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STANDARD PrROTOCOL ITEMS: RECOMMENDATIONS FOR INTERVENTIONAL TRIALS





SPIRIT 2013 Checklist: Recommended items to address in a clinical trial protocol and related documents

	Section/item
	ItemNo
	Description

	Administrative information

	Title
	1
	A single blinded, randomized, sham controlled, 14-week, clinical trial to compare electro-acupuncture with sham acupuncture in improving IBS symptoms.

	Trial registration
	2a
	ClinicalTrials.gov: NCT04387383 (p1)

	
	2b
	All items from the World Health Organization Trial Registration Data Set


	Data category
	Information

	Primary registry and trial identifying number
	ClinicalTrials.gov: NCT04387383

	Date of registration in primary registry
	13 May, 2020

	Secondary identifying numbers
	N/A no secondary identifying numbers are used in this protocol

	Source(s) of monetary or material support
	School of Chinese Medicine, Hong Kong Baptist University

	Primary sponsor
	School of Chinese Medicine, Hong Kong Baptist University

	Secondary sponsor(s)
	Hong Kong Chinese Medicine Clinical Study Centre, Hong Kong Baptist University

	Contact for public queries
	Dr. Linda LD Zhong MD., Ph.D, Assistant Professor
Tel: (+852) 34116523, E-mail: ldzhong@hkbu.edu.hk

	Contact for scientific queries
	Dr. Linda LD Zhong MD., Ph.D, Assistant Professor
Tel: (+852) 34116523, E-mail: ldzhong@hkbu.edu.hk

	Public title
	Electro-acupuncture for the treatment of Irritable Bowel Syndrome Patients

	Scientific title
	Electro-acupuncture for Irritable Bowel Syndrome Patients: Study Protocol for A Single-blinded Randomized Sham-controlled Clinical Trial

	Countries of recruitment
	Hong Kong SAR, Peoples Republic of China

	Health condition(s) or problem(s) studied
	Electro-acupuncture, Irritable Bowel Syndrome, diarrhea, constipation

	Intervention(s)
	Acupuncture group: Electro-acupuncture 2 sessions/week for 6 weeks
Sham-Acupuncture group: Acupuncture on sham-points 2 sessions/week for 6 weeks

	Key inclusion and exclusion criteria
	Ages eligible for study: ≥18 years
Sexes eligible for study: both
Accepts healthy volunteers: no
Inclusion criteria: 
1).Fulfillment of the Rome IV criteria for IBS; 

2).Age of 18 to 65 years (inclusive); 

3).IBS Symptom Severity Scale (IBS-SSS) > 75 points 
4).Written informed consent.
Exclusion criteria:
1).Pregnancy or breast-feeding; 

2).Medical history of inflammatory bowel diseases, carbohydrate malabsorption, hormonal disorder, known allergies to food additives, and/or any other serious diseases; 3).Unstable medical conditions; 

4).Unstable mental condition or with history of mental illness; 

5).Patients who have received acupuncture treatment in last three months, or took concomitant medication with affect gastrointestinal motility or visceral sensation, such as antidiarrheal agent, antidepressant, narcotic analgesic, and anticholinergic; 

6). Alcoholism or drug abuse in past 1 year; 

7). Having needle phobia

	Study type
	Interventional
Allocation: randomized
Intervention model: parallel assignment
Masking: single blind (subject)
Primary purpose: treatment
Phase I

	Date of first enrolment
	May 2020

	Target sample size
	120

	Recruitment status
	Recruiting

	Primary outcome(s)
	the difference between baseline and 8 weeks,14 weeks after randomization on 
IBS symptom severity scale (IBS-SSS)

	Key secondary outcomes
	the difference between baseline and 8 weeks,14 weeks after randomization on:

Hamilton Depression Rating Scale (HAMD-17); 
Clinical Global Impression-severity (CGI-S);

