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Abstract \
Background: Traditional Chinese medicine plays an irreplaceable role in the treatment and prevention of epidemic diseases in |
China. Acupuncture is an important part of Chinese medicine. During the coronavirus disease 2019 (COVID-19) epidemic,
acupuncture and related interventions are used to treat COVID-19 patients in China. The systematic review aims to evaluate the
efficacy and safety of acupuncture and relevant interventions for anxiety in COVID-19.

Methods: \We will search for randomized control and observational studies of acupuncture and related interventions for anxiety in
COVID-19 in the 6 databases from inception to 31 October 2020. There is no language restriction. Two independent reviewers will
screen and collect all trials, data extraction and evaluate the risk of bias of the researches. We will perform a meta-analysis if
appropriate.

Results: Our findings will evaluate the feasibility of acupuncture and related interventions as adjunctive therapy for anxiety in COVID-
19 patients, which will be disseminated in a relevant conference and published in a peer-reviewed publication.

Conclusion: Our research will appraise the overall quality and evidence of whether acupuncture and related interventions are
effective therapies for anxiety in COVID-19.

Abbreviations: COVID-19 = coronavirus disease 2019, RCTs = randomized controlled trials, SARS = severe acute respiratory

syndrome.
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1. Introduction

Recently, an outbreak of the highly infectious novel coronavirus
disease 2019 (COVID-19) has swept globally.™ Scientists and
doctors around the world are working on ways to treat or prevent
COVID-19. Unfortunately, there is currently no specific antiviral
therapy for this pandemic. The clinical manifestations of COVID-

19 appear to be broad, including mild upper respiratory tract
disease, severe pneumonia, and even death.[*?!

In China, historical records indicate that traditional Chinese
medicine (TCM) plays an indispensable role in the prevention
and treatment of epidemics.®! Acupuncture is 1 of the TCM
treatments. During the severe acute respiratory syndrome
epidemic, the intervention of acupuncture has played a useful
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Main content of the guideline for acupuncture and moxibustion intervention on COVID-19.

Clinical stage Main acupoints

Acupoint selections

Medical observation period

(2) Hegu (L14), Quchi (LI11), Chize (LU5), Yuji (LU10)

(3 Qihai (CV6), Zusanli (ST36), Sanyinjiao (SP6)
Clinical treatment period

(D) Fengmen (BL12), Feishu (BL13), Pishu (BL20)

(D) Hegu (L14), Taichong (LR3), Tiantu (CV22), Chize (LUS),
Kongzui (LUB), Zusanli (ST36), Sanyinjiao (SP6)

One or 2 acupoints can be selected from each group in 1
treatment.

For the mild case or the ordinary case, 2 or 3 acupoints are
selected from the group (1) and group (2). For the severe
case, 2 or 3 acupoints are selected from group (3).

(@) Dazhu (BL11), Fengmen (BL12), Feishu (BL13), Xinshu (BL15),

Geshu (BL17)

(® Zhongfu (LU1), Danzhong (CV17), Qihai (CV6), Guanyuan

(CV4), Zhongwan (CV12)
Convalescence
Qihai (CV6)

Neiguan (PC6), Zusanli (ST36), Zhongwan (CV12), Tianshu (ST25),

COVID-19 = coronavirus disease 2019.

role.' Clinical observation study found that acupuncture can
relieve chest distress, fatigue, and other symptoms in patients
with severe acute respiratory syndrome in convalescence.*! In the
current Chinese medical system, TCM and western medicine are
equally important, and TCM’s participation in the treatment of
COVID-19 patients is encouraged by the government.!! Chinese
doctors and scientists have conducted many clinical studies on the
treatment of COVID-19 with the combination of TCM and
western medicine.>®”! It is worth noting that most COVID-19
patients in China have received integrated Chinese and western
medicine. The comprehensive application of acupuncture,
moxibustion, and Chinese herbal medicine has provided new
ideas for the treatment and prevention of COVID-19.181 A
retrospective observational study has shown that acupuncture (in
conjunction with routine treatment) significantly improved chest
pain, fatigue, insomnia, anxiety, nervousness, nausea, vomiting,
and other symptoms in patients with COVID-19.!

