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Background: There are more than 18 million patients diagnosed with sepsis every year. In China, Xuebijing (XB])
injection is a traditional medicine that is widely used in the treatment of sepsis. However, the efficacy of XBJ in
treatment of randomized controlled trials (RCTs) remains unclear. This meta-analysis was to evaluate the clinical
efficacy of XBJ based on randomized case-control studies.

Methods: PubMed, Cochrane, Embase, Wanfang, CNKI, and WeiPu (VIP) databases were searched to identify all
the relative randomized case-control. The latest research was done in June, 2016. Relative risks (RR), weighted

K ds: . . . .

Xiivg;irn; (XBJ) mean difference (WMD) along with 95% confidence interval (95%Cl) were used to analyze the main outcomes.
Sepsis Statistical analysis was performed using STATA 10.0 (TX, USA). The qualities of the involved articles were
Randomized accessed by the Jadad scale.

Results: Forty-nine randomized case-control studies met the inclusion and exclusion criteria, with 1861 patients
in the control group and 2023 patients in the XB] group. Compared with the conventional therapy, XB] injection
could significantly reduce the APACHE-IIscore (WMD: —3.70, 95%Cl: —4.31-[—3.09]), PCT (WMD: —1.26 pg/L,
95%Cl: —1.63 pg/L-[—0.88 pg/L]), WBC (WMD: — 1.48 x 10%/L, 95%Cl: —2.03 x 10°/L-[—0.94 x 10°/L]), CRP
(WMD: —24.38 mg/L, 95%Cl: — 30.49 mg/L-[— 18.26 mg/L]), NEU (WMD: —4.68, 95%Cl: —8.32-[— 1.04]),
TO(WMD: —0.50, 95%Cl: —0.92-[—0.07]). The 28-day mortality of the XBJ] group was significantly lower than
the control group (RR: 0.51; 95%CI: 0.44-0.59).

Conclusion: XB] injection has a significant clinical efficacy in the therapy of patients with sepsis. However, there is
a need for more randomized, lager-sample size, high-quality, and multicenter studies to confirm the extract ef-
ficacy of XBJ injection.

Case-control
Meta-analysis

© 2016 Elsevier Inc. All rights reserved.

1. Introduction

The definition of sepsis has three editions. Sepsis 1.0 and Sepsis 2.0
were published in 1992 and 2001, respectively. Sepsis 3.0 was published
in the journal JAMA in 2016. Sepsis 1.0 is defined on the basis of infec-
tion and compatibility with 2 or more of the systemic inflammatory re-
sponse syndrome (SIRS). Sepsis 2.0 added 21 diagnostic indicators to
Sepsis 1.0. Sepsis 3.0 is defined on the basis of infection and a score
equal or greater than 2 based on the sequential organ failure assessment
(SOFA) [1]. The symptoms of sepsis are mostly caused by the immune
system and result in aberrant coagulation, organ dysfunction, and the
abnormal reaction of the immune system to different pathogenic
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microorganisms and toxins [2]. Every year, more than 18 million people
are diagnosed with sepsis worldwide. Sepsis is a tremendous threat to
people's health due to its mortality that is up to 30%-70%. The main
drugs used for treating sepsis are antibiotics and glucocorticoids. The
key point of success in treating sepsis is rapid and effective adjustment
and control of the inflammatory reaction. However, these treatments
also cause various side effects.

XBJ injection is a Traditional Chinese Medicine (TCM) that consist of
Carthamus tinctorius, radix paeoniae rubra, ligusticum wallichii, salvia
miltiorrhiza, angelica sinensis, etc. [3,4]. Based on the five TCMs, XB]
has the functions of blood-activating and stasis-dissolving, dredging
sinew, scattering toxins, controlling the exaggerated inflammatory re-
sponse that can have serious consequences for patients. XBJ injection
has been approved by the State Food and Drug Administration (SFDA)
of China, and it is widely used in the treatment of Systemic Inflammato-
ry Response Syndrome, Multiple Organ Dysfunction Syndrome, and
sepsis in clinical practices.
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In this meta-analysis, we propose to compare the clinical efficacy of
XBJ and conventional therapy in the treatment of patients with sepsis.

