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Abstract: Yunnan Baiyao (YNBY) is widely used to treat rhexis haemorrhage and ulcer in China. This meta-analysis
was conducted to determine the efficacy of YNBY on local haemostasis and antiulcer. Randomized controlled trials
were included on condition that assessing the effects of YNBY with/without routine drugs versus the same routine
drugs on haemorrhage or ulcer after searching major databases. Data were validated, extracted and synthesized
using relative risk (RR) for dichotomous data using random effects models. Fifty-five studies involving 5,150 pa-
tients were identified. (1) YNBY alone for haemorrhage (RR = 1.16; 95% CI 1.06 to 1.28) (2) YNBY alone for antiulcer
(RR = 1.26; 95% Cl 1.03 to 1.53). We found certain effects on ulcerative colitis (RR = 1.22) and skin ulcer (RR =
1.20) in subgroup analysis. (3) YNBY plus routine haemostatic drugs for haemorrhage (RR = 1.23; 95% CI 1.17 to
1.29) with a significant funnel plot asymmetry (Begg's test, p = 0). (4) YNBY plus routine antiulcer drugs for antiulcer
(RR = 1.18; 95% Cl 1.05 to 1.33). Treatment effect in the 2" and 4™ group was unstable when RCTs at high risk
of bias were excluded. Great heterogeneities and possible publication bias were found among the trials which pre-
clude certain conclusions. The existing data showed that YNBY alone was helpful in treating uterine haemorrhage,
ulcerative colitis and skin ulcer. YNBY plus routine antiulcer drugs was more effective in treating ulcerative colitis
versus antiulcer drugs alone.
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Introduction ders and bleeding caused by trauma or surgery

[7, 8]. Orally administration of conjugated estro-

Haemorrhage is an undesirable event occurring
after trauma, surgery or ulcer [1-3]. Current
haemostatic drugs for rhexis haemorrhage
include antifibrinolytic amino acids (e-amino-
caproic acid and tranexamic acid), aprotinin,
desmopressin, and conjugated estrogens etc
[4]. Specifically, antifibrinolytics such as
g-aminocaproic acid, tranexamic acid and apro-
tinin are widely used for rhexis haemorrhage
like gynaecological, upper gastrointestinal, uri-
nary tract and oral bleeding but cannot be used
for bleeding with a tendency of thrombosis or
kidney malfunction [1, 2, 4-6]. Desmopressin
acts through von Willebrand factor and is used
for bleeding in patients with coagulation disor-

gens is used for gynaecological bleeding, gas-
trointestinal bleeding and surgical bleeding. It
might cause urinary tract bleeding and cannot
be used for undiagnosed abnormal genital
bleeding [9, 10]. For treating upper gastrointes-
tinal ulcer, proton pump inhibitors and hista-
mine H_-receptor antagonists have been widely
used. Non-steroidal anti-inflammatory drug
(mesalazine) is commonly used for ulcerative
colitis. Honey and Vaseline have been typically
used for oral, skin and venous ulcer [11-16].
Yunnan Baiyao (YNBY) is a secret herbal medic-
inal formula developed in 1902 by Qu
Huangzhang. According to publications [17-21]
and information from the U.S. Food and Drug
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Administration, (http://www.fda.gov/ohrms/
dockets/dailys/02/Sep02/091102/97s-0163-
let0634-vol18.pdf), YNBY comprises 40.7%
Panax notoginseng (San Qi), 17.3% Saussureae
Radix, 13.2% Discorea opposita Thumb, 10.2%
Discorea nipponica Makino, 7.3% Erodium
stephanianum Willd. Geranium wilfordii Maxim,
6.2% Alpinia officinarum Hance, and 5.1% Bos
taurus domesticus, Gmelin Bubalus bubalis L.
Yunnan Baiyao has several forms of prepara-
tion (powder, capsule, aerosol and tincture) for
local application and taking orally. The dosage
limitation was 0.25 g to 4 g per day for both
local application and taking orally. According to
the Traditional Chinese Medicine theory, YNBY
can either inhibit bleeding (removing excessive
hot blood) or promote normal blood flow in the
vessels (removing excessive stagnant dry
blood), thereby the use of it can stop bleeding
and disperse blood stasis despite the largely
unknown exact mechanisms. It has also been
shown to regulate immune function and anti-
inflammation [19].

YNBY has been widely used by Traditional
Chinese Medicine (TCM) practitioners to stop
bleeding caused by traumatic injury and sur-
gery, haemoptysis, hematochezia, hemorrhoid
haemorrhage, metrorrhagia, metrostaxis and
ulcer (ulcerative colitis, peptic ulcer, oral ulcer
and skin ulcer) [19, 20, 22-25] based on the
traditional wise in TCM that both ulcer and
bleeding share a similar mechanism of abnor-
mal microcirculation with excessive “hot blood
(bleeding)” and “dry blood (stasis)” due to hot
and cold evil [26].

YNBY can be used in monotherapy or combined
with other haemostatic drugs or antiulcer
agents. The number of randomized controlled
trials (RCTs) which assessed YNBY is continu-
ally increasing. It is necessary to assess the
effect of YNBY on specific disease. The objec-
tive of current systematic review and meta-
analysis is to determine the benefits and harms
of YNBY has the efficacy on haemorrhage and
ulcer and to determine the most suitable indi-
cations for YNBY by subgroup analysis.

Material and methods
Data sources and search strategies
We searched (without languages, countries and

publication status restrictions) the electronic
libraries including PubMed, Embase, CINAHL,
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Cochrane Library (Issue 6, 2012), CNKI (China
National Knowledge Infrastructure), VIP and
Sinomed using the terms “Yunnan Baiyao”,
“Yunnan Bai Yao”, “Yunnan Paiyao”, “clinical
trial”, “clinical observation” as free text terms
and “haemorrhage”, “ulcer” as medical subject
headings. All databases were searched from
inception to July 2012. In addition, we conduct-
ed a recursive manual search of reference lists
of all identified articles, narrative reviews, and
recently published editorials. We also contact-
ed experts for unpublished trials and authors of
included primary trials to obtain additional data

when needed.

Study selection

The eligibility of included trials was assessed
by two reviewers (XZQ and ZH) independently.
Disagreement was resolved by discussion
including the third person (YB). For inclusion
into the meta-analysis, studies had to conform
to all the following criteria: 1) trial: randomized
controlled trials (RCTs); 2) patients: haemor-
rhage or ulcer with clear definitions; 3) interven-
tions: YNBY versus routine drugs for haemor-
rhage and ulcer or YNBY plus drug treatments
versus the same drug treatments alone; 4)
main outcome: dichotomous or ordinal data
assessing the overall responses to interven-
tions. Research articles were excluded if they
met one the following criteria: 1) trial: preven-
tive RCTs; 2) patients with both haemorrhage
and ulcer; 3) drug: YNBY not from the only legiti-
mate enterprise (Yunnan Baiyao Group Co.,
Ltd.); 4) interventions: YNBY plus drug treat-
ments versus the third drug treatments; 5) out-
come: haemorrhage and ulcer improvement
with no clear definitions; 6) data: incomplete
data and further information could not be
obtained from the original author; 7) duplicated
publications.

Outcome assessment

The outcomes assessed were the efficacy of
YNBY compared with other haemostatic or anti-
ulcer agents in terms of response to therapy.
Dichotomous data included “no improvement”
and “improvement”. If ordinal data were given
to define the degree of improvement, they were
transformed into dichotomous data as
“improvement” by combining all the number of
patients that shows different degrees of
improvement (e.g. in one study investigating
the role of Yunnan Baiyao on uterine haemor-
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Figure 1. Search flow diagram for studies included in the meta-analysis RCT, random-

ized controlled trial; YNBY, Yunnan Baiyao.

rhage, the outcome was defined as follows: 2,
full recovery, bleeding was stopped within 7
days of treatment; 1, partial improvement,
bleeding was stopped between 7 and 14 days
after treatment; O, bleeding continued after 14
days’ treatment or uterine curettage was need-
ed to stop bleeding. The number of patients
with a score of 2 or 1 was added together and
rescored as improvement.).

Data extraction and quality assessment

All data were extracted independently by two
reviewers (XZQ and YB) onto a Microsoft Excel
spread sheet (Microsoft Office Excel 2007;
Microsoft Corp, Redmond, Washington, USA) as
dichotomous outcomes (response or no
response to therapy). In addition, the following
data were extracted for each trial, where avail-
able: authors, year of publication, geographical
location of the study, study population, gender,
sample size, interventions, dropouts, adver-
se events, and intention to treat analysis. We
also consulted authors of the original studies to
get more information if any problem occurred.
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The qualities of the
included studies were
assessed by two revi-
ewers (XZQ and YB) in-
dependently using the
CONSORT  statement
[27, 28]. For each item
ofthefollowing: 2-detail-
ed mentioned, 1-simply
mentioned, O-not men-
tioned. Studies with
score > 13 were arbi-
trarily defined as at low
risk of bias, while those
with score < 13 were at
high risk of bias.

Data synthesis and
analysis

Included studies were
categorized according
to the type of treatment
interventions, type of
symptoms (haemor-
rhage or ulcer), and
locations of disease
(nose, oral cavity, skin,
upper digestive tract,
lower digestive tract,
uterus). Meta-analysis

was carried out using Review Manager Software
5.0 (2009, Cochrane Collaboration and
Updated Software). We calculated Risk Ratio
(RR) and corresponding 95% confidence inter-
vals (Cls) from dichotomous variables using a
Mantel-Haenszel random effects model to pro-
duce wider confidence intervals and more con-
servative estimates [29]. We assessed the pos-
sibility of publication bias both visually by
evaluating a funnel plot (using Review Manager
5.0) for asymmetry which could result from the
non publication of trials with negative results
and formally with Begg's test (using Stata 10.0,
StataCorp, College Station, Texas, USA) [30,
31]. We reanalysed the data excluding studies
at high risk of bias to test how robust the results

of our review were.