Some of the intervention measures in clinical practice are a
mixture of acupuncture and other relevant therapies, while
acupuncture is delicately defined as stimulation of acupoints, with
penetration into skin by thin metal needles. In other words,
acupuncture and other relevant therapies also include moxibustion
and transcutaneous electrical nerve stimulation.'”! It is worth
noting that the Chinese association of acupuncture and moxibus-
tion has proposed and issued the guideline for acupuncture and
moxibustion interventions on COVID-19 (Second edition).!'" The
main contents are shown in Table 1. Clinical observation of
moxibustion on 42 cases of ordinary COVID-19 pneumonia
showed that moxibustion can effectively relieve the negative
emotions of COVID-19 patients, attenuate the symptoms of chest
tightness and loss of appetite, with a high degree of acceptance.'!
A randomized controlled study on intervention for the patients
under quarantine after close contact with COVID-19 is undergo-
ing. The study uses the internet and mobile phone software to
remotely guide patients to moxibustion themselves, reducing the
contact between doctors and patients.!?!

The clinical presentation of COVID-19 has involved fever,
cough, headache, abdominal pain, fatigue, and so on.!*! During the
COVID-19 epidemic, the general public (including COVID-19
patients) and healthcare workers are all likely to experience anxiety
and insomnia."*"5! Acupuncture is an excellent symptom
management therapy. Acupuncture and related interventions are
often used to relieve common symptoms including vomiting,

nausea, insomnia, dyspnea, fatigue, abdominal pain as well as
anxiety disorders. ['*~2%! Possible related symptoms of COVID-19
treated with acupuncture is shown as Figure 1. A recent systematic
review showed that acupressure has good results in relieving
anxiety.””) Another systematic review revealed that there is good
evidence to encourage the treatment of anxiety disorders with
acupuncture, because it produces effective results and has fewer side
effects than traditional therapies."”®! Studies on data mining also
summarizes the commonly used acupoints for anxiety treatment, as
shown in Figure 2.*° Therefore, we intend to systematically review
the clinical trials of acupuncture and related interventions for
anxiety in COVID-19 patients. We aim to provide a more reliable
evidence base for clinical practice in treating anxiety in COVID-19.

2. Methods

2.1. Study registration

Our research was registered in PROSPERO (CRD42020190153)
on 5 June 2020. Also, this protocol report follows Preferred
Reporting Items for Systematic Review and Meta-analysis
Protocols guidelines.!*”!

2.2. Inclusion criteria
2.2.1. Types of studies. Randomized controlled trials (RCTs)

and observational trials, including case control studies and

Anxiety Abdominal pain
and insomnia /\ /\

Acupuncture
and
related interventions

Breathlessness \/ \V Nausea, vomiting

Fatigue

Figure 1. Possible related symptoms of COVID-19 treated with acupuncture.
COVID-19 = coronavirus disease 2019.
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Figure 2. Acupoints commonly used in the treatment of anxiety in the arm.

cohort studies, that have tested acupuncture and related therapies
interventions with or without western medicine for anxiety in
COVID-19, will be included. Publications in any language will be
included.

2.2.2. Types of patients. Participants who were diagnosed as
COVID-19 with anxiety will be included, without limits on age,
gender, and race. The diagnosis of COVID-19 includes Chinese
or international diagnostic criteria.l>!-3!

2.2.3. Types of interventions. Participants undergone acupunc-
ture and related interventions treatment such as, electroacu-
puncture, acupuncture, fire needle, transcutaneous electrical
nerve stimulation, auricular point therapy, and moxibustion will
be included in the experimental group. There is no restriction on
the duration.

Patients who have treated with interventions such as sham
acupuncture, routine care, or conventional therapy will be
included in the control group.

2.2.4. Types of outcomes. The primary outcomes will be the
therapeutic effects of treatment on anxiety. Both qualitative and
quantitative outcomes, change in anxiety score from baseline to
the last available follow-up, such as the state-trait anxiety
inventory and shortened 10-item version of the state-trait anxiety
inventory assessing the severity of anxiety will be allowed.!?!
The secondary outcomes will be evaluated based on adverse
effects and adverse events.**>¢! Furthermore, for COVID-19,
which is an infectious disease, the risk of acupuncture application

www.md-journal.com

Search strategy for Medline.

