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Abstract \\

Background: Chronic spontaneous urticaria (CSU) is a common disease in clinical, and often recrudescent. However, sometimes |
Western medicine treatments such as antihistamines cannot completely control the symptoms of CSU; therefore, more effective and
optimized treatments are needed. Numerous studies have confirmed that moxibustion therapy is effective in treating CSU. Given that
no relevant systematic reviews and meta-analysis have been carried out, we set out to prove the effect of moxibustion therapy for
CSuU.

Methods: This protocol will be conducted based on the PRISMA-P guidelines and comply with the recommendations of the
Cochrane Collaboration Handbook for Systematic Reviews. We plan to search the subsequent databases: PubMed, Web of
Science, EMBASE.com and Cochrane Library, China National Knowledge Infrastructure, WanFang Database, Chinese Science
Journal Database, and China Biomedical Literature Database. The studies will be screened under the eligibility criterion. The quality of
the studies will be assessed based on the Cochrane risk bias tool. Ultimately, Review Manager 5.3 will be used for statistical analysis.

Results: This research will comprehensively evaluate the effectiveness of moxibustion therapy for CSU, and provide a more
reasonable and effective treatment plan for CUS.

Conclusion: This research will bring new evidence for the efficacy of moxibustion therapy in the treatment of CSU and provide a

basis for future clinical applications.
Inplasy registration number: INPLASY2020100045

Abbreviations: CUS = chronic spontaneous urticarial, RCTs = randomized controlled trials.

Keywords: chronic spontaneous urticaria, moxibustion therapy, protocol, systematic review

1. Introduction

Urticaria is a localized edema response caused by the expansion
of cutaneous small blood vessels and mucous membranes and
increased permeability with the activation of mast cells as the
core.' 31Tt is often accompanied by wind masses of varying sizes,
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itching, and angioedema. According to the statistics of the World
Allergy Organization, about 20% of people have had urticaria
during their lifetime."*! The course of chronic urticaria is more
than 6 weeks. There are different types of chronic urticaria,
usually divided into spontaneous and inducible urticaria.l*¢!
Among them, chronic spontaneous urticaria (CSU) is the most
common clinical type of chronic urticaria.””! CSU is marked by
severe itching, often recrudescent, and the course is often long
and unpredictable. The pathogenesis of CSU is complex, and it is
often difficult to find a clear cause.® % Therefore, it is difficult to
carry out targeted treatment of the cause, and only symptomatic
treatment is currently available.'"'*) However, sometimes
symptomatic treatment such as antihistamines cannot completely
control the symptoms of CSU,!'*'* it will lead to a serious
influence on the quality of life of patients,!'* and also greatly
increase the pressure on public health.['®!”! Therefore, more
effective and optimized treatments are required.

Moxibustion therapy is a method of curing diseases by burning
traditional Chinese medicine-wormwood (artemisia argyi) on or
nearby human acupoints."" 8 Wormwood has the effect of warming
meridians and dispelling cold, and can dispel dampness and relieve
itching used externally.™® According to modern mechanism
studies, moxibustion therapy has antiallergic effects and can treat
avariety of diseases related to allergic reactions, including urticaria,
allergic rhinitis, irritable bowel syndrome,?°22! etc. Moxibustion
therapy also has antibacterial effects, which can inhibit various
bacteria such as gram-negative bacteria, Streptococcus beta,
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. 23,24 : : :
Pseudomonas  aeruginosa, etc.?324 Besides, moxibustion

therapy is effective in treating tumors and digestive system diseases,
has certain effects on diseases of the nervous system and
musculoskeletal, and also can regulate immunity system./>>2®!
Numerous studies have confirmed that moxibustion therapy is
effective in treating CSU.?%*’! It can relieve the symptoms of
itching, reduce the frequency of CSU, and finally improve quality of
life. Given no relevant systematic reviews and meta-analysis has
been conducted, we set out to prove the effect of moxibustion
therapy for CSU.

2. Methods

2.1. Study registration

This protocol will be conducted based on the PRISMA-P
guidelines*” and abide by the recommendations of the Cochrane
Collaboration Handbook for Systematic Reviews.!>!! INPLASY
registration number is INPLASY2020100045.

2.2. Database

Regarding randomized controlled trials (RCTs) to be included,
we plan to search the subsequent databases: PubMed, Web of
Science, EMBASE.com and Cochrane Library, China National
Knowledge Infrastructure (CNKI), WanFang Database, Chinese
Science Journal Database (VIP), and China Biomedical Literature
Database (CBM). The publications reported in Chinese and
English will be included, until July 31, 2020. Besides, references
will be manually searched for relevant studies to find studies that
may qualify.

2.3. Search strategy

The following items are the key search criteria: (“urticaria” OR
“hives” OR “dermographism” OR “nettle rash”) AND
(“moxibustion”) AND (“randomized”). This search strategy
will be modified for different database requirements. Table 1
shows a search strategy for the PubMed database.

2.4. Study inclusion and exclusion criteria
2.4.1. Types of study. This systematic review will clarify

whether moxibustion therapy is effective for CSU? This paper
will comprehensively collect RCTs and only include high-quality
RCTs after screening.

We will only include publications in which languages are
limited in Chinese and English, while other languages will be
excluded. Besides, follow-up will not be restricted. The papers
which unable to find the full article will be excluded. Controlled
(nonrandomized) clinical trials, cohort studies, nonhuman
studies, non-RCTs, case reports, observational study, random
crossover studies, retrospective studies, single-arm studies, and
reviews will be excluded.

2.4.2. Types of participants. Despite citizenship, gender, race,
as for age, the patients required to be included are between 18 and
65 years old.

