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Abstract
Background: Depression is a chronic psychological disease with low emotion, interest, cognition, thinking and disorder of
physiological function, even numbness, or hallucination, delusion and other psychotic symptoms. Traditonal Chinese medicine plays
an important role in the treatment of mental diseases in China and East Asia. The aim of this study is to assess the efficacy and safety
of warming yang method in traditional Chinese medicine for depression.

Methods: We search the following databases: PubMed, the Cochrane Library, Chinese Science and Technique Journals
Database, Chinese Biomedical Literature Database, Excerpt Medica Database, MEDLINE, Chinese National Knowledge
Infrastructure Database, and the Wanfang Database. Other sources will also be searched like Google Scholar and gray literatures.
All databases mentioned above are searched from the start date to November 2020. Randomised controlled trials will be included
which recruiting depression participants to assess the efficacy and safety of warming yang method in traditional Chinese medicines
against controls (placebo or other therapeutic agents). Primary outcomes will include the reduction ratio of Hamilton Depression
Rating Scale and security index. Secondary outcomes include the Yang deficiency improves. Two authors will independently scan
the searched articles, extract the data from attached articles and import them into Endnote X8 and use Microsoft Excel 2013 to
manage data and information. We will assess the risk of bias by Cochrane tool of risk of bias. Disagreements will be resolved by
consensus or the participation of a third party. All analysis will be performed based on the Cochrane Handbook for Systematic
Reviews of Interventions. The meta-analysis in this review will use RevMan 5.3 software.

Results:The study is aim to evaluate the efficacy and safety of warming yangmethod in traditional Chinesemedicine for depression.

Conclusion: This study of the meta-analysis could provide evidence for clinicians and help patients to make a better choice.

INPLASY registration number: INPLASY2020110129

Abbreviations: 5-HT = 5-hydroxytryptamine, CI = confidence intervals, IL = interleukin, RCTs = randomized controlled trials,
TCM = traditional Chinese medicine.
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1. Introduction

Depression is a chronic psychological disease with genetic
tendency caused by a variety of factors, the main symptoms
are low emotion, interest, cognition, thinking and disorder of
physiological function, even numbness, or hallucination, delu-
sion and other psychotic symptoms. Some patients had suicide, or
accompanied by obvious anxiety and (or) provocation, and even
aggressive behavior.[1] About 13% to 20% of people have
experienced depression in their lifetime, and the incidence rate in
the whole life is 6.1% to 9.5%. The incidence all over the world is
12% to 17%.[2] According to the WHO report, depression may
become the second largest disease after heart disease in 2020.[3]

The pathogenesis of this disease is still unclear, the main point of
view is the following aspects:1. 5-hydroxytryptamine (5-HT),
also known as serotonin, is an important central neurotransmit-
ter. Together with other central neurotransmitters, 5-HT
participates in the nerve transmission of the central nervous
system, and participates in behavioral activities, emotion,
appetite regulation, etc. Studies have confirmed that the decline
of 5-HT neurotransmitter not only leads to the formation of
mood disorders, including depression and anxiety, but also
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induces depression by affecting the activities of other neuro-
transmitters.[4] 2. Dopamine belongs to catecholamines. It is an
important monoamine neurotransmitter. It can regulate physical,
mental, endocrine and cardiovascular activities. Studies have
shown that the lack of dopamine production in the body is also
closely related to the incidence of depression.[5] 3. Norepineph-
rine also belongs to catecholamines, which is not only a
neurotransmitter, but also a hormone. Many studies have shown
that NE concentration in hypothalamus is decreased in patients
with depression, which indicates that depression is associated
with central noradrenergic depression. 4. Functional changes of
hypothalamus pituitary adrenal axis in patients with depres-
sion.[6] 5. Clinical observation of some depression patients with
obvious family history, the survey found that the prevalence of
depression in these people is 10–30 times higher than the general
population, the closer the blood relationship, the higher the
probability of disease. 6. Clinical studies have found that the
immune function of patients with depression has also changed.
The levels of interleukin (IL)-1 other cytokines are significantly
higher than those of healthy people. The expression of some pro-
inflammatory factors such as IL-1B, IL-6, interferon-a and tumor
necrosis factor-a in the central nervous system increased, while
the anti-inflammatory factors IL-4, IL-8 and IL-10 increased after
using anti-depressant drugs.[7] In recent years, commonly clinical
antidepressant chemicals include 5-HT reuptake blockers (such
as fluoxetine, paroxetine and sertolin), and 5-th and norepineph-
rine (NE) dual inhibitors (such as venlafaxine, Flupentixol,
melitracen tablets and mirtazapine). Although 5-HT and NE
antidepressants have good antidepressant effect, there are still
adverse reactions of different severity, and patients’ compliance is
low.[8] Traditional Chinese medicine is 1 of the most common and
effective treatment that using the medicine extracted from
botanical or mineral sources to cure diseases. In China and East
Asia, traditional Chinese medicine has a long history in the
treatment of various diseases and it has been involved in the
intervention of depression for decades, which greatly enriches the
treatment of depression and achieves better curative effect.[9–14]