Results

Study selection

As was shown in Figure 1, our search initially
generated 244 citations. Of these, 58 potential
duplications were found and discarded. 109
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YNBY Routine haemostatic drugs Risk Ratio Risk Ratio

r r Events Total Events Total Weight M-H,Random,95%Cl M-H, Random, 95%CI
1.1.1 nasal haemorrhage
Yang Y 2007 32 38 28 38 10.3% 1.14[0.90, 1.45] -1
Subtotal (95% CI) 38 38 10.3% 1.14 [0.90, 1.45] —~ll——
Total events 32 28
Heterogeneity: Not applicable
Test for overall effect: Z = 1.12 (P = 0.26)
1.1.2 upper gastrointestinal haemorrhage
Chen XM 2010 30 30 22 30 11.1% 1.36 [1.09, 1.69] -
Chu XF 2011 22 30 32 39 89% 0.89[0.69, 1.16] - - |
Li L 2009 38 50 36 50 10.4% 1.06 [0.84, 1.33] -
Yang QH 2001 51 55 36 54 12.3% 1.39[1.14, 1.70] — -
Subtotal (95% Cl) 165 173 42.8% 1.17 [0.95, 1.43] i
Total events 141 126
Heterogeneity: Tau® = 0.03; Chi* = 9.32, df = 3 (P = 0.03); I* = 68%
Test for overall effect: Z = 1.50 (P = 0.13)
1.1.3 uterine haemorrhage
Chen GH 2006 30 30 19 24 116% 1.26 [1.02, 1.56) -
Qu J 2003 94 100 88 100 22.9% 1.07 [0.98, 1.17] el
Wang GR 2010 3 38 29 38 12.5% 1.21[0.99, 1.47] T
Subtotal (95% Cl) 168 162 46.9% 1.14 [1.02, 1.27] -
Total events 159 136
Heterogeneity: Tau? = 0.00; Chi*=2.97,df =2 (P =0.23); = 33%
Test for overall effect: Z = 2.29 (P = 0.02)
Total (95%Cl) an 373 100.0% 1.16 [1.06, 1.28] >
Total events 332 290 )

i - CChi? = - - S12 = , t + d

Heterogeneity: Tau? = 0.01; Chi* = 13.25, df = 7 (P = 0.07); I = 47% 05 07 1 15 P

Test for overall effect: Z=3.10 (P = 0.002)
Test for subgroup differences: Chi* = 0.06, df =2 (P =0.97), I = 0%

Favours control  Favours experiment

Figure 2. Effects of YNBY versus routine haemostatic drugs in treatment of haemorrhage YNBY, Yunnan Baiyao; 95%
Cl, 95% confidence interval. Note that Risk Ratio < 1 means numerically lower response rate than control group and
RR > 1 numerically higher response rate than control group. 95% Cl doesn’t include the number 1 means statistical

difference between the 2 groups.

studies were discarded because of not meeting
the inclusion criteria after reviewing the
abstracts. We obtained 77 papers for detail
evaluation. After consulting the author, 2 stud-
ies were abandoned. 55 of them met the eligi-
bility criteria and were included in this meta-
analysis. No additional study was identified by
checking the references of relevant papers,
and no unpublished relevant studies were
obtained.

Study characteristics and quality assessment

All included 55 studies were single centre RCT
conducted in China, involving 5,150 patients
(Tables 2 and 3). There were 41 studies assess-
ing efficacy of YNBY on haemorrhage, of the
total, 2 studies on epistaxis, 29 studies on
upper gastrointestinal haemorrhage (10 trials
involving 667 patients assessed on neonatal
upper gastrointestinal haemorrhage), 9 studies
on uterine haemorrhage and 1 study on lower
gastrointestinal haemorrhage; whilst 14 stud-
ies assessing efficacy on ulcer, among which, 2
studies on oral ulcer, 2 studies on skin ulcer, 5
studies on ulcerative colitis and 5 studies on
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peptic ulcer. In one trial of 150 patients
assigned to 3 groups, we chose the YNBY group
as experimental group and the group of cimeti-
dine as control group, as this intervention was
commonly used in other included trials. The
scores of quality assessment ranged from 5 to
24 (Table 4). The mean score was 14.29 with a
standard deviation of 3.38. 32 studies were at
low risk of bias, and 23 studies were at high
risk of bias.

Efficacy of YNBY

YNBY versus routine haemostatic drugs:
Dichotomous data were reported by 8 RCTs,
containing 744 patients. There were 332
(89.5%) of 371 patients assigned to YNBY
group who responded to therapy, compared
with 290 (77.7%) of 373 allocated to routine
haemostatic drugs (carbazochrome, famoti-
dine, cimetidine and dicynone) group (RR =
1.16; 95% Cl 1.06 to 1.28) (Figure 2), with bor-
derline heterogeneity between studies (12 =
47%). There was no significant funnel plot
asymmetry (Begg's test, p = 0.711). After

Int J Clin Exp Med 2014;7(3):461-482



Yunnan Baiyao on haemostasis and antiulcer

Table 1. Sensitivity analysis of efficacy of Yunnan Baiyao

Group

Number of studies Number of 0
at low risk of bias  subjects RR 95% Cl

YNBY versus routine haemostatic drugs 6 468 1.18 [1.04, 1.35]
YNBY versus routine antiulcer drugs 3 281 1.16 [0.99, 1.36]
YNBY plus routine haemostatic drugs versus the same haemostatic drugs 18 1533 1.28 [1.20, 1.37]
YNBY plus routine antiulcer drugs versus the same antiulcer drugs 5 506 1.18 [0.99, 1.41]

YNBY, Yunnan Baiyao; 95% Cl, 95% confidence interval.

excluding 2 studies at high risk of bias, the
result was relatively stable (RR = 1.18; 95% Cl
1.04 to 1.35) (Table 1).

Of these 8 studies, one assessed epistaxis.
The routine haemostatic drug used was carba-
zochrome. In this study, 32 (84.2%) of 38
patients assigned to experimental groups
responded to therapy compared with 28
(73.7%) of 38 patients allocated to control
groups (RR = 1.14; 95% CI 0.90 to 1.45).

4 of the 8 studies assessed upper gastrointes-
tinal haemorrhage. The routine haemostatic
drugs used were famotidine, ranitidine,
omeprazole, or dicynone. 141 (85.5%) of 165
patients assigned to experimental groups
responded to therapy compared with 126
(72.8%) of 173 patients in control groups (RR =
1.17; 95% Cl 0.95 to 1.43), with significant het-
erogeneity between studies (12 = 68%).

3 of the 8 studies assessed uterine haemor-
rhage caused by abortion or surgery. The rou-
tine haemostatic drugs used were Vitamin C,
Vitamin K, or gel foam. 159 (94.6%) of 168
patients assigned to experimental groups
responded to therapy compared with 136
(84.0%) of 162 patients allocated to control
groups (RR = 1.14; 95% Cl 1.02 to 1.27) with
no significant heterogeneity (12 = 33%).

YNBY versus routine antiulcer drugs: 7 studies
assessed the effects of YNBY versus routine
antiulcer drugs on ulcer. There were 317
(81.7%) of 388 patients receiving YNBY who
responded to therapy, compared with 170
(65.6%) of 259 allocated to control groups (RR
= 1.26; 95% Cl 1.03 to 1.53) (Figure 3), with
significant heterogeneity between studies (12 =
81%). When subgroup analysis were conducted
according to ulcer locations, the heterogeneity
vanished. There was no significant funnel plot
asymmetry (Begg's test, p = 0.230) suggesting
no evidence of publication bias or other small
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study effects. After excluding 3 studies at high
risk of bias, the RR was not stable (RR = 1.16;
95% Cl 0.99 to 1.36) (Table 1.

Among these 7 studies, 2 assessed ulcerative
colitis. The drugs the control groups used were
sulfasalazine, hydrocortisone, and gentamicin.
In these studies, 55 (83.3%) of 66 patients
assigned to experimental groups responded to
therapy compared with 44 (66.7%) of 66
patients allocated to control groups (RR = 1.22;
95% Cl 1.00 to 1.48) with no significant hetero-
geneity between studies (12 = 0%).

2 studies assessed peptic ulcer. The drugs
used in control groups were sucralfate tablets
or bismuth potassium citrate tablets. 114
(72.2%) of 158 patients assigned to experi-
mental groups responded to therapy compared
with 56 (76.7%) of 73 patients allocated to con-
trol groups (RR = 1.00; 95% CI 0.88 to 1.15),
with no significant heterogeneity between stud-
ies (12 = 0%).

2 studies assessed skin ulcer caused by bed-
sore. The control drug was Vaseline. Overall, 59
(98.3%) of 60 patients assigned to experimen-
tal groups responded to therapy compared with
49 (81.7%) of 60 patients allocated to control
groups (RR = 1.20; 95% CI 1.06 to 1.36), with
no significant heterogeneity between studies
(12 = 0%).

One study assessed oral ulcer. 89 (85.6%) of
104 patients assigned to experimental group
responded to therapy compared with 170
(65.6%) of 259 patients allocated to control
group (RR = 2.45; 95% Cl 1.72 to 3.48). The
control group used hydrogen peroxide and
iodine glycerol.

