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Abstract: Objective To systematically evaluate the efficacy and safety of adjuvant treatment with Naoxintong
Capsules for the treatment of unstable angina pectoris. Methods The randomized controlled trials (RCTs) of
adjuvant treatment with Naoxintong Capsules for the treatment of unstable angina pectoris were retrieved from the
CNKI, VIP, Wanfang, CBM, PubMed, Cochrane Library, and EMBase database. Two reviewers performed
the independent screening of the literature, extraction of the data and assessment of the risk of bias of the included
studies. And then the meta—analysis was carried out with RevMan 5.3 software. Results A total of 24 RCTs were
included, including 2 403 subjects. The results of meta—analysis showed that Naoxintong Capsules combined with

conventional western medicine treatment enhanced the therapeutic effect for angina pectoris [RR = 0.31, 95%Cl

(0.23, 0.40)], efficacy for ECG [RR = 0.52, 95%CI1(0.42, 0.64)] and total clinical efficacy [RR = 0.42, 95%
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CI(0.29, 0.60)]. And Naoxintong Capsules combined with conventional western medicine treatment were more
effective on reducing the onset frequency of angina pectoris [SMD =—-1.02, 95%CI(-1.24, -0.80)], shortening
the duration of angina pectoris [MD = -2.94, 95%CI(-4.63, —1.25)], decreasing the total cholesterol (TC) level
[MD=-0.69, 95%CI(-0.73, -0.65)], triglyceride (TG) level [MD =-0.31, 95%CI(-0.33, -0.29)] and low—
density lipoprotein cholesterol (LDL-C) level [MD =-0.50, 95% CI( -0.53, -0.47)], and improving the
hemorheology indicators such as whole blood high—shear viscosity [MD = —-0.93, 95%CI(-1.60, —0.26)], whole
blood low—shear viscosity [MD = -=1.94, 95%CI(-3.26, -0.62)], plasma viscosity [MD = —0.30, 95%CI
(-0.45, —0.15)] and hematocrit [MD =-0.03, 95%CI(-0.05, —0.01)] than conventional western medicine
treatment alone (P < 0.01). The subgroup analysis suggested that the course of treatment may be correlated with the
improvement of blood lipid indexes. Conclusion The evaluation results indicated that Naoxintong Capsules
combined with conventional western medicine treatment can enhance the clinical efficacy, reduce the onset
frequency and duration of angina pectoris, reduce the levels of blood lipids and blood viscosity, and improve
hemorheology indexes, and have no obvious adverse reaction.

Keywords: Naoxintong Capsules; unstable angina pectoris; onset frequency of angina pectoris; duration of

angina pectoris; blood lipid; hemorheology; meta—analysis
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Figure 1 Flow chart of literature screening for RCTs of
Naoxintong Capsules for the treatment of unstable
angina pectoris
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Table 1 The general information of the included studies of Naoxintong Capsules for the
treatment of unstable angina pectoris (x+5)
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Figure 2 Overall quality assessment of all of the included
studies of Naoxintong Capsules for the treatment of
unstable angina pectoris
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Figure 3 Quality assessment of each of the included studies of Naoxintong Capsules for the treatment of unstable
angina pectoris

XHIRAL, ZRARIFE (P <0.00001). &5 TR 70 LU0 A AR URBORBFZEm ], W52 ] S+

RULE 4, K5, K6, JEPER KR (A5 P =0.06, P=51%; P<0.00001,
2.3.2 SLBEAAMRIK., SLABFLAE TN F=99%), XHBEPLSV A FEFT Meta 5387 43

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup _ Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
TTigHa2012 16 82 29 82 16.0% 0.55[0.33, 0.94] —
B F2007 2 40 8 3B 46% 0.23[0.05, 0.99]
BiRigz008 3 32 10 30 57% 0.28[0.09, 0.92] -
SFM3 3 45 10 45 55% 0.30[0.08,1.02] R
2382016 3 47 8 47 4.4% 0.38[0.11,1.33] e
SR 2011 3 40 10 38 56% 0.28[0.08, 0.96] I
ERE2010 2 40 8 42 43% 0.26 [0.06, 1.16] e —
BRE2013 2 188 26 188 14.3% 0.08[0.02,0.32] -
2iEe2010 12 60 22 60 121% 0.55[0.30,1.00] —
HRE2009 2 64 14 64 7.7% 0.14[0.03, 0.60] -
WiFAR2012 5 93 26 93 143% 0.19[0.08, 0.48] -
Bi=2013 3 34 10 34 55% 0.30[0.09, 1.00] e —
Total (95% CI) 765 759 100.0%  0.31[0.23, 0.40] L 2
Total events . 56 ( 1 81) )
Heterogeneity: Chi’ = 14.27, df=11(P=0.22 H IF=23% I t + {
Testfu?overgll effect Z = 8.34(P <0.000 01) 0.01 0.1 10 100

