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This file describes the review protocol applied for the meta-analysis study entitled 

“Acupuncture relieves Opioid-induced Constipation in Clinical Applications- a 

meta-analysis and systematic review”.  

 

 

Review protocol 

 

Title: Acupuncture relieves Opioid-induced Constipation in Clinical Applications- a 

meta-analysis and systematic review 

 

Review questions: 

1. Is acupuncture effective for clinical therapy of Opioid-induced Constipation (OIC)?  

2. What are the effective rates for acupuncture treatment? 

3. Will acupuncture be more efficient in relieving constipation symptoms when comparing 

with drugs for OIC patients?  

4. What will be the influence of acupuncture on the quality of life for OIC patients after 

treatment?  

5. What is the association between acupuncture and general drug prescriptions?  

 

Searches: 

The following electronic databases will be systematically searched:  

PubMed, Embase, Cochrane library, and Web of science. 

 

The search strategy will combine the following keywords: 

Disease: “constipation”, or “Gastrointestinal Transit”, or “slow transit”, or “bowel 

dysfunction”  

Disease-associated condition: “opioid”, or “opiate”, or “opiate alkaloids”, or “opioid 

analgesics”, “Opioid-induced Constipation”. 

Therapy methods: “acupuncture”, or “Electro-acupuncture”, or “transcutaneous electric 



stimulation”.  

Study design: randomized clinical trial (RCT)  

There is no time or language restriction.  

 

Example of search in the database PubMed: 

((((((("Constipation"[MeSH Terms] OR "Constipation"[Text Word]) OR "gastrointestinal 

transit"[MeSH Terms]) OR "gastrointestinal transit"[Text Word]) OR "slow transit"[Text 

Word]) OR "bowel dysfunction"[Text Word]) AND ((((((((("analgesics, opioid"[MeSH Terms] 

OR "opioid"[Text Word]) OR "Opiate"[Text Word]) AND ("Constipation"[MeSH Terms] OR 

"Constipation"[Text Word])) OR "opiate alkaloids"[MeSH Terms]) OR "analgesics, 

opioid"[MeSH Terms]) OR "opiate alkaloids"[MeSH Terms]) OR "opiates"[Text Word]) OR 

"opiate alkaloids"[Text Word]) OR "analgesics opioid"[Text Word])) OR ("opioid-induced 

constipation"[MeSH Terms] OR "opioid induced constipation"[Text Word])) AND 

((((((("acupuncture"[MeSH Terms] OR "acupuncture therapy"[MeSH Terms]) OR 

"Electroacupuncture"[MeSH Terms]) OR "acupuncture"[Text Word]) OR 

"Electroacupuncture"[Text Word]) OR "transcutaneous electric nerve stimulation"[MeSH 

Terms]) OR "transcutaneous electric nerve stimulation"[MeSH Terms]) OR "transcutaneous 

electrical nerve stimulation"[Text Word]) 

 

Example of search in Cochrane library 

#1 (opioid):ti,ab,kw OR (opiate):ti,ab,kw OR (analgesics):ti,ab,kw (Word variations have 

been searched) 

#2 (constipation):ti,ab,kw OR (gastrointestinal transit):ti,ab,kw OR (bowel 

dysfunction):ti,ab,kw (Word variations have been searched) 

#3 ("opioid-induced bowel dysfunction"):ti,ab,kw OR (opioid-induced constipation):ti,ab,kw 

(Word variations have been searched) 

#4 (acupuncture):ti,ab,kw OR (electroacupuncture):ti,ab,kw OR ("transcutaneous electric 

nerve stimulation"):ti,ab,kw (Word variations have been searched)  

#5 ((#1 AND #2) OR #3) and #4 

 



Type of studies to include: 

All relevant peer-reviewed original RCT studies reporting on the clinical application of 

acupuncture on OIC patients will be reviewed. 

 

The studied population:  

OIC patients over 18 years old treated with acupuncture or accompany with other 

co-interventions, like drugs, are studied.   

 

Exposure:  

The review aims to evaluate the clinical therapeutic effects of acupuncture, including 

traditional handle acupuncture, and electric acupuncture, on opioid-induced constipation. 

