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Objective. Naoxintong capsule (NXT) has been widely used to treat patients with cerebral infarction and carotid atherosclerosis.
However, it is uncertain whether there is robust evidence on the effects of NXT for cerebral infarction and carotid atherosclerosis. A
systematic review and meta-analysis of randomized trials were performed to assess the efficacy of NXT in the treatment of cerebral
infarction and carotid atherosclerosis. Methods. The Cochrane Library, EMBASE, the Medline database, the Wanfang database, the
China National Knowledge Infrastructure, and the VIP database were searched up to January 2018 with no language restrictions.
Study selection, data extraction, quality assessment, and data analyses were performed according to the Cochrane standards. Results.
Eleven studies (N=1141) in total satisfied the inclusion criteria for the meta-analysis. The results of meta-analysis showed that
compared with the conventional therapy alone, NXT combined with conventional therapy could significantly improve national
institutes of health stroke scale (NIHSS) score (MD= -3.92, 95%CI: -4.31~-3.52, P<0.00001), plaque area (MD= -0.16, 95%CI:
-0.20~-0.13, P<0.00001), carotid intima-media thickness (IMT) (MD= -0.23, 95%CI: -0.26~-0.20, P<0.00001), total cholesterol
(TC) (MD= -0.16, 95%ClI: -0.79~-0.42, P<0.00001), triglyceride (TG) (MD= -0.69, 95%CI: -0.88~-0.51, P<0.00001), high-density
lipoprotein cholesterol (HDL-C) (MD= 0.23, 95%CI: 0.15~0.31, P<0.00001), and low-density lipoprotein cholesterol (LDL-C) (MD=
-0.42, 95%CI: -0.58~-0.25, P<0.00001). There were no reported adverse events in the studies. Conclusions. NXT is an effective and
safe therapy option for patients with cerebral infarction and carotid atherosclerosis. However, due to the high clinical heterogeneity
and small sample size of the included trials, further standardized preparation, large-scale and rigorously designed trials are needed.

1. Introduction

Cerebral infarction (CI), accounting for 60-80% of stroke,
is the most common cerebrovascular disorder worldwide
and also is a major cause of fatality and disability [1-4].
The pathogenesis of CI is complex and the main risk factors
of CI are diabetes mellitus, hypertension, hyperlipidemia,
atrial fibrillation, carotid atherosclerosis, alcohol consump-
tion, cigarette smoking, and so forth [5]. In addition, a
previous research suggested that 71.8% of ischemic cere-
brovascular patients had carotid atherosclerotic plaque and
increased intimal medial thickness [6]. Therefore, paying
more attention to patients with CI and carotid atherosclerosis

is of great significance in the prevention and treatment of
CL

Currently, the conventional therapy for CI and carotid
atherosclerosis includes thrombolysis, antiplatelet aggrega-
tion, cerebral protection agents, preventing and treating
complications, and controlling hypertension and hyperlipi-
demia [7, 8]. However, in spite of some beneficial effects,
the rates of mortality and disability especially in patients with
CI and carotid atherosclerosis still remain high. Therefore,
development of new agents for patients with CI and carotid
atherosclerosis are desirable.

Traditional Chinese medicine (TCM) has been used to
treat stroke in China for more than 2,000 years. Advanced
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FIGURE 1: Flow chart of study selection process.

pharmaceutical technologies have led to the development of
many oral agents of traditional Chinese patent medicines
based on famous traditional formulae for the prevention and
treatment of stroke. Naoxintong Capsule (NXT) is derived
from a classic traditional Chinese prescription named Bu
Yang Huan Wu decoction, which is widely used to treat
patients with stroke in China. In recent years, more and more
clinical studies indicated that NXT can not only ameliorate
brain function and promote the recovery of consciousness,
but also reduce the plaque area and carotid intima-media
thickness [9, 10]. However, there is no comprehensive and
systematic evidence to confirm its clinical efficacy in patients
with CI and carotid atherosclerosis. Therefore, we conducted
a comprehensive systematic review and meta-analysis of
randomized trials to evaluate the effect of NXT for the
treatment of patients with CI and carotid atherosclerosis.

2. Methods

2.1. Search Strategy. A comprehensive literature search was
performed using Cochrane Library (1993 to January 2018),
the China National Knowledge Infrastructure database (1979
to January 2018), the Wanfang database (1982 to January
2018), the VIP database (1989 to January 2018), and the
Medline database (1989 to January 2018). The search terms
used were (CI OR cerebral infarction) AND (carotid OR
carotid artery disease OR carotid artery disorders OR carotid
artery disorder OR carotid artery OR carotid atherosclerosis
OR carotid atherosclerotic disease) AND Naoxintong. No
limit was placed on language. Manual searches of conference
compilations supplemented electronic searches.

2.2. Study Selection. Studies were considered to be eligible
for inclusion if they met all of the following criteria. (i)
The study was performed as a randomized controlled trial
(RCT). (ii) Patients included in the study were diagnosed with

cerebral infarction and carotid atherosclerosis. (iii) The study
compared NXT plus conventional therapy with conventional
therapy alone. (iv) Outcomes included at least one of the
following: national institutes of health stroke scale (NIHSS),
plaque area, intima-media thickness (IMT), total cholesterol
(TC), triglyceride (TG), low-density lipoprotein cholesterol
(LDL), and high-density lipoprotein cholesterol (HDL).

