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Background. Chronic urticaria (CU) can severely impair the quality of life. Acupuncture and related therapies have been widely used
in the treatment of CU in China. This study aimed to summarize and critically evaluate the methodological and reporting quality of
relevant systematic reviews (SRs) and present objective and comprehensive evidence on the effectiveness and safety of acupuncture
and related therapies for CU. Methods. Eight electronic databases were searched from inception to October 2021 for SRs examining
acupuncture and related therapies for CU, and gray literature was manually searched. Two authors independently identified SRs and
extracted data. The methodological and reporting quality of these SRs were assessed by the Assessment of Multiple Systematic
Reviews 2 (AMSTAR 2) tool and preferred reporting items for SRs and meta-analyses (PRISMA, 2020), respectively. In addition, the
risk of bias in systematic reviews (ROBIS) was used to evaluate the risk of bias. The Grading of Recommendations Assessment,
Development, and Evaluation (GRADE) framework was applied to evaluate the quality of evidence for outcome measures. Results. In
total, 23 SRs, including a total of 11 outcome indicators, were published before October 2021. The AMSTAR-2 results showed that the
methodological quality of all SRs was critically low; items 2, 3, 7, 9, 10, and 16 were found to have particularly low quality. For
PRISMA, the reporting quality of the included SRs was unsatisfactory, and major reporting flaws were observed in the search
strategy, synthesis method, certainly assessment, reporting biases, registrations, and financial support of the included SRs. For
ROBIS, 22 SRs (95.65%) had a high risk of bias. Among the 55 outcomes assessed using the GRADE framework, there were 3 (5.45%)
outcomes with moderate-quality evidence, 6 (10.91%) outcomes with low-quality evidence, and 46 (83.64%) outcomes with very low-
quality evidence. We found the moderate quality of evidence indicating that the total effective rate and curing rate of the acupuncture
group were higher than those of the western medicine group, and the recurrence rate was lower than that of the western medicine
group. Conclusions. Acupuncture and related therapies for the treatment of CU are supported by low-quality evidence-based
medicine. However, considering the poor quality of these SRs, we suggest that studies with more rigorous designs, larger sample sizes,
and higher methodological and reporting quality are necessary to provide stronger evidence. Registration. The protocol for this study
has been registered (PROSPERO registration number: CRD42021259131).

1. Introduction virtually daily [2, 3], it is defined as chronic urticaria (CU).

The CU can affect approximately 1% of the world’s pop-
Urticaria is a skin disease marked by the appearance of  ulation of all ages, mainly young and middle-aged women
wheals (hives), angioedema, or both [1, 2]. When a person  [4]. CU can cause anxiety, depression, sleep and sexuality
has transient wheals that last more than 6 weeks and occur  disturbances, and severely impair quality of life [5-8].
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According to the evidence, patients with CSU can experience
a significant loss of productivity at work, school, or in daily
activities [9, 10]. In addition, the decline in productivity also
leads to high direct and indirect healthcare costs to treat CU,
with large socioeconomic impacts [4, 11, 12].

The current international guidelines [1] and consensus
statements [3, 13] highly suggest a stepwise approach to
complete symptom control. However, many patients have an
inadequate response to the majority of these drugs [14].
Furthermore, if patients continue to be symptomatic despite
the use of H1-antihistamines, the guidelines do not provide
guidance on the selection, dose, and duration of alternative
treatment options. Although omalizumab and CsA have
been shown to be effective [15-17], the prices are high and
can place a significant financial burden on patients. Their
widespread adoption will be determined by legal and eco-
nomic factors [18]. As a result, an increasing number of
patients are seeking alternative treatment options.

In China, acupuncture and related therapies have been
widely used to treat CU. At present, a series of systematic
reviews (SRs) have proven the efficacy and safety of specific
treatments [19-41]. In the field of evidence-based medicine,
SRs have long been regarded as one of the most important
sources of high-quality, trustworthy information. However,
these SRs examining acupuncture and related therapies for CU
were published in different years, included various acupuncture
methods, and examined different outcomes. The conclusions
are not completely consistent among these SRs. Therefore,
a rigorous methodological approach is used herein to sum-
marize and critically assess the methodological and reporting
quality of relevant SRs, as well as to provide objective and
comprehensive findings on the efficacy and safety of acu-
puncture and related therapies for CU. We believe this work
can help to provide a better reference and evidence support for
acupuncture and related therapies in CU treatment.

2. Materials and Methods

2.1. Search Strategy. We searched the following electronic
databases from inception to October 2021: PubMed, Embase,
Web of Science, Cochrane Library, Chinese Biological
Medicine Database (CBM), Chinese National Knowledge
Infrastructure (CNKI), China Science and Technology
Journal Database (VIP), and Wang Fang Data Database. The
search strategy included keywords and medical subject
headings for “acupuncture,” “urticaria,” “systematic review,”
and other related terms. In addition, additional citations were
discovered by manual searches of reference lists and personal
collections. Supplemental 1 includes the detailed search
strategy for the eight electronic databases mentioned above.