Fortheremore, many single medicine and decoctions have been
proved effectives on depression frompharmacological aspects, not
only in clinical observation.[15–20] Yang (or Yang qi) is a kind of
special and significant concept in traditional Chinese medicine
(TCM), it canwarmbody, producea feelingof excitement,makeqi
and blood flow smoothly. So traditional Chinese Medicien holds
that Yang deficiency is the cause of depression. Many TCM
clinicians discuss the theoryofwarming yangmethodanduse some
single medicine and decoctions by the theory to treat depression
and achieve good curative effect.[21–27] Human beings are a
complex creature, and depression has many pathogenic factors, so
we must take a holistic approach to treat it. This is fully a close
correspondence with the characteristics of TCM syndrome
differentiation. However, the efficacy and safety of warming yang
method in traditional Chinesemedicine on depression still needs to
be verified and no comprehensive assessments have been reported
in recent years. Therefore, our aim is to evaluate the therapeutic
effect of warming yang method in traditional Chinese medicine,
and support clinicians to make better decisions.

2. Methods and analysis

2.1. Objectives and registration

This study will evaluate the efficacy and safety of warming yang
method in traditional Chinese Medicine on depression. The
2

protocol has been registered in International Platform of
Registered Systematic Review and Meta-analysis Protocols
(INPLASY) as INPLASY2020110129. And the article will
adhere to the Preferred Reporting Items for Systematic Reviews
and Meta-Analyses Statement (PRISMA-P reporting guide-
lines).[28]
2.2. Eligibility criteria
2.2.1. Types of studies.Randomized controlled trials (RCTs) in
Chinese and English will be enrolled in this system review. We
will exclude non RCT, quasiRCT, reviews, experimental studies,
case reports, cohort studies, expert experience, duplicate
publication and the included study that the data is incomplete
or missing.

2.2.2. Types of participants. All patients diagnosed with
depression will be included and there are no restrictions on
their nationality, occupation, educational background, belief,
age, body or race.

2.2.3. Types of interventions. Warming yang method in
traditional Chinese medicine will be included and there are no
restrictions on single medicines, decoctions, dosage. The
comparsions will be either with other therapeutic agents or
placebo.
2.3. Types of outcome measures
2.3.1. Primary outcomes.
(1)
 The reduction ratio of Hamilton Depression Rating Scale
(HAMD-17)[29]
(2)
 security index

2.3.2. Secondary outcomes.
(1)
 Yang deficiency improves

2.4. Search methods
2.4.1. Electronic searches. We will retrieve the following
databases: PubMed, the Cochrane Library, Chinese Science and
Technique Journals Database, Chinese Biomedical Literature
Database, Excerpt Medica Database, MEDLINE, Chinese
National Knowledge Infrastructure Database, and the Wanfang
Database. And we will search all the above databases from the
available date of inception to November 2020.

2.4.2. Other sources. The search the reference lists of reviews
and retrieve articles will be searched for additional studies
identify further studies, such as Google Scholar. We will also
conduct a manual search of relevant conference reports and
contact experts and corresponding authors in the field to obtain
important information that cannot be obtained by the above
retrieval.

2.4.3. Search strategy. We will search for articles guided by
Cochrane Handbook. The Search strategy for PubMed is shown
in Table 1, and similar strategies will be built and applied for
other electronic databases.

2.5. Data collection and analysis
2.5.1. Selection of studies. The researchers will discuss and
determine the screening criteria in groups before searching for
studies. The data will be imported into Endnote X8 after



Table 1

The search strategy for Pubmed.