2.3. Data Extraction. Two researchers independently extract-
ed data, including study design, randomization, blinding and
subject characteristics, and duration of treatment. Disagree-
ments were resolved after discussion with other investigators.

2.4. Data Analysis. Meta-analysis was carried out using
Review Manager (RevMan 5.3), provided by the Cochrane
Collaboration. Continuous data were presented as mean
difference (MD), with 95% confidence interval (CI). The chi-
squared test for heterogeneity was performed, and hetero-
geneity was presented as significant when I” is over 50% or
P< 0.1. Random effect model was used for the meta-analysis
if there was significant heterogeneity, and fixed effect model
was used when the heterogeneity was not significant.

3. Results

3.1 Search Results. A total of 190 relevant studies were identi-
fied by computer search. Of these, 113 articles were duplicates
and 46 articles were excluded on review of abstracts. After
further reviewing, 11 studies (N=1141) satisfied the inclusion
criteria for the meta-analysis [11-21]. Figure 1 is a flow chart
of the study selection process. The general characteristics of
included studies were clarified in Table 1.

3.2. The Quality Assessment of Included Studies. The risk of
bias assessment in the trials was summarized in Figure 2. In
the aspect of random sequence generation, only 3 studies
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TABLE 1: The characteristics of the included studies.

Author(s), year Sample Mean age (year) Interventions I(Duratiﬁl;
stze Control Experimental Control Experimental mon
. Atorvastatin 20mg/d
Liu 2016 [11] 100 69+2.01 68+2.39 Atzz V?rsit;‘tllgozg n;(gil d Aspirin 100mg/d
P & Naoxintong (1.6g, TID)
. Atorvastatin 20mg/d
Gao 2017 [12] 68 56.7+8.2 56.7+8.2 Atzz V?:itstllgozlg n;g’ d Aspirin 100mg/d
P & Naoxintong (1.6g,TID)
. Atorvastatin 20mg/d
Liu 2016 [13] 110 62324536 62324536 Atzzvf:itstllgozrg “}g’ d Aspirin 100mg/d
P & Naoxintong (1.6g,TID)
. Atorvastatin 20mg/d
Liu 2012 [14] 50 59.2416.8 59.2+16.8 Atzg V?rsitr?tllgozrg n}(gl/ d Aspirin 100mg/d
P & Naoxintong (1.6g,TID)
. Atorvastatin 20mg/d
Meng 2016 [15] 116 56+8.5 5549.5 Atzz V?:itstllgozrg n}g/ d Aspirin 100mg/d
P & Naoxintong (1.6g,TID)
. Atorvastatin 20mg/d
Wang 2015 [16] 86 573425 573£2.5 AtAOZ V?rsit;‘tllgozn(i rr;(%/ d Aspirin 100mg/d
P & Naoxintong (1.6g,TID)
. Atorvastatin 20mg/d
Zhang 2015 [17] 12 63.3+4.2 63.745.8 Atzzv?:it;tllgozrg “}g’ d Aspirin 100mg/d
P & Naoxintong (1.6g,TID)
. Atorvastatin 20mg/d
Liu 2013 [18] 135 55.148.2 55.9+8.4 Aﬁzv?:fstllgoﬂn}g/ d Aspirin 100mg/d
P & Naoxintong (1.6g,TID)
. Atorvastatin 20mg/d
Mei 2013 [19] 134 56.3+5.8 58.7+71 Atzz V?:it;tllgozrgn}ﬁ/ d Aspirin 100mg/d
P 5 Naoxintong (1.6g,TID)
. Atorvastatin 20mg/d
Yang 2016 [20] 80 56+15.6 542+14.6 Atzz V?:itstllgozrﬁ n}g/ d Aspirin 100mg/d
P & Naoxintong (1.6g,TID)
. Atorvastatin 20mg/d
Zhu 2013 [21] 150 62.39+5.69 62.39+5.69 AtAOZ V?:itstllgozn(i rr;(%/ d Aspirin 100mg/d
P & Naoxintong (1.6g,TID)
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FIGURE 2: Risk of bias assessment.
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Experimental Control Mean Difference Mean Difference
i % Cl 1V, Fix % Cl
Wei Liu 2013 10.13 1.39 72 14.09 1.55 63 62.8% -3.96[-4.46, -3.46] |
Zhen Mei 2013 10.08 1.82 67 13.92 2.01 67 37.2% -3.84[-4.49,-3.19] =
Total (95% CI) 139 130 100.0% -3.92[-4.31, -3.52] ¢
iy Chi2 = = - L 12=00 t t t t t
Heterogeneity: Chi? = 0.08, df =1 (P = 0.77); I?= 0% 10 5 0 5 10

Test for overall effect: Z = 19.38 (P < 0.00001)

Favours [experimental] Favours [control]

FIGURE 3: Forest plot of the effect of NXT on NIHSS score.

Experimental Control
Study or Subgroup Mean SD Total Mean SD Total Weight
Changdong Zhu 2013 0.43 0.1 75 0.6 0.15 75 63.9%
Feiyan Meng 2016 0.49 0.31 58 0.68 0.36 58 7.6%
Liqun Zhang 2015 0.54 0.16 56 0.68 0.18 56 28.5%
Total (95% Cl) 189 189 100.0%

Heterogeneity: Chi? = 0.80, df =2 (P = 0.67); I> = 0%
Test for overall effect: Z = 9.49 (P < 0.00001)

Mean Difference
IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI
-0.17 [-0.21, -0.13]
-0.19[-0.31, -0.07]
-0.14 [-0.20, -0.08]

-

*

-05 -0.25 0 025 05
Favours [experimental] Favours [control]

-0.16 [-0.20, -0.13]

FIGURE 4: Forest plot of the effect of NXT on plaque area.