2. Methods
2.1. Search Strategy

Cochrane, Embase, Pubmed, CNKI (China National Knowledge Infra-
structure), WangFang and Weipu (VIP) databases were searched by the
keywords: “Xuebijing”, “XBJ”, “sepsis” and so on. The search period was
from the study inception to June, 2016 to identify the relevant studies.
Others related articles and reference materials were also searched. All
literature review was conducted by the two investigators. When dis-
agreement occurred, a third investigator was involved until an agree-
ment was reached.

2.2. Inclusion and Exclusion Criteria

A study was included in the analysis to determine if the pertinent lit-
erature were: (1) randomized case-control studies; (2) patients with
sepsis or septic shock; (3) the treatment of the control group was con-
ventional therapies (e.g., antibiotic therapy, nutrition supplement,
etc.); (4) the therapy of the treatment group was conventional therapy
and Xuebijing injection; (5) the outcome included 28-day mortality,
Acute Physiology and Chronic Health Evaluation-IIscore (APACHE-
IIscore), Procalcitonin (PCT), White Blood Cell (WBC), C-Reactive Pro-
tein (CRP), and Neutrophil (NEU), Temperature (T°); and (6) only En-
glish and Chinese literature were included.

A study was excluded if it was: (1) previously published literature;
(2) expert comment, conference report, systematic review, meta-
analysis, or case reports; (3) the contents were theoretical or pharma-
ceutical analyses; (4) the treatment group did not include XB]J; (5) the
data is statistically flawed; (6) the outcomes indexes were less than
two. Two reviewers independently screened all studies to determine
their conformance. Discrepancies were resolved by a third reviewer.

2.3. Data Extraction and Quality Assessment

The data that were extracted from previous studies consisted of two
parts. The first part was the basic characteristics of the studies: the au-
thor name, year of publication, the interventions of the treatment and
control groups, the sample size, the percentage of males, the age of
the subjects, and the treatment period. The second part was the clinical
outcomes: 28-day mortality, Acute Physiology and Chronic Health
Evaluation-IIscore (APACHE-IIscore), Procalcitonin (PCT), White Blood
Cell (WBC), C-Reactive Protein (CRP), Neutrophil (NEU), and Tempera-
ture (T°). We evaluated the quality of all the studies using the Jadad
Scale. The checklist consisted of five items: statement of randomization,
appropriateness of randomized sequence, use and description of double
blind testing method, and detail of withdrawals and dropouts. If the
score was less than 3, we defined the study as low-quality and a high
bias risk. If the score exceed 3, we defined the study as high-quality
and low bias risk. The above review was independently conducted by
two reviewers and disagreements were resolved by discussion until a
consensus was reached.

2.4. Data Analysis

Chi-square and I? tests were used to test the heterogeneity of clinical
trial results. When the Chi-square test P-value was <0.05 and the I? test
value was >30%, we determined it was heterogeneous and analysis by a
random-effects model. When the Chi-square test P-value was >0.05 and
the I test value was <30%, it was determined to be acceptable homoge-
neous data and assessed by a fixed-effects model. The continuous vari-
ables were expressed as the mean 4+ standard deviation. The
categorical data are presented as frequencies and percentages. Relative

risk (RR) along with 95% CI was used to analyze the 28-day mortality.
Weighted mean difference (MD) and 95% CI were used to determine
the Global Symptom Score (GSS), Visual Analogue Scale (VAS), Distal
Motor Latency (DML), Compound Muscle Action Potential (CMAP),
Motor Never Conduction Velocity (MNCV), Distal Sensory Never Laten-
cy (DSL), Sensory Nerve Action Potential (SNAP), Wrist-plam Sensory
Nerve Conduction (W-P SNCV), Sensory Conduction Velocity (SCV).
Two-tailed P-values less than 0.05 were considered statistically signifi-
cant. All statistical analyses were performed with STATA 10.0 (TX, USA).

