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	Section/Item
Administrative information
	Item Number
	Description

	Title
	1
	The experts’consensus Chinese medical massage VS External Diclofenac Diethylamine Emulgel for the treatment of knee osteoarthritis: a protocol for a randomized controlled and multicenter clinical trial

	Trial registration
	2
	The experts’consensus Chinese medical massage VS External Diclofenac Diethylamine Emulgel for the treatment of knee osteoarthritis: a protocol for a randomized controlled and multicenter clinical trial. Chinese Clinical Trial Registry (NO: ChiCTR1800014400)

	Protocol version
	3
	2017-12-29，version number：20171229V1.1

	Funding
	4
	This study was supported by the Project of Science and Technology of Beijing Municipal (D171100003217004).

	Roles and responsibilities
	5a




5b
5c

	The study design was conducted by Xie LM and Ding QM. Study supervision is conducted by Xu YP and Liu Y. Data collection is done by Bai LQ and Li YB . statistical analyses are done by Wang LS,. The study protocol was drafted by Wang-WY and Bai-Y. The manuscript was modified by Xie LM. Niu ZJ sought funding and ethical approval. All authors approved the final draft.
Science and Technology of Beijing Municipal manage and monitor the project, and the researchers will report the progression of study each year. 

	Introduction 
Background and rationale
	
6a
	
Both massage and topically administered NSAIDs are safe and effective treatment for knee osteoarthritis (KOA); however, different massage technique sects in China caused assessment difficulties for the treatment of KOA. In order to standardize massage techniques and procedures, we organized multi-disciplinary experts in China to acquire an expert consensus on TCM (traditional Chinese medicine) Massage Treatment of knee osteoarthritis. As yet there are not a randomized controlled and multicenter clinical trial between the experts’consensus Chinese medical massage and External Diclofenac Diethylamine Emulgel for the treatment of KOA.

	Objectives
	7
	The purposes of this study are to evaluate the efficacy and safety of the experts’consensus Chinese medical massage treatment of KOA compared with External Diclofenac Diethylamine Emulgel.

	Trial design



Methods 
Participants, interventions, and outcomes
	8
	This scheme has randomization, controlled, multi-center clinical trial. 300 participants will be recruited in the study, waiting list group in a ratio of 2:1, 200 cases in the experimental group and 100 cases were in control group.

	Study setting
	9
	The study will be carried out at the five hospitals, including Guang'anmen Hospital, Beijing's Capital Medical University Traditional Chinese Medicine Hospital, Dongfang Hospital of Beijing University of Chinese Medicine and Xuan Wu TCM Hospital Beijing, Beijing Fengsheng trauma-orthopedic hospital of traditional Chinese Medicine

	Eligibility criteria
	10
	Meet the diagnostic criteria of knee osteoarthritiss according to the American College of Rheumatology (ACR) criteria.

	Interventions
	11a
	experimental group will receive 20 sessions of manual massage treatment (2 sessions weekly for 10 weeks,10 mints one session). Use the definite massage treatment plan from Chinese medical technique evidence-based treatment for knee osteoarthritis to do the massage treatment. control group will receive External Diclofenac Diethylamine Emulgel treatment (3-4 times per day for 10 weeks, once 10 mints). During the treatment period, other Chinese & western drugs and treatment methods (including physical therapy and psychotherapy, etc.) for knee osteoarthritis are not used. In cases of intolerable knee pain, the patients will be instructed to take Loxoprofen Sodium Tablets (60mg, Oral 3/day) as a rescue medication, the use of other treatments, such as injections of any kind, moxibustion, acupuncture or cupping, will not be allowed.

	Outcomes
	12
	The WOMAC score and The CSKO score (Chinese scale for knee osteoarthritis) was performed for each follow-up, with the calculation of the total score of WOMAC and each dimension were compared before and after treatment.

	Participant timeline
	13
	A schematic diagram is highly recommended (Figure 2).