Self-Rating Depression Scale (SDS); 
IBS Quality of Life (IBS-QoL)

	Protocol version
	3
	Issue Date: 2 Feb 2021
Protocol Amendment Number: 00
Author(s): Linda LD Zhong

	Funding
	4
	This research was financially supported by the donation from K.Y. and Betty Ho. The sponsor has no role in designing and analyzing the study. (p9)

	Roles and responsibilities
	5a
	Linda LD Zhong, Tsz Fung Lam, Wei Yang, Ya Zheng, Zipan Lyu, Zhaoxiang Bian
Authors’ contributions 

LDZ and ZXB designed and supervised the study. LDZ and TFL drafted the manuscript. LDZ, TFL, YZ enrolled the participants and conducted the treatments. LDZ, WY, ZL analyzed the data. All authors read and approved the final manuscript.

	
	5b
	Trial Sponsor: Donation from K.Y. and Betty Ho
Contact information: N/A because it is an external private donation to support the research in The Hong Kong Baptist University

	
	5c
	This funding source had no role in the design of this study and will not have any role during its execution, analyses, interpretation of the data, or decision to submit results. (p9)

	
	5d
	Principal Investigator and Research Physician
(Linda LD Zhong, Tsz Fung Lam, Ya Zheng)
Design and preparation of protocol and revisions

Preparation of CRFs [Case Report Forms]

Organising steering committee meetings

Managing CTO [Clinical Trials Office]

Publication of study reports

Members of TMC [Trial Management Committee]
Steering committee (SC)

(Linda LD Zhong, Tsz Fung Lam, Wei Yang, Ya Zheng)

Agreement of final protocol

Recruitment of patients and liasing with principle [sic] investigator

Reviewing progress of study
Trial Management Committee (TMC)

(Linda LD Zhong, Tsz Fung Lam, Wei Yang, Ya Zheng, Zipan Lyu, Zhaoxiang Bian)

Study planning

Organisation of steering committee meetings

Provide annual risk report MHRA [Medicines and Healthcare products Regulatory Agency] and ethics committee

SUSAR [Serious unexpected suspected adverse events] reporting to MHRA

Responsible for trial master file

Budget administration and contractual issues with individual centres

Advice for lead investigators

Audit of follow-up forms

Assistance with international review, board/independent ethics committee applications

Data verification

Randomisation

Organisation of central serum sample collection

Data Manager

Maintenance of trial IT system and data entry

Data verification

Lead Investigators
(Linda LD Zhong, Tsz Fung Lam, Ya Zheng)
Responsible for identification, recruitment, data collection and completion of CRFs, along with follow up of study patients and adherence to study protocol. (p9)

	
	
	

	Introduction
	
	

	Background and rationale
	6a
	Irritable bowel syndrome (IBS) is one of the most commonly functional gastrointestinal disorders in clinical practice. The diagnosis of IBS is based on symptoms defined by abdominal pain or discomfort associated with defecation or changes in bowel habit, and no absence of organic diseases. Acupuncture has been used for the treatment of internal medicine including digestive disorders and depressive disorder in Chinese medicine. This study aims to determine whether electro-acupuncture could have significant benefits than sham acupuncture for IBS. (p2)

	
	6b
	Disposable acupuncture needles (0.30 mm in diameter and 25-40 mm in length) are inserted at the same way as in the acupuncture group but on sham-acupuncture points (Sham-Baihui, Sham-Toulinqi, Sham-Guanyuan, Sham-Zhongwan, Sham-Tianshu, Sham-Zusanli, Sham-Sanyinjiao, Sham-Taichong, Sham-Zhangmen). The sham points are non-acupuncture points nor located on meridians. (p5)

	Objectives
	7
	Hypotheses

Acupuncture could produce greater clinical improvement compared to sham acupuncture for IBS symptoms
Objectives
To test the hypothesis, a single blinded, randomized, sham controlled trial is designed to determine whether acupuncture could have significant benefits than sham acupuncture for IBS. (p2-3)