3. Results
3.1. Study Description

873 articles were selected from the initial searching, and 779 articles
were excluded by screening the titles or abstracts. 49 articles were in-
cluded in the meta-analysis and 45 articles were excluded for various
reasons (e.g., repeat publication, the subject did not have sepsis, no clin-
ical outcome data or invalid data, XBJ injection efficacy was not ad-
dressed). The basic information of the included studies is presented in
Fig. 1. 1861 patients were in the control group and treated by conven-
tional therapy. 2023 patients in the XBJ group were treated with XBJ in-
jection along with a conventional treatment. The mean Jadad score of
the included studies was 3.08 and only 14 studies had a score of 4.

3.2. 28-Day Mortality

32 articles [5-36] provided data of 28-day mortality, based on the
Chi-square test P = 0.968> 0.05 and I? = 0.0% < 30%. We selected the
fixed-effects model to analyze 28-day mortality. In Fig. 2, the results
show the 28-day mortality (RR: 0.51; 95%Cl: 0.44-0.59) of the XBJ
group was lower when compared with the control group.

3.3. APACHE-II Score

34 publications [6,8-10,12,13,16,18,19,21-26,28-45] analyzed the
APACHE-II score, and we chose the random-effects model for the Chi-
square test P = 0.00< 0.05 and I? = 71.2% > 30%. Compared with the
conventional therapy (Fig. 3), the XB] injection could significantly re-
duce the score of APACHE-II (WMD: —3.70, 95%Cl: —4.31-[—3.09]).

3.4. Procalcitonin (PCT)
19 articles [5,7,11-14,18,23,29,33,37-39,44-49] provided the result

of PCT. Through the analysis of the Chi-square test P = 0.00< 0.05 and
I> = 94.9% > 30%, a random-effects model was used to analyze the

873articles searched from
databases using index words

779 articles excluded after
screening titles and/or abstracts

94 articles for more detailed
evaluation

45 articles excluded with
following reasons:
1.repeat public(2)

2.the subject is not patients
with sepsis (2)
3.the analysis contents is not the
efficacy of XBJ injection (9)
4 the data is wrong (7)
5. has no clinical outcomes(25)

49 articles included in the
meta-analysis

Fig. 1. The flow diagram.
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Study %
ID RR (95% CI) Weight
T
Wanghua Li 2015 —— 0.63(0.40,1.00) 6.94
Baohu Jiang 2009 —_— 0.36(0.16,0.81) 3.60
Liehua Deng 2005 —I‘O—- 0.60(0.31,1.15) 3.86
Yajing Pan 2009 R —— 0.18(0.04,0.78) 2.54
Liyou Wei 2010 _:'0—— 0.60(0.17,2.16) 1.29
Xiaoging Mei 2014 —_— 0.63(0.10,3.98) 0.63
Guofu Li 2008 —:'0—— 0.67(0.36, 1.22) 3.86
Yushu Hua 2009 + T 0.19(0.02,1.62) 1.16
Ning Ma 2012 —l-o—- 0.65(0.36,1.17) 3.59
Ningling Dong 2015 _——— 0.24(0.03,1.96) 1.05
Hongmei Song 2010 —— 0.40(0.16,0.98) 3.14
Yakuan Wang 2015 —_— 0.55(0.25,1.19) 2.83
Hua Wang 2010 —0:—— 0.33(0.10,1.15) 2.31
Ruiyao Zhu 2014 —— 0.71(0.40,1.24) 4.37
Site Min 2014 —{-0—— 0.67 (0.31,1.45) 3.09
Hongli Shen 2013 ———— 0.71(0.27,1.88) 1.80
Yunfeng Song 2014 — 0.47 (0.26,0.87) 6.20
Hongwei Zhang 2008 —:-0—— 0.67(0.27,1.64) 231
Chun Zhang 2014 —1— 0.80(0.35,1.84) 2.57
Hongxia Liu 2013 —0—:—— 0.38(0.08,1.77) 1.31
Xiacdong Guo 2007 —_— 0.30(0.09,1.01) 243
Dakui Liu 2013 —:'0—- 0.61(0.31,1.22) 3.55
Ankang Yin 2014 T 0.72(0.39,1.33) 4.32
Rong Zhang 2016 —0+ 0.30(0.09,1.02) 257
Hao Liu 2016 —_— 0.33(0.10,1.11) 2.31
Yong Zhu 2016 —0+ 0.31(0.13,0.77) 4.1
Xianquan Liang 2005 — 0.36(0.13,1.05) 2.83
Weishen Liu 2012 —0:— 0.32(0.10,1.05) 2.36
Fengshi Lu 2015 —— 0.44 (0.20,0.95) 4.11
Dehui Wang 2015 —r 0.45(0.21,0.99) 3.91
Qin Yin 2014 —— 0.59(0.35,0.97) 7.67
Jinhui Bai 2008 I~ 0.18(0.02,1.38) 1.36
Overall (I-squared = 0.0%, P = .968) Q 0.51(0.44,0.59) 100.00
:
I I
.0765 i 131