YNBY combined with routine haemostatic
drugs versus the same haemostatic drugs:
Dichotomous data were reported by 33 RCTs,
containing 3,053 patients. 1572 (94.3%) of
1667 patients assigned to groups of YNBY plus

Int J Clin Exp Med 2014;7(3):461-482
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Table 2. Characteristics of included RCTs (Part A)

Country of Criteria used to . ) Number Number of partici- Criteria used to
Study . ) Symptom/region  Aetiology Age range/mean age )
origin define ulcer of centers pants (female) define no response
YangY China - Hemorrhage/Nose  Except hematologic disease and systemic 1 site 6-72/30 76 (36) Still bleeding, Mucous
2007 disease membrane erosion
Chen XM China - Hemorrhage/Upper Asphyxia neonatorum, pneumonia of 1 site <24 h23,1-3d 31, experimental group: Hematemesis aggra-
2010 digestive tract newborn, anoxic ischemic encephalopathy, > 3 d 6/mean age not 30 (12); control group:  vated or not improved
intracranial hemorrhages and septicemia mentioned 30(17) after 48 h
Chu XF China - Hemorrhage/Upper Duodenal ampulla ulcer, stomach ulcer, 1 site experimental group: 43 experimental group: Still bleeding after
2011 digestive tract portal hypertension, stomach neoplasms, + 8 (mean age); control 30 (7); control group: 48 h
acute gastric mucosal lesion, Mallory-Weiss group: 44 + 8 (mean age) 40 (19)
syndrome
LiL 2009 China - Hemorrhage/Upper Asphyxia neonatorum, meconium aspiration 1 site experimental group: 1-7 experimental group: Still bleeding after
digestive tract syndrome, intracranial hemorrhages, scler- d/4.6 d; control group: 1-7 50 (19); control group: 48 h
edema and neonatal septicemia combined d/4.8d 50 (20)
with stress ulcer
Yang QH China - Hemorrhage/Upper Gastric varices, gastric ulcer, acute gastric 1 site experimental group: 16- experimental group: Still bleeding after
2001 digestive tract mucosal lesion, duodenal ulcer, stress 78/49.5; control group: 55 (14); control group: 72 h
ulcer, subtotal gastrectomy, gastric cancer, 17-76 d/50.5 54 (15)
leiomyoma of stomach
ChenGH  China - Hemorrhage/Uterus Physiotherapy (microwave) 1 site experimental group: experimental group: 30; Still bleeding after
2006 20-43/30 £ 2.7; control control group: 24 treatment
group: 22-41/31 + 2.5
Qu J 2003 China - Hemorrhage/Uterus Drug abortion 1 site Not mentioned experimental group: Still bleeding after 14
100; control group: 100 d or need curettage
Wang GR  China - Hemorrhage/Uterus Physiotherapy (microwave) 1 site experimental group: 23- experimental group: 38; Still bleeding after
2010 51/37.2 + 4.78; control control group: 38 treatment
group: 24-52/36.7 + 5.31
Chen DH China Meet the diag- Ulcer/Colon Ulcerative colitis 1 site experimental group: 16- experimental group: After the treatment,
2011 nostic criteria 61/41.3; control group: 36 (10); control group:  the clinical symptoms
published by 14-63/44.2 36 (8) and the auxiliary
Chinese Medical examination results
Association in not improved
2000
Deng WM  China - Ulcer/Colon Chronic ulcerative colitis 1 site 19-74/mean age not experimental group: The symptom not
2010 mentioned 30 (12); control group:  improved compared
30 (14) with pretherapy
Li HG China - Ulcer/Stomach and  Helicobacter pylori 1 site experimental group: experimental group: Ulcers not at healing
2000 duodenum 20-65/41; control group: 44 (11); control group:  stage or scarring stage
22-55/41.5 38(9) after 1 month after
treatment
Zhou Y China Diagnosed by Ulcer/Stomach and  Helicobacter pylori 4 site experimental group: 21- experimental group: Size of ulcer region
2001 gastroscope, duodenum 71/57.4; control group: 147 (52); control group: decreased by less than
diameter of the 17-76/49.8 45 (18) 50%
ulcer: 5-20 mm
Yang H China - Ulcer/Skin - 1 site not mentioned experimental group: 30; Size of ulcer region not
1996 control group: 30 decreased
466 Int J Clin Exp Med 2014;7(3):461-482



Yang SJ
2008

Gong XH
2005

Tian S
2010

Bian HZ
2008

Chen YP
2003

Chen YP
2008

Chu AL
2010

Dong XF
2009

Dong XJ
2004

FanJ
2011

Ge J 1998

Ge SG
2001
He SQ
2011

Huang HY
2008

Li M 2001
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China

China

China

China

China

China

China

China

China

China

China

China

China

China

China
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Ulcer/Skin

Ulcer/Oral cavity

Hemorrhage/Nose

Hemorrhage/Upper
digestive tract

Hemorrhage/Upper
digestive tract
Hemorrhage/Upper
digestive tract

Hemorrhage/Upper
digestive tract

Hemorrhage/Upper
digestive tract

Hemorrhage/Upper
digestive tract

Hemorrhage/Upper
digestive tract

Hemorrhage/Upper
digestive tract

Hemorrhage/Upper
digestive tract

Hemorrhage/Upper
digestive tract

Hemorrhage/Upper
digestive tract

Hemorrhage/Upper
digestive tract

Compression

Duodenal ulcer, gastric ulcer, acute gastric
mucosal lesion

Hypoxic ischemic encephalopathy, amnionic
fluid aspiration syndrome, scleredema

Any factors avoid hematopoietic system
disease, swallowed blood syndrome, and
coagulation disorder

Hypoxic ischemic encephalopathy, intra-
cranial hemorrhage, purulent meningitis,
septicemia

Craniocerebral trauma combined with
stress ulcer

Gastric ulcer, duodenal ulcer, complex ulcer,
acute gastric mucosal lesion

Cerebral hemorrhage account for stress
ulcer

Gastric ulcer, duodenal ulcer, gastric carci-
noma, acute gastric mucosal lesion

Duodenal ulcer, gastric ulcer

Craniocerebral injury (GCS < 8)

Portal hypertension

Asphyxia neonatorum, anoxic ischemic
encephalopathy, intracranial hemorrhages
and meconium aspiration syndrome

1 site

1 site

1 site

1 site

1 site

1 site

1 site

1 site

1 site

1 site

1 site

1 site

1 site

1 site

1 site

40-92/mean age not
mentioned

15-76/mean age not
mentioned

17-76/mean age not
mentioned

experimental group:
22-78/mean age not
mentioned; control group:
24-82/mean age not
mentioned

10h-16 d/mean age not
mentioned

10h-16 d/mean age not
mentioned

experimental group: < 37
weeks 4, 37-40 weeks
28, > 40 weeks 8; control
group: < 37 weeks 2,
37-40 weeks 28, > 40
weeks 6

experimental group:
5-75/41; control group:
4-76/42

experimental group: 21-
69/39.6; control group:
19-70/38.5

experimental group:
42.5-78.6; control group:
44.3-80.1

experimental group: 18-
79; control group: 21-65

age range not men-
tioned/47.8

experimental group:
5-75/41; control group:
4-76/42

experimental group:
19-60/46; control group:
19-60/44

experimental group: 1-3
days 28, 4-6 days 6, > 7
days 3; control group: 1-3
days 26, 4-6 days 5, > 7
days 4

experimental group: 30;
control group: 30

experimental group:
104; control group: 60

60 (26)

experimental group:
100 (37); control group:
90 (35)

experimental group: 18
(8); control group: 18

experimental group: 46;
control group: 44

experimental group:
40 (8); control group:
36 (8)

experimental group:
60 (22); control group:
58 (25)

experimental group:
33 (6); control group:
32 (4)

experimental group:
53 (25); control group:
53 (24)

experimental group:
86 (18); control group:
36 (9)

72 (14)

experimental group:
30 (9); control group:
29 (8)

experimental group:
45 (10); control group:
42 (10)

experimental group:
37 (13); control group:
35 (12)

Ulcer not healing and
still has exudate

Ulcer not healing after
6d

Still bleeding after
treatment

Still bleeding after 7 d

Still bleeding after
48 h

Still hematemesis after
treatment

Still bleeding after
72h

Still bleeding after
72h

Still bleeding after
72h

Still bleeding after 1 w
and need other drugs
or surgery

Still have dark stools
or hematemesis or
still bleeding certified
by gastroscope after
5 days

Still bleeding after
72h

Still bleeding after
72h

Still bleeding after
72h

Still bleeding after
48 h
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China

China

China

China

China

China

China

China

China

China

China

China

Yunnan Baiyao on haemostasis and antiulcer

Hemorrhage/Upper
digestive tract

Hemorrhage/Upper
digestive tract

Hemorrhage/Upper
digestive tract

Hemorrhage/Upper
digestive tract

Hemorrhage/Upper
digestive tract
Hemorrhage/Upper
digestive tract

Hemorrhage/Upper
digestive tract

Hemorrhage/Upper
digestive tract

Hemorrhage/Upper
digestive tract

Hemorrhage/Upper
digestive tract

Hemorrhage/Upper
digestive tract

Hemorrhage/Upper
digestive tract

Peptic ulcer

Portal hypertension

Gastric ulcer, duodenal ulcer, complex ulcer

Hypoxic ischemic encephalopathy, scler-
edema neonatorum, septicemia

Craniocerebral trauma

Portal hypertension, peptic ulcer, gastric
mucosal lesion, stomach neoplasms

Cerebral infarction or cerebral hemorrhage
account for stress ulcer

Asphyxia neonatorum, pneumonia of
newborn, anoxic ischemic encephalopathy,
intracranial hemorrhages, cold lesion syn-
drome, feeding intolerance and meconium
aspiration syndrome

Peptic ulcer, gastric mucosal lesion, stom-
ach neoplasms

Asphyxia neonatorum, pneumonia of new-
born, anoxic ischemic encephalopathy and
septicemia account for stress ulcer

Peptic ulcer

Duodenal ulcer, gastric ulcer, complex ulcer,
marginal ulcer

1 site

1 site

1 site

1 site

1 site

1 site

1 site

1 site

1 site

1 site

1 site

1 site

experimental group: 20-
65/42.5 + 15.5; control
group: 18-66/41.5 + 16.0

experimental group:
60-80/74.5 + 7.9; control
group: 60-80/73.2+ 7.1
experimental group: 28-71;
control group: 25-69

experimental group: 1-3
days 33,4-6days 7,27
days 2; control group: 1-3
days 29, 4-6 days 9,>7
days 3

21-78/38.8

experimental group: 43-
67; control group: 42-65

experimental group:
40-78/56; control group:
37-80/58

40 min-7 d

experimental group: 20-
72/37.14 + 16.65; control
group: 22-68/35.25 +
14.51

experimental group: 1-3
days 25, 3-6 days 4,>7
days 3; control group: 1-3
days 23, 3-6 days 4,> 7
days 3

experimental group: 51
(median age); control
group: 50 (median age)
experimental group:
15-60/mean age not
mentioned; control group:
18-62/mean age not
mentioned

experimental group:
60 (24); control group:
55 (22)

experimental group:
43 (13); control group:
40 (12)

experimental group:
40 (5); control group:
40 (6)

experimental group:
42 (22); control group:
41 (23)