Number Search terms

#1 Depression [MeSH Terms]
#2 traditional Chinese medicine [Title/Abstract]

OR Chinese medicine [Title/Abstract]
OR Chinese herbal medicine [Title/Abstract]

#3 RCT[Title/Abstract]
OR randomized controlled trial [Title/Abstract]

#4 Efficacy [Title/Abstract] OR Safety [Title/Abstract]
#5 #1and #2 and #3 and #4

MeSH = medical subject headings.
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obtaining relevant literatures from the above databases. Two
reviewers (JD and CW) will independently screen all article’s
titles, abstracts and keywords. Then, the unqualified literature
like duplicate documents will be excluded and the final included
literature was determined by reading the full text. If there is any
disagreement in the process, the third research member (YJ) will
resolve the inconsistency and check the final included studies. The
selection process will be shown in the Preferred Reporting Items
for Systematic Review and Meta-analysis flow chart in Figure 1.

2.5.2. Data extraction andmanagement.Two authors (JD and
CW) will extract relevant information independently from all
studies that we obtained and import them into Microsoft Excel
2013 for data and information management. Data for collection
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Figure 1. Flow chart
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include inclusion and exclusion, disease diagnosis, Hamilton
rating, specific Chinese syndrome differentiation, relevant
symptoms, treatment duration, study design, sample size, age,
interventions and details about the control group, follow-up,
outcomes, findings, and adverse event details. The disagreement
will be settled by another reviewer (YJ). We will extract for
informations as follows:

2.5.3. Assessment of the risk of bias in the included studies.
2 authors (JD and CW) will use the Cochrane tool of risk of bias
to assess the risk of bias independently. The disagreement will be
settled by another reviewer (YJ). We will access the following
contents: selection bias (random sequence generation, and
allocation concealment), performance bias (blinding of partic-
ipants and personnel), detection bias (blinding of outcome
assessment), attrition bias (incomplete outcome data), reporting
bias (selective outcome reporting), and other bias (other sources
of bias). Studies will be evaluated high, low and unknown.

2.5.4. Measurement of the treatment effect. The meta-
analysis in this review will use RevMan 5.3 software. Continuous
variables will be reported as mean difference with 95%
confidence intervals (CIs). For different measurement scales,
we will use the standardized mean difference analysis with 95%
CIs. Categorical variables will be summarized as risk ratios or
odds ratio with 95% CIs. All analyses will be conducted in
accordance with the Cochrane Handbook for Systematic
Reviews of Interventions.[30]
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2.5.5. Dealing with missing data. For studies in which the data
are missing or insufficient, we will try to obtain informations by
contacting the corresponding author of the study. If contact is
lost, we will build our analysis on the available data.

2.5.6. Assessment of heterogeneity. Heterogeneity will be
assessed by visual inspection of the forest and tested by standard
Chi-squared statistic and a significance level of 0.1. Furthermore,
the I2 statistic will be used to examine heterogeneity to quantify
inconsistency. Fixed or random effects models will be performed
in meta-analysis. If I2>0.5, the random effects models will be
used.[30]

2.5.7. Assessment of reporting biases. If more than ten studies
that we include in the meta-analysis, funnel plots and Egger test
will be used to assess the reporting bias, like publication bias. We
will evaluate the potential for small study bias by using funnel
plots. The asymmetry of funnel plots will show the possible small
research effects.[31,32]

2.5.8. Subgroup analysis. If heterogeneity is detected, sub-
group analysis will be performed to explore the differences in the
methodologic quality, age, race/ethnicity, and types of Chinese
medicine.

2.5.9. Sensitivity analysis. Sensitivity analysis will be per-
formed to examine the robustness of the result if there are
sufficient studies included. The factors on effect are as follows:

methodologic quality: analysis will be performed excluding
studies of poor methodologic quality
sample size: analysis will be performed excluding small sample
size studies
diagnostic criteria: analysis will be performed in studies of the
same diagnostic criteria

2.5.10. Confidence in cumulative evidence. The level of
evidence of the results will be evaluated by a methodology based
on the Grading of Recommendations Assessment, Development
and Evaluation. And we will assess the evidence quality based on
several factors including research limitations, effect consistency,
imprecision, indirectness, and publication bias. The assessments
will be categorized as high quality, medium quality, low quality
and very low quality.
3. Discussion