Favours [experimental] Favours [control]

B4 [olERERTARERCEEI O RBT AR E
Figure 4 Forest plot of the efficacy for angina pectoris in RCTs of Naoxintong Capsules for the treatment of unstable
angina pectoris
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Figure 5 Forest plot of the efficacy for ECG in RCTs of Naoxintong Capsules for the treatment of unstable angina pectoris
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Figure 6 Forest plot of the overall clinical efficacy in RCTs of Naoxintong Capsules for the treatment of
unstable angina pectoris
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Figure 7 Forest plot of the frequency of angina pectoris attack in RCTs of Naoxintong Capsules for the treatment of
unstable angina pectoris
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Test for overall effect Z = 3.40(P = 0.000 7) Favours [experimental] Favours [control]
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Figure 8 Forest plot of the duration of angina pectoris in RCTs of Naoxintong Capsules for the treatment of
unstable angina pectoris
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Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
15.1.1 3571828
TTERL2012 3492 1.04 82 421 184 82 0.7% -0.28[0.75017] -
2kE2013 43 07 188 44 06 188 8.2% -010[0.23,003] T
Subtotal (95% CI) 270 270 8.9% -0.11[-0.24,0.01] L
Heterageneity: Chi*=0.61, df=1(P=043); F=0%
Test for overall efiect: Z = 1.77(P = 0.08)
15.1.2 571548
212010 468 166 122 514 165 122 0.8% -0.46[-0.88,-0.04]
HEE2009 507 0.1 64 6.01 018 64 535% -0.94[-098 -089) o
T L2011 439 1.25 38 527 116 38 0.5% -0.881[1.42,-0.34]
#HIFE2012 428 1.07 93 528 1.25 93 1.3% -1.00[-1.33,-0.67]
Subtotal (95% CI) 317 317 56.1% -0.93[-0.98, -0.88] L
Heterogeneity: Chi* = 5.24, df=3(P=0.15); =42%
Testfor overall effect: Z = 36.26(P < 0.000 01)
15.1.3 571888
S2F213 401 013 45 445 018 45 34.0% -0.44[-050,-0.39] -
ERE2010 529 0.71 40 6.01 1.03 42 1.0% -0.72[1.10,-0.34] -
Subtotal (95% CI) 85 87 35.0% -0.45[-0.51,-0.38] *
Heterogeneity: Chi* = 2.01, df=1(P=0.16); I =50%
Testfor overall effect Z = 13.73(P < 0.000 01)
Total (95% CI) 672 674 100.0% -0.69 [-0.73, -0.65] 1
Heterogeneity: Chi* = 231.84, df=7(P<0.00001); IF=97%

Test for overall effect: Z = 35.81(P < 0.000 01)

Testfor subgroup differences: Chi’ = 223.97, df=2(P <0.00001); IF=99.1%

a1 05 0 05 1
Favours [experimental] Favours [control]
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Figure 9 Subgroup analysis of the efficacy for TC in RCTs of Naoxintong Capsules for the treatment of

unstable angina pectoris
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Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
16.1.1 571528
TTIEAL2012 1.59 0.39 82 175 041 82 3.6% -0.16[-0.28,-0.04] —
2kE2013 1.7 05 188 19 05 188 5.3% -0.20[-0.30,-0.10] -
Subtotal (95% CI) 270 270 8.9% -0.18 [-0.26,-0.11] L 4
Heterogeneity: Chi*=0.24, df=1(P=0.62); I'=0%
Test for overall effect: Z = 4.62(P < 0.000 01)
16.1.2 5715418
=3R2010 16 04 122 1.9 005 122 105% -0.30[0.37,-0.23] -
HEE2009 1.2 0.06 64 1.88 012 64 498% -036[-0.39,-033) 0
462011 1.49 1.57 38 215 098 38 02% -066[1.25-007]
Subtotal (95% CI) 224 224 60.5% -0.35[-0.38,-0.32]
Heterogeneity: Chi* = 3.30, df=2(P=0.19); F=39%
Test for overall effect 7 = 23.02(P < 0.000 01)
16.1.3 571583
2F23 1.61 0.08 45 1.88 012 45 30.3% -0.27[-031,-0.23] =
EPE2010 3.71 0.96 40 3.8 091 42 0.3% -0.08[-0.50,0.32] R B
Subtotal (95% CI) 85 87 30.6% -0.27 [-0.31,-0.23] .
Heterogeneity: Chi*=0.75, df=1(P=0.39); I'=0%
Test for overall effect: 7 = 12.54(P < 0.000 01)
Total (95% CI) 579 581 100.0% -0.31[-0.33,-0.29] [}
Heterogeneity: Chi* = 25.23, df=6(P=0.0003); I =76% 4 s : 0 1

