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Abstract \
Background: Electroacupuncture has been widely used to treat functional constipation. But its efficiency has not been |
scientifically and methodically evaluated. The objective of this study is to evaluate the efficiency and safety of the electroacupuncture
treatment for functional constipation in adults.

Methods: This protocol of systematic review will be conducted in accordance with the Preferred Reporting ltems for Systematic
Review and Meta-analysis Protocols (PRISMA-P). We will conduct the literature searching in the following electronic databases: the
Cochrane Library, MEDLINE, EMBASE, Web of Science, Springer, the Chinese Science Citation Database (CSCD), China National
Knowledge Infrastructure (CNKI), the Chinese Biomedical Literature Database (CBM), Wanfang, and the Chinese Scientific Journal
Database (VIP). The time limit for retrieving studies is from establishment to July 2020 for each database. All published randomized
controlled trials (RTCs) related to this review will be included. Review Manager (V.5.3.5) will be implemented for the assessment of
bias risk and data analyses. The selection of the studies, data abstraction, and validations will be performed independently by 2
researchers.

Results: This review will assess the clinical efficacy and safety, as well as the acupoints characteristics of electroacupuncture on
functional constipation (FC) in adults.

Conclusion: This review will summarize the current evidence of electroacupuncture on FC outcomes and provide guidance for
clinicians and patients to select electroacupuncture for FC in adults.

Trail registration number: This protocol of systematic review has been registered on PROSPERO website (No.
CRD42019146715).

Abbreviations: FC = functional constipation, FGID = functional gastrointestinal disorder, PRISMA = Preferred Reporting ltems for
Systematic Reviews and Meta-Analyses, PRISMA-P = the Preferred Reporting Items for Systematic Reviews and Meta-Analyses

Protocols, RCTs = randomized controlled trials.
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1. Introduction

1.1. Description of the condition

Functional constipation (FC) is a common functional gastroin-
testinal disorder (FGID) without any physiological or anatomical
abnormalities, and is diagnosed according to the Rome criteria,
which manifests with infrequent bowel movements, hard/lumpy
stools, excessive straining, and/or incomplete evacuation feel-
ings.'=3! The global prevalence of FC is 1.9% to 27%, with
17.1% in Europe, 15.3% in Oceania, and 1.9% to 27.2% in
North America.**! A new epidemiological survey of the United
States, Canada, and the United Kingdom shows that the incidence
of FC in adults is 7.8%.!°!

The incidences of FC also negatively impact the quality of life
of the individuals, loss of productivity due to emotional distress,
and economic burden for a person seeking treatment. The direct
cost of constipation ranges from $1912 to $7522 per year per
patient.[””! Traditionally, treatment of FC in adults involves
lifestyle interventions, pelvic floor interventions, and pharmaco-
logical therapy such as osmotic laxatives; bulking agents, and
stimulant laxatives; however, approximately half of patients are
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dissatisfied with these treatment strategies because of their limited
efficacy and there are few long-term clinical studies on their
effects. 112!

Electroacupuncture therapy is an external therapy used in
traditional Chinese medicine. By adding external electrical
stimulation to traditional acupuncture, the stimulus gets doubled
and the therapeutic efficacy gets enhanced accordingly. It is an
emerging therapy that combines acupuncture with electrical
stimulation.!"*! Nowadays, electroacupuncture has been widely
used clinically by doctors of traditional Chinese Medicine,
gastroenterology department to treat FC with satisfied effica-
cy."* 181 However, no relevant review or protocol has been
published to date. Therefore, it is necessary to conduct evidence-
based review to evaluate the efficacy and safety of electro-
acupuncture for FC in adults. It is urgently needed to accomplish
this review.

2. Methods

The protocol for this review has been registered in the
International Prospective Register of Systematic Reviews (PROS-
PERO) (registration number: CRD42019146715) on 16 Decem-
ber, 2019. Available online: https://www.crd.york.ac.uk/
prospero/#myprospero. The protocol will be strictly developed
under the guidelines of the Preferred Reporting Items for
Systematic Reviews and Meta-Analyses protocols (PRISMA-
P)"?! and Cochrane Handbook for Systematic Reviews of
Interventions.*°

2.1. Selection criteria
2.1.1. Types of studies. As the randomized controlled trials

(RCTs) are reliable and feasible, RCTs will only be included.
After the research, published clinical trials which reported the
efficacy and safety on electroacupuncture for FC will be included.
Literature of animal research, case reports, reviews, meta-
analyses, retrospective studies, and non-RCTs will be excluded.