98 (24)

experimental group:

30 (13); control group:
30 (16)

experimental group:

55 (24); control group:
34 (13)

experimental group: 25;
control group: 25

experimental group:
114 (21); control group:
42 (11)

experimental group:
32 (12); control group:
30 (10)

experimental group:
45 (22); control group:
40 (19)

experimental group:
54 (6); control group:
35(5)

Still bleeding after
72h

Still bleeding after
72h

Still have dark stools
or hematemesis after
5 days, symptom was
not improved, or FOB
positive

Still bleeding after
48 h

Still bleeding after
72h

Still bleeding after
72h

Still bleeding after
72h

Still have melena after
48 h

Still bleeding after 5 d

Still bleeding after
48 h

Still bleeding after 72
h or rebleeding and
need other treatment

Still bleeding after 5 d
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China

China

China

China

China

China

China

China

China

China

China

China

Diagnosed by
gastroscope
according to the
criteria published
by the Ministry
of Health of the
People’s Repub-
lic of China

Meet the diag-
nostic criteria
published by
Chinese Medical
Association in
2001

Yunnan Baiyao on haemostasis and antiulcer

Hemorrhage/Upper
digestive tract

Hemorrhage/Lower
digestive tract

Hemorrhage/Uterus

Hemorrhage/Uterus

Hemorrhage/Uterus

Hemorrhage/Uterus

Hemorrhage/Uterus

Hemorrhage/Uterus

Ulcer/Stomach and
duodenum

Ulcer/Stomach and
duodenum

Ulcer/Stomach and
duodenum

Ulcer/Colon

Hypoxic ischemic encephalopathy, intra-
cranial hemorrhage, purulent meningitis,
septicemia

Colonic polyps, rectal polypus, rectal
neoplasms, colon neoplasms, vascular mal-
formation, ulcerative colitis, Crohn disease,
colon diverticulum

Physiotherapy (microwave)

Loop electrosurgical excision procedure

Physiotherapy (microwave)

Physiotherapy (microwave)

Drug abortion

Physiotherapy (microwave)

Peptic ulcer

Peptic ulcer

Peptic ulcer

Ulcerative colitis

1 site

1 site

1 site

1 site

1 site

1 site

1 site

1 site

1 site

1 site

1 site

1 site

experimental group: 32-37
weeks 8, 38-40 weeks

10, > 40 weeks 2; control
group: 32-37 weeks 10,
38-40 weeks 7, > 40
weeks 1

experimental group: 11-

76/57 + 12; control group:

15-78/54 + 10

experimental group:
26-57/34 + 6.21; control
group: 25-53/33 £ 7.28
experimental group:
21-44/32 + 6.33; control
group: 22-47/33 + 8.37
19-45

19-43

17-35/mean age not
mentioned

experimental group: 22-
45/32.5; control group:
21-48/34.5

Not mentioned

experimental group: 19-
75/36.6; control group:
18-73/34.4

experimental group: 18-
76/39.5 + 13.6; control
group: 19-65/34.9 + 11.5

21-73/38.4 £ 11.0

experimental group:
20 (7); control group:
18 (8)

experimental group:
55 (19); control group:
55 (21)

experimental group: 45;
control group: 35

experimental group: 32;
control group: 25

experimental group: 40;
control group: 28
experimental group:

80 (80); control group:
32(32)

experimental group:
194; control group: 194

experimental group:

27 (27); control group:
28 (28)

experimental group: 80;
control group: 60

experimental group:
55 (19); control group:
55 (17)

experimental group:

69 (25); control group:
69 (27)

totle: 134 (35);
experimental group: 69;
control group: 65

Still bleeding after
72h

Still bleeding after
72h

No improvement after
treatment

The decrease of vol-
ume of bleeding was
less than 50%

No improvement after
treatment

Still bleeding after
treatment

The volume of bleed-
ing was more than
the menstrual blood
volume

Size of ulcer region not
decreased

The symptom not
improved compared
with pretherapy and
size of ulcer region not
decreased

Size of ulcer region
decreased by less than
50%

Size of ulcer region
decreased by less than
50%

After the treatment,
the clinical symptoms
and the examination
results not improved
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Du KT China Meet the diag- Ulcer/Colon Ulcerative colitis 1 site 20-57/37.5 totle: 60 (27); ex- After the treatment,
2011 nostic criteria perimental group: 30; the clinical symptoms
published by control group: 30 and the auxiliary
Chinese Medical examination results
Association in not improved
2000
Zhang LL  China Meet the diag- Ulcer/Colon Ulcerative colitis 1 site experimental group: 21- experimental group: After the treatment,
2010 nostic criteria 60/37.5 + 12.48; control 30 (5); control group: the clinical symptoms
published by group: 20-58/36.0 + 30 (6) and the auxiliary
Chinese Medical 11.29 examination results
Association in not improved
2000
Zhao GM  China - Ulcer/Oral cavity - 1 site 18-60/28.5 totle: 64 (10); ex- After the treatment,
2011 perimental group: 32; the clinical symptoms
control group: 32 not improved
Table 3. Characteristics of included RCTs (Part B)
Duration of Mean volume (or
Study Intervention in experimental group Intervention in control group thera time) of bleeding  Methodology Adverse events
Py (or ulcer)
YangY Attach cotton ball with Yunnan Baiyao to the bleeding Attach cotton ball with Erythromycin Eye Ointment 1 week - Concealment of allocation Not mentioned
2007 region, and Yunnan Baiyao powder 0.5 g t.i.d. to the bleeding region, and carbazochrome and blinding unclear,
through oral administration through oral administration randomized
Chen XM Cure the primary disease, fasting, anti-infection, Cure the primary disease, fasting, anti-infection, 2 days - Concealment of allocation Not mentioned
2010 nutritional support, blood transfusion if needed, body nutritional support, blood transfusion if needed, and blinding unclear,
weight < 1200 g 0.15 g t.i.d., body weight > 1200 g  tagamet 0.1 g did through gastric canal, randomized
0.25 g t.i.d. administrated through oral if possible, or ethamsylate 125 mgi.v.
through nasal feeding
Chu XF Cimetidine, nutritional support, blood transfusion if Cimetidine, nutritional support, blood transfusion 3 days - Concealment of allocation 0 in experimental
2011 needed, Yunnan Baiyao 4 g with physiological saline  if needed, lyophilizing thrombin powder 1-2 KU and blinding unclear, group; O in control
200 ml p.o. or through gastric canal p.o. or through gastric canal randomized group
Li L2009 Cure the primary disease, fasting, blood transfusion  Cure the primary disease, fasting, blood > 2 days - Concealment of allocation  Not mentioned
if needed, gastric lavage, ethamsylate, vit K1 i.v., transfusion if needed, gastric lavage, ethamsylate, and blinding unclear,
Yunnan Baiyao 0.25 g and physiological saline 10 mg vit K1 i.v., cimetidine 0.1 g and physiological randomized by drawing
t.i.d. through nasal feeding saline 10 mg t.i.d. through nasal feeding lots
Yang QH Cure the primary disease, blood transfusion, Yunnan  Cure the primary disease, blood transfusion, 3 days experimental group:  Concealment of allocation O in experimental
2001 Baiyao 1 g the first time, then 0.5 g t.i.d., after the famotidine 20 mg i.v. d.i.d. 2.0 £ 0.5 d; control  and blinding unclear, group; 4 in control
fecal occult blood turns negative, 0.25 g t.i.d. for 3 group: 3.0+ 0.5d randomized group
days
Chen GH  Press the cotton ball with 3% iodine tincture to Press the cotton ball with 3% iodine tincture to Not - Randomized by treatment  Not mentioned
2006 the bleeding region for 2-3 min, sterilize with 75% the bleeding region for 2-3 min, sterilize with 75% mentioned number
alcohol around the bleeding region, then attach alcohol around the bleeding region, then attach
sterile gauze with Yunnan Baiyao 1 g to the bleeding the gelfoam and 1-2 sterile gauze to the bleeding
region region, and take the sterile gauze out after 24 h
470 Int J Clin Exp Med 2014;7(3):461-482
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The first two days Mifepristone 50 mg at 8:00 and 25

mg at 20:00 through oral administration; the third

day Misoprostol 600 ug at 8:00. After the gestational

sac eliminated, Yunnan Baiyao 2 capsules t.i.d.
through oral administration.

Attach sterile gauze with Yunnan Baiyao 3-5 g to the
bleeding region and change dressings every other
day

Yunnan Baiyao 1 g with 0.9% physiological saline
100 ml by coloclysis

To make enema with Yunnan Baiyao 4 g and

administer 80-150 ml before sleep after defaecation

every night 70-80 drop/min, the enema should be
reserved for 4 h

Yunnan Baiyao 1 g, Amoxicillin 0.5 g, metronidazole
0.2 gq.i.d. for 14 d

Yunnan Baiyao 500 mg q.i.d., ranitidine 150 mg b.i.d.

through oral administration

Attach sterile gauze with Yunnan Baiyao to the ulcer
region and change dressings every other day

Clean the ulcer surface with physiological saline,
attach the Yunnan Baiyao powder to the ulcer and
the thickness of the drug should be 1-2 mm t.i.d. for
2 weeks

Attach cotton ball with Yunnan Baiyao powder to the
ulcer region for 30 min b.i.d.

Microwave 30-40 W, antibiotics, hemostatics, Yunnan

Baiyao 0.5 g q.i.d. for 1 week

Bed rest, blood transfusion, inhibit gastric acid and

protect gastric mucosa, hemostatics, norepinephrine

or thrombin through oral administration and fasting

if severe, Yunnan Baiyao 4 g and physiological saline

60 ml 4-6 times a day

Fasting, gastrointestinal decompression, cimetidine
i.v. Yunnan Baiyao: body weight < 2500 g 0.15 g
t.i.d. body weight > 2500 g 0.25 g t.i.d. through oral
administration or nasal feeding if necessary, blood
transfusion if necessary

The first two days Mifepristone 50 mg at 8:00
and 25 mg at 20:00 through oral administration;
the third day Misoprostol 600 ug at 8:00. After
the gestational sac eliminated, vit K4 8 mg t.i.d.
through oral administration.

