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aBStRact
Background: Depression is a common mental illness in childhood and 
adolescence, with an incidence of 4%–5%; it can lead to impairments 
in learning and social functioning. Transcutaneous auricular vagus 
nerve stimulation (taVNS) is a commonly used method of auricular 
acupuncture point stimulation, which is regarded as an effective 
treatment for adults with depression. The aim of this study was to 
investigate the efficacy and mechanism of taVNS for adolescents with 
mild to moderate depression. 
methods: This randomized controlled clinical trial will include 120 
patients aged 12–16 years, all of whom are diagnosed with mild to 
moderate depression. Patients will be randomly assigned to a taVNS 
group and a drug control group (sertraline hydrochloride) at a ratio of 
1:1. Patients will be evaluated using the 17-item Hamilton Depression 
Scale, Hamilton Anxiety Rating Scale, Self-Rating Depression Scale, 
Self-Rating Anxiety Scale, and Pittsburgh Sleep Quality Index scores 
at baseline, as well as at the 2nd, 4th, 6th, 8th, and 12th weeks. To 
investigate the underlying neural mechanisms of taVNS treatment from 
the perspective of the default mode network, multimodal magnetic 
resonance imaging (MRI; i.e., structural MRI [sMRI], resting state 
MRI [rsMRI], and pseudocontinuous arterial spin-labeled [pcASL] 
MRI) will be used to compare cerebral images among groups. MRI data 
will also be collected from 40 healthy volunteers to assess whether the 
participants exhibit normal development of structural and functional 
components.
Discussion: Depression is the most common mental disorder in 
adolescence. Drug treatment can improve depression symptoms; however, 
the side effects of drug treatments are often severe. This study proposes a 
simple physiotherapy that aims to treat adolescents with mild to moderate 
depression. The mechanism of taVNS in the treatment of depression will 
also be investigated. The results of this study will provide evidence to 
guide the application of taVNS in adolescents with depression. 
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intRoDuction

Depression is a common mental illness characterized 
by low mood, loss of interest and energy decline, and 
these symptoms have high rates of disability, suicide and 
recurrence. The Global Burden of Disease Study 2013 
reported that depression ranks first in the global burden 
of mental illness.1 At present, depression is primarily 
treated with antidepressants, which have long been 
criticized for their strong side effects and long treatment 
cycle.2 Physiotherapy has several advantages, including 
high levels of safety, cost-effectiveness, compliance, 
and acceptance by patients, as well as research value 
and a range of potentially useful applications. Among 
physiotherapy methods for treating depression, vagus 
nerve stimulation (VNS) has been demonstrated to be 
an effective treatment.3 Previous studies have confirmed 
that this technique can significantly improve depression, 
postpartum depression, post-stroke depression, and 
depression accompanying body pain. 4-6 In VNS, 
transcutaneous auricular vagus nerve stimulation (taVNS) 
is a commonly used auricular acupoint stimulation 
method. Unlike traditional acupuncture therapy, taVNS 
requires no insertion of needles into the skin, and is 
conducted by placing an electrode on the corresponding 
auriculate acupoint, avoiding trauma pain and fear of 
acupuncture. Compared with traditional acupuncture, this 
method is more easily accepted by patients and has been 
applied clinically.7,8 Based on ancient and modern texts 
from China and elsewhere, combined with the knowledge 
of experienced doctors of traditional Chinese medicine, 
the 2014 “Evidence-based Guidelines of Clinical Practice 
with Acupuncture and Moxibustion: Depression” 
also recommended electro-acupuncture treatment and 
auricular acupuncture for the treatment of depression. The 
results of a series of previous clinical studies with small 
samples in our laboratory and other studies revealed that 
taVNS effectively improved the mental symptoms and 
accompanying symptoms in adults with mild to moderate 
depression.6-11

Depression is a serious mental disorder of considerable 
sociological and clinical importance. The development 
of neuroscience and genetics, as well as the discovery 
of new antidepressant drugs, have revolutionized our 
understanding for the mechanisms of depression.12 The 
monoaminergic system is an important mechanism, but 
multiple interactions with other brain systems and the 
regulation of central nervous system functions also play 
important roles in the onset of depression.13

However, the mechanisms of taVNS in the treatment of 
depression remain unclear.14 In neuroscience, the default 
mode network (DMN) is a large-scale brain network of 
interacting brain regions with activities that are strongly 
interconnected with each other; this network is distinct 
from other networks in the brain. A recent imaging study 

with a large sample reported abnormalities in the DMN 
of patients with depression.15 The DMN is known to 
exhibit activity that is highly correlated, including the 
posterior cingulate gyrus/anterior cuneiform lobe, medial 
prefrontalis, bilateral angular gyrus, bilateral temporal 
lobe and bilateral hippocampus. Previous studies in our 
laboratory suggested that the DMN plays an important 
role in the treatment of depression with taVNS; for 
example, we found that the functional connections of 
bilateral medial temporal lobe cortex, bilateral subparietal 
cortex and other brain areas changed.16-22 However, 
the relationship between other brain areas in the DMN 
and the link between their functional connections and 
improvement of depression symptoms remains unclear. 
We speculate that changes in brain functional connections 
in the DMN are closely associated with a decrease in the 
key symptoms of depression, such as affective disorder 
and cognitive functional impairment, and that the decrease 
of functional connections in the DMN is positively 
correlated with the severity of these key symptoms. 
Among these symptoms, with the aggravation of 
depression, inhibition of ventromedial pre-forehead lobe 
on the left medial temporal cortex was found to decrease 
gradually, whereas the activation of left medial cortex by 
the thalamus exhibited no significant changes; thus, the 
overall manifestation was a decrease in negative emotion 
regulation, which eventually led to the aggravation of 
depression symptoms.23-26 