2.1.2. Types of patients. Patients aged >18 years and diagnosed
with FC according to ROME IL III, or IV criteria will be included,
without limits on gender, age, race, nationality, and medical
units.

2.1.3. Types of interventions and comparisons. We will
include the studies using electroacupuncture as the sole
intervention in the experimental group, while we have no
restrictions on intervention in the control group. Studies
involving electroacupuncture combined with other therapies will
be included if the other therapies are used equally in both THE
experimental and control groups.

2.1.4. Types of outcomes. The main outcomes of this review
include the mean weekly complete spontaneous bowel move-
ments (CSBMs). Additional outcomes of this review include mean
weekly spontaneous bowel movements (SBMs), mean scores for
stool consistency and straining of SBMs, and Patient Assessment
of Constipation Quality of Life questionnaire (PAC-QOL score).

2.2. Search methods for the identification of studies
2.2.1. Electronic search strategy. The electronic databases of

the Cochrane Library, MEDLINE, EMBASE, Web of Science,
Springer, the Chinese Science Citation Database (CSCD), China
National Knowledge Infrastructure (CNKI), the Chinese Bio-
medical Literature Database (CBM), Wanfang, and the Chinese
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Search strategy used in MEDLINE database.

#1 Title/Abstract: electroacupuncture

#2 Title/Abstract: electrical acupuncture

#3 Title/Abstract: (electric AND (acupuncture OR needle OR acupoint OR point OR
stimulate))

#4 #1 OR #2 OR #3

#5 Title/Abstract: constipation

#6 Title/Abstract: functional constipation

#7 Title/Abstract: chronic constipation

#8 Title/Abstract: chronic functional constipation

#9 Title/Abstract: chronic severe functional constipation

#10 Title/Abstract: functional gastrointestinal disorder

#11 Title/Abstract: functional defecatory disorder

#12 Title/Abstract: FC

#13 Title/Abstract: CC

#14 Title/Abstract: CSFC

#15 #50R #6 OR#7 OR#8 OR#9 OR#10 OR#11 OR#12 OR#13#14

#16 Title/Abstract: randomized controlled trial

#17 Title/Abstract: controlled clinical trial

#18 Title/Abstract: randomized

#19 Title/Abstract: randomly

#20 Title/Abstract: RCT

#21 Title/Abstract: trial

#22 #16 OR#17 OR#18 OR#19 OR#20 OR#21

#23 Title/Abstract: >18yr of age

#24 Human

#25 #4 AND #15 AND #22 AND #23AND#24

FC=functional constipation, RCT =randomized controlled trial.

Scientific Journal Database (VIP) will be searched from the
establishment to July 1st, 2020. All published RCTs on this
subject will be included. Exemplary search strategy of MEDLINE
is listed in Table 1, and terms are conformed to the medical
subject heading. According to the different retrieval modes,
keywords may combine with free words and comprehensive
search will be performed.

Relevant keywords were used to create search strategies, as
listed in Table 1. In the selection process, only research conducted
in humans will be included in further review.

The MEDLINE search strategy in Table 1 will be adapted for
other databases.

2.3. Data extraction, quality, and validation
2.3.1. Study inclusion. Two reviewers (NL and XA), who will

be told the aim and process of the system review, will select the
trials and studies independently according to the criteria for
inclusion by reading the titles and abstracts; if necessary, the full
text will be read for further assessment. The discrepancies in the
process will be discussed and solved using RHW. Details of the
research choices are shown and exclusive studies will be listed and
explained. The process of study selection will be presented in
Preferred Reporting Items for Systematic Reviews and Meta-
Analyses (PRISMA) flow diagram (Fig. 1). To ensure consistency,
we will perform calibration exercises on methodological steps of
the review process before assessment.

2.3.2. Data extraction and management. An electronic form
will be established via Excel to extract substantial contents, and
then filled by 2 reviewers independently. Information was
extracted from the qualified articles by using a standardized
data extraction form as follows: authors’ name, year of
publication, country, study design, age and gender of patients,
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Figure 1. PRISMA flow diagram of study process. PRISMA =Preferred Reporting Items for Systematic Reviews and Meta-Analyses

intervention, sample size, outcomes, adverse events, and follow-
up. Disagreements will be solved by group discussion or
consulting seniors. However, if we fail to reach a consensus,
the authors of trials will be contacted for further details and
verification.