With the increasing pressure of life, the incidence of depression
is higher. However, because of the side effects of chemical
medicines, high recurrence rate and narrow antidepressant
spectrum, the compliance of patients is not high.[33] Traditional
Chinese medicine possesses the characteristics of multi target and
systematization, small side effects and simple and easy operation,
so TCM could help make up for the shortcoming of chemical
medicines. In TCM, depression is known as “Bai he disease,”
“Yu disease,” and the cause of the disease is yang deficiency.
TCM using warming yang method to treat depression can
comprehensively stimulate the body’s qi and regulate the balance
of qi and blood, yin and yang. Although there is no clear research
on the mechanism of depression, it is urgent for doctors to relieve
the pain of patients through effective treatment.
Therefore, we will assess the efficacy and safety of warming

yang method in traditional Chinese medicine for depression by
4

using systematic review and meta-analysis. The results of this
study can provide a possible ranking for TCM treatment of
depression.We hope that these results will provide clinicians with
the evidence for TCM treatment of depression and help clinicians
to make the best choices for patients.
Author contributions

Conceptualization: Jiashuai Deng, Yong Jiang.
Data curation: Jiashuai Deng, Changhong Wang.
Formal analysis: Jiashuai Deng.
Funding acquisition: Yong Jiang.
Methodology: Jiashuai Deng, Changhong Wang.
Project administration: Jiashuai Deng, Changhong Wang.
Supervision: Yong Jiang.
Writing – original draft: Jiashuai Deng, Changhong Wang.
Writing – review & editing: Jiashuai Deng, Yong Jiang.
References

[1] Yuchen He, Bo Zhang. Clinical research progress of depression. IJLM
2013;34:832–4.

[2] Mizuki D, Matsumoto K, Tanaka K, et al. Antidepressant-like effect of
Butea superba in mice exposed to chronic mild stress and its possible
mechanism of action. J Ethnopharmacol 2014;156:16–25.

[3] Mayberg HS, Lozano AM, Voon V, et al. Deep brain stimulation for
treatment-resistant depression. Neuron 2005;45:651–60.

[4] Kupfer DJ, Frank E, PhillipsML.Major depressive disorder: new clinical,
neurobiological, and treatment perspectives. Lancet 2012;379:1045–55.

[5] Alexopoulos GS, Murphy CF, Gunning-Dixon FM, et al. Serotonin
transporter polymorphisms, microstructural white matter abnormalities
and remission of geriatric depression. J Affect Disord 2009;119:132–41.

[6] Alexopoulos GS. Depression in the elderly. Lancet 2005;365:1961–70.
[7] Junyong Xu, Hui Sheng, Xin Ni. Research Progress on the pathogenesis

of depression. Acta Universitatis Medicinalis Anhui 2012;47:323–6.
[8] Rui Wang, Shuming Huang. The research progress of pathogenesis in

depression. JMP 2014;27:1332–6.
[9] Yaoyang Li, Lizhi Shang, Erping Xu. Research progress of ZHANG

Zhong-jing’s classical formulae in treatment of depression. Chinese
Journal of Experimental Traditional Medical Formulae 2020;26:1–1.

[10] Xiaonan Huang. Theoretical and clinical study on seasonal distribution
of TCM Syndromes of depression: Beijing University of Chinese
Medicine 2019.

[11] Hongxiao Jia. Based on modern psychiatry to explore some problems in
the practice of traditional Chinese medicine treatment of depression.
Modernization of Traditional Chinese Medicine and Materia Medica-
World Science and Technology 2019;21:2255–8.

[12] Aihua Wang, Juan Wang, Bowen Gan. Research progress of traditional
Chinese medicine treatment of depression. Medical & Pharmaceutical
Journal of Chinese People’s Liberation Army 2019;31:112–6.

[13] Yutong Li, Dingfang Cai. Research Progress on pathogenesis and
treatment of depression with traditional Chinese Medicine. The Journal
of Medical Theory and Practice 2018;31:2234–5.

[14] Jie Xu, Yong Zou. Research Progress of Traditional Chinese Medicine
and Western Medicine on Depression. Chinese Medicine Modern
Distance Education of China 2017;15:156–9.

[15] Qin Liu, Lan Zhang. Research progress of traditional Chinese medicine
on depression animal model. International Journal of Traditional
Chinese Medicine 2010;553–4.

[16] Hongyan Ge, Bo Chen, Yougui Wan. Effect of saikosaponin on behavior
of depression model rats. Chin J Gerontol 2012;32:2098–100.

[17] Yan Hu, Min Hong. Study of Prescriptions Containing Bupleurum as
Monarch for Treatment of Depression. Chinese Journal of Experimental
Traditional Medical Formulae 2010;16:247–9.