	Trial design
	8
	This is a single blinded randomized sham controlled clinical trial with two arms. 120 IBS patients will be recruited. After a 2-week run-in period, eligible subjects will be randomly assigned to one of two arms, acupuncture (AC) arm and sham acupuncture (SAC) arm. Each eligible subject will go through a 2-wk run-in-period, 6-wk treatment period and follow by a 6-wk of follow-up period. Five visits in total were scheduled for each subject in week 0, week 2, week 5, week 8 and week 14. (p3)

	Methods: Participants, interventions, and outcomes

	Study setting
	9
	Participants with IBS are recruited locally in Hong Kong. The study setting is within the Chinese Medicine clinics of The Hong Kong Baptist University where data will also be collected. 

	Eligibility criteria
	10
	Inclusion criteria:

1).Fulfillment of the Rome IV criteria for IBS; 

2).Age of 18 to 65 years (inclusive); 

3). IBS Symptom Severity Scale (IBS-SSS) (Appendix. 1) > 75 points (a range of 0-500 points of VAS on five questions); 

4). Written informed consent.
Exclusion criteria:

1).Pregnancy or breast-feeding; 

2).Medical history of inflammatory bowel diseases, carbohydrate malabsorption, hormonal disorder, known allergies to food additives, and/or any other serious diseases; 3).Unstable medical conditions; 

4).Unstable mental condition or with history of mental illness; 

5).Patients who have received acupuncture treatment in last three months, or took concomitant medication with affect gastrointestinal motility or visceral sensation, such as antidiarrheal agent, antidepressant, narcotic analgesic, and anticholinergic; 

6). Alcoholism or drug abuse in past 1 year; 

7). Having needle phobia
Qualification and training of practitioners
Hong Kong registered Chinese medicine practitioners having at least 3 years of clinical experience, who have undergone training, are able to provide identical acupuncture treatment in accordance with a pre-defined protocol. (p3-4)

	Interventions
	11a
	Acupuncture (AC) group

Disposable acupuncture needles (0.30 mm in diameter and 25-40 mm in length) are inserted at a depth of 10-30 mm obliquely into scalp acupuncture points (Baihui, Toulinqi) or straightly into body acupuncture points (Guanyuan, Zhongwan, Tianshu, Zusanli, Sanyinjiao, Taichong, Zhangmen). Electroacupuncture will be applied to the abdominal points at fast and dispersed waves through electric needle stimulator (ES-160 6-Channel Programmable Electro-acupuncture) for 30 min. The intensity is adjusted to a level at which patients feel comfortable.

Sham-Acupuncture (SAC) group

Disposable acupuncture needles (0.30 mm in diameter and 25-40 mm in length) are inserted at the same way as in the acupuncture group but on sham-acupuncture points (Sham-Baihui, Sham-Toulinqi, Sham-Guanyuan, Sham-Zhongwan, Sham-Tianshu, Sham-Zusanli, Sham-Sanyinjiao, Sham-Taichong, Sham-Zhangmen. Table 3, Fig 3-10). The sham points are non-acupuncture points nor located on meridians. (p5) 

	
	11b
	Participants can withdraw from this clinical trial at any time. The date and reason for withdrawal should be stated. If possible, all subjects withdrawing from the study should continue to be followed up regularly on a measurement schedule with a final assessment. Participants who discontinue early will not be replaced. Once any unexpected symptoms and adverse side effects occur, treatment can be immediately terminated. Further medical treatment or referral to the University clinics will be arranged, if necessary. (p4)

	
	11c
	A diary is given to every subject to record his/her daily bowel movement. Regular and consecutive treatments are given in clinic as twice a week for 6 weeks. Face-to-face adherence reminder will take place at each study visit.

	
	11d
	Participants are not allowed to have any medications nor other treatments on gastrointestinal system problems during the study. 