2.3.3. Managing missing data. If any data information is not
sufficient in the included trials, we will try to contact the first or
corresponding author by email or phone, requesting adequate
information and details of the studies included to retrieve missing
or insufficient trial data. However, if the author is not available or
sufficient information cannot be obtained, we will have a group
discussion and analysis based on the current information.
Meanwhile, the potential impact of missing data will be taken

into account, and a relative discussion will be presented in the
result section.

2.3.4. Assessment of bias risk and quality of the included
studies. Two independent authors assess the risk of bias of each
included article according to the Cochrane Handbook for
Systematic Reviews of Interventions. The methodological quality
will be evaluated from the following domains: random sequence
generation, allocation concealment, blinding of participants and
therapists, blinding of outcome assessment, incomplete outcome
data, selective reporting, and other biases. The judgements on
these items will be categorized as “low risk of bias,” “high risk of
bias,” or unclear risk of bias.” Discrepancies will be resolved by
negotiation or by consulting other reviewers.
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2.3.5. Measures of treatment effects. Dichotomous data and
continuous variables are included in the outcomes of interest, and
we will use the risk ratio (RR) to express dichotomous data and
use mean difference (MD) to assess differences in the continuous
outcomes between the groups. Although different methods for
the measurement of outcomes are used in different trials, we will
choose standardized mean difference (SMD) if they have the same
outcomes. The corresponding 95% confidence interval (CI) for
each parameter will be calculated between the electroacupunc-
ture treated group and the control group. We will choose a
descriptive review if quantitative synthesis is not appropriate.

2.3.6. Assessment of heterogeneity. The research will be
performed with RevMan5.3.5 software. P <.5 will be defined as
statistically significant between studies. The heterogeneity of
studies will be evaluated by I” statistic. The following criteria will
be used: I?<50% will be deemed as low heterogeneity; I*
between 50% and 75% will be considered as moderate
heterogeneity; I* > 75% will be considered as high heterogeneity.

2.3.7. Subgroup analysis. When heterogeneity is high, we will
perform a subgroup analysis based on different controls,
intervention time, treatment frequency, follow-up duration,
and outcome measurements. We will also tabulate the adverse
reactions and then perform an evaluation.

2.3.8. Sensitivity analysis. If possible, a sensitivity analysis will
be performed to verify the robustness of the review conclusions.
The impact of methodological quality, sample size, and missing
data will be assessed. In addition, the analysis will be repeated
after the exclusion of low methodological quality studies.

3. Discussion

FC is one source of distress. This disease has brought physical,
psychological, and economic burdens to many people in many
countries and has brought great suffering. It has aroused more
and more concern all over the world. Electroacupuncture (EA),
derived from the integration of traditional acupuncture and
modern electrical stimulation, is another type of acupuncture.
Now, EA has become more and more widely used in FC because it
is a relatively straightforward, safe, and cheap therapy compared
with other conventional therapies. But at the present, there is no
systematic evaluation report on its therapeutic effectiveness and
safety for the treatment of FC.

The protocol of this systematic review study aims to assess the
efficacy, safety, and cost benefits of acupuncture in the treatment
of FC in adults. Meanwhile, we have tried our best to search and
found that no relevant systematic review and meta-analysis
concerning this topic has been reported in the last 5 years, and we
will integrate the latest and most comprehensive clinical evidence
in this field, hoping to offer a greater variety of treatment options
for patients with FC and inspire more peer experts and doctors to
carry out as many relevant studies as possible in the future.

Author contributions

Conceptualization: Na Li, Ruihui Wang.
Data curation: Na Li, Xia Ai, Xinrong Guo, Juan Liu, Dong
Wang, Lei Sun, Rongchao Zhang.

Medicine

Investigation: Xinrong Guo.

Methodology: Na Li, Xia Ai.

Validation: Ruihui Wang.

Visualization: Na Li.

Writing — original draft: Na Li, Xia Ai.

Writing — review & editing: Na Li, Ruihui Wang, Lei Sun.

References

[1] Vriesman MH, Koppen IJN, Camilleri M, et al. Management of
functional constipation in children and adults. Nat Rev Gastroenterol
Hepatol 2020;17:21-39.

[2] Zhou ], Liu Y, Zhou K, et al. Electroacupuncture for women with
chronic severe functional constipation: subgroup analysis of a random-
ized controlled trial. BioMed Res Int 2019;2019:7491281.

[3] Mearin F, Lacy BE, Chang L, et al. Bowel disorders. Gastroenterology
2016;150:1393-407.