	Sample size
	14
	the ratio of the cases in experimental group and the control group is 2: 1, and the number of included cases was 300. There were 200 cases in the experimental group and 100 cases were in control group

	Recruitment
	15
	The study will recruit participants through hospital outpatient. WeChat official account (one of china’s popular social media platforms) of Guang'anmen Hospital and brochures

	Assignment of interventions
(for controlled trials)
Allocation Sequence generation 




Allocation concealment mechanism 

Implementation
	

16a




16b

16c
	

adopt randomized blocks, and cases were randomly assigned to each center. The results of random groups were placed in sealed envelopes, which were numbered consecutively. When the patients were enrolled, they took the envelopes in the order of enrollment and were grouped according to the contents of the envelopes. 
The random sequence will be generated by an independent professional statistician who is not involved in the study with the software SPSS 11.5. 
Bai Y will generate the allocation sequence, Jin LK will enroll participants, and Wang DZ will assign participants to interventions

	Blinding (masking)
	17a
	Due to the operation characteristics of massage therapists, the massage therapists and the participants cannot be blinded who will be informed of the grouping of participants before treatment. The outcome evaluators and data statisticians will be blinded to the group allocation, and their responsibility is to collect and analyze the data.

	Data collection, management,
and analysis 
Data collection methods
	

18




	

Clinical questionnaires will be administered to all participants in a separate room and administered by the same research. The clinical data will be independently entered into the EpiData electronic database by two researchers and tested by referring to the original data source when inconsistent data appears. 

	Data management
	19
	EpiData electronic data will be exported to Microsoft Excel and then analyzed using SPSS software package. 

	Statistical methods
	20






	Effectiveness analysis: the changes in WOMAC score, X-ray and MRI examination results at each attendance were statistically described changes relative to the baseline, calculation the number of cases, mean, standard deviation, median. The changes were tested by the analysis of covariance (ANCOVA), which took the baseline data as the covariable. In addition, the changes in each group before and after treatment were compared using the paired t test. The X2 test was used to compare the incidence of adverse events between the two groups, making a list of adverse events occurred in this trial; Compare the relationship between normal/abnormal changes of laboratory test results before and after the test with the occurrence of abnormal changes with the experimental drugs.

	Monitoring
Data monitoring
	
21



	
The clinical research assistant will validate the accuracy, missing, and consistent data in CRF. Clinical questionnaires will be administered to all participants in a separate room and administered by the same research. The clinical data will be independently entered into the EpiData electronic database by two researchers

	Harms
	22
	Manipulation-related adverse events, such as ecchymosis,subcutaneous hemorrhag, fracture, dislocation and so on. Drug-related adverse events, such as gastro-intestinal tract response and so on. If the participants cannot tolerate these adverse reactions, treatment will be discontinued and the participants will be withdrawn from the study. 

	Auditing
	23
	Frequency and procedures for auditing trial conduct, if any, and whether the process will be independent from investigators and the sponsor

	Ethics and dissemination
Research ethics approval
	
24
	
The study has been approved by the ethical committees of Guang'anmen Hospital (NO:201-135-KY-1)

	Protocol amendments
	25
	If we have amendments to the protocol, the principal investigator will inform the relevant unit and submit a copy of the revised plan to the unit’s office for archiving. At the same time, our research team will also update the protocol of the clinical trial registry.

	Consent or assent
	26
	Additional file 2

	Confidentiality
	27
	All original medical record test results (personal data, test documents) will be confidential within the law. The Pinyin initials of your name and the allocated serial number of trial will appear in CRF, instead of your name. If necessary, only Pinyin initials of your name and serial number will appear in related research report, essay, public publications.

	Declaration of interests
	28
	The authors declare that they have no competing interests

	Access to data
	29
	Statement of Wang DZ will have access to the final trial data set, and disclosure of contractual agreements that limit such access for investigators

	Ancillary and post-trial care
	30
	If the participants suffer harm from the trial, we will treat the adverse events without charge. There is no compensation for study participation.

	Dissemination policy
	31a

	The purpose is to promote the application and dissemination of the experts’consensus Chinese medical massage for treating KOA in the China. 

	Appendices 
Informed consent materials
	
32
	
Additional file 2

	Biological specimens
	33
	NO




