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Abstract: Objective To systematically evaluate the clinical efficacy and safety of Chinese patent medicine for activating blood
circulation and removing blood stasis in the treatment of cervical spondylotic radiculopathy (CSR). Methods Randomized controlled

trials (RCTs) of Chinese patent medicines for activating blood circulation and removing blood stasis in the treatment of CSR were
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searched in databases (CNKI, Wanfang, VIP, China Biomedical Literature Database, PubMed, EMbase, Cochrane Library) from the
establishment to April 2021, the selected literature data were extracted, and the Cochrane bias risk assessment tool was used to evaluate
the quality of the literature. Review Manager 5.3 software was used to perform Meta-analysis on outcome indicators such as total
effective rate, recovery rate, visual analogue scale (VAS) score, pain rating index (PRI) score, pesent pain intensity (PPI) score, and
adverse reactions. For outcome indicators with study number > 10, publication bias was indicated by funnel plot and Egger’s regression
plot. The quality of evidence for outcome indicators was evaluated according to GRADE standard. Results A total of 23 RCTs were
included with a total sample size of 2110 cases, including 1063 cases in the treatment group and 1047 cases in the control group. Meta-
analysis results showed that the total effective rate [OR =4.16, 95% CI (3.02, 5.72), P <0.000 01], the recovery rate [OR =2.31, 95%
CI (1.84,2.89), P <0.000 01], the VAS score [SMD = —2.28, 95% CI (-3.19, —1.38), P < 0.000 01], the PPI score [SMD = —0.58, 95%
CI (—0.88, —0.29), P = 0.000 1] in the group of Chinese patent medicines for activating blood circulation and removing blood stasis
combined with non-drugs were better than those in non-drugs group, and the incidence of adverse reactions was less [OR =0.22, 95%
CI (0.11, 0.45), P < 0.000 1]. There was no statistical significance in reducing the PRI score between the two groups [SMD = —1.35,
95% CI (=3.13,0.43), P = 0.14]. Funnel plot and Egger’s regression plot were drawn for publication bias test of the total effective rate
and the recovery rate. The results suggested that the included studies of the total effective rate may have potential publication bias.
Conclusion Chinese patent medicine for activating blood circulation and removing blood stasis combined with non-drug therapy has
advantages in clinical efficacy and safety than non-drug therapy in the treatment of CSR. However, the sample size of the current
studies are small and the level of studies evidence are low. Therefore, large-sample, multi-center and high-quality RCTs are needed to
improve the accuracy of verification conclusions.
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Table 1 Basic characteristic of included studies
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Table 2 Main composition of Chinese patent medicines included in studies
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REE2015 29 20 25 20 2.0% 5.80[0.63, 53.01] ]
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w201 B E1 a2 1] 1.0% 1997 [1.12,353.29]

Total (95% CI) 1023 1007 100.0% 4,16 [3.02, 5.72] *

Total events el g20

Heterogeneity, Chi®= 6.95, df= 21 (F=1.00); F=0% D.E;EIS UH 1'0 260

Test for overall effect. Z=8.77 (F < 0.00001)
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Fig.3 Meta-analysis of total effective rate in included studies
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Experimental Control Odds Ratio Odds Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
F352009 10 32 ] 30 5.6% 1.25[0.42, 3.76] -
sj3EL] 2003 kil T4 14 79O11.3% 2.04[1.03, 4.08] —
fEh2012 9 35 4 33 3.0% 251 [0.69,9.13] ]
AIF2013 25 32 22 32 4.7% 1.62[0.53, 4.99] -
H="%2018 g 40 7 40 5.3% 1.37[0.45,412] N Ea—
ZE#2018 5 46 1 43 09% 512[057, 4574]
SEWM2017 1 40 4 40 20%  3.41[098 11.89]
EEiEEz017 25 42 20 43 B.0% 162 [0.68, 3.84] 1T
w0013 10 30 730 46%  164[0.53,517 I
TFiER2016 15 51 5 51 38%  3.83[01.27,11.54] e —
L2014 13 16 [ 41 1.5% 230[0.78,6.78] ]
T pE2008 20 32 14 30 53%  1.80[0.69,5.249) T
FF2013 30 50 15 50 5.9% 3.50[1.53, B.01] I
FEE2015 14 30 ] il 26%  4.38([1.32,14.480]
$221E2013 10 40 5 40 37%  233[0.72,7.549) -
#2018 21 41 15 41 T.2% 1.82[0.75, 4.40] T
WiEz014 19 50 10 50 G.1% 2.45([1.00,6.02] ]
brerik2016 42 57 34 57 B8A8%  1.89(0.86,4.10) T
EEma1 43 61 29 g0 G.1% 3851.78, 874 -
Total (95% Cl) 834 819 100.0%  2.31[1.84,2.80] *
Total events 367 230