2.2. Study Selection. Two reviewers independently identified
studies that met the following criteria: (i) randomized con-
trolled trials (RCTs), quasi-randomized control trials, or
controlled clinical trials (CCTs) were included in SRs; (ii) all
interventional SRs that investigated the efficacy and safety of
acupuncture and related therapies in CU were eligible. There
were no restrictions based on age, gender, nationality, or
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geographic location; (iii) either acupuncture and related
therapies alone or combined with other conventional Western
medicine were recognized as a treatment intervention; the
control types included conventional treatments that were
different from the treatment intervention, placebo, or no
treatment; (iv) at least one of the following outcome measures
listed below was required to be obtainable: total efficiency,
adverse reaction rate, recurrence rate, clinical efficacy rate,
improvement rate, curing rate, IgE levels, Dermatology Quality
Life Index (DLQI), quality of life score (QoL), a total im-
provement of clinical signs and symptoms, disease activity
control, and Itch Severity Score (ISS); (v) SRs published in
English or Chinese were included. SRs that were non-
interventional SRs, comments, guidelines, editorials, in-
complete articles, proceedings, and responses were excluded.
Disagreements were settled through discussion and consensus.

2.3. Data Abstraction. One reviewer extracted descriptive
data using a standardized form, which was then verified by
a second reviewer. The following data were extracted: au-
thor, published country, age, study type, number of trials
included, interventional methods, comparator, outcomes,
methods for primary study quality assessment, etc. Based on
what the review authors reported, data from these SRs were
expressed as standardized mean differences, weighted mean
differences, odds ratios (ORs), or relative risks (RRs).
Whenever possible, the results of the meta-analysis are also
presented with 95% confidence intervals (CIs).

2.4. Quality of Included SRs

2.4.1. Methodological Quality of Included SRs. Two reviewers
independently assessed the methodological quality of these
SRs using the Assessment of Multiple Systematic Reviews 2
(AMSTAR 2) tool. The AMSTAR has a strong face and
content validity for measuring the methodological quality of
SRs as a methodological quality evaluation tool [42, 43]. In
2017, the expert group of AMSTAR reported on the updating
and adaptation of AMSTAR [44] to allow for a more detailed
assessment of SRs that includes randomized or non-
randomized studies of healthcare interventions, or both.
There are 16 items in the AMSTAR 2 tool. If the item ex-
planation was satisfied, the judgment was “Y”; if the item was
answered correctly with limited information, it was evaluated
as “Partial Yes”; and if the item was not subject to relevant
evaluation or was evaluated incorrectly, it was evaluated as
“No”. The ratings of overall confidence on the AMSTAR2
scale ranged from high to critically low. The presence of more
than one critical flaw, with or without noncritical flaws, in-
dicated critically low; one critical flaw, with or without
noncritical weaknesses, indicated low quality; more than one
noncritical weakness indicated moderate quality; and no or
one noncritical weakness indicated high quality.

2.4.2. Reporting Quality of Included SRs. Two reviewers
independently evaluated the reporting quality of the in-
cluded SRs using PRISMA 2020 checklists [45, 46]. The
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PRISMA 2020 checklist consists of 27 items and includes
items deemed essential for the transparent reporting of an
SR. It was evaluated as “Yes” if the item was answered as
completely correct and well documented; it was evaluated as
“Partial Yes” if the item was answered correctly with limited
evidence; it was evaluated as “No” if the item was not
subjected to relevant evaluation or was evaluated incorrectly.

2.4.3. Risk of Bias of Included SRs. Using the risk of bias in
systematic reviews (ROBIS) tool, two reviewers in-
dependently assessed the risk of bias of the included SRs
[47]. The ROBIS tool contains the following 2 phases with 4
domains: “study eligibility criteria,” “identification and se-
lection of studies,” “data collection and study appraisal,” and
“synthesis and findings.” Each domain contains signaling
questions as well as a judgment of concerns about the do-
main’s risk of bias, and the results are regarded as “high
risk,” “low risk,” or “unclear risk.”

2.4.4. Evidence Quality of Included SRs. The GRADE
(Grading of Recommendations Assessment, Development,
and Evaluation) was used to assess the evidence quality of
the included SRs [48]. GRADE pro 3.2 software includes five
downgrading factors (bias risk, inconsistency, indirectness,
imprecision, and publication bias) and three upgrading
factors (a large magnitude of the effect, the influence of all
plausible residual confounding, and the dose-response
gradient). In this study, only SRs included in RCTs are
included, so only 5 downgrading factors need to be analyzed.
Among them, inconsistency was mainly divided into no
(I* <50%), serious (50% <I?<80%), and very serious
(I* > 80%). Imprecision determined whether the total sample
size met the optimal information size, and publication bias
was determined according to the funnel plot. Each outcome
of the included studies was evaluated by two reviewers.
Disagreements were settled through consensus or by con-
sulting a third investigator.

All included SRs were evaluated by two independent
reviewers. We used SPSS 23.0 statistical software (IBM
Corp., Armonk, New York, USA) for consistency analysis,
and the kappa consistency test was used to evaluate [49].
Inconsistent results were reevaluated by another reviewer.

3. Results

A total of 212 articles were detected in the initial search. 92
duplicate articles were excluded by using EndNote and
manual searches. After screening the titles and abstracts, 93
articles were excluded. Then, full texts were screened
according to the inclusion and exclusion criteria, and 4
articles were excluded. Ultimately, 23 SRs were included in
the present study. Figure 1 presents the flow of studies
through the selection process.