Fig. 2. Meta-analysis of 28-day mortality change.

WMD of PCT. The results (Fig. 4) show that XB] injection could
significant reduce the PCT (WMD: —1.26 pg/L, 95%Cl: —1.63 pg/L-
[—0.88 pg/L]).

3.5. White Blood Count (WBC)

27 articles [5,7,8,11,12,14,15,17,18,20,23-25,29,32,34,36-39,45,46,
48-52] provided the result of WBC, and a random-effects model was
chosen to analyze the WMD of WBC based on the Chi-square test P =
0.00 < 0.05 and I> = 73.6% > 30%. Compared with the conventional
treatment (Fig. 5), the XBJ therapy decreased the WBC (WMD:
—1.48 x 10%/L, 95%CI: —2.03 x 10%/L-[—0.94 x 10°/L]).

3.6. C-Reactive Protein (CRP)

23 articles [8,12,14,17,18,20,23-27,29,33,37-39,42,45,47-49,52,53]
provided the result of CRP. Through the analysis of the Chi-square test
P = 0.00< 0.05 and I* = 95.9% > 30%, a random-effects model was
used to analyze the WMD of CRP. XBJ injection could shorten the CRP
(WMD: —24.38 mg/L, 95%Cl: —30.49 mg/L-[— 18.26 mg/L]) compared
with the conventional treatment (Fig. 6).

3.7. Neutrophile (NEU)

14 publications [5,7,11,12,15,17,18,20,32,43,45,49-51] analyzed the
NEU, and we chose a random-effects model for the Chi-square test
P = 0.00< 0.05 and I* = 97.8% > 30%. Compared with the conventional
therapy (Fig. 7), the XBJ injection could significantly reduce NEU
(WMD: —4.68, 95%Cl: —8.32-[—1.04]).

3.8. Temperature (1°)

13 articles [5,11,12,14,15,17,24,25,34,36,46,49,50] analyzed the T°,
and a random-effects model was chosen for the Chi-square test P =
0.00<0.05 and I> = 97.81% > 30%. XB] therapy could significantly short-
en T (WMD: —0.50, 95%Cl: —0.92-[—0.07]) compared with the con-
ventional therapy (Fig. 8).