	Outcomes
	12
	Outcomes

Outcomes included 1) the difference between baseline and 8 weeks,14 weeks after randomization on IBS symptom severity scale (IBS-SSS); 2) the difference between baseline and 8 weeks,14 weeks after randomization on Hamilton Depression Rating Scale (HAMD-17); 3) the difference between baseline and 8 weeks,14 weeks after randomization on Clinical Global Impression-severity (CGI-S) and Self-Rating Depression Scale (SDS); 4). the difference between baseline and 8 weeks,14 weeks after randomization on IBS Quality of Life (IBS-QoL). The specific assessment schedule can refer to Fig.2. Safety profiles will be assessed by determining important adverse events reported on in every treatment and in follow-up interviews. (p7)

	Participant timeline
	13
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	Sample size
	14
	According to a previous study, placebo is associated with high rates of resolution in a functional bowel disorder. Assuming that a difference of at least 30 % between acupuncture and placebo is needed for a clinically important outcome, 51 patients per treatment group were deemed sufficient to achieve 80 % power in detecting a treatment difference, based on two-sided χ 2 test without continuity correction at a significance level of 0.025 (used to maintain the overall significance level at 5%). Further assuming a 15 % dropout rate, we concluded that we needed to recruit a total of 120 patients (60 per arm) for this trial to ensure statistically significant results. The calculation was performed using StudySize 3.0 software (V. Frolunda, Sweden). (p7)

	Recruitment
	15
	Recruiting participants through advertisements on newspapers and TV programs. Screening will be done by researchers. Informed consent will be obtained from eligible patients before randomization.

	Methods: Assignment of interventions (for controlled trials)

	Allocation:
	
	

	Sequence generation
	16a
	Participants will be randomly assigned to either control or experimental group with a 1:1 allocation as per a computer generated randomisation schedule stratified by site.

	Allocation concealment mechanism
	16b
	Simple, complete, non-sequential randomization numbers will be generated by Random Allocation Software (Version 1.0.0), Isfahan, Iran and kept by Principal Investigator (PI).

	Implementation
	16c
	Randomisation will be requested by the investigators responsible for recruitment and clinical interviews. After patient’s eligibility is confirmed, patients will be randomized to AC arm or SAC arm for 6 weeks. (p7)

	Blinding (masking)
	17a
	Only acupuncturists are allowed to know patients’ treatment. All other research members will be blind to the assignment. In addition, patients cannot visually detect sham or active acupuncture procedures. (p7)

	
	17b
	N/A, unblinding is not permissible during the trial.

	Methods: Data collection, management, and analysis

	Data collection methods
	18a
	Data is collected through patient-filled questionnaires: 
IBS symptom severity scale (IBS-SSS),

Hamilton Depression Rating Scale (HAMD-17),

Self-Rating Depression Scale (SDS),

IBS Quality of Life (IBS-QoL).
Data is also collected by our practitioners through Clinical Global Impression-severity (CGI-S).

	
	18b
	Investigators will address the participations of the patients at each treatment session in order to reinforce the adherence. Participants will be allowed or asked to dropout from the trial if they:

（1）are lost to follow-ups;

（2）become pregnant;

（3）develop serious adverse event (SAE) 

If possible, all subjects withdrawing from the study should continue to be followed up regularly on a measurement schedule with a final assessment. Participants who discontinue early will not be replaced. (p4)

	Data management
	19
	Data will be entered electronically and analysed according to the intention-to-treat (ITT) principle. Original study forms will be entered and kept on file at The University. Participant files are to be stored in numerical order and stored in a secure and accessible place and manner. Participant files will be maintained in storage for a period of 3 years after completion of the study.