3.1. Basic Characteristics of the Included SRs. The 23 included
SRs were published between 2009 and 2021. Among the 23
SRs, 5 English papers and 18 Chinese papers were included,

and the number of RCTs examined in the SRs ranged from 5
to 16. All reviews were conducted in China, and a total of 11
outcome indicators were reported. In terms of intervention
measures, among the 23 SRs, 10 SRs examined autohe-
motherapy at acupoints [28-30, 33, 35-39, 41], 6 SRs ex-
amined acupuncture [22, 24, 25, 27, 34, 40], 3 SRs examined
catgut embedding at acupoints [26, 31, 32], 1 SR examined
bloodletting therapy [20], 1 SR examined auriculotherapy
[21], 1 SR examined cupping [23], and 1 SR examined
acupoint stimulation [19]. For the assessment of method-
ological quality, 17 SRs used the Cochrane risk of bias tool
[19-23, 25-29, 31, 33, 36, 37, 39-41], 4 SRs used the Jadad
scale [32, 34, 35, 38], and 2 SRs used the Jadad scale and
Cochrane risk of bias tool [24, 30]. All SRs included a meta-
analysis; 9 out of 23 SRs included subgroup analysis
[19, 23, 24, 29, 30, 38-41]; and 13 SRs included sensitivity
analysis [20, 21, 25-27, 29-32, 37-40]. The general char-
acteristics of these SRs are summarized in Table 1.

3.2. Quality of Included SRs

3.2.1. Methodological Quality of Included SRs. Table 2 shows
the rating overall confidence of the individual quality
components based on the AMSTAR 2 tool. All SRs were of
critically low quality. Items 2, 3, 7, 9, 10, and 16 were rated as
particularly low quality. Among the 23 SRs, twenty (86.96%)
SRs used the Patient Interventions Control Outcomes
(PICO) description as an organizing framework for a study
question and used a satisfactory technique for assessing the
risk of bias (RoB). All review authors applied appropriate
methods for statistical synthesis. However, only a small
proportion (8.70%) of these SRs provided the protocol or
registered information [22, 23]. No SR explained the se-
lective inclusion of the study designs and assessed the po-
tential impact of RoB in individual studies on the results of
the meta-analysis. In addition, no SR provided a list of
excluded studies and justified the exclusions. Only 2 (8.70%)
SRs reported potential sources of conflict of interest [21, 23].
A summary of the AMSTAR 2 results is shown in supple-
mentary file 2. Overall, the methodological quality of the
included SRs was unsatisfactory. According to statistical
analysis, the consistency coefficient kappa between the two
reviewers was 0.908 (P < 0.0001), which indicated that the
evaluation of the two reviewers was independently balanced.

3.2.2. Reporting Quality of Included SRs. Table 3 shows the
individual quality components of PRISMA. The consistency
coefficient kappa between the two reviewers was 0.750
(P <0.0001). Among the 23 SRs, the title, eligibility criteria,
study characteristics, and introduction were all well-
reported (100%). For the introduction of these SRs, 22
(95.65%) SRs [19-38, 40, 41] described the rationale for the
review in the context of what is already known and provided
precise and explicitly framing questions in objectives. For
the methods of these SRs, the search strategy, data items,
synthesis method, reporting bias assessment, and certainly
assessment were reported inadequately. Regarding the
search strategy, none of the SRs reported using filters or
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FiGure 1: The flow of studies through the selection.

restrictions. Regarding the data items, more than half
(60.87%) of the SRs [20-23, 29-32, 34, 37-41] listed and
defined all outcome indicators, but none of the SRs listed
and defined all other variables. Over 56% of the SRs
[24-26, 29, 31-35, 37-39, 41]failed to describe the methods
used to assess the risk of bias due to missing results in
a synthesis, and over 90% of the SRs [19, 21, 23-41] failed to
describe methods for evaluating the quality of evidence for
each outcome. Regarding the results of the SRs, the flow
diagram and text did not clearly describe the process of
report selection in 2 (8.70%) SRs [24, 32]. Only 1 (4.35%) SR
[20] provided the results of individual studies. Similarly,
only 2 (8.70%) SRs presented reporting biases [20, 32] and 2
(8.70%) SRs showed certainly evidence [20, 22]. No sensi-
tivity analysis was presented. For the discussion of these SRs,
nearly all (95.65%) SRs [19-36, 38-41] discussed the limi-
tations of the evidence and the implications of the findings
for practice, policy, and future research. However, fewer
than 15% of them interpreted the results based on other
evidence and discussed limitations in the study process. In
addition, 3 (13.04%) SRs [20, 22, 23] provided registration
information. Only 1 (4.35%) SR [22] provided access to the
protocol or stated that there was no protocol and described
the relevant content and modification. Over 90% of these
SRs [19, 20, 22, 24-41] failed to describe sources of funding

and other support. The proportion of the individual com-
ponents of PRISMA of included SRs is summarized in
Figure 2. Overall, the reporting quality of the included SRs
was low.

3.2.3. Risk of Bias of Included SRs. Figure 3 presents the
results of the risk of bias of the included SRs by using the
ROBIS tool, which contains 2 phases with 4 domains. Phase
1 was not performed in our study. Domain 1 assessed
concerns regarding the specification of study eligibility
criteria, and 16 of 23 (69.57%) SRs were rated as having a low
risk of bias [19-21, 24-27, 29, 30, 32, 36-41]. Seven of 23
(30.43%) SRs were rated as having a high risk of bias
[22, 23, 28, 31, 33-35]. Domain 2 assessed concerns re-
garding methods used to identify and select studies. All SRs
(100%) were at high risk of bias. Domain 3 assessed concerns
regarding methods used to collect data and appraise studies;
12 (52.17%) SRs had a low risk of bias
[19-23, 25, 26, 29, 31, 36, 38, 41], 5 (21.74%) SRs had a high
risk of bias [24, 32-35], and 6 (26.09%) SRs had an unclear
risk of bias [27, 28, 30, 37, 39, 40]. Domain 4 assessed
concerns regarding the synthesis and findings: 22 (95.65%)
SRs had a high risk of bias [19, 20, 22-41], and 1 (4.35%) SR
had an unclear risk of bias [21]. The individual quality
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Eligibility criteria 100%
Study characteristics 100%
Study risk of bias assessment 100%