Heterogeneity. Chi*= 9.76, df=18 (P=0.084), F= 0%
Testfor overall effect Z=7.28 (P = 0.00001)
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Fig. 4 Meta-analysis of recovery rate in included studies
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Experimental Control
Study or Subgroup  Mean  SD Total Mean SD Total Weight
|FgEhH2012 216 022 35 503 037 33 101%
Z=5F€2018 1.88 114 46 33 158 43 151%
SR 2017 1.83 061 40 228 071 40 15.0%
2013 178 058 59 363 076 58 14.9%
HrEi2017 148 07 40 24 OF 40 18.0%
ZWE01a 144 037 41 227 042 41 14 9%
k2018 253 146 a0 462 135 50 181%
Total (95% CI) 311 305 100.0%

Heterageneity: Tau?=1.37; Chi*=126.50, df = 6 (F = 0.00001); I*= 95%
Testfor averall effect Z=4.94 (P =0.00001)
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Fig. 5 Meta-analysis of VAS score in included studies
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3 VAS S HIIEA SR
Table 3 Subgroup analysis of VAS score
I Gk SCHEREH n/fl SMD 95% CI A P (effect)
TFHimE  <15d 2 171 -1.38 [-2.22, —0.54] 322 0.001
>15d 5 445 -2.79 [—4.12,—1.46] 4.12 <0.000 1
TR <ItANH 2 157 -5.13 [-13.39, 3.12] 1.22 0.22
1 MH~1 4 2 197 -2.00 [-3.14,-0.58] 2.76 0.006
>1 4 3 262 -1.32 [~1.98, —0.65] 3.90 <0.000 1
A= <80 #l 3 228 -3.53 [-6.07, —1.00] 2.73 0.006
>80 4 388 -1.74 [—2.46,-1.02] 473 <0.000 01
REFM 2017 FE R G 5 431 -1.23 [-1.61,—0.85] 6.32 <0.000 01
2017 2 1Y 2 185 -6.00 [—12.54,0.53] 1.80 0.07
Experimental Control Stid. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
SER 2017 365 056 40 411 059 40 S02%  -0.45[0.848,-0.00] i
VEIEz014 537 1.35 A0 8.454 143 A0 498% -226 277, -1.76] i
Total (95% C1) 90 90 100.0% -1.35[-3.13, 0.43] "‘"
Heterogeneity: Tau?= 1.68; Chi*= 27.81, df=1 (P = 0.00001); F = G6% '4 r '2 4'1

Testfor overall effect: Z=1.49 (F=0.14)
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Fig. 6 Meta-analysis of PRI score in included studies
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Fig.7 Meta-analysis of PPI score in included studies
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Fig. 8 Meta-analysis of incidence of adverse reactions in included studies
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Table 4 Grade evidence quality evaluation of included studies

e =B 2 | N

g Rt OR/SMD 95% CI P (effect)y /% PP R BIARRY e n/fl
PSR SR &S 4.16 [3.02, 5.72] <0.000 01 0 1.00 [i] 5 20407 ABE 7Y 22 2030
BER 231 [1.84, 2.89] <0.000 01 0 0.94 [i] 5 20407 AR 7Y 19 1653
VAS ¥4 -2.28 [3.19, —1.38] <0.00001 95 <0.000 01 Bl ML AR 7 616
PRI #43 -1.35 [-3.13, 0.43] 0.14 96 <0.000 01  FHEHLRRAR T 2 180
PPI ¥4y -0.58 [-0.88, —0.29]  0.000 1 0 0.84 [i5] 52 R A Y 2 180
ARFRAER 0.22 [0.11, 0.45] <0.000 1 34 022 [ 5 R ABE Y 6 564

4 Rfabs i 2 AR A Tk AR RFAm RS 2)
PSP SR e A AT A Alfig ® ®oo/fik
Ep e e A AT Z N Alfig ® ®oo/fik
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