=0.38, P=4%), K & %R ik
1T Meta 7047, @R BRZERLGIFEE XL (RR=
1.23, 95%CI [0.61, 2.48], P=0.56), FHIFiZ[a]
ANREMNRAEZFMY, HYRBBITEhiiis,
JLIE 20
25 BEMSH

R4 ORI EP IR T AN ERE BL L AR ] Meta 43T
g AT U 2 AT, X BT [0 45 R P hm i — 51 B
FHHAT T, AR KA R RN, B

Experimental Control Mean Difference . Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD  Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI ABCDEFG
XEEZ 2020 84.92 9.8 42 7736 857 42 194%  7.56[3.62, 11.50] + ®@271@®7 7
ZEBRER 2016 43.5 6.2 38 341 7.1 38 33.5%  9.40[6.40, 12.40] ! (LA d Lol
FRIFS 2015 43.1 6.3 39 342 72 39 334%  8.90[5.90, 11.90] ¥ 722:@77
7 2019 5478 14.63 69 4638 134 69 13.7%  8.40[3.72, 13.08] - 772721 @727
Total (95% CI) 188 188 100.0%  8.74[7.00, 10.47] '

Heterogeneity: Chi>= 0.56, df = 3 (P < 0.90); = 0%
Test for overall effect: Z=9.87 (P <0.000 01)

& 19

-100 © 100
Favours[experimental] [control]

—& LA Meta 517

Fig. 19 Meta analysis of NO

*3 TREREER

Table 3 Adverse reactions

. R B R/
NS — -
Va4 o AR 4
FEF2019 2 6I0F, 1FEk=E, 1 HIBK 1R, 2 Bk, 2 B AK, 141K
#wEPR2017 1B IR Skog 1By IR, Skog
ERE2014 3 BRI TRESCROE. EIEAE . BRIEAAEIR e
BCHBU2012 1R HL, 1R, 2 BRI RS LR R L 1R L 3 S
I5FR2010 3 ) BREANIE . Bl J e Ok 7
Experimental Control Risk of Ratio Risk of Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight  M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDEFG _
T35 2010 3 43 0 43 3.8% 7.00[0.37, 131.56] —_— ?727272@77
EHF 2014 3 30 0 30 3.8% 7.00[0.38, 129.93] —_ 7?7 77@7 7
W 2019 4 69 6 69  46.2% 0.67[0.20, 2.26] —— 72272 @7 2
BT 2012 4 30 5 30 38.5% 0.80[0.24, 2.69] —i— 7721 @7??
#  E 2017 1 34 1 34 7.7% 1.00[0.07, 15.34] —_— @27272@7
Total (95% CI) 206 206  100.0% 1.23[0.61, 2.48] @
Total events 15 12
Heterogeneity: Chi?=4.19, df =4 (P < 0.38); ’=4% ; f t {
0.01 0.1 1 10 100

Test for overall effect: Z=0.58 (P <0.0.56)

Favours[experimental] [control]

20 NRKE Meta 3%

Fig. 20
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Meta analysis of adverse reactions
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Fig.22 Funnel chart of ECG efficacy
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Fig. 23 Funnel chart of angina efficacy
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