[11, 16, 21] used random number table, while 8 studies
mentioned “random” but without details of randomization
method. None of the 11 studies mentioned the allocation con-
cealment. No studies mentioned the blinding of participants
and personnel as well as blinding of outcome assessment. Low
risk of bias was found across studies for incomplete outcome
data and selective outcome reporting.

3.3. The Effects of Interventions

3.3.1. NIHSS Score. Two trials with 269 cases reported NIHSS
score [18, 19]. NXT combined with conventional therapy
showed significant improvement in NIHSS score compared
with conventional therapy alone (MD= -3.92, 95%CI: -4.31~-
3.52, P<0.00001) (Figure 3). No substantial heterogeneity was
found (P=0.77, I*=0%).

3.3.2. Plaque Area. In the 11 included trials, 3 trials [15, 17,
21] with 378 cases reported plaque area. Compared with
conventional therapy alone, NXT combined with conven-
tional therapy showed significant improvement in plaque
area (MD= -0.16, 95%CI: -0.20~-0.13, P<0.00001), with no
significant heterogeneity between the studies (P=0.67, I*’=0%)
(Figure 4).

3.3.3. IMT. 10 trails with 1141 cases reported IMT [11-
21]. Compared with conventional therapy alone, NXT com-
bined with conventional therapy showed significant improve-
ment in IMT (MD= -0.23, 95%CI: -0.26~-0.20, P<0.00001),
with significant heterogeneity between the studies (P=0.005,
I’=60%) (Figure 5). Due to the high statistical heterogeneity,
we carried out a subgroup analysis based on mean age. The
results showed that when the mean age was less than 60,
the heterogeneity was significantly reduced (P=0.38, I’=6%),
indicating that the mean age may be an important source of
the heterogeneity. We also used funnel plot to evaluate the

publication bias. The results showed that the distribution is
nearly symmetric in general (Figure 6).

3.34. TC. 11 trials with 1141 cases reported TC [11-21].
NXT combined with conventional therapy was significantly
more likely to reduce the level of TC (MD = —0.61, 95%CI:
—-0.79~-0.42, P<0.00001) than conventional therapy alone
(Figure 7). The heterogeneity was significant (P = 0.001, I*
= 66%). We also performed a subgroup analysis based on
mean age. The heterogeneity did not have much change after
subgroup analysis.

3.3.5. TG. 11 trials with 1141 cases reported TG [11-21]. NXT
combined with conventional therapy was significantly more
likely to reduce the level of TG (MD = -0.69, 95%CI:
-0.88~-0.51, P<0.00001) than conventional therapy alone
(Figure 8). The heterogeneity was significant (P<0.00001,
I°=97%). We conducted a subgroup analysis based on mean
age. Although the subgroup analysis was performed, the high
heterogeneity remained.

3.3.6. HDL. 11 trials with 1141 cases reported HDL [11-21].
Compared with conventional therapy alone, NXT combined
with conventional therapy showed significant improvement
in HDL (MD= 0.23, 95%CI:0.15~0.31, P<0.00001), with
significant heterogeneity between the studies (P<0.00001,
I’=77%) (Figure 9). We performed a subgroup analysis based
on mean age. The heterogeneity did not have much change
after subgroup analysis.

3.3.7. LDL. 10 trials with 1031 cases reported LDL [11, 12, 14—
21]. NXT combined with conventional therapy was signifi-
cantly more likely to reduce the level of LDL (MD= -0.42,
95%CI: -0.58~-0.25, P<0.00001) than conventional ther-
apy alone (Figure10). The heterogeneity was significant
(P<0.00001, I°’=91%). We conducted a subgroup analysis
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Experimental Control

r r Mean D Total Mean D Total Weigh
1.2.1 mean age < 60
Feiyan Meng 2016 1.02 01 58 1.25 0.16 58 11.4%
Hongkun Wang 2015 1.04 0.12 43 1.25 0.14 43 10.4%
Liangfeng Yang 2016 1.04 0.1 40 1.28 0.14 40 10.4%
Peng Gao 2017 1 02 34 1.3 0.2 34  6.1%
Tingting Liu 2012 1.03 0.12 25 1.24 0.15 25  7.9%
Wei Liu 2013 1.02 0.1 72 1.23 0.13 63 12.5%
Zhen Mei 2013 1.06 0.13 67 1.24 0.15 67 11.5%
Subtotal (95% Cl) 339 330 70.1%
Heterogeneity: Tau? = 0.00; Chi? = 6.40, df = 6 (P = 0.38); I? = 6%
Test for overall effect: Z = 20.02 (P < 0.00001)
1.2.2 mean age =60
Changdong Zhu 2013 1.01 0.14 75 132 0.2 75 10.4%
Liqun Zhang 2015 1.01 0.17 56 1.24 0.21 56  8.4%
Shengna Liu 2016 1.01 0.12 50 1.16 0.17 50 10.1%
Zhanwei Liu 2016 1.01 0.12 60 1.47 1.03 50 1.0%
Subtotal (95% CI) 241 231 29.9%