#1 Coronavirus disease 2019 [Abstract/Title]

#2 COVID-19 [Abstract/Title]

#3 2019 novel coronavirus [Abstract/Title]

#4 2019-nCoV [Abstract/Title]

#5 Coronavirus disease-19 [Abstract/Title]

#6 Severe acute respiratory syndrome coronavirus 2 [Abstract/Title]
#7 SARS-CoV-2 [Abstract/Title]

#8 Novel coronavirus [Abstract/Title]

#9 COVID19 [Abstract/Title]

#10 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9
#11 Anxiety [MeSH]

#12 Hypervigilance [Abstract/Title]

#13 Nervousness [Abstract/Title]

#14 Social Anxiety [Abstract/Title]

#15 Breath Shortnesses [Abstract/Title]

#16 Anxieties, Social [Abstract/Title]

#17 Social Anxieties [Abstract/Title]

#18 #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17
#19 Acupuncture [MeSH]

#20 Electroacupuncture [Abstract/Title]

#21 Dermal needle [Abstract/Title]

#22 Acupoint [Abstract/Title]

#23 Fire needle [Abstract/Title]

#24 Transcutaneous electrical nerve stimulation [Abstract/Title]
#25 Auricular point therapy [Abstract/Title]

#26 Moxibustion [Abstract/Title]

#27 #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26
#28 Randomized controlled trial [PT]

#29 Controlled clinical trial [PT]

#30 Randomized [Abstract/Title]

#31 Placebo [Abstract/Title]

#32 Clinical trials as topic [Abstract/Title]

#33 Randomly [Abstract/Title]

#34 Trial* [Abstract/Title]

#35 #28 OR #29 OR #30 OR #31 OR #32 OR #33 OR #34
#36 Animals [MeSH]

#37 #35 NOT #36

#38 #10 AND #18 AND #27 AND #37

COVID-19 = coronavirus disease 2019, SARS = severe acute respiratory syndrome.

also needs to be considered. Therefore, the safety of physicians is
also an outcome measure.

2.3. Search methods to identify studies
2.3.1. Search strategy. We will search 6 electronic databases,

including the VIP, China National Knowledge Infrastructure,
Wan Fang Data, EMBASE, Medline as well as Cochrane Central
Register of Controlled Trials (CENTRAL) from their inception
till 31 October 2020. There will be no limitation on the language
of the included studies. The combined use of medical subject
headings and keywords is of considerable significance to the
retrieval of related trials. Moreover, our searching strategy for
Medline is shown in Table 2.

2.4. Data collection and analysis
2.4.1. Selection of studies. Two independent researchers will

generate and apply a standardized selection form to select
appropriate researches. In the event of a disagreement, the third
investigator will make the final decision. We will describe and
summarize the selection process for each study in the Preferred
Reporting Items for Systematic Review and Meta-analysis
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Figure 3. Study selection flow diagram.

Protocols flowchart, with reasons for exclusion. The process of
screening operation is shown in Figure 3.

2.4.2. Data extraction and management. All data extraction
will be independently undertaken by 2 investigators using
predesigned forms, including study design, general information,
characteristics of patients, comparison interventions, and out-
comes. For studies with uncertain data, we will contact the
authors by telephone or email to obtain the complete data. And
studies without sufficient information will be excluded. If there is
any dispute during data extraction, it will be referred to a third
reviewer.

2.4.3. Assessment of risk of bias. Two independent inves-
tigators will assess the risk of bias of included RCTs studies using

the Cochrane Collaboration’s risk of bias tool.*”! And disagree-
ments will be discussed with another reviewer. Each RCTs will be
assigned as unclear risk, low, or high of bias for 7 domains
(sequence generation, allocation concealment, blinding of
personnel and participants, blinding of outcome assessors,
incomplete result data, selective outcome reporting, and other
biases), and a revised version of the Newcastle—Ottawa Scale for
observational studies.!>%:3!

2.4.4. Measures of treatment effect. For continuous outcomes,
data will be analyzed by using a weighted mean difference
(WMD) or mean difference with 95% confidence intervals, while
dichotomous data will be expressed as relative risk, with
confidence intervals of 95%.
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2.4.5. Assessment of heterogeneity. Both the Chi-squared and
I? statistics will be used for the evaluation of heterogeneity, with
an I* of >50% or P<0.1 considered indicative of high
heterogeneity.

2.4.6. Publication bias. If a sufficient number of trials are
included, we will assess small study biases (such as publication
bias) with funnel plots. For continuous variables, Egger tests will
be recommended. For the dichotomous data, we will select the
Harbord and Peters test.[”!