Title 100%

Results of individual studies 95.65%

Informations sources 95.65%
Objectives 95.65%
Rationale 95.65% ——

Abstract 95.65%

Effect measures 91.30%

Selection process 91.30%

Data collection process 86.96% —
Risk of bias in studies 78.26%
Results of syntheses 73.91%
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Search strategy 0%

Registration and protocol 7.25%
Certainly assessment 8.70%

Reporting biases 8.70%

Certainly evidence 8.70%

Support 8.70%
Availabiity of data, code, and other materi...
——— Competing interests 21.74%

Data items 30.44%

Synthesis method 36.96%

Reporting bias assessment 43.48%

Study selection 45.65%
Discussion 53.26%

F1GURE 2: The proportion of the individual components of PRISMA of included SRs.

Risk ofbias inthe review
4. Synthesis and findings | EEEEG—

3. Data collection and study appraisal [

2. Identification and selection of studies [ S
L Sty dlighily critri

[ ] ngh
= Low
= Unclear

FiGure 3: The result of the risk of bias of included SRs.

components of ROBIS of included SRs are summarized in
Table 4. The final phase considered the overall risk of bias of
these SRs to be high. The consistency coefficient kappa
between the two reviewers was 0.827 (P <0.0001).

3.2.4. Evidence Quality of Included SRs. This study includes
23 SRs involving 55 outcomes. Table 5 shows the individual
quality components of GRADE of included SRs. The con-
sistency coefficient kappa between the two reviewers was
0.844 (P < 0.0001). For all outcomes, there were 3 outcomes
with moderate-quality evidence [34], which included the
total efficiency rate using the symptom score reducing index
(SSRI), recurrence rate, and curing rate. The results of three
moderate-quality studies showed that the total effective rate
and curing rate of the acupuncture group were higher than
those of the western medicine group, and the recurrence rate
was lower than that of the western medicine group. There
were 6 outcomes with low-quality evidence and 46 outcomes
with very low-quality evidence. Figure 4 presents the quality
of the evidence for the included SRs. In addition, 14 out-
comes had a large amount of heterogeneity (I> > 50%), and 2

had a very large amount of heterogeneity (I >80%). The
elevated risk of bias, imprecision, and public bias were the
main reasons for downgrading. Significant heterogeneity
downgraded inconsistency, and imprecision was down-
graded because the total sample size did not meet the op-
timal information size.

3.2.5. Evidence from Quantitative Research Syntheses. In the
23 SRs, there were 11 outcome indicators, including total
efficiency, adverse reaction rate, recurrence rate, clinical
efficacy rate, improvement rate, curing rate, IgE levels,
DLQIL QoL, total improvement in clinical signs and
symptoms, and disease activity control. The types of in-
tervention are acupuncture and related therapies, including
bloodletting, cupping, auriculotherapy, acupoint injection,
autohemotherapy, and catgut embedding. In the 23 SRs, the
efficacy of acupuncture therapy in CU treatment (acu-
puncture alone or acupuncture-based combination thera-
pies) yielded superior results to the control treatments.
Considering the wide range of acupuncture and related
therapies, we conducted a categorical analysis. When
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TaBLE 4: The individual quality components of ROBIS of included SRs.
Phase 2 Phase 3
Included study 1. 2. Identification and 3. Data collection 4. Risk of bias in
Study eligibility criteria  selection of studies  and study appraisal ~ Synthesis and findings the review
Li [24] (2009) © ® ® ® ®
Yan [19] (2015) © ® © ® ®
Yao [22] (2016) ® ® © ® ®
Liang [41] (2016) © ® © ® ®
Chen [33] (2016) ® ® ® ® ®
An [38] (2016) © ® © ® ®
Luo [39] (2016) ) ® ? ® ®
Liu [35] (2017) ® ® ® ® ®
Pu [28] (2017) ® ® ? ® ®
Zhang [31] (2018) ® ® © ® ®
Liang [32] (2018) © ® ® ® ®
Zhu [21] (2018) © ® © ® ?
Li [37] (2018) ® ® ? ® ®
Wei [26] (2019) © ® ®) ? ®
Zhao [40] (2019) © ® ? ® ®
Li [36] (2019) © ® © ® ®
Wu [29] (2019) ) ® © © ®
Zhao [30] (2019) © ® ? ® ®
Yao [20] (2019) © ® © ® ®
Zhao [27] (2020) © ® ? ® ®
Zhang [34] (2020) ® ® ® ® ®
Xiao [23] (2020) ® ® © ® ®
Ke [25] (2021) © ® © ® &)

Note: © =low risk; () =high risk; ? =unclear risk.