Heterogeneity: Tau? = 0.01; Chi? = 17.80, df = 3 (P = 0.0005); I = 83%
Test for overall effect: Z = 5.09 (P < 0.00001)

Total (95% CI) 580 561 100.0%
Heterogeneity: Tau? = 0.00; Chi? = 25.12, df = 10 (P = 0.005); I?> = 60%
Test for overall effect: Z = 15.05 (P < 0.00001)

Test for subgroup differences: Chi? = 0.44, df = 1 (P = 0.51), = 0%

Mean Difference
IV, Random

Mean Difference

5% Cl IV, Random, 95% ClI

-0.23 [-0.28, -0.18]
-0.21[-0.27, -0.15]
-0.24 [-0.30, -0.18]
-0.30 [-0.40, -0.20]
-0.21[-0.29, -0.13]
-0.21 [-0.25, -0.17]
-0.18 [-0.23, -0.13]
-0.22 [-0.24, -0.20] ¢’

-
—
—
—_—
—_—
-
-

-0.31[-0.37, -0.25]
-0.23 [-0.30, -0.16]
-0.15[-0.21, -0.09]
-0.46 [-0.75, -0.17]
-0.25 [-0.35, -0.15]

—
—
—

-

>

-0.23 [0.26, -0.20]

-05 -0.25 0
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0.25 0.5
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FIGURE 5: Forest plot of the effect of NXT on IMT.
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FIGURE 6: The funnel plot of the effect of NXT on IMT.

based on mean age. Although the subgroup analysis was
performed, the high heterogeneity remained.

4. Discussion

The outcomes of the current meta-analysis mainly included
NIHSS score, plaque area, IMT, and lipid level. NIHSS is a
scale for clinical evaluation of neurological deficits in patients
with acute cerebral infarction and has 15 items. The score
of NIHSS ranges from 0 to 42 [22]. When the score was
over 12, the incidence of proximal occlusion of the middle
cerebral artery and cerebral infarction increased [23]. NIHSS
can not only assess different aspects of neural function, but
also evaluate the symptoms and signs of nervous system [24].
The results of our meta-analysis revealed that NXT combined

with conventional therapy is more efficacious than con-
ventional therapy alone in improving NIHSS score. Plaque
area and IMT are commonly used as indicators of carotid
atherosclerosis and the unstable plaque associated with high
lipid levels can lead to intracranial vascular blockage which
can result in stroke [25, 26]. The results of our meta-analysis
suggested that NXT combined with conventional therapy
showed significant improvement not only in plaque area and
IMT but also in lipid levels. Furthermore, there were no
reported adverse events in the studies. It seems that NXT is
an effective and safe therapy option for patients with cerebral
infarction and carotid atherosclerosis.

In TCM, “Qi deficiency and blood stasis” is considered
to be the important pathogenic factor for patients with CI
and carotid atherosclerosis [27, 28]. NXT is composed of
sixteen herbs which has the function of replenishing qi
and promoting blood circulation (Astragalus membranaceus,
Radix paeoniae rubra, Salvia miltiorrhiza, Ligusticum wal-
lichii, Angelica sinensis, Peach kernel, Carthami Flos,
Olibanum, Myrrh, etc.). Experimental data has demonstrated
that NXT had protective effect against cerebral ischemia
reperfusion injury associated with the downregulation of
LOX-1, pERK1/2, and NF-«B expression [29]. NXT could
improve neurological deficits and reduce cerebral infarct
size glutamine by regulating monoamine neurotransmitter
metabolism, amino acid metabolism, energy metabolism,
and lipid metabolism [30]. In addition, NXT can inhibit the
advanced atherosclerosis and enhance the plaque stability
in apolipoprotein E deficient mice [31]. The effectiveness of
NXT in the treatment of CI and carotid atherosclerosis might
be due to different functions of the single plant extracts. A
previous study has shown that calycosin isolated from the
roots of Astragalus membranaceus can ameliorate neurologic
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Experimental Control

r r Mean D Total Mean D Total Weigh
4.1.1 mean age <60
Feiyan Meng 2016 2.88 1.22 58 3.11 1.15 58 8.2%
Hongkun Wang 2015 2.68 0.26 43  3.13 0.69 43 12.4%
Liangfeng Yang 2016 342 094 40 4.27 1.06 40 8.0%
Peng Gao 2017 24 13 34 31 08 34  6.9%
Tingting Liu 2012 289 1.24 25 3.12 0.95 25 5.6%
Wei Liu 2013 3.54 0.79 72 432 0.83 63 11.3%
Zhen Mei 2013 281 1.27 67 3.11 0.97 67 9.1%
Subtotal (95% CI) 339 330 61.3%

Heterogeneity: Tau® = 0.02; Chi? = 10.32, df =6 (P = 0.11); I = 42%
Test for overall effect: Z = 5.52 (P < 0.00001)

4.1.2 mean age =60

Changdong Zhu 2013 242 0.67 75 3.24 0.52 75 13.0%
Liqun Zhang 2015 3.27 0.73 56 4.11 1.04 56 10.0%
Shengna Liu 2016 4.05 1.19 50 4.09 1.22 50 7.5%
Zhanwei Liu 2016 231 0.82 60 3.45 1.35 50 8.2%
Subtotal (95% CI) 241 231 38.7%

Heterogeneity: Tau? = 0.09; Chi? = 12.43, df = 3 (P = 0.006); I* = 76%
Test for overall effect: Z =4.19 (P < 0.0001)

Total (95% CI) 580 561 100.0%
Heterogeneity: Tau? = 0.06; Chi? = 29.21, df = 10 (P = 0.001); I*> = 66%
Test for overall effect: Z = 6.55 (P < 0.00001)

Test for subgroup differences: Chiz = 1.11, df = 1 (P = 0.29), > =9.9%
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Mean Difference
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FIGURE 7: Forest plot of the effect of NXT on TC.