4. Discussion

In previous studies many scholars have analyzed the different treat-
ments of sepsis. Li Q et al. [54] found that a treatment group (i.e., XB]
plus ulinastatin) could reduce the level of IL-6 and PCT, shorten the av-
erage length of hospitalization, and duration of mechanical ventilation.
However, the TNF-«x of the experimental and control groups had no sta-
tistical differences. Zhou GS et al. [55] reported that XBJ and ulinastatin
could shorten the average length of hospitalization, the duration of me-
chanical ventilation, and the APACHEIIscore when compared with a sin-
gle use of ulinastain or XBJ or conventional therapy. Compared with
only using XBJ, XB] and ulinastain could reduce the mortality. Compared
with the ulinastain, ulinastain and XBJ could shorten the level of IL-6.
Compared with conventional therapy, XBJ and ulinastatin could signifi-
cantly shorten the level of IL-6 and PCT. Xu YQ et al. [56] included 18
RCT studies to analyze the mortality of XBJ and conventional therapy,
the results showed that XBJ combined with conventional therapy could
significantly improve the 28-day survival rate. Sun CL et al. [57] made a
conclusion that XBJ could significantly shorten the level of WBC, PCT,
and TNF-a. Hou SY et al. [58] reported that compared with a placebo,
the XBJ injection significantly improved platelets; shortened the time of
activated partial thromboplastin, prothrombin, and thrombin. However,
there was no significant difference of fibrinogen between the two groups.
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Study %
D WMD (95% Cl) Weight
1
Dan Zhou 2011 —_—— -5.78 (-7.89, -3.67) 3.10
Baohu Jiang 2009 —_—— -3.42 (-7.99,1.15) 1.32
Xunhong Cao 2015 - -3.00 (-3.76, -2.24) 455
Yajing Pan 2009 | - -1.63 (-2.42, -0.84) 453
Hongdan Jia 2014 :—0—1 -1.68 (-3.38, 0.02) 3.56
Liyou Wei 2010 -——— -0.60 (-4.51, 3.31) 1.64
Yuancai Liang 2014 —_—! -7.39 (-9.70, -5.08) 2.89
Yan Cui 2012 —— -2.31(-3.59, -1.03) 4.04
Yushu Hua 2009 ——— -5.77 (-8.92, -2.62) 214
Ning Ma 2012a —_— -5.00 (-11.37, 1.37) 0.78
Ning Ma 2012b ———t -8.00 (-16.20, 0.20) 0.50
Ning Ma 2012c * . -8.00 (-17.94, 1.94) 0.35
Yakuan Wang 2015 —_—— -4.80 (-8.10, -1.50) 2.03
Ruiyao Zhu 2014 —_—— -4.61(-6.81, -2.41) 3.01
Site Min 2014 T -4.76 (-6.42, -3.10) 3.60
Yong Zhu 2016 —— -2.80 (-4.53, -1.07) 3.52
Yunfeng Song 2014 — -6.70 (-8.19, -5.21) 379
Lingweng Wu 2013 —_— -2.66 (-6.10, 0.78) 193
Hongwei Zhang 2008 + + -10.50 (-19.89, -1.11)  0.39
Yu Wang 2014 —_—— -4.00 (-6.07, -1.93) 3.14
Chun Zhang 2014 —_—— -3.36 (-6.34, -0.38) 228
Qingquan Liu 2007 : == -1.84 (-2.93, -0.75) 424
Hongxia Liu 2013 —_— -5.76 (-9.47, -2.05) 1.75
Xiaodong Guo 2007 —_—— -3.80 (-6.93, -0.67) 2.16
Dakui Liu 2013 —_— -0.95 (-4.51, 2.61) 1.85
Ankang Yin 2014 —— -4.33 (-6.04, -2.62) 3.55
Rong Zhang 2016 —— -2.82 (-4.09, -1.55) 4.05
Hao Liu 2016 —_— -2.62 (-4.59, -0.65) 3.25
Yong Zhu 2016 —— -2.44 (-3.74,-1.14) 4.02
Ye Zhang 2015 | —— -1.76 (-3.00, -0.52) 4.08
Weishen Liu 2012 —— -3.30 (-5.85, -0.75) 2.65
Dehou Zhang 2015 —— -3.55 (-5.76, -1.34) 2.99
Fengshi Lu 2015 —— -5.00 (-6.49, -3.51) 3.79
Dehui Wang 2015 —_ -6.50 (-7.89, -5.11) 3.91
Qin Yin 2014 —_— -3.45(-6.17,-0.73) 2.50
Jinhui Bai 2008 —_— -3.70 (-6.90, -0.50) 2.1
Overall (l-squared = 71.2%, P =.000) ¢ -3.70 (-4.31, -3.09) 100.00
NOTE: Weights are from random effects analysis:
-20 0
Fig. 3. Meta-analysis of APACHE-II SCORE change.
Study %
ID WMD (95% CI) Weight
T
Dan Zhou 2011 } - -0.35(-0.59, -0.11) 5.80
Wanghua Li 2015 . -1.34 (-1.55, -1.13) 5.83
Zhixia Sun 2012 — -2.79 (-4.18, -1.40) 3.27
Liehua Deng 2005 1 2 -0.52 (-0.77, -0.27) 579
I
Xunhong Cao 2015 } . -0.22 (-0.37, -0.07) 5.88
\
Yuancai Liang 2014 } - -0.29 (-0.55, -0.03) 5.77
Guofu Li 2008 * | -1.31 (-1.57, -1.05) 5.78
Yushu Hua 2009 } - -0.35 (-0.67, -0.03) 570
Ning Ma 2012a = -1.25 (-1.73, -0.77) 542
Ning Ma 2012b -, -2.35 (-2.87, -1.83) 5.34
Ning Ma 2012¢ B -2.07 (-2.68, -1.46) 513
Ningling Dong 2015 - -0.03 (-0.39, 0.33) 5.63
Ruiyao Zhu 2014 —_—— i -3.59 (-5.31, -1.87) 2.64
Shaomin Liu 2007 ;*—I -0.56 (-1.02, -0.10) 5.46
Chun Zhang 2014 : —IO— 0.51 (-0.46, 1.48) 4.26
Zigiang Ming 2007 }-t- -0.56 (-1.02, -0.10) 5.46
Hui Liu 2012 —o+ -3.60 (-6.86, -0.34) 1.09
Ankang Yin 2014 = -2.50 (-3.06, -1.94) 5.25
Hao Liu 2016 —_— : -12.86 (-15.02, -10.70)  2.00
Ye Zhang 2015 — -0.27 (-1.52, 0.98) 3.59
1
Dehou Zhang 2015 — -0.78 (-1.48, -0.08) 493
Overall (l-squared = 94.9%, P = .000) ¢ -1.26 (-1.63, -0.88) 100.00
I
NOTE: Weights are from random effects analysis !
[ [