acupuncture was compared with antihistamines, one SR
found no significant difference in the total effective rate
(OR=2.19, 95%CI (0.79 to 6.07), P = 0.13, I =47%) [40],
and another SR reported the opposite conclusion (RR=1.21,
95%CI (1.00 to 1.46), P = 0.05) [19]. Additionally, the other
two SRs found acupuncture to be more effective on global
symptom improvement (RR=1.37, 95%CI (1.11 to 1.70),
P =0.003, I* =23%) [22] and curing rate (RR = 2.14, 95%CI
(1.64 to 2.79), P<0.0001, I>=32%) [24]. These 4 SRs also
analyzed the efficacy between acupuncture with antihista-
mines and antihistamines, and the results showed that added
acupuncture was more effective (RR=1.77, 95%CI (1.41 to
2.22), P<0.01, I* = 0%; RR = 1.20, 95%CI (1.07 to 1.35), P =
0.002, I* = 0%; OR = 6.59, 95%CI (2.69 to 16.16), P < 0.0001,
I=0%; RR=2.03, 95%CI (1.35 to 3.06), P =0.0006,
I> = 48%) [19, 22, 24, 40]. In addition, there was no statistical
significance when cupping was compared with antihista-
mines (RR = 1.10, 95%CI (0.97 to 1.25), P = 0.14, I* = 52%)
[23]. However, the efficacy of cupping combined with an-
tihistamines was better than that of antihistamines alone
(RR=1.18, 95%CI (1.01 to 1.39), P = 0.03, I*=67%) [23].
Autohemotherapy was the most frequently used therapy
among the included SRs. Overall, 73.08% of these results
were effective. Interestingly, when catgut embedding was
compared with other therapies, the difference in efficacy was
statistically significant (RR=1.1, 95%CI (1.03 to 1.16), P =
0.002, I>=30%) [26], but when it was combined with an-
tihistamines, the result was reversed (RR =1.14, 95%CI (0.98
to 1.34, P = 0.10) [26]. This result may be related to the low
sample size and low quality of the reviews. In addition, we

also examined the efficacy of bloodletting, auriculotherapy,
and acupoint injection. More details are provided in Table 6.

4. Discussion

When there is a need to quickly gather evidence to inform
new policies or procedures, existing research syntheses are
available [50-53]. SRs, which have the highest level of ev-
idence, are increasingly used for evidence-based decision-
making [53]. Currently, acupuncture in CU has been widely
used in clinical practice in China [54]. A variety of SRs about
CU interventions has been published with varying recom-
mendations of treatment effectiveness. In this evidence-
based review, we analyzed the evidence provided at the
SR level of acupuncture and related therapies in CU and
assessed the methodological and reporting quality of these
SRs. The results showed that there were some deficiencies in
the quality of methodology and reporting. The results of the
AMSTAR 2 indicated that the authors should complete the
protocol or register in the Cochrane Library or PROSPERO
website in advance to reduce the risk of bias. Second, all SRs
did not provide a list of excluded studies and justify the
exclusions, which may lead to bias in the findings. In ad-
dition, the selection of study types for inclusion, the source
of research funding for randomized trials in included SRs,
and the potential impact of RoB in individual studies on the
results of the meta-analysis were not well explained, which
can directly reduce the rating overall confidence. Therefore,
authors should adequately report these items in future
studies. Notably, AMSTAR 2 was published in 2017.
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FIGURE 4: The evidence quality of included SRs.

Considering that the majority of the included SRs in this
study were published before 2017, the low quality of
methodological evaluation may be related to a failure to meet
the latest quality standards.

From the summary of PRISMA and ROBIS, some
reporting shortcomings should be more noticeable in future
research. Regarding the methods of the SRs, the authors
should report the existence of the review protocol and full
electronic search strategy for at least one major database, and
they should describe the methods of analysis in detail. In
addition, when reporting the results, the authors should
assess ROB across studies and give results of additional
analyses, if done (e.g., sensitivity or subgroup analyses, meta-
regression). For the discussion of the SRs, it is suggested that
the authors should assess the strength of evidence for each
main outcome and consider their relevance to key groups. In
addition, readers and decision-makers in health care can
judge whether evaluation bias and conflicts of interest exist,
and it is important for review authors to record the sources
of funding reported in every study.

We summarized the current evidence of acupuncture and
related therapies in CU for a wide range of outcome indicators.
On the whole, compared with the control group, most of these
results indicated that the experimental group was effective.
According to the GRADE analysis, compared with the quality
of different acupuncture treatments, the results of three
moderate-quality outcomes showed that the total effective rate
and curing rate of the acupuncture group were higher than
those of the western medicine group [34], and the recurrence
rate was lower than that of the western medicine group [34].
However, the evidence for other acupuncture treatments was
low [24, 26, 27, 29, 31, 41] or very low-quality [19-33, 35-41],
and no significant qualitative differences were found between
the different treatment options. The factors that led to the
(very) low-quality evidence may be as follows: the original
studies were of poor quality, and all outcome measures were

significantly at risk of bias due to the randomization, allocation
concealment, and blinding of the included original studies.
However, this has a certain relationship with the difficulty of
acupuncture itself to strictly blind the patients. In addition, the
research methods of these SRs were incomplete imple-
mentations. For 88% of the outcome indicators, the total
sample size of the included SRs did not meet the optimal
information size, and the confidence interval was wide, which
seriously affected the imprecision of the outcome indicators. In
addition, 82% of the outcome indicators have a large possibility
of publication bias due to the small number of included pri-
mary studies and positive results.