Test for overall effect 7 = 26.22(P < 0.000 01)

Testfor subgroup differences: Chi’ = 20.94, df =2(P <0.00001);

Favours [experimental] Favours [control]
I =90.4%
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Figure 10 Subgroup analysis of the efficacy for TG in RCTs of Naoxintong Capsules for the treatment of

unstable angina pectoris

Experimental Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
17115571828
TTIEAL2012 223 0495 82 269 088 82 1.0% -046[-0.74,-018]
2kE2013 23 03 188 26 03 188 211% -0.30[-0.36,-0.24] -
Subtotal (95% CI) 270 270 22.0% -0.31[-0.37,-0.25] L 2
Heterogeneity: Chi’ = 1.20, df=1(P=0.27); F=16%
Test for overall effect: Z = 10.16(P < 0.000 01)
17.1.2571548

22010 254 112 122 316 085 122 1.2% -062[-0.87,-0.37]

222009 3.07 014 64 376 014 64 329% -0.69[-0.74 -064] -
T L2011 242 074 38 285 068 38 0.8% -043[-0.75,-011]
#HIFE2012 424 115 93 492 1.02 93 0.8% -0.68[-0.99,-0.37]
Subtotal (95% CI) 317 317 357% -0.68 [-0.73, -0.64] *
Heterogeneity: Chi’ =2.73, df=3(P=043); I'=0%
Testfor overall effect: Z = 28.70(P < 0.000 01)
17.1.3 571888
S2F2013 29 011 45 335 01 45 411% -045[-048,-0.41] L
ERE2010 3.88 059 40 422 06 42 1.2% -0.34 [-0.60,-0.08]
Subtotal (95% CI) 85 87 42.2% -0.45[-0.49,-0.40]
Heterogeneity: Chi’ = 0.68, df=1(P=0.41); IF=0%
Testfor overall effect: Z = 20.45(P < 0.000 01)
Total (95% CI) 672 674 100.0% -0.50[-0.53, -0.47] L}
Heterogeneity: Chi* = 109.72, df =7(P<0.00001); I’ =94% B 5 ? o ]

Test for overall effect Z = 35.21(P < 0.000 01)

Testfor subgroup differences: Chi’ = 105.11, df=2(P<0.00001); I=98.1%

Favours [experimental] Favours [control]
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Figure 11 Subgroup analysis of the efficacy for LDL—C in RCTs of Naoxintong Capsules for the treatment of

unstable angina pectoris
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Experimental Control Mean Difference Mean Difference

Study or Subgroup Mean _ SD Total Mean SD Total Weight IV, Random, 95% CI IV. Random, 95% CI

FTHEfE2012 6.92 098 82 725 084 82 225% -0.33[0.61,-0.05) -

S182016 8.06 1.38 47 8.84 249 47 174% -0.78[1.59,003] -

Fitg2018 5.02 085 47 634 122 44 211% -1.32[1.77,-087] —

B FE2011 412 012 41 568 0.23 41 233% -1.56[-1.64,-1.48] =

FhEE2013 4.2 2 34 47 21 34 157%  -0.50 [-1.47,0.47] -1

Total (95% ClI) 251 248 100.0% -0.93 [-1.60, -0.26] o

Heterogeneity: Tau® = 0.50; Chi*=75.68, df=4(P=0.00001); I*=95% ) + ? p )

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

Favours [experimental] Favours [control]
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Figure 12 Forest plot of the efficacy for high—shear whole blood viscosity in RCTs of Naoxintong Capsules for the

treatment of unstable angina pectoris

Experimental Control
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random.95% CI
2012 10.85 1.82 82 11.22 187 82 201%
S182016 33 0.84 47 396 1.29 47 20.3%
Fitg2018 741 1.05 47 1236 2.82 44 19.0%
B FE2011 812 112 41 11.14 1.33 41 201%
FhEE2013 99 08 34 108 08 34 204%
Total (95% CI) 251 248 100.0%

Heterogeneity: Tau® = 2.18; Chi*=126.80, df=4(P<0.00001); IF=97%

Test for overall efiect: Z = 2.88(P = 0.004)