[18] JunmingWang, Peili Duan, Yanran Shi, et al. The effects of extracts from
water and ethanol of Gardenia jasminoides Ellis on diabetes complicated
with depression. Chin J Gerontol 2016;36:4410–2.

[19] Hualin Zhang, Zhong Li, Zhongliu Zhou, et al. Effects of Total Saponins
from Panax Notoginseng Leaves on Brain Monoamine Neurotransmit-
ters and Neurotrophic Factors in a Depressive Rat Model. Modern Food
Science and Technology 2015;31:32–41.



Deng et al. Medicine (2020) 99:52 www.md-journal.com
[20] Chunfang Li, Jianbin Wu. Observation of Shugan Jieyu capsule in the
treatment of vascular depression. Shaanxi Journal of Traditional Chinese
Medicine 2015;36:982–3.

[21] 2018;Qingjia Huang, Lin Wu, Wei Chen, et al. Discussion on depression
from “Yang deficiency as the root, qi depression as the tip”, Journal of
Sichuan of Traditional Chinese Medicine. 36:21–3.

[22] Jinshan Yu. Literature research on rehabilitation of tradition Chinese
Medicine of Depression fromYang-Qi treatment: Fujian University of
Traditional Chinsee Medicine 2017.

[23] Shenkang Fu, Dan Li, Luren . Further discussion of the relationship
between“stagnation”and yang deficiency. Chinese Journal of Basic
Medicine in Traditional Chinese Medicine 2013;19:1388–9.

[24] Yangzhi Peng, Zewen Wang, Yue Su, et al. Research progress of
Warming Yangmethod in the treatment of depression syndrome. JSTCM
2016;34:213–5.

[25] Yusong Yang, Juhua Pan, Shijing Huang. Necessity and current situation
of warming yang therapy for depression. LJTCM 2020;47:211–3.

[26] Yongzheng Meng. Clinical effect of Wenyang Jieyu Decoction on
depression of spleen and kidney deficiency of yang type. JNP 2019;
16:14–5.
5

[27] Lei Xie, Peng Zhang, Rui Luo, et al. Basic research of prescription for
warming and recuperating the kidney-yang in treating tristimania on
basis of kidney is yuanyang’s essence. CJTCMP 2011;26:1130–4.

[28] Moher D, Shamseer L, Clarke M, et al. Preferred reporting items for
systematic review and meta-analysis protocols (PRISMA-P) 2015
statement. SR 2015;4:1.

[29] Muller MJ, Dragicevic A. Standardized rater training for the Hamilton
Depression Rating Scale (HAMD-17) in psychiatric novices. JAD
2003;77:65–9.

[30] Cumpston M, Li T, Page MJ, et al. Updated guidance for trusted
systematic reviews: a new edition of the Cochrane Handbook for
Systematic Reviews of Interventions. CDSR 2019;10:D142.

[31] Lau J, Ioannidis JP, Terrin N, et al. The case of the misleading funnel plot.
BMJ 2006;333:597–600.

[32] Sterne JA, Egger M, Smith GD. Systematic reviews in health care:
Investigating and dealing with publication and other biases in meta-
analysis. BMJ 2001;323:101–5.

[33] Youqin Zhang, Jiaying Shen, Bingchen Jiang, et al. Clinical research
progress of traditional Chinese medicine in the treatment of depression.
Journal of Navy Medicine 2018;39:382–6.

http://www.md-journal.com

	Warming yang method in traditional Chinese medicine for depression
	1 Introduction
	2 Methods and analysis
	2.1 Objectives and registration
	2.2 Eligibility criteria
	2.2.1 Types of studies
	2.2.2 Types of participants
	2.2.3 Types of interventions

	2.3 Types of outcome measures
	2.3.1 Primary outcomes
	2.3.2 Secondary outcomes

	2.4 Search methods
	2.4.1 Electronic searches
	2.4.2 Other sources
	2.4.3 Search strategy

	2.5 Data collection and analysis
	2.5.1 Selection of studies
	2.5.2 Data extraction and management
	2.5.3 Assessment of the risk of bias in the included studies
	2.5.4 Measurement of the treatment effect
	2.5.5 Dealing with missing data
	2.5.6 Assessment of heterogeneity
	2.5.7 Assessment of reporting biases
	2.5.8 Subgroup analysis
	2.5.9 Sensitivity analysis
	2.5.10 Confidence in cumulative evidence


	3 Discussion
	Author contributions
	References