Attach cotton ball with iodophors to the bleeding
region and change dressings every other day

Sulfasalazine 2 g with hydrocortisone 100 mg by
coloclysis s.i.d.

To make enema with physiological saline 150 ml
and gentamicin 160000 u and administer 80-
150 ml before sleep after defaecation every night
70-80 drop/min, the enema should be reserved
for4 h

Bismuth Potassium Citrate Tablets 0.12 g,
Amoxicillin 0.5 g, metronidazole 0.2 g q.i.d. for
14 d

Sucralfate 500 mg q.i.d., ranitidine 150 mg b.i.d.
through oral administration

Attach sterile gauze with vaseline to the ulcer
region and change dressings every other day

Clean the ulcer surface with physiological saline,
attach sterile gauze with vaseline to the ulcer
region and change dressings every other day for
2 weeks

3% hydrogen peroxide solution and physiological
saline douche the ulcer region then attach the
cotton ball with iodine glycerol to the ulcer region

Microwave 30-40 W, antibiotics, hemostatics

Bed rest, blood transfusion, inhibit gastric
acid and protect gastric mucosa, hemostatics,
norepinephrine or thrombin through oral
administration and fasting if severe

Fasting, gastrointestinal decompression,
cimetidine i.v., blood transfusion if necessary

Yunnan Baiyao on haemostasis and antiulcer

9 days

Not
mentioned

30 days

mild case:
15 days;
severe case:
30 days

2 weeks

4 weeks

20 days

2 weeks

1 week

1 week

1 week

> 2 days

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Not mentioned

Not mentioned

0 in experimental
group; nausea
and vomiting

5, flushing and
tachycardia; 3 in
control group

3 in experimental
group; 3 in control
group

2 in experimental
group; 5 in control
group

0 in experimental
group; O in control
group

Not mentioned

Not mentioned

Not mentioned

Not mentioned

0 in experimental
group; O in control
group

0 in experimental
group; O in control
group
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Chen YP Fasting, gastrointestinal decompression, cimetidine  Fasting, gastrointestinal decompression, 2 days - Concealment of allocation Not mentioned
2008 i.v. Yunnan Baiyao: body weight < 2500 g 0.15 g cimetidine i.v. and blinding unclear,
t.i.d. body weight > 2500 g 0.25 g t.i.d. through oral randomized
administration or nasal feeding if necessary
Chu AL Fluid replacement, plasma transfusion, dicynone, Fluid replacement, plasma transfusion, dicynone, 3 days - Concealment of allocation  Not mentioned
2010 vitamin K1, cimetidine, wash the stomach by vitamin K1, cimetidine, wash the stomach by and blinding unclear,
norepinephrine 2 mg and physiological saline 100 norepinephrine 2 mg and physiological saline randomized
ml, give 5% Yunnan Baiyao suspension 1-2 ml 100 ml
through stomach tube t.i.d. or q.i.d.
Dong XF Cure the primary disease, omeprazole 40 mg bid i.v., Cure the primary disease, omeprazole 40 mg 3 days - Concealment of allocation Not mentioned
2009 Yunnan Baiyao 4 capsules qid through gastric canal  bid i.v. and blinding unclear,
randomized
Dong XJ Blood transfusion, fluid replacement, omeprazole 80 Blood transfusion, fluid replacement, omeprazole 5 days - Concealment of allocation O in experimental
2004 mg i.v. the first time then 40 mg s.i.d. i.v. for 3-5 d, 80 mg i.v. the first time then 40 mg s.i.d. i.v. for and blinding unclear, group; O in control
batroxobin 1 KU b.i.d. i.v. for 3-5 d, Yunnan Baiyao 3-5 d, batroxobin 1 KU b.i.d. i.v. for 3-5 d randomized group
0.75 g p.o. 4-6 times per day
FanJ Cure the primary disease, pantoprazole 40 mg Cure the primary disease, pantoprazole 40 mg 2 weeks - Concealment of allocation  Not mentioned
2011 i.v. s.i.d., Yunnan Baiyao 0.5 g t.i.d. through nasal i.v.s.i.d. and blinding unclear,
feeding randomized
Ge J 1998 PPI, H, receptor blocking pharmacon, ethamsylate,  PPI, H, receptor blocking pharmacon, 5 days - Concealment of allocation O in experimental
carbenzamine, Yunnan Baiyao powder 4 g with ethamsylate, carbenzamine and blinding unclear, group; O in control
physiological saline 30 ml every 4 hours randomized group
Ge SG Fluid replacement, blood transfusion, cimetidine 1 Fluid replacement, blood transfusion, cimetidine 3 days - Concealment of allocation  Not mentioned
2001 g/d i.v., wash the stomach by norepinephrine 8 mg/ 1 g/d i.v., wash the stomach by norepinephrine 8 and blinding unclear,
dl and physiological saline 100 ml every hour for 4-6  mg/dl and physiological saline 100 ml every hour randomized
h, Yunnan Baiyao 4 g/d for 2-3 d for 4-6 h
He SQ Cure the primary disease, omeprazole 40 mg b.i.d. Cure the primary disease, omeprazole 40 mg 4 days - Concealment of allocation Not mentioned
2011 i.v. for 4 d, Yunnan Baiyao powder 4 g q.i.d. for 4 d b.i.d. i.v. for 4 d and blinding unclear,

through stomach tube randomized

Huang HY Somatostatin, propranolol dinitrate, protect gastric
2008 mucosa, blood transfusion, Yunnan Baiyao 10 pills
t.i.d. p.o.

Somatostatin, propranolol dinitrate, protect gastric 3 days -
mucosa, blood transfusion

Concealment of allocation 5 in experimental
and blinding unclear, group; 5 in control
randomized group (these
10 participants
can't be tolerant
of propranolol
dinitrate)

Li M 2001 Cure the primary disease, fasting, anti-infection, Cure the primary disease, fasting, anti- 5 days experimental group:  Concealment of allocation O in experimental

nutritional support, gastrointestinal decompression, infection, nutritional support, gastrointestinal 1.42 +0.52 d; and blinding unclear, group; O in control
blood transfusion, Vit K1 3 mg i.v. for 1-3 d, decompression, blood transfusion, Vit K1 3 mg control group: 3.21 + randomized group
ethamsylate 62.5-125 mg and carbenzamine 20-30 i.v. for 1-3 d, ethamsylate 62.5-125 mg and 0.54 d

mg i.v. b.i.d. for 3-5 d, cimetidine 20-30 mg i.v. b.i.d., carbenzamine 20-30 mg i.v. b.i.d. for 3-5 d,
Yunnan Baiyao 0.06-0.08 g with physiological saline  cimetidine 20-30 mg i.v. b.i.d.
5 ml through gastric canal for 2 d

Li ML Fluid replacement, anti-infection, blood transfusion Fluid replacement, anti-infection, blood

2010 if needed, gastrointestinal decompression, general transfusion if needed, gastrointestinal
hemostatics, omeprazole 40 mg, physiological saline decompression, general hemostatics, omeprazole
100 ml i.v. b.i.d. Yunnan Baiyao powder 0.5 g p.o. 40 mg, physiological saline 100 ml i.v. b.i.d.
or through gastric tube with physiological saline 30
ml t.i.d.

> 3 days experimental group:  Concealment of allocation  Not mentioned
2.5 + 0.8 d; control and blinding unclear,

group: 45+1.2d randomized
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Yunnan Baiyao on haemostasis and antiulcer

Fasting, fluid replacement, blood transfusion, routine
hemostasis, antacid, maintain water-electrolyte
balance, nutritional support, cure the primary
disease, and Yunnan Baiyao 0.5 g q.i.d. p.o.

Bed rest, blood transfusion, fasting for 1-4 days,
pantoprazole sodium 40 mg with 0.9% physiological
saline 250 ml i.v. b.i.d. for 5 days, Yunnan Baiyao 1 g
t.i.d. p.o. for 5 days

Cure the primary disease, fasting, Vit K1, etamsylate,
cimetidine, gastric lavage and blood transfusion if
needed, Yunnan Baiyao 0.083 g q.i.d. through gastric
canal or p.o.

Ranitidine 0.2 g i.v. b.i.d., losec 40 mg i.v. b.i.d.,
aluminium hydroxide gel 20 mg and Yunnan Baiyao
0.5 g through gastric tube qg.i.d., blood transfusion if
necessary

Bed rest, fasting, nutritional support, routine
treatment for the primary disease, blood transfusion
if needed, antacid, maintain water-electrolyte
balance, Yunnan Baiyao 0.5 g p.o. and thrombin
2000 IU with physiological saline 20 ml every four
hours

Routine treatment for the primary disease,
famotidine 20 mg and physiological saline 250 ml i.v.
b.i.d. Yunnan Baiyao powder 0.5 g and physiological
saline 20 ml through gastric tube q.i.d. for 5 d at
most

Routine treatment for the primary disease,

cimetidine i.v., Vit K1 i.m., gastric lavage with 1.4%
sodium bicarbonate or physiological saline, Yunnan
Baiyao 0.1 g with warm water 5 ml by nasal feeding

Routine treatment for the primary disease including
H,-recetor blockers, ethamsylate; Yunnan Baiyao
powder 4 g with physiological saline 30 ml every 4
hours a time for 5 days

Cure the primary disease, fasting, anti-infection,
nutritional support, blood transfusion 10 ml/kg if
needed, gastrointestinal decompression, Vit K1 10
mg/d i.v. for 3-5 days, Yunnan Baiyao 50 mg with
physiological saline 5 ml through gastric tube

Esomeprazole 40 mg b.i.d. i.v., Yunnan Baiyao
powder 4 g with physiological saline 20 ml through
gastric canal

Fluid replacement, blood transfusion, fasting, wash
the stomach, Losec 40 mg b.i.d. i.v., attach the
Yunnan Baiyao 4 g to the bleeding region the first
time, then 0.5 g t.i.d.

Cure the primary disease, cimetidine, gastric lavage,
Yunnan Baiyao 83 mg through nasal feeding tube
ti.d.