The pathogenesis of CU is still unclear. At present,
antihistamines are used to complete symptom control.
However, many patients have an inadequate response to the
majority of these drugs [14], which causes recurring attacks
of CU. The above results can provide an evidence-based
reference for acupuncture and related therapies in the
treatment of CU. In clinical practice, when the patient is in
an inadequate response to antihistamines, the doctors can
choose to apply acupuncture and related therapies to treat
CU based on comprehensive consideration of the patients’
symptoms and preferences. When the symptoms of urticaria
become recurrent or more severe, the evidence support that
acupuncture and related therapies combined with another
active therapy can improve symptom and reduce the re-
currence rate [19-25, 27, 29, 34, 39, 40]. Additionally, the
results suggest that we need to pay more attention to the
quality of the primary study and strengthen training to meet
relevant requirements on methodologies and reporting of
the SRs and address these existing deficiencies of the SRs in
future research.

Our study had some limitations. First, while all attempts
were made to search and access all relevant literature, it is
possible that some publications may have been missed in the
search process due to language restrictions. Second, although
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uniform training was performed before our study, consis-
tency analysis was performed after our study. The personal
beliefs of authors can influence their judgment, and the study
was also limited due to the subjectivity of quality evaluation.

5. Conclusions

Acupuncture and related therapies for the treatment of CU
are supported by low-quality evidence-based medicine.
However, considering the poor quality of these SRs, we
suggest that studies with more rigorous designs, larger
sample sizes, and higher methodological and reporting
quality are necessary to provide stronger evidence.

Data Availability

All relevant data are within the paper and its supporting
information files.

Conflicts of Interest

The authors declare that they have no conflicts of interest.

Authors’ Contributions

YZS, WC, and CXL contributed to the conception and
design. ZHZ, SJC, and QY contributed to the acquisition of
data. XJX, YH, LW, and LXZ contributed to the analysis and
interpretation of data; YZS and WC drafted the manuscript;
PSH, ZPG, and YL revised the manuscript. All authors read
and approved the final manuscript. YZS, WC, and CXL
contributed equally to the study.

Acknowledgments

This study was supported by the National Natural Science
Foundation of China (No. 82105026), National Key Re-
search and Development Program of the Ministry of Science
and Technology of the People’s Republic of China (No.
2017YFC1703605), and China Postdoctoral Science Foun-
dation (No. 2021M693787). The funders had no role in study
design, data collection and analysis, decision to publish, or
preparation of the manuscript.

Supplementary Materials

Supplemental 1: search strategy for PubMed. Supplemental
2: the summary of the AMSTAR 2 results.() (Supplementary
Materials)

References

[1] S. Shahzad Mustafa and M. Sanchez-Borges, “Chronic urti-
caria: comparisons of US, European, and asian guidelines,”
Current Allergy and Asthma Reports, vol. 18, no. 7, p. 36, 2018.

[2] T. Zuberbier, A. H. Abdul Latiff, M. Abuzakouk et al., “The
international eaaci/Ga’len/euroguiderm/apaaaci guideline for
the definition, classification, diagnosis, and management of
urticaria,” Allergy, vol. 77, no. 3, pp. 734-766, 2022.

21

[3] P. Schaefer, “Acute and chronic urticaria: evaluation and
treatment,” American Family Physician, vol. 95, no. 11,
pp. 717-724, 2017.

[4] M. Gongalo, A. Gimenéz-Arnau, M. Al-Ahmad et al., “The
global burden of chronic urticaria for the patient and society,”
British Journal of Dermatology, vol. 184, no. 2, pp. 226-236,
2021.

[5] M. Sanchez-Diaz, M. C. Salazar-Nievas, A. Molina-Leyva, and

S. Arias-Santiago, “Type D personality is associated with

poorer quality of life in patients with chronic spontaneous

urticaria: a cross-sectional study,” Acta Dermato-Venere-

ologica, vol. 102, Article ID adv00734, 2022.

A. Arias-Cruz, S. N. Gonzilez-Diaz, A. Macias-Weinmann

et al,, “Quality of life in chronic urticaria and its relationship

with economic impact and disease control in patients
attended to at the University Hospital of Monterrey, Mexico,”

Revista Alergia México, vol. 65, no. 3, pp. 250-258, 2018.

[7] G.S. Choi, Y. H. Nam, C. S. Park et al.,, “Anxiety, depression,
and stress in Korean patients with chronic urticaria,” Korean
Journal of Internal Medicine (Korean Edition), vol. 35, no. 6,
pp. 1507-1516, 2020.

[8] A. Itakura, Y. Tani, N. Kaneko, and M. Hide, “Impact of
chronic urticaria on quality of life and work in Japan: results
of a real-world study,” The Journal of Dermatology, vol. 45,
no. 8, pp. 963-970, 2018.

[9] M. M. Balp, S. Khalil, H. Tian, S. Gabriel, J. Vietri, and
T. Zuberbier, “Burden of chronic urticaria relative to psoriasis
in five European countries,” Journal of the European Academy
of Dermatology and Venereology, vol. 32, no. 2, pp. 282-290,
2018.

[10] M. M. Balp, N. Lopes da Silva, J. Vietri, H. Tian, and
L. F. Ensina, “The burden of chronic urticaria from Brazilian
patients’ perspective,” Dermatologic Therapy, vol. 7, no. 4,
pp. 535-545, 2017.

[11] C. A. S. Parisi, C. Ritchie, N. Petriz, and C. Morelo Torres,
“Direct medical costs of chronic urticaria in a private health
organization of buenos aires, Argentina,” Value in Health
Regional Issues, vol. 11, pp. 57-59, 2016.

[12] J. Graham, D. McBride, D. Stull et al., “Cost utility of
omalizumab compared with standard of care for the treat-
ment of chronic spontaneous urticaria,” PharmacoEconomics,
vol. 34, no. 8, pp. 815-827, 2016.