-15 01

Fig. 4. Meta-analysis of Procalcitonin (PCT) change.
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Study %
ID WMD (95% ClI) Weight
Dan Zhou 2011 —0:— -2.46 (-4.60, -0.32) 3.68
Wanghua Li 2015 —_— -1.00 (-4.31,2.31) 2.06
Zhixia Sun 2012 —:—0-— 0.05(-2.90, 3.00) 2.44
Liehua Deng 2005 T 0.00(-4.91,4.91) 1.08
Xunhong Cao 2015 |t 0.80 (-0.49,2.09) 5.72
Yajing Pan 2009 —— -1.86 (-2.91,-0.81) 6.40
Yuancai Liang 2014 ~—-+-—: -3.96 (-6.53,-1.39) 2.95
Guofu Li 2008 T+ -1.00 (-5.45,3.45) 1.28
Yushu Hua 2009 —_— -2.46 (-5.58,0.66) 2.26
Ningling Dong 2015 —_——— -2.90 (-5.75,-0.05) 2.56
Hongmei Song 2010 - -1.70 (-2.01,-1.39) 8.17
Hua Wang 2010 | ————— 2.20(-0.86,5.26) 2.32
Ruiyao Zhu 2014 —_— -3.00(-6.93,0.93) 1.58
Yugiao Wang 2008 - -0.90 (-1.24, -0.56) 8.13
Hongli Shen 2013 —7—— -1.48 (-4.54, 1.58) 232
Daobuo Lin 2009 — -1.00 (-2.94,0.94) 4.08
Yanhong Wu 2007 - - -4.20 (-9.32,0.92) 1.01
Chun Zhang 2014 -:—-0-— -0.03 (-1.81,1.75) 4.45
Hongxia Liu 2013 — i -2.20 (-5.25,0.85) 2.32
Xiaodong Guo 2007 -—t 1.80 (-2.04, 5.64) 1.64
Zigiang Ming 2007 _ -2.92 (-6.29,0.45) 2.01
Hui Liu 2012 — -2.70 (-4.75, -0.65) 3.85
Ankang Yin 2014 — -1.32(-2.74,0.10) 5.35
Rong Zhang 2016 — -2.72(-4.12,-1.32) 541
Yong Zhu 2016 - | -3.33(-4.12,-2.54) 7.15
Ye Zhang 2015 | . 0.43(-0.33,1.19) 7.23
Jinhui Bai 2008 -4.10 (-6.96, -1.24) 2.55
Overall (l-squared = 73.6%, P = .000) ? -1.48 (-2.03, -0.94) 100.00
NOTE: Weights are frlom random effects analysis I