Fasting, fluid replacement, blood transfusion,
routine hemostasis, antacid, maintain Water-
Electrolyte Balance, nutritional support, cure the
primary disease

Bed rest, blood transfusion, fasting for 1-4
days, pantoprazole sodium 40 mg with 0.9%
physiological saline 250 ml i.v. b.i.d. for 5 days

Cure the primary disease, fasting, Vit K1,
etamsylate, cimetidine, gastric lavage and blood
transfusion if needed

Ranitidine 0.2 g i.v. b.i.d., losec 40 mg i.v. b.i.d.,
aluminium hydroxide gel 20 mg through gastric
tube q.i.d., blood transfusion if necessary

Bed rest, fasting, nutritional support, routine
treatment for the primary disease, blood
transfusion if needed, antacid, maintain water-
electrolyte balance, thrombin 2000 IU with
physiological saline 20 ml every four hours

Routine treatment for the primary disease,
cimetidine 400 mg and physiological saline 250
mli.v. b.i.d.

Routine treatment for the primary disease,
cimetidine i.v., Vit K1 i.m., gastric lavage with
1.4% sodium bicarbonate or physiological saline

Routine treatment for the primary disease
including H,-recetor blockers, ethamsylate

Cure the primary disease, fasting, anti-infection,
nutritional support, blood transfusion 10 ml/kg if
needed, gastrointestinal decompression, Vit K1
10 mg/d i.v. for 3-5 days

Esomeprazole 40 mg b.i.d. i.v.

Fluid replacement, blood transfusion, fasting,
wash the stomach, Losec 40 mg b.i.d. i.v.

Cure the primary disease, cimetidine, gastric
lavage

3 days

5 days

3 days

> 3 days

3 days

Drug
withdrawal
when 3
days after
hemostasis

Drug
withdrawal
after
hemostasis

5 days

2 days

Not
mentioned

5 days

3 days

experimental group:

18.6 £+ 11.4 h;
control group: 34.5
+16.7h

experimental group:

1.34 + 0.64 d;
control group: 3.23
+0.52d

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

0 in experimental
group; O in control
group

Not mentioned

0 in experimental
group; O in control
group

Not mentioned

Not mentioned

0 in experimental
group; O in control
group

1 in experimental
group; 8 in control
group

0 in experimental
group; O in control
group

0 in experimental

group; O in control
group

Not mentioned

Not mentioned

Not mentioned
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2010

Xu XZ
1994

Chen X
2009

Du KT
2011
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Intravenous nutrition, fasting for 3 days, Yunnan
Baiyao 8 g, norepinephrine 12 mg with physiological
saline 200 ml by enema every 12 h

Press the cotton ball with iodine tincture and Yunnan
Baiyao to the bleeding region for 2-3 min, NSAIDs

Apply Yunnan Baiyao powder 3 g to the bleeding
region, norlutin 5 mg every 8-12 h a time p.o., after
bleeding stopped, norlutin 3.75 mg till 7 days before
the next menstrual onset or 20 days after bleeding

stopped

Apply Yunnan Baiyao powder 1 g to the bleeding

region s.i.d. for 3 days

Attach cotton ball with Yunnan Baiyao to the bleeding
region and change dressings every day for 7 days,
Gong Xuening (Chinese herbal drugs) through oral
administration for 7 days

Mifepristone, misoprostol, in 24 h after misoprostol
administrated leonurus japonicus houtt. through oral
administration, then after misoprostol administration
72 h give Yunnan Baiyao 0.5 g t.i.d. for 5 d

Attach cotton ball with iodophors to the ulcer region
for 2-3 min, Yunnan Baiyao powder 1 g to the ulcer

surface s.i.d, NSAIDs

Yunnan Baiyao 2 pills t.i.d. p.o. and omeprazole 20

mg b.i.d. p.o.

Amoxicillin 0.5 g t.i.d., cimetidine 0.2 g t.i.d. and
Yunnan Baiyao 3 g b.i.d.

Yunnan Baiyao 0.5 g t.i.d. half an hour before meals,

ranitidine 0.15 g b.i.d.

Yunnan Baiyao Enema (Yunnan Baiyao 4-6 g/d,
metronidazole 0.4 g, dexamethasone 5-10 mg/d) by
coloclysis s.i.d., SASP 4-6 g/d p.o.

Sulfasalazine 1 g q.i.d. p.o., Yunnan Baiyao 0.5 g

t.i.d. p.o.

Intravenous nutrition, fasting for 3 days,
norepinephrine 12 mg with physiological saline

200 ml by enema every 12 h

Press the cotton ball with iodine tincture to the
bleeding region for 2-3 min, NSAIDs

Norlutin 5 mg every 8-12 h a time p.o., after
bleeding stopped, norlutin 3.75 mg till 7 days
before the next menstrual onset or 20 days after

bleeding stopped

Attach sterile gauze with iodophors to the bleeding

region s.i.d. for 3 days

Gong Xuening (Chinese herbal drugs) through oral

administration for 7 days

Mifepristone, misoprostol, in 24 h after
misoprostol administrated leonurus japonicus
houtt. through oral administration

Attach sterile gauze with iodophors to the ulcer

region s.i.d. NSAIDs

Omeprazole 20 mg b.i.d. p.o.

Losec 20 mg b.i.d., amoxicillin 0.5 g t.i.d. and

cimetidine 0.2 g t.i.d.

Ranitidine 0.15 g b.i.d.

Common Enema (metronidazole 0.4 g,
dexamethasone 5-10 mg/d) by coloclysis s.i.d.,

SASP 4-6 g/d p.o.

Sulfasalazine 1 g g.i.d. p.o.

3 days

1 day

20 days

3 days

7 days

5 days

1 day

4 weeks

6 weeks

4 weeks

> 4 weeks

8 weeks

Yunnan Baiyao on haemostasis and antiulcer

experimental group:
8.13+2.41d;
control group: 10.31
+3.12d

experimental group:
8.7 + 4.6 d; control
group: 15.7 +5.1.d

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
unclear, single blind and
randomized

Concealment of allocation
and blinding unclear,
randomized, follow up for
2 years

Allocation arranged by
registration order, blinding
unclear

Concealment of allocation
and blinding unclear,
randomized

Concealment of allocation
and blinding unclear,
randomized

Not mentioned

0 in experimental
group; O in control
group

Not mentioned

Not mentioned

Not mentioned

Not mentioned

Not mentioned

Not mentioned

Not mentioned

Slight dizzy, dry
mouth, skin rash
and constipation
in both groups

Asthenia,

dizzy, nausea,
increasing
abdominal
pain, skin rash,
leukopenia and
transaminase
increasing

Not mentioned
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2 in experimental

Concealment of allocation
and blinding unclear,

randomized

Mesalazine 1.0 g t.i.d. p.o. 3 weeks

Mesalazine 1.0 g t.i.d. p.o., 0.9% physiological

Zhang LL
2010

group; 4 in control

saline 100 ml with Yunnan Baiyao powder 2.0 g by
coloclysis s.i.d. at 21 o’clock after defecation and

retention enema for 1-2 hours

group. All of these
were abdominal
discomfort

Not mentioned

Concealment of allocation
and blinding unclear,

experimental group:
randomized

3.56 £ 0.23 d;

30 days

Ranitidine 150 mg b.i.d. p.o., Yunnan Baiyao 500 mg Ranitidine 150 mg b.i.d. p.o.

t.i.d. 0.5 h before meals

Zhao GM
2011

control group: 7.25 +

0.56d

Table 4. CONSORT score of included RCTs

Standard CONCORT (2010) checklist items

18 19 20 21 22 23 24 25

12 13 14 15 16 17

11

10
A B A B A B A B 5 A B A B A B 9 10 A B A B A B A B 15 16 A B 18 19 20 21 22 23 24 25 SUM

0
0
0

Trials

15
16
15
19
21
16
13
10
15
14
13
17

0
0
0
0
0
0
0
0
0
0
0
0
0

1
1
2
0
2

0O 0 0 1 O
0O 0 0 0 O
0O 0 0 0 O
0O 0 0 1 O
0O 0 0 1 O
0O 0 0 0 O

Yang Y 2007

1

Chen XM 2010
Chu XF 2011
Li L 2009

0
0

Yang QH 2001
Chen GH 2006

QuJ 2003

1
0

0O 0 1 0 1 O
1 0 0 0 0 O

0

1
1
0

1

0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0

Wang GR 2010
Chen DH 2011

0O 0 0 0 0 O

1
1

0O 0 0 1 O

0

1

Deng WM 2010
Li HG 2000

1
2
0

1 0 1 O

0O 0 0 0 2 O
0O O

1

1

1

1

1
1

0
0

Zhou Y 2001
Yang H 1996

1 0 0 O
1 0

13
10

0

1

0

Yang SJ 2008

0
0
0
0
0
0
0
0
0
0
0
0
0

1
1
1
1
1
1
1
1
1
1
0

0O 0 0 0 O
0O 0 0 0 O
0O 0 0 0 O

0
0

Gong XH 2005
Tian S 2010

10
14
13

Bian HZ 2008

1 0 0 O

Chen YP 2003
Chen YP 2008
Chu AL 2010

1 0 0 O

0O 0 1 0 0 O
1

0

13
13

17

1 0 0 O

0
0

Dong XF 2009
Dong XJ 2004
FanJ 2011
Ge J 1998

1 0 0 O

0O 0 0 1 O

0
o 0

14
10
10
13

0

1 0 0 O
1 0 0 O

0

0
0
0

Ge SG 2001

1
1

0O 0 0 O O

0

He SQ 2011

1 0 1 0

Huang HY 2008
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14
14
15
13
20
13
17