Experimental Control

Study or Subgroup Mean SD Total Mean SD Total Weight
2.5.1 mean age <60

Feiyan Meng 2016 0.66 0.13 58 1.01 0.32 58 9.4%
Hongkun Wang 2015 0.65 0.13 43 114 0.2 43 9.5%
Liangfeng Yang 2016 1.16 0.23 40 217 0.39 40 9.1%
Peng Gao 2017 06 04 34 1.2 03 34 8.9%
Tingting Liu 2012 0.67 0.44 25 1.13 0.36 25 8.5%
Wei Liu 2013 0.69 0.25 72 159 0.37 63 9.3%
Zhen Mei 2013 0.66 0.43 67 1.42 0.15 67 9.3%
Subtotal (95% ClI) 339 330 64.0%

Heterogeneity: Tau? = 0.05; Chi? = 118.22, df = 6 (P < 0.00001); I* = 95%
Test for overall effect: Z=7.18 (P < 0.00001)

2.5.2 mean age =60

Changdong Zhu 2013 0.47 0.16 75 1.36 0.62 75 91%
Liqun Zhang 2015 0.72 0.25 56 1.88 0.57 56  9.0%
Shengna Liu 2016 1.71 0.36 50 1.68 0.34 50 9.1%
Zhanwei Liu 2016 047 0.12 60 1.53 0.63 50 8.8%
Subtotal (95% Cl) 241 231  36.0%

Heterogeneity: Tau? = 0.33; Chi? = 161.69, df = 3 (P < 0.00001); I* = 98%
Test for overall effect: Z =2.66 (P = 0.008)

Total (95% CI) 580 561 100.0%
Heterogeneity: Tau? = 0.10; Chi? = 286.69, df = 10 (P < 0.00001); 1> =97%
Test for overall effect: Z =7.22 (P < 0.00001)

Test for subgroup differences: Chi? = 0.14, df = 1 (P = 0.71), = 0%

Mean Difference
IV, Random, 95% CI

Mean Difference
IV, Random, 95% ClI

-0.35 [-0.44, -0.26]
-0.49 [-0.54, -0.44]
-1.01[-1.15, -0.87]
-0.60 [-0.77, -0.43]
-0.46 [-0.68, -0.24]
-0.90 [-1.01, -0.79]
-0.76 [-0.87, -0.65]
-0.65 [-0.83, -0.48]
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-0.69 [-0.88, -0.51]

FIGURE 8: Forest plot of the effect of NXT on TG.

deficit and infarct volume by reducing the content of mal-
ondialdehyde (MDA), protein carbonyl, and reactive oxygen
species (ROS) and upregulating the activities of superox-
ide dismutase (SOD), catalase, and glutathione peroxidase
(GSH-Px) [32]. Paeoniflorin has been demonstrated to have
neuroprotective effect on cerebral ischemic rat by activating
adenosine Al receptor [33]. Salvianolic acid B extracted from
Salvia miltiorrhiza showed a protective action against the

ischemia reperfusion induced injury in rat brain by reduc-
ing lipid peroxides [34]. Z-Ligustilide can ameliorate brain
damage induced by permanent forebrain ischemia through
an antioxidant effect and improved cholinergic activity [35].

However, this meta-analysis had several limitations. First,
the quality of included studies was generally not high. No
trial was identified as a multicenter, large sample, prospective,
double-blinded, controlled randomized trial. Although all
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Experimental Control

r r Mean D Total Mean D Total Weigh
5.1.1 mean age <60
Feiyan Meng 2016 1.79 0.29 58 1.65 0.28 58 10.1%
Hongkun Wang 2015 1.82 0.23 43 1.67 0.35 43 9.3%
Liangfeng Yang 2016 1.72 0.19 40 1.49 0.15 40 11.1%
Peng Gao 2017 19 02 34 16 0.3 34  95%
Tingting Liu 2012 1.8 0.3 25 1.66 0.38 25 71%
Wei Liu 2013 1.45 0.59 72 1.04 0.25 63  8.4%
Zhen Mei 2013 1.81 0.29 67 1.65 0.32 67 10.2%
Subtotal (95% ClI) 339 330 65.8%

Heterogeneity: Tau? = 0.00; Chi? = 13.29, df =6 (P = 0.04); I> = 55%
Test for overall effect: Z = 6.45 (P < 0.00001)

5.1.2 mean age =60

Changdong Zhu 2013 1.87 0.39 75 1.61 0.31 75 9.8%
Liqun Zhang 2015 1.48 0.54 56 1.02 0.43 56  7.4%
Shengna Liu 2016 1.22 0.26 50 1.23 0.27 50 10.1%
Zhanwei Liu 2016 1.89 0.38 60 1.47 0.61 50 6.9%
Subtotal (95% CI) 241 231 34.2%