[13] A.De, K. Godse, V. Zawar et al., “Consensus statement for the
diagnosis and treatment of urticaria: a 2017 update,” Indian
Journal of Dermatology, vol. 63, no. 1, pp. 2-15, 2018.

[14] J. Bousquet, J. M. Anto, and P. Demoly, “Severe chronic
allergic (and related) diseases: a uniform approach—a
MeDALL—GA2LEN—ARIA position paper,” International
Archives of Allergy and Immunology, vol. 158, no. 3,
pp. 216-231, 2012.

[15] E. Provenzano and P. Morrone, “Effective treatment with
omalizumab of a patient with spontaneous chronic urticaria
and eosinophilic esophagitis,” Journal of Dermatological
Treatment, vol. 29, no. sup4, pp. 5-7, 2018.

[16] M. Metz, T. Ohanyan, M. K. Church, and M. Maurer,
“Omalizumab is an effective and rapidly acting therapy in
difficult-to-treat chronic urticaria: a retrospective clinical
analysis,” Journal of Dermatological Science, vol. 73, no. 1,
pp. 57-62, 2014.

[17] M. A. Guaragna, M. Albanesi, S. Stefani, G. Franconi, C. Di
Stanislao, and S. Paparo Barbaro, “Chronic urticaria with high
IgE levels: first results on oral cyclosporine A treatment,”
Clinica Terapeutica, vol. 164, no. 2, pp. 115-118, 2013.

[6


https://downloads.hindawi.com/journals/ecam/2022/2094589.f1.zip
https://downloads.hindawi.com/journals/ecam/2022/2094589.f1.zip

22

[18] A. M. Giménez-Arnau, “Omalizumab for treating chronic
spontaneous urticaria: an expert review on efficacy and
safety,” Expert Opinion on Biological Therapy, vol. 17, no. 3,
pp. 375-385, 2017.

[19] J. Yan, Y. An, L.-s. Wang, Y. Li, and S. Yang, “Acupoint
stimulation for chronic urticaria: a systematic review of
randomized controlled trials,” European Journal of Integrative
Medicine, vol. 7, no. 6, pp. 586-592, 2015.

[20] Q. Yao, X. Zhang, Y. Mu, Y. Liu, Y. An, and B. Zhao,
“Bloodletting therapy for treating patients with chronic ur-
ticaria: a systematic review and meta-analysis protocol,”
Medicine (Baltimore), vol. 98, no. 7, Article ID e14541, 2019.

[21] L. Zhu, Y. Kim, and Z. Yang, “The application of auric-
ulotherapy to the treatment of chronic spontaneous urticaria:
a systematic review and meta-analysis,” Journal of Acu-
puncture and Meridian Studies, vol. 11, no. 6, pp. 343-354,
2018.

[22] Q. Yao, S. Li, X. Liu, Z. Qin, and Z. Liu, “The effectiveness and
safety of acupuncture for patients with chronic urticaria:
a systematic review,” BioMed Research International,
vol. 2016, Article ID 5191729, 7 pages, 2016.

[23] X.]. Xiao, L. X. Zhang, Y. Z. Shi et al., “Cupping therapy for
patients with chronic urticaria: a systematic review and meta-
analysis,” Journal of Integrative Medicine, vol. 18, no. 4,
pp. 303-312, 2020.

[24] B. Li, L. Shi, and Y. Du, “Systematic review on randomized
controlled trials of acupuncture therapy for chronic urticaria,”
Journal of Traditional Chinese Medicine, vol. 50, no. 5,
pp. 432-436, 2009.

[25] M. Ke, L. Li, and C. Wang, “Meta analysis of the effect of
Xiaofeng powder combined with acupuncture in the treat-
ment of chronic urticaria,” Clinical Research and Practice,
vol. 6, no. 3, pp. 8-11+27, 2021.

[26] J. Wei, H. Chen, and J. Zhou, “Effectiveness and safety of
acupoint catgut-embedding for treatment of chronic urticaria:
a systematic review,” Journal of Guangzhou University of
Traditional Chinese Medicine, vol. 36, no. 6, pp. 861-868, 2019.

[27] J. Zhao and T. Ma, “A meta-analysis of acupuncture therapy
for chronic urticaria,” Acupuncture Research, vol. 45, no. 1,
pp. 66-73, 2020.

[28] J. Pu, Z. Guo, and R. Sun, “A systematic review of curative
effect and safety of autohemotherapy for treatment of chronic
urticaria patients,” Chinese Nursing Research, vol. 31, no. 19,
pp. 2351-2355, 2017.

[29] W. Wu, D. Xu, and X. Gong, “Systematic evaluation of au-
tologous whole blood acupoint injection combined with
HIRAS for treatment of chronic urticaria,” Journal of
Guangzhou University of Traditional Chinese Medicine,
vol. 36, no. 11, pp. 1775-1783, 2019.

[30] J. Zhao, X. Zhang, and P. Lin, “Meta-analysis on autohe-
motherapy with acupoint injection for chronic urticaria,”
Chinese Journal of Basic Medicine in Traditional Chinese
Medicine, vol. 25, no. 12, 2019.

[31] M. Zhang, S. Meng, X. Wu, H. Y. Liu, and S. D. Ren, “Meta-
analysis of clinical effect of chronic urticaria treated with
acupoint catgut embedding,” World Latest Medicine In-
formation, vol. 18, no. 98, 2018.

[32] Y. Liang, X. Wei, and Q. Wei, “A meta-analysis on acupoint
catgut embedding for urticaria,” Diet and Health, vol. 5,
no. 19, pp. 88-89, 2018.