0
0
0
0
0
0
0

0
0

0O 0 0 1 O
0O 0 O O O
0O 0 0 1 O

0

Li M 2001

0
0
0
0
0
0
0
0
0
0
0
0

Li ML 2010
Li QM 2007
Li YM 2009
Luo Y 2012
Pang Y 2004
Shi SY 2011

1
1
2
0

1 0 1 O

0O 0 0 1 O

0

1 0 1 O

1

0O 0 0 1 O

16
16
16
18
17

0O 0 0 1 O
0O 0 0 0 O o

1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1

Sun YM 2003

0
0
0
0
0

0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0

1
1
1

Wang CJ 2009
Wang WD 1996

1
2

0 0 0 0 O
0O 0 0 1 O
0 0 0 1 O

Zhang XR 2005
Zhong LY2012
Zhou Y 2006

1

0 0 0 0 0 O

0
0
0
0

13
14
14
16
13
15
10
16
13
15
19
17

2

1 0 0 O
1 0 0 O
1 0 0 O
1 0 1 O

1
1
1

Zhuang DY 2000 O

1
1
1
0

0
0

Zhang CX 2005

Huang LR 2009
Li L 2007

0O 0 0 1 O
0O 0 O O O
0 0 O O O
0 0 0 1 O

0

0
0
0
0
0
0
0
0
0
0
0

Zhang M 2009
Zhao X 2008
Zhu SZ 2004
Zhu XP 2010

1
1
1
0
0

1 0 2 O

1

Huang ZX 2008

Liu M 2010
Xu XZ 1994

0O 0 0 2 O

0
0
0
0
0

0O 0 0 2 0 O

1
1
2

0O 0 0 2 O
0O 0 0 1 O
0 0 0 1 O
0O 0 0 1 O

Chen X 2009
Du KT 2011

13
24
19

Zhang LL 2010
Zhao GM 2011

1

1
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YNBY Routine antiulcer drugs Risk Ratio Risk Ratio
—StudyorSubgroup  Events Total Events Total Weight M-H,Random,95%Cl  M-H.Random,95%Cl
2.1.1 colonic ulcer
Chen DH 2011 31 36 27 36 14.8% 1.15[0.91, 1.44) T
Deng WM 2010 24 30 17 30 11.5% 1.41[0.98, 2.02] -
Subtotal (95% CI) 66 66 26.3% 1.22 [1.00, 1.48) g
Total events 55 44
Heterogeneity: Tau? = 0.00; Chi* = 0.96, df = 1 (P = 0.33); I = 0%
Test for overall effect: Z = 2.00 (P = 0.05)
2.1.2 gastroduodenal ulcer
Li HG 2000 39 44 34 38 16.7% 0.99[0.85, 1.15) e
Zhou Y 2001 75 114 22 35 13.3% 1.05[0.79, 1.39] -1
Subtotal (95% Cl) 158 73 30.0% 1.00 [0.88, 1.15] <>
Total events 114 56
Heterogeneity: Tau? = 0.00; Chi* = 0.16, df = 1 (P = 0.69); I* = 0%
Test for overall effect: Z = 0.04 (P = 0.97)
2.1.3 skin ulcer
Yang H 1996 30 30 24 30 15.9% 1.24 [1.03, 1.50] -
Yang SJ 2008 29 30 25 30 16.2% 1.16 [0.98, 1.38] >
Subtotal (95% Cl) 60 60 32.1% 1.20 [1.06, 1.36] <>
Total events 59 49
Heterogeneity: Tau® = 0.00; Chi? = 0.30, df = 1 (P = 0.59); I* = 0%
Test for overall effect: Z = 2.79 (P = 0.005)
2.1.4 oral ulcer
Gong XH 2005 89 104 21 60 11.6% 2.45(1.72, 3.48] _—
Subtotal (95% Cl) 104 60 11.6% 2.45[1.72, 3.48] "‘
Total events 89 21
Heterogeneity: Not applicable
Test for overall effect: Z = 4.95 (P < 0.00001)
Total (95%Cl) 388 259 100.0% 1.26 [1.03, 1.53] -
Total events 317 170
Heterogeneity: Tau? = 0.05; Chi* = 31.85, df = 6 (P < 0.0001); I* = 81% of 5 057 H 1f5 2

Test for overall effect: Z = 2.26 (P = 0.02)

Test for subgroup differences: Chi* = 22.06, df = 3 (P < 0.0001), I* = 86.4%

Favours control Favours experiment

Figure 3. Effects of YNBY versus routine antiulcer drugs in treatment of ulcer YNBY, Yunnan Baiyao; 95% Cl, 95%
confidence interval. Note that Risk Ratio < 1 means numerically lower response rate than control group and RR >
1 numerically higher response rate than control group. 95% ClI doesn’t include the number 1 means statistical dif-

ference between the 2 groups.

routine haemostatic drugs responded to the
therapy, compared with 1055 (76.1%) of 1386
in control groups (RR = 1.23; 95% Cl 1.17 to
1.29) (Figure 4), with a borderline heterogene-
ity (12 =57%). There was a significant funnel plot
asymmetry (Begg's test, p = 0), suggesting pub-
lication bias or small study effects. After exclud-
ing 15 studies with low quality, the RR was rela-
tively stable (RR = 1.28; 95% CI 1.20 to 1.37)
(Table 1).

One study assessed epistaxis. The routine hae-
mostatic drugs were epinephrine and antibiot-
ics. 29 (96.7%) of 30 patients assigned to
experimental group responded to therapy com-
pared with 24 (80.0%) of 30 patients allocated
to control group (RR = 1.21; 95% CI 1.00 to
1.46).

25 studies assessed upper gastrointestinal
haemorrhage. The routine haemostatic drugs
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contained ethamsylate, cimetidine, norepi-
nephrine, Vitamin B, omeprazole, somatosta-
tin, ranitidine or pantoprazole. Overall, 1093
(93.9%) of 1164 patients assigned to experi-
mental groups responded to therapy compared
with 728 (75.9%) of 959 patients allocated to
control groups (RR = 1.22; 95% CI 1.15 to
1.30), with a significant heterogeneity between
studies (12 = 62%). Begg'’s test (p = 0) showed a
great possibility of publication bias.

One study assessed lower gastrointestinal
haemorrhage. The routine haemostatic drug
was norepinephrine. There were 49 (89.1%) of
55 patients assigned to experimental group
responding to therapy, compared with 38
(69.1%) of 55 in the control group (RR = 1.29;
95% Cl 1.06 to 1.57).

6 studies assessed uterine haemorrhage. The
routine haemostatic drugs used in both groups

Int J Clin Exp Med 2014;7(3):461-482
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YNBY+haemostatic drugs  Routine haemostatic drugs Risk Ratio Risk Ratio
Events Total Events Total Weight M-H.Random,95%Cl _ M-H.Random,95% CI

3.1.1 nasal haemorrhage
Tian S 2010 29 30 24 30 3.1% 1.21[1.00, 1.46) D
Subtotal (95% CI) 30 30 31% 1.21 [1.00, 1.46] [
Total events 29 24
Heterogeneity: Not applicable
Test for overall effect: Z = 1.94 (P = 0.05)
3.1.2 upper gastrointestinal haemorrhage
Bian HZ 2008 89 100 80 90 4.9% 1.00[0.91, 1.11] T
Chen YP 2003 18 18 16 18 31% 1.12[0.93, 1.36] T
Chen YP 2008 46 46 41 44 5.1% 1.07[0.98, 1.17]) ™
Chu AL 2010 36 40 20 3% 1.7% 1.62[1.19,2.21] -
Dong XF 2009 29 30 22 30 26% 1.32[1.05, 1.65) -
Dong XJ 2004 30 33 25 32 28% 1.16 [0.94, 1.44]) T
Fan J 2011 51 53 40 53 3.6% 1.27 [1.08, 1.50] -
Ge J 1998 81 86 27 36 3.0% 1.26[1.03, 1.53] B
Ge SG 2001 36 38 22 34 2.2% 1.46[1.13, 1.90] -
He SQ 2011 29 30 24 29 3.3% 1.17[0.98, 1.40) I
Huang HY 2008 40 45 3 42 2.9% 1.20[0.98, 1.48) I
Li M 2001 35 37 19 3B 1.7% 1.74[1.27, 2.38) -
Li ML 2010 60 60 49 55 4.9% 1.12[1.02, 1.24) I
Li QM 2007 41 43 31 40 33% 1.23[1.03, 1.47) -
Li 'YM 2009 39 40 32 40 3.6% 1.22[1.04, 1.43] -
LuoY 2012 38 42 23 41 1.9% 1.61[1.21,2.15) -
Pang Y 2004 46 48 44 50 4.5% 1.09[0.97, 1.23) ™
Shi SY 2011 28 30 25 30 32% 1.12[0.93, 1.35) T
Sun YM 2003 48 55 22 34 2.1% 1.35[1.03, 1.76) -
Wang CJ 2009 23 25 17 25 1.9% 1.35[1.01, 1.81] [
Wang WD 1996 108 114 33 42 36% 1.21[1.02, 1.42] —
Zhang XR 2005 30 32 14 30 12% 2.01[1.36, 2.98] -
Zhong LY 2012 42 45 30 40  31% 1.24[1.02,1.51] —
Zhou Y 2006 52 54 31 35 4.3% 1.09 [0.95, 1.24] I
Zhuang DY 2000 18 20 10 18 1.0% 1.62[1.05, 2.51) -
Subtotal (95% Cl) 1164 959 75.5% 1.22 [1.15, 1.30] ¢
Total events 1093 728
Heterogeneity: Tau® = 0.01; Chi* = 62.67, df = 24 (P < 0.0001); I = 62%
Test for overall effect: Z = 6.74 (P < 0.00001)
3.1.3 lower gastrointestinal haemorrhage
Zhang CX 2005 49 55 38 55 3.0% 1.29[1.06, 1.57) -
Subtotal (95% Cl) 55 55 3.0% 1.29 [1.06, 1.57] L
Total events 49 38
Heterogeneity: Not applicable
Test for overall effect: Z = 2.50 (P =0.01)
3.1.4 uterine haemorrhage
Huang LR 2009 42 45 29 35 3.5% 1.13[0.95, 1.33) T
LiL 2007 32 32 17 25 21% 1.46[1.12,1.92] -
Zhang M 2009 40 40 20 28  25% 1.40[1.10,1.77) -
Zhao X 2008 80 80 26 32 35% 1.24[1.04,1.47) -
Zhu SZ 2004 180 194 157 194 5.3% 1.15[1.06, 1.24] -
Zhu XP 2010 27 27 16 28 1.6% 1.73[1.25,2.38) —
Subtotal (95% Cl) 418 342 18.4% 1.27 [1.13, 1.42] <
Total events 401 265
Heterogeneity: Tau® = 0.01; Chi* = 11.13, df = 5 (P = 0.05); I = 55%
Test for overall effect: Z=4.18 (P < 0.0001)
Total (95%Cl) 1667 1386 100.0% 1.23 [1.17,1.29] (]
Total events 1672 1055
Heterogeneity: Tau® = 0.01; Chi? = 74.18, df = 32 (P < 0.0001); F = 57% 0?5 of? T 1=5