-10 0 5

Fig. 5. Meta-analysis of White Blood Count (WBC) change.

(WMD: —1.48 x 10°%/L, 95%Cl: —2.03 x 10%/L-[—0.94 x 10%L]), and
this conclusion is in agreement with the previous studies. XB] combined
with conventional therapy also could significantly reduce the CRP
(WMD: —24.38 mg/L, 95%Cl: —30.49 mg/L-[—18.26 mg/L]), NEU

In this meta-analysis, we found that compared with conventional
therapy, XBJ combined with conventional therapy could significantly
decrease the APACHE-IIscore (WMD: —3.70, 95%Cl: —4.31-[—3.09]),
PCT (WMD: —1.26 pg/L, 95%Cl: —1.63 pg/L-[—0.88 pg/L]), WBC

Study %
ID WMD (95% CI) Weight
Dan Zhou 2011 = -35.00 (-41.18,-28.82) 5.09
Xunhong Cao 2015 L= -8.30 (-11.56, -5.04) 5.29
Yajing Pan 2009 —— -22.91(-33.26,-12.56) 4.65
Hongdan Jia 2014 = i -53.85 (-60.35, -47.35) 5.06
Yuancai Liang 2014 = -41.00 (-48.43, -33.57) 4.98
Yushu Hua 2009 —— -35.00 (-44.19,-25.81) 4.79
Ningling Dong 2015 —— -26.82 (-36.42,-17.22) 4.74
Hua Wang 2010 | —— 9.80 (-16.66, 36.26) 2.68
Ruiyao Zhu 2014 = -28.09 (-34.28,-21.90) 5.09
Shaomin Liu 2007 * -22.10 (-24.67,-19.53) 5.32
Hongli Shen 2013 — -40.91 (-60.55, -21.27)  3.46
Yanhong Wu 2007 € -+ - -56.30 (-115.50,2.90)  0.89
Yu Wang 2014 - -11.00 (-16.14, -5.86)  5.17
Chun Zhang 2014 —_— -22.52(-39.03,-6.01) 3.86
Hongxia Liu 2013 —_ -25.00 (-39.86,-10.14) 4.08
Xiaodong Guo 2007 :——-O-— 9.40 (-23.49, 42.29) 210
Zigiang Ming 2007 * -22.10(-25.02,-19.18) 5.30
Dakui Liu 2013 —-O-JI— -30.99 (-60.74,-1.24)  2.36
Hui Liu 2012 L. -2.60 (-5.26, 0.06) 5.32
Ankang Yin 2014 k- -24.99 (-31.82,-18.16) 5.03
Hao Liu 2016 —— : -40.59 (-49.16, -32.02) 4.86
Ye Zhang 2015 —OJI- -30.74 (-41.62,-19.86) 4.59
Xianquan Liang 2005 ! -3.32 (-6.42,-0.22) 5.30
Overall (I-squared = 95.9%, P =.000) Q -24.38 (-30.49,-18.26)  100.00
NOTE: Weights are from random effects analysés
T
-302

Fig. 6. Meta-analysis of C-Reactive Protein (CRP) change.
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Study %
D WMD (95% CI) Weight