There is no specific restriction on the conditions of patients or reasons for opioid 

administrations. The control groups are treated with prescribed drugs or placebo, while the 

acupuncture groups are subjected to acupuncture therapy with or without co-interventions, 

like the drugs or placebo applied to control groups.  

 

Context: 

This review summarizes the present available clinical trials in evaluating the effects of 

acupuncture application for treatment of Opioid-induced constipations. The information of 

study designs, sample sizes, group allocations, treatment methods and sessions, follow up 

periods, and the key questions of therapy effects including remission rate, symptom score, and 

quality of life, are described.  

 

Data extraction: 

Study selection. Relevant studies to be reviewed by YL and CH according to the following 

inclusion/exclusion criteria. The review processes are conducted following three stages: title 

review, abstract review and full text review. The studies collected from literature searches are 

compiled into one database with duplications checked and removed before title review. The 

abstract review and full text review were processed following title review. Two reviewers 

conducted the review separately with a discussion after each step for contradistinction and 



resolution of any discrepancy.  

 

Inclusion criteria:  

1. Study design: randomized clinical trials with two or multiple groups regardless of the 

blinding to patients or assessors. 

2. Study subjects: Patients of 18 years old or over, who were diagnosed as constipation due to 

opioids application for management of cancer pain or non-cancer associated pain.  

3. Treatment methods: The intervention group received treatment of acupuncture, 

electro-acupuncture, transcutaneous electric stimulation, or acupressure, with or without the 

combination of same medication as the control group. There is no limitation to the 

acupuncture types, acupoints, frequency, sessions, durations and follow up periods. There is 

no restriction to the treatment type of control groups, who received no treatment, placebo, 

sham acupuncture or conventional medication. 

4. Outcome assessments: Clear criteria for therapy responses were defined. Number of 

patients who were cured or with effective relief of symptoms and patients responding with 

limited or no effects were reported. Assessments of constipation symptoms in any aspects, 

including stool property, defecation frequency or duration time, defecation comfortable level 

or difficulty, and colon motility or bowel movement, were reported. 

 

Exclusion criteria:  

1. Patients received opioids and acupuncture for pain relief with the main outcome assessment 

of pain and other sides effects. Any studies without clear diagnoses of constipation claimed 

before acupuncture treatments were excluded.  

2. Studies on patients aged less than 18 years old with diagnoses of functional constipation 

were not included in the analysis.  

3. Clinical trials with low quality, such as no randomization, which may lead to obvious bias 

in the evaluation were excluded.  

4. Studies on specific populations, like pregnant women, colon cancer patients, and patients 

with other diseases (for example, irritable bowel syndrome) those influence bowel function 

directly or indirectly were excluded.  



5. Study protocols of ongoing RCTs without completed data were excluded.  

 

Data coding: 

The extraction/coding form was developed to collect all data about study characteristics 

(Author, publication time, investigation time, locations, and study designs), patient 

characteristic (number of patients, patient genders and ages, patients diagnoses, diagnose 

guideline/criteria, group allocations, therapy methods, therapy durations, co-intervention 

strategies, and follow up periods), outcome evaluations (rate of curation or remission, 

symptom evaluation, quality of life scores, scales used for scoring, scores of sub-items like 

stool property, defecation time, or defecation difficulty). Data was extracted and recorded by 

YL and CH. 

 

Risk of bias assessment:  

All the included papers are evaluated on their reporting quality with Cochrane risk of bias tool 

1
, on random sequence generation, allocation concealment, participants and personnel 

blinding, outcome assessment blinding, incomplete outcome data and exclusions, selective 

reporting, and other sources of bias. According to the criteria, the studies are evaluated as 

“high risk”, “low risk”, or “unclear risk”.  

 

Data synthesis strategy:  

Based on the general guideline of narrative synthesis 
2
, a preliminary synthesis firstly applied 

to explore the heterogeneity between studies. For I
2
<50%, fixed effect model will be applied, 

while for I
2
>=50%, the random effect model will be used. For dichotomous data, the risk ratio 

(RR) between treatment groups and control groups will be calculated. For continuous data, 

the standardized mean differences (SMDs) will be adapted to minimize the influence of 

variable scoring systems in different studies.  

Subgroup analyses will be conducted to explain the potential factors influencing the 

heterogeneity between studies. The considered factors are acupuncture types, co-interventions, 

follow-up periods, and treatment sessions. 
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