Heterogeneity: Tau? = 0.04; Chi? = 29.63, df = 3 (P < 0.00001); I> = 90%
Test for overall effect: Z=2.43 (P = 0.01)

Total (95% Cl) 580 561 100.0%
Heterogeneity: Tau? = 0.01; Chi? = 43.10, df = 10 (P < 0.00001); I> = 77%
Test for overall effect: Z = 5.89 (P < 0.00001)

Test for subgroup differences: Chi? = 0.24, df = 1 (P = 0.63), I = 0%

Mean Difference
IV, Random, 95% ClI

Mean Difference

IV, Random, 95% ClI

0.14 [0.04, 0.24]
0.15[0.02, 0.28]
0.23[0.15, 0.31]
0.30[0.18, 0.42]

0.14 [-0.05, 0.33]
0.41[0.26, 0.56]
0.16 [0.06, 0.26]
0.22 [0.15, 0.28]

—_—
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—_—
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0.26 [0.15, 0.37]
0.46 [0.28, 0.64]
-0.01 [-0.11, 0.09]
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0.23 [0.15, 0.31]

o
-0.25 0 0.25 0.5
Favours [control] Favours [experimental]

-0.5

FIGURE 9: Forest plot of the effect of NXT on HDL.

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.6.1 mean age <60
Feiyan Meng 2016 1.9 0.37 58 2.11 0.53 58 10.3%  -0.21[-0.38, -0.04] T
Hongkun Wang 2015 1.86 0.37 43 213 0.56 43 9.8%  -0.27 [-0.47,-0.07] -
Liangfeng Yang 2016 1.89 0.18 40 236 0.17 40 11.2%  -0.47[-0.55, -0.39] -
Peng Gao 2017 1.9 02 34 22 03 34 10.8%  -0.30[-0.42,-0.18] -
Tingting Liu 2012 1.92 0.38 25 212 054 25  9.0% -0.20 [-0.46, 0.06] - T
Wei Liu 2013 2.01 0.52 72 313 0.64 63  99%  -1.12[-1.32,-0.92] -
Zhen Mei 2013 1.89 0.41 67 212 0.2 67 10.4%  -0.23[-0.39, -0.07] T
Subtotal (95% Cl) 339 330 71.3%  -0.40[-0.59, -0.21] -
Heterogeneity: Tau? = 0.06; Chi? = 69.56, df = 6 (P < 0.00001); I1>=91%
Test for overall effect: Z =4.09 (P < 0.0001)
2.6.2 mean age =60
Changdong Zhu 2013 1.55 047 75 214 0.84 75 9.6%  -0.59[-0.81,-0.37] -
Liqun Zhang 2015 224 0.84 56 3.04 0.77 56 8.4%  -0.80[-1.10, -0.50] -
Shengna Liu 2016 224 0.31 50 2.31 0.37 50 10.7% -0.07 [-0.20, 0.06] T
Subtotal (95% CI) 181 181 28.7%  -0.47 [-0.93, -0.01] ——
Heterogeneity: Tau? = 0.15; Chi? = 28.89, df = 2 (P < 0.00001); I = 93%
Test for overall effect: Z =2.02 (P = 0.04)
Total (95% Cl) 520 511 100.0%  -0.42[-0.58, -0.25] Ao
Heterogeneity: Tau? = 0.06; Chi? = 102.54, df = 9 (P < 0.00001); I> = 91% 1 _0’_5 A 0?5 1

Test for overall effect: Z = 4.86 (P < 0.00001)
Test for subgroup differences: Chi? = 0.08, df = 1 (P = 0.77), = 0%

Favours [experimental] Favours [control]

FIGURE 10: Forest plot of the effect of NXT on LDL.

included studies had a randomization design, only three
trials [11, 16, 21] described the method of randomization
procedure. None of the included studies mentioned the allo-
cation concealment and no studies mentioned the blinding
of participants and personnel as well as blinding of outcome
assessment, which might create the potential selection bias
and performance bias. It needed to be demonstrated whether
the effect of NXT would remain the same when applied

in future large-scale, double-blinded, controlled random-
ized trials. Second, all the patients in the included studies
were treated for 6 months under controlled conditions. The
treatment duration was not long enough to evaluate the
long term clinical effect of NXT. Third, the heterogeneity
was significant for most of the outcomes. We performed a
subgroup analysis based on the mean age and found that
the age of the patients included in the studies may be one



of the sources of the heterogeneity. Fourth, since all of the
included studies were published in Chinese, the possibility of
publication bias existed.

In summary, the systematic review and meta-analysis
suggested that NXT combined with conventional therapy
is more efficacious than conventional therapy alone in the
treatment of patients with CI and carotid atherosclerosis.
However, due to the high clinical heterogeneity and small
sample size of the included trials, large-scale, randomized
double-blind, multicenter trials are required.

Data Availability

The data supporting this systematic review and meta-analysis
are from previously reported studies and datasets, which have
been cited.

Conflicts of Interest

The authors declare that there are no conflicts of interest.

Authors’ Contributions

Qiuer Liang, Yunfei Cai, and Ruixue Chen contributed
equally to this work.