2.4.7. Data synthesis. Stata, version 14.0 (StataCorp LLC), will
be used to analyze the data. Studies that examine the same
interventions and outcomes in similar populations will be
combined using the meta-analysis to estimate the combined
intervention effect. Heterogeneity among trials will be identified
by the I* and Chi-squared test statistics. If the included studies
have no obvious heterogeneity (I < 50% or P> 0.1), we will use

a fixed-effect model for calculation. Or else, a random-effects
model will be used.?7-*0-431

2.4.8. Sensitivity analysis. To test the robustness of the review
findings, we will perform a sensitivity analysis for the primary
outcome according to the statistical model.

2.4.9. Subgroup analysis. 1f sufficient studies can be identified
according to age, duration of treatment and different inter-
ventions, we will conduct a subgroup analysis.

2.4.10. Assessment of evidence quality. We will use the
Grading method of Recommendations Assessment, Development
and Evaluation to rate the quality of evidence for each outcome as
low, very low, moderate and high level.

2.5. Ethics

Ethical approval is not required because no individual patient or
animal information is collected.

3. Discussion

Considering that COVID-19 is an important public health issue,
the efficacy of acupuncture combined with routine treatment of
COVID-19 remains inconclusive, and the findings of this research
add some evidence to the knowledge in this field. The main
challenge with this study is the generally poor quality of clinical
studies on acupuncture.***”1 This research will provide
evidence-based medicine to determine whether acupuncture
and related interventions are effective interventions for patients
with anxiety in COVID-19.

Author contributions

Conceptualization: Feng Qi and Haowen Jia.

Data curation: Kai Zhang and Zhenzhen Han.

Formal analysis: Kai Zhang and Haowen Jia.

Investigation: Haowen Jia, Hongwen Huang and Kai Zhang.
Methodology: Kai Zhang and Hongwen Huang.

Software: Qilin Tang and Kaihang Sun.

Supervision: Qilin Tang.

Writing — original draft: Haowen Jia, Kai Zhang and Haowen

Jia.
Writing — review & editing: Qilin Tang.

www.md-journal.com

References

[1] Del Rio C, Malani PN. COVID-19-new insights on a rapidly changing
epidemic. JAMA 2020.

[2] ZhouF, Yu T, Du R, et al. Clinical course and risk factors for mortality of
adult inpatients with COVID-19 in Wuhan, China: a retrospective cohort
study. Lancet 2020;395:1054-62.

[3] Ren JL, Zhang AH, Wang X]J. Traditional Chinese medicine for COVID-
19 treatment. Pharmacol Res 2020;155:104743.

[4] Liu H, Wang Li, Xuan Y, et al. The preliminary research on 89 cases of
SARS in rehabilitation clinic. Zhongguo Zhen Jiu 2003;28:630-1.

[5] Zhang K, Tang Q. The dilemma and hope of traditional Chinese
medicine practitioners in China. Integr Med Res 2020;9:100411.

[6] Han Z, Wang ], Zhang K, et al. The Ethics of COVID-19 Clinical Trials:
New Considerations in a Controversial Area. Integr Med Res
2020;9:100425.

[7] Zhang B, Zhang K, Tang Qi, et al. Acupuncture for breathlessness in
COVID-19: a protocol for systematic review and meta-analysis.
Medicine (Baltimore) 2020.

[8] Zhang K. Is traditional Chinese medicine useful in the treatment of
COVID-19? Am J Emerg Med 2020.

[9] Gong Y, Si X, Zhang Y, et al. Clinical application and practice of
acupuncture therapy in COVID-19. Zhongguo Zhen Jiu 2020.

[10] Choi GH, Wieland LS, Lee H, et al. Acupuncture and related
interventions for the treatment of symptoms associated with carpal
tunnel syndrome. Cochrane Database Syst Rev 2018;12:CD011215.

[11] Liu WH, Guo SN, Wang F, et al. Understanding of guidance for
acupuncture and moxibustion interventions on COVID-19 (Second
edition) issued by CAAM. World J Acupunct Moxibustion 2020.

[12] Huang X, Xie D, Qiu Q, et al. Clinical observation of heat-sensitive
moxibustion treatment for coronavirus disease 2019. Zhongguo Zhen
Jiu 2020.