[33] W. Chen, X. Zhang, and L. Zhou, “A systematic review of
curative effect of autohemotherapy with acupoint injection for
chronic urticaria,” vol. 370, pp. 233-235, 2016.

Evidence-Based Complementary and Alternative Medicine

[34] B. Zhang, S. Hu, and H. Huang, “The effectiveness of acu-
puncture for patients with chronic urticaria: a systematic
review,” Hunan Journal of Traditional Chinese Medicine,
vol. 36, no. 5, pp. 131-134, 2020.

[35] W.Liu, L. Kang, and Q. Liu, “A meta-analysis of the efficacy of
autohemotherapy in the treatment of chronic urticaria,”
Hunan Journal of Traditional Chinese Medicine, vol. 33, no. 7,
pp. 153-154, 2017.

[36] B.Li, R. Chen, and X. Deng, “A systematic review of curative
effect and safety of autohemotherapy for treatment of chronic
urticaria patients,” Traditional Chinese Medicinal Research,
vol. 32, no. 8, pp. 58-62, 2019.

[37] C.Liand S. Wang, “A systematic review of curative effect and
safety of autohemotherapy for chronic urticaria,” Journal of
Liaoning University of Traditional Chinese Medicine, vol. 20,
no. 7, pp. 101-104, 2018.

[38] X. An, Meta-analysis of Significant Effect on Autohemotherapy
for Chronic Urticaria, Guangzhou University of Chinese
Medicine, Guangdong, China, 2016.

[39] Z. Luo, Systematic Review to Self-Blood-Point-Injection
Therapy of Chronic Urticaria, Guangxi University of Chi-
nese Medicine, Guangxi, China, 2016.

[40] J. Zhao, Acupuncture in Chronic Urticaria: A Meta-Analysis of
a Randomized Controlled Trial, Liaoning University of Chi-
nese Medicine, Liaoning, China, 2019.

[41] H. Liang, Effectiveness and Safety of Self Blood Therapy for
Chronic Urticaria: A Systematic Review, Guangzhou Uni-
versity of Chinese Medicine, Guangdong, China, 2016.

[42] B.7J. Shea, C. Hamel, G. A. Wells et al., “AMSTAR is a reliable
and valid measurement tool to assess the methodological
quality of systematic reviews,” Journal of Clinical Epidemi-
ology, vol. 62, no. 10, pp. 1013-1020, 2009.

[43] D. Pieper, R. B. Buechter, L. Li, B. Prediger, and
M. Eikermann, “Systematic review found AMSTAR, but not R
(evised)-AMSTAR, to have good measurement properties,”
Journal of Clinical Epidemiology, vol. 68, no. 5, pp. 574-583,
2015.

[44] B.7J. Shea, B. C. Reeves, G. Wells et al., “Amstar 2: a critical
appraisal tool for systematic reviews that include randomised
or non-randomised studies of healthcare interventions, or
both,” BMJ, vol. 358, p. j4008, 2017.

[45] M.]. Page,]. E. McKenzie, P. M. Bossuyt et al., “The PRISMA
2020 statement: an updated guideline for reporting systematic
reviews,” BMJ, vol. 372, p. n71, 2021.

[46] M. J. Page, D. Moher, P. M. Bossuyt et al., “PRISMA 2020
explanation and elaboration: updated guidance and exemplars
for reporting systematic reviews,” BMJ, vol. 372, p. n160, 2021.

[47] P. Whiting, J. Savovi¢, J. P. Higgins et al., “ROBIS: a new tool
to assess risk of bias in systematic reviews was developed,”
Journal of Clinical Epidemiology, vol. 69, pp. 225-234, 2016.

[48] H. J. Schiinemann, A. D. Oxman, J. Brozek et al., “Grading
quality of evidence and strength of recommendations for
diagnostic tests and strategies,” BMJ, vol. 336, no. 7653,
pp. 1106-1110, 2008.

[49] T.O. Kvalseth, “A coefficient of agreement for nominal scales:
an asymmetric version of kappa,” Educational and Psycho-
logical Measurement, vol. 51, no. 1, pp. 95-101, 1991.

[50] S. Khangura, K. Konnyu, R. Cushman, J. Grimshaw, and
D. Moher, “Evidence summaries: the evolution of a rapid
review approach,” Systematic Reviews, vol. 1, p. 10, 2012.

[51] L. Hartling, J. M. Guise, S. Hempel et al., “Fit for purpose:
perspectives on rapid reviews from end-user interviews,”
Systematic Reviews, vol. 6, no. 1, p. 32, 2017.



Evidence-Based Complementary and Alternative Medicine

(52]

[53

(54]

L. Murthy, S. Shepperd, M. J. Clarke et al., “Interventions to
improve the use of systematic reviews in decision-making by
health system managers, policy makers and clinicians,”
Cochrane Database of Systematic Reviews, no. 9, Article ID
CD009401, 2012.

L. Manchikanti, R. M. Benyamin, S. Helm, and J. A. Hirsch,
“Evidence-based medicine, systematic reviews, and guidelines
in interventional pain management: part 3: systematic reviews
and meta-analyses of randomized trials,” Pain Physician,
vol. 12, no. 1, pp. 35-42, 2009.

C. Ma and R. K. Sivamani, “Acupuncture as a treatment
modality in Dermatology: a systematic review,” Journal of
Alternative & Complementary Medicine, vol. 21, no. 9,
pp. 520-529, 2015.

23