Mean Difference

Mean Difference
IV, Random, 95% CI

-0.37 [-0.93,0.19]

-0.66 [-1.10,-0.22]

-4.95 [-5.84, -4.08] -
-3.02[3.55,-2.49] -
-0.90 [-1.30,-0.50]

1.94 [-3.26, -0.62] <>
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Favours [experimental] Favours [control]

E13 ROERERTAREROLENE DRI ETIHRRE
Figure 13 Forest plot of the efficacy for low—shear whole blood viscosity in RCTs of Naoxintong Capsules for the

treatment of unstable angina pectoris

Experimental Control
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random.95% CI
FTHEfE2012 152 029 82 1.62 033 82 254%
S182016 1.36 0.29 47 168 03 47 23.9%
Fitg2018 115 0.41 47 1.56 0.24 44 228%
B FE2011 1.91 062 41 231 014 41 19.0%
FhEE2013 1.7 08 34 2 08 34 9.0%
Total (95% CI) 251 248 100.0%

Heterogeneity: Tau® = 0.02; Chi*=18.45, df=4(P=0.001); I"=78% t

Test for overall efiect: Z = 3.97(P < 0.000 1)

Mean Difference

Mean Difference
IV, Random, 95% CI
-

-0.10 [-0.20,-0.00]
-0.32 [0.44,-0.20] -
-0.41 [0.55,-0.27] -
-0.40 [-0.59, -0.21] ——
-0.30 [0.70, 0.10] —
-0.30 [-0.45, -0.15] <
-2 R 0 i 2

Favours [experimental] Favours [control]
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Figure 14 Forest plot of the efficacy for plasma viscosity in RCTs of Naoxintong Capsules for the treatment of unstable

angina pectoris

Experimental Control

Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

Mean Difference

TTIERE2012 0512 0.039 82 0529 0026 82 270% -0.02[-0.03,-0.01] -
2482016 0.4368 0.0148 47 04635 0.0175 47 285% -0.03[-0.03,-0.02] =

Firfg2018 0.3261 0.0324 47 03874 00337 44 252% -0.06[-0.07,-0.09] =

B 2011 0.44 005 4 0.46 006 41 19.3% -0.02[-0.04,0.00]

Total (95% CI) 217 214 100.0% -0.03 [-0.05,-0.01] L 4

Heterogeneity: Tau” = 0.00; Chi*=28.05, df=3(P <0.00001); I=89%

Testfor overall effect Z = 3.48(P = 0.000 5)
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Favours [experimental] Favours [control]
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Figure 15 Forest plot of the efficacy for hematocrit in RCTs of Naoxintong Capsules for the treatment of unstable angina

pectoris

ST, ARV N E, bR S LUAUH IR O
RO 1 175 et 5 W U1 [ R 1
JERELL g3 SR ORIk O A IR A T
REW RN T, AEAMBH I T B EE il L
BT AL RE A Y, K, 1=

LOMIEL SRR B 2B BEFLAE . BRI
2T RSN = 5 SN o) SN <Y 5 SN 1 AN . 2 N
IKIESELI AL, HA &AM ARSE R J7
HE TSR A R MO 25 K Hile . 42y
HpesesE, nraisss, MR S %,



%60 T, S O R AT AN RE RO 7 S B2 A ) Meta S0 1291

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup __Events _ Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed. 95% CI

FEBIF2017 14 51 12 51 545% 1.17 [0.60, 2.27]

BiRig2008 3 32 0 30 23% 658([0.35122.21]

2F2013 4 45 0 45 23% 9.00[0.50,162.43)] —

282012 2 40 3 40 136% 0.67[0.12,3.78) T

2EUE2012 2 66 0 62 23% 470023 96.03

2kE2013 g 188 0 183  2.3% 19.00[1.11,324.11]

SPAE2011 5 49 5 49 227% 1.00[0.31,3.24] —

Total (95% Cl) 47 465 100.0% 1.85[1.14, 3.01] <&

Total events 39 20

Heterogeneity: Chi’ =9.06, df=6(P=0.17); I =34% 0.002 01 10 200

Testfor overall effect Z = 2.50(P = 0.01)

Favours [experimental] Favours [control]
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Figure 16 Forest plot of the adverse reaction incidence for hematocrit in RCTs of Naoxintong Capsules for the

treatment of unstable angina pectoris
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Figure 17 Funnel plot of the efficacy of angina pectoris

in RCTs of Naoxintong Capsules for the treatment of
unstable angina pectoris
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