[13] Liu ML, Liu M, Zhong H, et al. Significance and operation mode of
moxibustion intervention for the group under quarantine after close
contact with COVID-19. Zhongguo Zhen Jiu 2020;40:457-61.

[14] Sher L. COVID-19, anxiety, sleep disturbances and suicide. Sleep Med
2020;70:124.

[15] Pappa S, Ntella V, Giannakas T, et al. Prevalence of depression, anxiety,
and insomnia among healthcare workers during the COVID-19 pandemic:
a systematic review and meta-analysis. Brain Behav Immun 2020.

[16] von Trott P, Oei SL, Ramsenthaler C. Acupuncture for breathlessness in
advanced diseases: a systematic review and meta-analysis. ] Pain
Symptom Manage 2020;59: 327-338.e3.

[17] Zhang K, Li Y, Tang Q. Acupuncture for breathlessness in advanced
diseases: methodological issues. ] Pain Symptom Manage 2020;59:e3—4.

[18] Cheong KB, Zhang JP, Huang Y, et al. The effectiveness of acupuncture
in prevention and treatment of postoperative nausea and vomiting-a
systematic review and meta-analysis. PLoS One 2013;8:¢82474.

[19] Zhang Y, Lin L, Li H, et al. Effects of acupuncture on cancer-related
fatigue: a meta-analysis. Support Care Cancer 2018;26:415-25.

[20] Tang Q, Wang S, Zhang K. Commentary on Barco et al.Interventions for
sleep problems during pregnancy: a systematic review. Sleep Med Rev
2020;51:101287.

[21] Lee SH, Lim SM. Acupuncture for insomnia after stroke: a systematic
review and meta-analysis. BMC Complement Altern Med 2016;16:228.

[22] Amorim D, Amado J, Brito L, et al. Acupuncture and electroacupuncture
for anxiety disorders: a systematic review of the clinical research.
Complement Ther Clin Pract 2018;31:31-7.

[23] Tang Q, Zhang K. Association of acupuncture and acupressure with
improved cancer pain. JAMA Oncol 2020.

[24] Zhang K, Gao C, Li C, et al. Acupuncture for acute pancreatitis: a
systematic review and meta-analysis. Pancreas 2019;48:1136-47.

[25] Zhang K, Li C, Gao C, et al. Efficacy and safety of acupuncture as an
adjuvant treatment for acute pancreatitis: a protocol of systematic review
and meta-analysis. BM] Open 2019;9:¢029327.

[26] Coyle ME, Shergis JL, Huang ET, et al. Acupuncture therapies for
chronic obstructive pulmonary disease: a systematic review of random-
ized, controlled trials. Altern Ther Health Med 2014;20:10-23.

[27] Au DW, Tsang HW, Ling PP, et al. Effects of acupressure on anxiety: a
systematic review and meta-analysis. Acupunct Med 2015;33:353-9.

[28] Li M, Xing X, Yao L, et al. Acupuncture for treatment of anxiety, an
overview of systematic reviews. Complement Ther Med 2019;43:247-52.

[29] Zhu ZH, Ding Z. Acupuncture and moxibustion treatment of anxiety
neurosis and study on characteristics of acupoint selection. Zhongguo
Zhen Jiu 2008;28:545-8.


http://www.md-journal.com

Jia et al. Medicine (2020) 99:30

[30] Shamseer L, Moher D, Clarke M, et al. Preferred reporting items for
systematic review and meta-analysis protocols (PRISMA-P) 2015:
elaboration and explanation. BM] 2015;349:27647.

[31] National Health Commission of the People’s Republic of China
<Guideline on diagnosis and treatment of COVID-19 (Trial 6th
edition)>. Available at: http://www.nhc.gov.cn/xcs/zhengcwj/202002/
8334a8326dd94d329df351d7da8aefc2.shtml. Accessed June 15, 2020.

[32] Ahn DG, Shin HJ, Kim MH, et al. Current status of epidemiology,
diagnosis, therapeutics, and vaccines for novel coronavirus disease 2019
(COVID-19). J Microbiol Biotechnol 2020;30:313-24.

[33] Julian L]J. Measures of anxiety: state-trait anxiety inventory (STAI), beck
anxiety inventory (BAI), and hospital anxiety and depression scale-
anxiety (HADS-A). Arthritis Care Res (Hoboken) 2011;63 Suppl 11:
S467-72.