Acknowledgments

This work was supported by the National Natural Sciences
Foundation of China (no. 81603520), the Natural Sciences
Foundation of Guangdong Province (nos. 2016A030310084
and 2017A030313658), the Science and Technical Plan of
Guangzhou, Guangdong, China (no. 201804010213), the
Administration of Traditional Medicine of Guangdong
Province (no. 20161063 and no. 20181068), the Fundamental
Research Funds for the Central Universities (no. 21616315),
and the Medical Scientific Research Foundation of Guang-
dong Province (no. 2016111221315850).

References

[1] M. Sitzer, D. Puac, A. Buehler et al., “Internal carotid artery
angle of origin: A novel risk factor for early carotid atheroscle-
rosis,” Stroke, vol. 34, no. 4, pp. 950-955, 2003.

[2] Y. Hao, S. Tian, M. Sun, Y. Zhu, Z. Nie, and S. Yang, “Associ-
ation between matrix metalloproteinase gene polymorphisms
and development of ischemic stroke,” International Journal of
Clinical and Experimental Pathology, vol. 8, no. 9, pp. 11647-
11652, 2015.

[3] Z. G. Zhang, L. Zhang, Q. Jiang et al., “VEGF enhances angio-
genesis and promotes blood-brain barrier leakage in the
ischemic brain,” The Journal of Clinical Investigation, vol. 106,
no. 7, pp. 829-838, 2000.

[4] B. Chen, E. Zhang, Q.-Y. Li, A. Gong, and Q. Lan, “Protective
effect of Ad-VEGF-bone mesenchymal stem cells on cerebral
infarction,” Turkish Neurosurgery, vol. 26, no. 1, pp. 8-15, 2016.

[5] L. B. Goldstein, C. D. Bushnell, R. J. Adams et al., “Guidelines
for the primary prevention of stroke: a guideline for healthcare
professionals from the american heart association/american
stroke association,” Stroke, vol. 42, no. 2, pp. 517-584, 2011.

Evidence-Based Complementary and Alternative Medicine

[6] K. W.Jung, Y. Shon, D. W. Yang, B. S. Kim, and A. Cho, “Coex-
isting carotid atherosclerosis in patients with intracranial small-
or large-vessel disease;” Journal of Clinical Neurology, vol. 8, no.
2, pp. 104-108, 2012.

[7] L.Y. Zhuang, “Advances in clinical treatment of cerebral infarc-
tion,” Chinese Journal of Clinical Rational Drug Use, vol. 10, no.
3, pp. 173-175, 2017.

[8] K.-S. Hong, B. J. Kim, J.-Y. Lee, S. U. Kwon, and PICASSO
Investigators, “Rationale and design of the Preventlon of
Cardiovascular events in iSchemic Stroke patients with high
risk of cerebral hemOrrhage (PICASSO) study: A randomized
controlled trial,” International Journal of Stroke, vol. 10, no. 7, pp.
1153-1158, 2015.

[9] Y. Wang, X. Yan, S. Mi et al., “Naoxintong attenuates Ischaemia/
reperfusion Injury through inhibiting NLRP3 inflammasome
activation,” Journal of Cellular and Molecular Medicine, vol. 21,
no. 1, pp. 4-12, 2017.

[10] L.T.Liu, C.G. Fu,and Y. An, “The consensus by Chinese experts
on the clinical application of Naoxintong Capsule,” Chinese
Journal of Integrative Medicine, vol. 37, no. 9, pp. 1039-1042, 2017.

[11] S. N. Liu, “Observation curative effect of naoxintong capsule
combine with atorvastatin in treatment of carotid atheroscle-
rotic cerebral infarction,” Strait Pharmaceutical Journal, vol. 28,
no. 6, pp. 168-169, 2016.

[12] P. Gao, “The clinical effect of combined application of naox-
intong capsule and atorvastatin in the treatment of cerebral
infarction with carotid artery atherosclerosis,” Chinese Practical
Medicine, vol. 12, no. 5, pp. 88-90, 2017.

[13] Z. W. Liu, “The the clinical effect analysis of combined applica-
tion of naoxintong capsule and atorvastatin in the treatment of
cerebral infarction with carotid artery atherosclerosis,” Contem-
porary Medical Symposium, vol. 14, no. 9, pp. 175-176, 2016.

[14] T. T. Liu, “The clinical effect of combined application of naox-
intong capsule and atorvastatin in the treatment of cerebral
infarction with carotid artery atherosclerosis,” Chinese Journal
of Gerontology, vol. 32, no. 3, pp. 494-495, 2012.

(15] E Y. Meng, “The effect of combined application of naoxintong
capsule and atorvastatin in the treatment of cerebral infarction
with carotid artery atherosclerosis,” Chinese Rural health, vol.
82, no. 4, p. 86, 2016.

[16] H. K. Wang, “Observation curative effect of naoxintong capsule
combine with atorvastatin in treatment of carotid atheroscle-
rotic cerebral infarction,” Chinese Continuing Medicine Educa-
tion, vol. 7, no. 26, pp. 193-194, 2015.

[17] L. Q. Zhang, “Clinical observation of 56 cases of naoxintong
capsule combine with atorvastatin in adjuvant therapy of
carotid atherosclerotic cerebral infarction,” Chinese Journal Eth-
nomedicine Ethnopharmacy, vol. 25, no. 5, pp. 99-100, 2015.

[18] W.Liu,J. T. Li, and Y. Lu, “The effect of combined application of
naoxintong capsule and atorvastatin in the treatment of cerebral
infarction with carotid artery atherosclerosis,” National Medical
Frontiers of China, vol. 8, no. 19, pp. 66-58, 2013.