Test for overall effect: Z = 8.47 (P < 0.00001)

Test for subgroup differences: Chi* = 0.53, df = 3 (P =0.91), I? = 0%

Favours control Favours experiment

Figure 4. Effects of YNBY combined with routine haemostatic drugs versus routine haemostatic drugs in treatment
of haemorrhage YNBY, Yunnan Baiyao; 95% Cl, 95% confidence interval. Note that Risk Ratio < 1 means numeri-
cally lower response rate than control group and RR > 1 numerically higher response rate than control group. 95%
Cl doesn’t include the number 1 means statistical difference between the 2 groups.

were norethindrone or leonurus japonicus
houtt. 401 (95.9%) of 418 patients assigned to

experimental groups responded

to therapy

compared with 265 (77.5%) of 342 patients in

control groups (RR = 1.27; 95%

Cl 1.13 to

1.42), with a borderline heterogeneity between

studies (12 = 55%).
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YNBY combined with routine antiulcer drugs
versus the same antiulcer drugs: 7 studies
reported dichotomous data, containing 706
patients. 337 (92.3%) of 365 patients assigned
to groups of YNBY plus routine antiulcer drugs
responded to the therapy, compared with 263
(77.1%) of 341 allocated to the control groups

Int J Clin Exp Med 2014;7(3):461-482
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YNBY+antiulcer drugs  Routine antiulcer drugs Risk Ratio Risk Ratio
Events Total Events Total Weight M-H.Random.95%Cl  M-H.Random.95%Cl

4.1.1 gastroduodenal ulcer
Huang ZX 2008 76 80 51 60 17.0% 1.1210.99, 1.26] ™
Liu M 2010 55 55 53 55 19.2% 1.04 [0.98, 1.10] ™
Xu XZ 1994 64 69 44 69 13.6% 1.45 [1.20, 1.76) _
Subtotal (95% CI) 204 184 49.7% 1.18 [0.94, 1.47] <
Total events 195 148

Heterogeneity: Tau® = 0.04; Chi? = 23.27, df = 2 (P < 0.00001); I* = 91%
Test for overall effect: Z=1.41 (P =0.16)

4.1.2 colonic ulcer

Chen X 2009 57 69 44 65 13.1% 1.22 [1.00, 1.49] -

Du KT 2011 27 30 20 30 98% 1.35[1.02, 1.79] -
Zhang LL 2010 28 30 26 30 14.5% 1.08 [0.91, 1.28] 1T
Subtotal (95% CI) 129 125 37.4% 1.18 [1.03, 1.34] .

Total events 112 90

Heterogeneity: Tau? = 0.00; Chi? = 2.37, df = 2 (P = 0.31); I* = 16%
Test for overall effect: Z=2.44 (P =0.01)

4.1.3 oral ulcer

Zhao GM 2011 30 32 25 32 129% 1.20 [0.98, 1.47] |
Subtotal (95% CI) 32 32 129% 1.20 [0.98, 1.47] o
Total events 30 25

Heterogeneity: Not applicable

Test for overall effect: Z = 1.75 (P = 0.08)

Total (95%Cl) 365 341 100.0% 1.18 [1.05, 1.33] 4
Total events 337 263

Heterogeneity: Tau? = 0.02; Chi® = 27.49, df = 6 (P = 0.0001); I* = 78% ofs 0_’7 ; 1f5

Test for overall effect: Z = 2.67 (P = 0.008)

Favours control Favours experiment
Test for subgroup differences: Chi? = 0.03, df = 2 (P = 0.99), I* = 0% P

Figure 5. Effects of YNBY combined with routine antiulcer drugs versus routine antiulcer drugs in treatment of ulcer
YNBY, Yunnan Baiyao; 95% Cl, 95% confidence interval. Note that Risk Ratio < 1 means numerically lower response
rate than control group and RR > 1 numerically higher response rate than control group. 95% Cl doesn’t include the
number 1 means statistical difference between the 2 groups.

(RR = 1.18; 95% CI 1.05 to 1.33) (Figure 5), Discussion
with a significant heterogeneity (12 = 78%).
There was no significant funnel plot asymmetry
(Begg's test, p = 0.133), suggesting no evi-

dence of publication bias or other small study RCTs to evaluate the effects of YNBY on haem-
effects. After excluding 2 studies with low qual- orrhage and ulcer. Most of the studies were not
ity, the RR was not stable (RR = 1.18; 95% Cl clearly reported in accordance with the
0.99 to 1.41) (Table 1). CONSORT statement. Synthesized results from
8 studies evaluating the effects of YNBY alone
on local haemostasis found a positive effect.
The 8 studies had investigated a variety of ill-
nesses including nasal, upper gastrointestinal
and uterine haemorrhage. Subgroup analysis
indicated that YNBY alone was only effective on

Principal findings

We performed this meta-analysis of fifty-five

3 studies assessed peptic ulcer. The routine
antiulcer drugs were omeprazole and raniti-
dine. 195 (95.6%) of 204 patients assigned to
experimental groups responded to therapy
compared with 148 (80.4%) of 184 patients
allocated to control groups (RR = 1.18; 95% Cl uterine haemorrhage. The results for uterine
0.94 to 1.47), with a significant heterogeneity haemorrhage should be interpreted with cau-
between studies (12 = 91%). tion as only 3 studies with a total of 330
patients were included. Subgroup analysis
comparing the effects of YNBY plus routine
haemostatic drugs to routine haemostatic
drugs alone suggested a complementary role
of YNBY on gastrointestinal and uterine haem-
orrhage but the heterogeneity and possible
publication bias should be noted.

3 studies assessed ulcerative colitis. The rou-
tine drugs were sulfasalazine, mesalazine,
dexamethasone and metronidazole. Overall,
112 (86.8%) of 129 patients assigned to exper-
imental groups responded to therapy compared
with 90 (72.0%) of 125 patients allocated to
control groups (RR = 1.18; 95% CI 1.03 to
1.34), with no significant heterogeneity Meta analysis also showed an efficacy of YNBY
between studies (12 = 16%). with or without routine antiulcer drugs on ulcer.
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Subgroup analysis found that YNBY alone or
plus routine antiulcer drugs was effective in
treating ulcerative colitis. These results were
supported from animal studies showing that
YNBY was effective in treating inflammatory
bowel disease including Crohn’s disease and
ulcerative colitis by anti-inflammation and pro-
moting intestinal epithelial wound-healing and
repair [19]. However, as unstable results were
shown by sensitivity analysis, the effects of
YNBY on ulcer should not be taken as certain.

Strengths and limitations

This systematic review had several strengths.
1) To our knowledge, this was the first meta-
analysis focusing on the efficacy of YNBY.
Subgroup analysis was also performed and
found a curing effect of YNBY on specific dis-
eases such as gastrointestinal haemorrhage,
uterine haemorrhage, ulcerative colitis and
skin ulcer suggesting strong potential of YNBY
as an alternative herbal therapy. Sensitivity
analysis was also conducted according to the
risk of bias of these trials. 2) Our study has
found poor reports of clinical trials on YNBY
suggesting an urgent need for Traditional
Chinese Medicine doctors to learn and obey
the rules of the CONSORT statement. 3)
Although the Traditional Chinese Medicine the-
ory hypothesized a shared pathophysiological
mechanisms of ulcer and haemorrhage [23,
26], modern medicine has found a greater dis-
crepancy than similarity between ulcer and
haemorrhage and also among different iliness-
es pertaining to either ulcer or haemorrhage.
Our inconsistent results from group and sub-
group analysis also supported that more stud-
ies were needed to investigate the exact phar-
macology of YNBY and YNBY should be
cautiously used clinically to treat different kinds
of ulcer or haemorrhage.

Limitations of our meta-analysis, as with any
systematic review and meta-analysis, arose
from the quality and reporting of the trials
included. Only 32 of the 55 eligible RCTs were
at low risk of bias. We arbitrarily chose “13” as
the cutting point for studies at high or low bias
during the sensitivity analysis. The number
“13” was based on the lower 95% confidence
interval (Cl) of the mean score of the included
trials. The 95% CI was 13.40-15.18 with a
mean of 14.29. However, as the score based
on the CONSORT statement was not always in
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accordance with the quality of trials. The clini-
cal trial may be conducted under the principles
of RCT trials but failed to report them. Previous
study also found that the foreign language stud-
ies had lower mean score than the studies pub-
lished in English [32]. Thus sensitivity analysis
results using this cutting point should not be
considered definite.

The methodology quality in the studies was
generally poor. For most of the trials, the meth-
od of randomization was not reported clearly,
and few trials reported blinding of assessors of
outcomes. Blinding and allocation concealment
were not reported in these RCTs, which meant
potential risk of bias [33, 34]. As all of the 55
studies were conducted in less-developed
China and most of them were published in
Chinese, there was a great possibility of selec-
tion or language bias. As reported before [35,
36], the bias might be due to the incomplete
search of related articles although we have
searched most of the database resources or
the selected publication of positive results in a
journal indexed in a literature database. These
potential biases added uncertainty to the syn-
thesized results and following interpretation.
Further well designed; randomized; double-
blinded multi-centre studies were needed to
make a more definite conclusion.

Conclusions

In conclusion, evidence from this systematic
review and meta-analysis supports that YNBY
alone has efficacy on uterine haemorrhage,
ulcerative colitis and skin ulcer. YNBY com-
bined with routine antiulcer drugs is effective in
treating ulcer (especially colonic ulcer). The
great heterogeneity and publication bias make
the conclusion that YNBY plus routine haemo-
static drugs is effective on haemorrhage should
be taken with caution. More well designed and
reported RCTs are needed.
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