	Statistical methods
	20a
	The statistical analysis will be performed using the Statistical Packages of Social Sciences (SPSS) for Windows version 25.0. The statistical significance is defined as two-sided P-value of <0.05. Baseline differences between the groups will be assessed with the use of Student’s t-test for normally distributed continuous variables and nonparametric Mann-Whitney U test for non-normally distributed. For categorical variables, chi-squared test or Fisher’s exact test will be used. Changes in IBS-SSS, HAMD-17, SDS, and IBS-QoL at each evaluation time point from baseline will be analyzed using ANCOVA model, followed by Bonferroni t-test to detect differences between two groups at each time point. Incidence of adverse events will be examined using Chi-square test. 

	
	20b
	N/A, there is not subgroup analysis.

	
	20c
	Missing values will be imputed by the last-observation-carried forward method. (p7-8)

	Methods: Monitoring

	Data monitoring
	21a
	N/A, Composition of data monitoring committee (DMC) is not needed because this trial is with a short duration of 14 weeks and is with minimal risks.

	
	21b
	N/A, this trial does not require DMC and is with 14-week duration.

	Harms
	22
	Adverse events will be collected and recorded after the subject has enrolled in the study and started the intervention. A serious adverse event for this study is any untoward medical occurrence that is believed by the investigators to be causally related to the acupuncture treatment and results in any of the following: Life-threatening condition; severe or permanent disability, prolonged hospitalization, or a significant hazard as determined by the Data Safety Monitoring Board. Serious adverse events occurring after a subject is discontinued from the study will NOT be reported unless the investigators feels that the event may have been caused by the treatment.

	Auditing
	23
	N/A, auditing is not planned in this trial. 

	Ethics and dissemination

	Research ethics approval
	24
	This protocol and the informed consent forms contained in Additional File 6 have been reviewed and approved by Hong Kong Baptist University Ethics Committee on the Use of Human Subjects for Teaching and Research (approval number: REC/18-19/0227).

	Protocol amendments
	25
	Any modifications to the protocol which may impact on the conduct of the study, potential benefit of the patient or may affect patient safety, including changes of study objectives, study design, patient population, sample sizes, study procedures, or significant administrative aspects will require a formal amendment to the protocol. Such amendment will be agreed upon by Trial Management Committee and approved by the Ethics Committee/IRB [institutional review board]. (p9)

	Consent or assent
	26a
	Investigators will introduce the trial to patients at the initial visit (V0) and obtain written consent from patients who are willing to join.

	
	26b
	N/A, we only have one consent form for participants

	Confidentiality
	27
	All study-related information will be stored securely at the University. All participant information will be stored in locked file cabinets in areas with limited access. All documents will be identified by a coded ID [identification] number only to maintain participant confidentiality. Participants’ study information will not be released outside of the study without the written permission of the participant.

	Declaration of interests
	28
	The authors declare that they have no competing interests. (p9)

	Access to data
	29
	All the investigators will be given access to the cleaned data sets. The datasets used and analyzed during the current study are available from the corresponding author on reasonable request.

	Ancillary and post-trial care
	30
	Participants have no compensation for participating this study. The study is covered by professional liability insurance policy.

	Dissemination policy
	31a
	The study results will be released to the participating practitioners, patients and the general medical community

	
	31b
	LDZ and ZXB designed and supervised the study. LDZ and TFL drafted the manuscript. LDZ, TFL, YZ enrolled the participants and conducted the treatments. LDZ, WY, ZL analyzed the data. All authors read and approved the final manuscript. (p9)

	
	31c
	N/A, the information would not be made public-accessible.

	Appendices
	
	

	Informed consent materials
	32
	Additional files 6: Consent form


	Biological specimens
	33
	N/A, biological specimens are not requited in this trial. 


*It is strongly recommended that this checklist be read in conjunction with the SPIRIT 2013 Explanation & Elaboration for important clarification on the items. Amendments to the protocol should be tracked and dated. The SPIRIT checklist is copyrighted by the SPIRIT Group under the Creative Commons “Attribution-NonCommercial-NoDerivs 3.0 Unported” license.
PAGE  
1