[19] Z.Meiand L. C. Chen, “The clinical effect analysis of combined
application of naoxintong capsule and atorvastatin in the treat-
ment of cerebral infarction with carotid artery atherosclerosis,”
Chinese Journal of Primary Medicine and Pharmacy, vol. 20, no.
3, pp. 391-393, 2013.

[20] L. E Yang, “Observation curative effect of naoxintong capsule
combine with atorvastatin in treatment of carotid atheroscle-
rotic cerebral infarction,” Chinese Journal of Practical Nervous
Diseases, vol. 19, no. 23, pp. 87-88, 2016.



Evidence-Based Complementary and Alternative Medicine

[21] C.D. Zhu, N. H. Liu, and Z. M. Lu, “The clinical effect analysis
of combined application of naoxintong capsule and atorvastatin
in the treatment of cerebral infarction with carotid artery
atherosclerosis,” Medical Innovation of China, vol. 10, no. 35, pp.
8-10, 2013.

[22] B. R. Nye, C. E. Hyde, G. Tsivgoulis, K. C. Albright, A. V.
Alexandrov, and A. W. Alexandrov, “Slim Stroke scales for
assessing patients with acute stroke: Ease of use or loss of
valuable assessment data?” American Journal of Critical Care,
vol. 21, no. 6, pp. 442-448, 2012.

[23] N. K. Hills, S. A. Josephson, P. D. Lyden, and S. C. Johnston, “Is
the NIHSS certification process too lenient?” Cerebrovascular
Disease, vol. 27, no. 5, pp. 426-432, 2009.

[24] G. C. Fonarow, J. L. Saver, E. E. Smith et al., “Relationship of
national institutes of health stroke scale to 30-day mortality in
medicare beneficiaries with acute ischemic stroke,” Journal of
the American Heart Association, vol. 1, no. 1, pp. 42-50, 2012.

[25] S. C. Kofoed, M.-L. M. Grenholdt, J. Bismuth, J. E. Wilhjelm,
H. Sillesen, and B. G. Nordestgaard, “Echolucent, rupture-
prone carotid plaques associated with elevated triglyceride-
rich lipoproteins, particularly in women,” Journal of Vascular
Surgery, vol. 36, no. 4, pp. 783-792, 2002.

[26] K. T. Nguyen, C. D. Clark, T. J. Chancellor, and D. V. Papavas-
siliou, “Carotid geometry effects on blood flow and on risk for
vascular disease,” Journal of Biomechanics, vol. 41, no. 1, pp. 11-
19, 2008.

[27] R. H. Pan and Y. Huang, “The application of qi benefiting
and blood activating method in thrombolytic therapy of acute
cerebral infarction,” Chinese Journal of Integrative Medicine, vol.
32, no. 8, pp. 1126-1129, 2012.

J. MaandJ. Q. Chan, “Review of clinical and experimental stud-
ies on treatment of atherosclerosis with expelling phlegm and
relieving blood stasis principle,” Chinese Journal of Integrative
Medicine, vol. 26, no. 12, pp. 1135-1138, 2006.

[29] J. Xue, X. Zhang, C. Zhang et al., “Protective effect of Naox-
intong against cerebral ischemia reperfusion injury in mice,”
Journal of Ethnopharmacology, vol. 182, pp. 181-189, 2016.

[30] M. Liu, X. Liu, H. Wang et al., “Metabolomics study on the
effects of Buchang Naoxintong capsules for treating cere-
bral ischemia in rats using UPLC-Q/TOF-MS, Journal of
Ethnopharmacology, vol. 180, pp. 1-11, 2016.

[31] X. Yang, L. Sun, Y. Li et al., “NaoXinTong inhibits the advanced
atherosclerosis and enhances the plaque stability in apolipopro-
tein E deficient mice;” Journal of Cardiovascular Pharmacology,
vol. 67, no. 3, pp. 203-211, 2016.

[32] C. Guo, L. Tong, M. Xi, H. Yang, H. Dong, and A. Wen,

“Neuroprotective effect of calycosin on cerebral ischemia and

reperfusion injury in rats,” Journal of Ethnopharmacology, vol.

144, no. 3, pp. 768-774, 2012.

D.-Z. Liu, K.-Q. Xie, X.-Q. Ji, Y. Ye, C.-L. Jiang, and X.-Z. Zhu,

“Neuroprotective effect of paeoniflorin on cerebral ischemic rat

by activating adenosine A receptor in a manner different from

its classical agonists,” British Journal of Pharmacology, vol. 146,

no. 4, pp. 604-611, 2005.

[34] Y. H. Chen, G. H. Du, and J. T. Zhang, “Salvianolic acid B
protects brain against injuries caused by ischemia-reperfusion
in rats,” Acta Pharmacologica Sinica, vol. 21, no. 5, pp. 463-466,
2000.

[35] X. Kuang, J.-R. Du, Y.-X. Liu, G.-Y. Zhang, and H.-Y. Peng,
“Postischemic administration of Z-Ligustilide ameliorates cog-
nitive dysfunction and brain damage induced by permanent

)
K

[33

forebrain ischemia in rats,” Pharmacology Biochemistry &
Behavior, vol. 88, no. 3, pp. 213-221, 2008.