[4] Peppas G, Alexiou VG, Mourtzoukou E, et al. Epidemiology of
constipation in Europe and Oceania: a systematic review. BMC
Gastroenterol 2008;8:5.

[5] Higgins PDR, Johanson JF. Epidemiology of constipation in North
America: a systematic review. Am J Gastroenterol 2004;99:750-9.

[6] Palsson OS, Whitehead W, Tornblom H, et al. Prevalence of Rome IV
functional bowel disorders among adults in the United States, Canada,
and the United Kingdom. Gastroenterology 2020;158:1262-73.

[7] Ying L, Rosita J, Hazizi AS, et al. Effects of synbiotics among constipated
adults in Serdang, Selangor, Malaysia — a randomised, double-blind,
placebo-controlled trial. Nutrients 2018;10:824.

[8] Nellesen D, Yee K, Chawla A, et al. A systematic review of the economic
and humanistic burden of illness in irritable bowel syndrome and chronic
constipation. ] Manag Care Pharm 2013;19:755-64.

[9] Peery AF, Crockett SD, Murphy CC, et al. Burden and cost of
gastrointestinal, liver, and pancreatic diseases in the United States:
update 2018. Gastroenterology 2019;156:254-72.

[10] Fukudo S, Endo Y, Hongo M, et al. Safety and efficacy of the sodium-
glucose cotransporter 1 inhibitor mizagliflozin for functional constipa-
tion: a randomised, placebo-controlled, double-blind phase 2 trial.
Lancet Gastroenterol Hepatol 2018;3:603-13.

[11] Johanson JF, Kralstein J. Chronic constipation: a survey of the patient
perspective. Aliment Pharmacol Ther 2007;25:599-608.

[12] Bharucha AE, Wouters MM, Tack J. Existing and emerging therapies for
managing constipation and diarrhea. Curr Opin Pharmacol
2017;37:158-66.

[13] Du W, Hu H, Zhang ], et al. The mechanism of MAPK signal
transduction pathway involved with electroacupuncture treatment for
different diseases. Evid Based Complement Altern Med 2019;2019:
8138017.

[14] Zhou SL, Zhang XL, Wang JH. Comparison of electroacupuncture and
medical treatment for functional constipation: a systematic review and
meta-analysis. Acupunct Med 2017;35:324-31.

[15] Lv JQ, Wang CW, Liu MY, et al. Observation on the efficacy of
electroacupuncture for functional constipation. Zhen Ci Yan Jiu
2017;42:254-8.

[16] Xue QM, Li N, Liu ZS, et al. Efficacy of electroacupuncture in the
treatment of functional constipation: a randomized controlled pilot trial.
Chin J Integr Med 2015;21:459-63.

[17] Wu X, Zheng C, Xu X, et al. Electroacupuncture for functional
constipation: a multicenter, randomized, control trial. Evid Based
Complement Altern Med 2017;2017:1428943.

[18] Liu Z, Yan S, Wu ], et al. Acupuncture for chronic severe
functional constipation: a randomized trial. Ann Intern Med 2016;
165:761-9.

[19] Shamseer L, Moher D, Clarke M, et al. the PRISMA-P GroupPreferred
Reporting Items for Systematic Review and Meta-Analysis Protocols
(PRISMA-P) 2015: elaboration and explanation. BMJ 2015;349:
g7647.

[20] The Cochrane Collaboration. In: Higgins JPT, Green S, eds. Cochrane
Handbook for Systematic Reviews of Interventions Version 5.1.0,2011.
Available at: https://handbook-5-1.cochrane.org/ [accessed October 1,
2020].


https://handbook-5-1.cochrane.org/

	Effect of electroacupuncture treatment on functional constipation in adults
	1 Introduction
	1.1 Description of the condition

	2 Methods
	2.1 Selection criteria
	2.1.1 Types of studies
	2.1.2 Types of patients
	2.1.3 Types of interventions and comparisons
	2.1.4 Types of outcomes

	2.2 Search methods for the identification of studies
	2.2.1 Electronic search strategy

	2.3 Data extraction, quality, and validation
	2.3.1 Study inclusion
	2.3.2 Data extraction and management
	2.3.3 Managing missing data
	2.3.4 Assessment of bias risk and quality of the included studies
	2.3.5 Measures of treatment effects
	2.3.6 Assessment of heterogeneity
	2.3.7 Subgroup analysis
	2.3.8 Sensitivity analysis


	3 Discussion
	Author contributions
	References