1
Wanghua Li 2015 —i—-o-—— -2.50 (-6.40, 1.40) 7.21
Zhixia Sun 2012 —'&:— -4.98 (-8.89, -1.07) 7.20
Liehua Deng 2005 D S E— -1.00 (-6.63, 4.63) 6.62
Guofu Li 2008 —i—o—— -2.10 (-7.41, 3.21) 6.73
Yushu Hua 2009 E -+ -3.00 (-10.14, 4.14) 6.03
Ningling Dong 2015 i _— 5.99 (2.84, 9.14) 7.42
Hongmei Song 2010 —— i -14.40 (-15.40, -13.40) 7.81
Hua Wang 2010 i —— -0.10 (-1.72, 1.52) 7.74
Yugiao Wang 2008 - : -13.20 (-14.25, -12.15) 7.81
Hongxia Liu 2013 _i-O—- -4.00 (-8.39, 0.39) 7.05
Xiaodong Guo 2007 i —— 0.00 (-2.41, 2.41) 7.60
Hui Liu 2012 _— i -13.30 (-19.30, -7.30) 6.48
Yong Zhu 2016 i—&- -3.74 (-4.55, -2.93) 7.83
Jinhui Bai 2008 _0_:— -9.20 (-15.22, -3.18) 6.47
Overall (I-squared = 97.8%, P = .000) ¢ -4.68 (-8.32, -1.04) 100.00

1
NOTE: Weights are from random effects analysis :

T : T
-20 0 9
Fig. 7. Meta-analysis of Neutrophile (NEU) change.
(WMD: —4.68, 95%Cl: —8.32-[—1.04]), T°(WMD: —0.50, 95%CI: The limitations of our study are as follows: (1) randomized case-

—0.92-[—0.07]). The 28-day mortality (RR: 0.51; 95%CI: 0.44-0.59) control studies are included; (2) different doses of XBJ might result in
has not been analyzed in the previous meta-analysis. bias; (3) differences may exist in the inclusion criteria and exclusion

Study %
D WMD (95% CI) Weight
i
Wanghua Li 2015 : —— -0.20 (-0.38, -0.02) 8.12
Liehua Deng 2005 E — -0.10(-0.33, 0.13) 8.04
Guofu Li 2008 E - 0.10 (-0.15, 0.35) 8.01
Hongmei Song 2010 — E -1.50 (-1.72, -1.28) 8.06
Hua Wang 2010 E —_— 1.40(1.02, 1.78) 7.73
Ruiyao Zhu 2014 —— E -1.00 (-1.22, -0.78) 8.06
Yugiao Wang 2008 — i -1.60 (-1.84, -1.36) 8.02
Hongli Shen 2013 —5—0-— -0.14 (-0.64, 0.36) 7.40
Daobuo Lin 2009 —0:-— -0.50 (-0.83, -0.17) 7.85
Qingguan Liu 2007 E — -0.02 (-0.24, 0.20) 8.05
Hui Liu 2012 —_— E -1.50 (-1.76, -1.24) 7.99
Rong Zhang 2016 + E -1.41(-2.71,-0.11) 4.65
Ye Zhang 2015 ’:—-ﬁ— -0.26 (-0.51, -0.01) 8.01
Overall (l-squared = 97.1%, P =.000) @ -0.50 (-0.92, -0.07) 100.00
|
NOTE: Weights are from random effects analysis :
T ' T
3 0 2

Fig. 8. Meta-analysis of Temperature (T°) change.
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criteria for patients; (4) different patients with previous diseases and
treatments were unavailable; (5) several trials with low quality were
included in our study; and (6) pooled dates were used for analysis,
and individual patients' data were unavailable. Therefore we were lim-
ited to conduct a more comprehensive analysis.

In conclusion, we included forty-nine randomized case-control stud-
ies with the main Jadad score of 3.08 in the meta-analysis. The findings
indicate that XB]J could be a credible alternative for patients with sepsis
and shorten the APACHE-IIscore, WBC, CRP, NEU, T°, and 28-day mortal-
ity. However, a need remains for larger samples, data from multi-
centers, and high quality studies to confirm the clinical efficacy of XB]
in the treatment of sepsis patients.
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