[34] Zhang K, Li Y, Tang Q. Acupuncture for stable angina pectoris: a few
noteworthy additions. Eur J Prev Cardiol 2019;2047487319889721.

[35] Wang Q, Tang Q, Zhang K. Letter to the editor regarding “Acupuncture-
Induced Cranial Epidural Abscess: case Report and Review of the
Literature”. World Neurosurg 2019;132:443.

[36] Tang Q, Tian L, Gao C, et al. The efficacy and safety of Xuebijing
injection as an adjunctive treatment for acute pancreatitis: protocol for a
systematic review and meta-analysis of randomized controlled trials.
Medicine (Baltimore) 2020;99:¢18743.

[37] Higgins JPT, Green S, eds. Cochrane handbook for systematic reviews of
interventions version 5.1.0 [updated March 2011]. The Cochrane
Collaboration, 2011. Available at: http://www.handbook.cochrane.org.
Accessed June 15, 2020.

Medicine

[38] Busse JW, Guyatt GH. Tool to assess risk of bias in cohort studies.
Ottawa: Evidence Partners. Available: www.evidencepartners.com/
resources/methodological-resources/. Accessed June 15, 2020.

[39] Busse JW, Guyatt GH. Tool to assess risk of bias in case-control studies.
Ottawa: Evidence Partners. Available: www.evidencepartners.com/
resources/methodological-resources/. Accessed June 15, 2020.

[40] Zhang K. Is nigella sativa supplementation effective for asthma? Am J
Emerg Med 2020.

[41] Tang Q, Zhang K. Is endoscopic retrograde cholangiopancreatography
safe during pregnancy? Saudi J Gastroenterol 2020;26:61-2.

[42] Zhang K. Water exchange versus air insufflation for colonoscopy:
methodological issues of the meta-analysis are a cause for concern. Saudi
J Gastroenterol 2019;25:205.

[43] Zhang K, Tang Q. Acupuncture on aromatase inhibitor-induced
arthralgia in patients with breast cancer. Breast 2019;45:119.

[44] Zhang K, Gao C, Tang Q. Acupuncture for reduction of symptom
burden in multiple myeloma patients undergoing autologous hemato-
poietic stem cell transplantation: a randomized sham-controlled trial.
Respond to author. Support Care Cancer 2019;27:3171-2.

[45] Tang Q, Zhang K. Is acupuncture effective for knee osteoarthritis?
Comment on a recent trial. Clin Rehabil 2019;33:1697-8.

[46] Zhang K, Tang Q, Zhao C. Traditional manual acupuncture combined
with rehabilitation therapy for shoulder hand syndrome after stroke
within the Chinese healthcare system. Clin Rehabil 2019;33:1699-700.

[47] Zhang K, Tang Q, Gao C. Non-pharmacologic treatments for symptoms
of diabetic peripheral neuropathy: a systematic review-methodological
issues are a matter for concern. Curr Med Res Opin 2019;35:1319-20.


http://www.nhc.gov.cn/xcs/zhengcwj/202002/8334a8326dd94d329df351d7da8aefc2.shtml
http://www.nhc.gov.cn/xcs/zhengcwj/202002/8334a8326dd94d329df351d7da8aefc2.shtml
http://www.handbook.cochrane.org/
http://www.evidencepartners.com/resources/methodological-resources/
http://www.evidencepartners.com/resources/methodological-resources/
http://www.evidencepartners.com/resources/methodological-resources/
http://www.evidencepartners.com/resources/methodological-resources/

	Acupuncture and related interventions for anxiety in coronavirus disease 2019
	1 Introduction
	2 Methods
	2.1 Study registration
	2.2 Inclusion criteria
	2.2.1 Types of studies
	2.2.2 Types of patients
	2.2.3 Types of interventions
	2.2.4 Types of outcomes

	2.3 Search methods to identify studies
	2.3.1 Search strategy

	2.4 Data collection and analysis
	2.4.1 Selection of studies
	2.4.2 Data extraction and management
	2.4.3 Assessment of risk of bias
	2.4.4 Measures of treatment effect
	2.4.5 Assessment of heterogeneity
	2.4.6 Publication bias
	2.4.7 Data synthesis
	2.4.8 Sensitivity analysis
	2.4.9 Subgroup analysis
	2.4.10 Assessment of evidence quality

	2.5 Ethics

	3 Discussion
	Author contributions
	References