CSU must be diagnosed according to the following interna-
tional or national diagnostic criteria. The international standard
refers to “2007 Guidelines for evaluation and management
of urticaria in adults and children by British Association of
Dermatologists.” The domestic standard refers to “Skins
and Venereology,” “Clinical Dermatology,” “Chinese Clinical
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Search strategy for PubMed database.

Number Search items

1 urticaria.MeSH

2 urticarias

3 hives

4 dermographism

5 nettle rash

6 rubella

7 roteln

8 wheal

9 or1-8

10 moxibustion

11 needle warming moxibustion
12 thunder fire moxibustion
13 mild moxibustion

14 taiyi moxibustion

15 suspended moxibustion
16 or 10-15

17 randomized controlled trial
18 controlled clinical trial
19 controlled trial

20 randomised

21 random

22 randomization

23 randomly

24 placebo

25 trial

26 group

27 or 17-26

28 9 and 16 and 27

Dermatology,” “Urticaria diagnosis and treatment guide”
stipulated by the Chinese Medical Association, 2007.

2.4.3. Types of intervention. The intervention group must use
moxibustion therapy, including needle warming moxibustion,
thunder fire moxibustion, mild moxibustion, taiyi moxibustion,
and suspended moxibustion.

The control interventions of the following processing will be
included:

1. Moxibustion therapy is compared with other active thera-
pies.

2. Moxibustion therapy is compared with sham therapies or
placebo.

3. Moxibustion therapy in addition to active therapy compared
with the same active therapy.

4. No treatment in the control group.

Any treatment related to moxibustion therapy in the control
group will be excluded.*?!

2.4.4. Types of outcomes. The main outcomes are based on the
Urticarial activity score and the European MILOR rating scale.
The additional outcomes include: Assessment of efficacy:
symptom score reduce index and Global symptom improvement,
assessment of quality of life: Dermatology Life Quality Index,
Assessment of Objective index: IgE.

2.5. Data process and analysis
2.5.1. Screening of studies. Two reviewers will independently

browse the titles and abstracts of the papers, read the full text if
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Figure 1. PRISMA flow chart of the literature screening and selection process.

necessary, and screen the papers based on relevant inclusion
criteria such as outcome indicators and diagnostic criteria. If
there is a disagreement, the 2 reviewers will consult a third party
of a clinically experienced reviewer. Figure 1 shows the study
screening and primary selection process flow chart based on
PRISMA.

2.5.2. Data extraction. We will extract data on basic informa-
tion and primary information. The basic information will include
the title of the paper, author, publication year, random method,
allocation concealment, blind method, etc. The primary
information will include intervention measures, the mean age
of the participants, the number of included cases, and effective
cases in the therapy group, outcomes, etc. If the demanded data is

not published in the paper, we will approach the initial author by
email for the related data.

2.5.3. Assessment of risk of bias. All of the methodological
qualities of the trials will be inspected and evaluated by 2
authors (SS and MW) independently. If the relevant data, such
as blinding methods or random methods, is not published in the
paper, we will approach the initial author by telephone or email
for the related data. The Cochrane Collaboration’s bias risk
assessment tool will be used by the 2 authors to evaluate the
bias risk of the subsequent areas of all included studies: random
sequence, assignment sequence concealment, incomplete out-
come data, blinding of trial personnel and participants,
selective outcome reporting, blinding of outcome assessors,
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and other biases. If there is a disagreement between the 2
reviewers, they will consult a third clinically experienced
reviewer (JD).

2.6. Summary statistics

The Review Manager 5.3 will be used for statistical analysis.
Select according to the type of data, if the data is binary, use the

odds ratio; if the data is continuous, use standardized mean
difference.l%?!

2.6.1. Assessment of heterogeneity. Choose the fixed or
random effect model under the heterogeneity test results of the
study. If P>.10 and I*’<50%, the heterogeneity is considered
satisfactory, and the fixed effect model is used; if P<.10 and
[*>50%, the heterogeneity is considered to be out of the
acceptable range, and the random-effects model is used to analyze
the reasons for the heterogeneity.!3*3%!

2.6.2. Sensitivity analysis. When sufficient researches are
included, a sensitivity analysis of the main outcomes will be
carried out. If the sensitivity analysis does not substantially
change the results, the results are credible; if the sensitivity
analysis yields different conclusions, suggesting that there are
potentially important factors that affect the effects of inter-
ventions. It indicates should be cautious when interpreting the
results and drawing conclusions, and the factors need to be
confirmed later.

2.6.3. Assessment of reporting biases. In case of more than 10
studies all contain a certain outcome index, the Revman 5.3
software will be used to draw a funnel chart for publication bias
analysis. If the scatter points on the funnel chart show a
symmetrical distribution, it can be considered that the included
literature has no publication bias; if the funnel chart is asymmetry
or incomplete indicates that there is a higher possibility of
publication bias in the included literature.

2.6.4. Subgroup analysis. No subgroup plan in this review
previously.

3. Discussion

CUS is a common allergic disease in clinical. The incidence of
urticaria is about 20% during a person’s lifetime.*! There is a
study that indicated®®! the incidence of chronic urticaria in
European and American populations is 0.1% to 3%. CUS not
only leads to a serious influence on the quality of life of
patients,®3”! but is also related to high costs. Its diagnosis and
treatment greatly increase the pressure on public health.[3%37!
Numerous studies have confirmed that moxibustion therapy is
effective in treating CSU.?%2"! Given that no relevant systematic
reviews and meta-analysis have been carried out, we set out to
prove the effect of moxibustion therapy for CSU, to provide a
more reasonable and effective treatment plan for CUS.
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