Importantly, taVNS has mainly been used in adults with 
depression, and there is currently no evidence of its 
efficacy in adolescents. Adolescent depression and adult 
depression have similar pathophysiological mechanisms, 
but due to the sensitive period of physical and mental 
development of adolescents, depression in children and 
adolescents exhibits different clinical characteristics.27 
The incidence of depression in childhood and adolescence 
is 4%–5%.28 Depression in children and adolescents can 
cause impaired learning and social functioning in patients, 
potentially leading to adverse events such as obesity, 
smoking and substance abuse. The clinical symptoms of 
depression in childhood and adolescence are complex 
and often complicated with other psychological and 
mental disorders, such as anxiety disorder, alcohol and 
substance abuse, conduct disorder and oppositional defiant 
disorder.29,30 Compared with adult depression, depression 
in children and adolescents is often more severe, and 
the course of disease can be prolonged, leading to the 
persistence of symptoms of depression into adulthood, 
with a severe psychological burden for patients and 
their families.31 Moreover, depression in children and 
adolescents is often accompanied by suicidal ideas and 
behaviors, and is the third leading cause of death in this 
age group.32,33 Therefore, it is important to explore the 
efficacy of this technique in young people. 

The brain has a complex network structure, and different 
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brain regions have different information processing 
functions. However, these brain regions interact 
extensively through network connections to fulfill 
their functions, following the two basic principles 
of functional separation and functional integration. 
Abnormal function and structure of a single brain 
region cannot provide an adequate explanation for 
the diverse clinical manifestations of depression, 
and researching the abnormal integration of multiple 
brain regions may be more effective for elucidating 
the characteristics of depression. The occurrence of 
depression involves many aspects of brain function, 
as does the treatment of  depression.  Therefore, 
both diagnosis and treatment should be considered 
comprehensively. Many previous studies have paid 
attention to single aspects of the brain, producing data 
that are not sufficiently comprehensive; multimodal 
magnetic resonance imaging (MRI) has advantages in 
information collection, analysis and cross-verification. 
Various magnetic resonance techniques can provide 
different information about the brain, including the 
specific characteristics of brain structure, patterns of 
brain function activity, changes in cerebral blood flow, 
and the mode of brain functional networks, which 
can elucidate the characteristics of diseases and the 
underlying neural mechanisms of treatment methods 
from multiple perspectives.

Overall, the proposed study will investigate the efficacy 
and mechanisms of taVNS on adolescent depression. In 
addition, this study will explore the underlying neural 
mechanisms of this treatment method from the perspective 
of brain functional networks (such as the DMN), aiming 
to provide evidence to inform its design, applications and 
future development.

mEtHoDS
Ethical approval

This study has been approved by the Ethics Committee 
of the Beijing First Hospital of Integrated Chinese 
and Western Medicine. Informed consent form will be 
obtained from all the participants and their guardians 
before enrollment.

Study design

This randomized controlled, noninferiority clinical trial 
will enroll 120 patients; these patients will be randomized 
into two groups, at a ratio of 1:1. Patients in the taVNS 
group will be treated with taVNS for 8 weeks and followed 
up for 4 weeks, while patients in the drug control group 
will be treated continually with sertraline hydrochloride. 
To assess whether the participants exhibit normal 
development of structural and functional components, 40 
healthy volunteers will be recruited as a reference group 
for MRI (Figure 1). 

Inclusion and exclusion criteria

The patients must meet the following inclusion and 
exclusion criteria.

Inclusion criteria: (1) meeting the diagnostic criteria 
of mild to moderate depression in the fifth edition of 
Diagnostic and Statistical Manual of Mental Disorders 
(DSM-V); (2) 17-item Hamilton Depression Scale 
(HAMD-17) scores between 12 and 24 points; (3) Han 
nationality; (4) right-handed; (5) 12–16 years old; (6) no 
previous depression or manic episode; (7) no sleeping, 
analgesia, or anesthetic drugs administered within 1 
month.

Exclusion criteria: (1) family history of mental illness 
or other family genetic diseases; (2) history of drug 
dependence or abuse of antipsychotic drugs; (3) history 
of severe physical and nervous system diseases; (4) 
equipped with metal devices that are not suitable for 
magnetic resonance scanning, such as insulin pumps 
and pacemakers; (5) unable to cooperate with the study 
protocols. 

To assess whether the participants exhibit normal 
development of structural and functional components, 
healthy control volunteers will also participate in this 
study. Volunteers with matched with patients in terms 
of age, gender and years of education will be selected 
from schools and communities close to the hospitals. 
Inclusion criteria: (1) not meeting the diagnostic criteria 
of depression or any other mental diseases in the DSM-V, 
HAMD-17 score < 12 points; (2) Han nationality; (3) 
right-handed; (4) 12–16 years old; (5) no sleeping, 
anesthetic and analgesic drugs administered within 1 
month. Exclusion criteria: (1) family history of mental 
illness or other familial genetic diseases; (2) history of 
drug dependence or abuse of antipsychotic drugs; (3) 
history of severe physical or nervous system diseases; 
(4) equipped with metal devices that are not suitable for 
magnetic resonance scanning, such as insulin pumps 
and pacemakers; (5) unable to cooperate with the study 
protocols. Furthermore, any participant can withdraw from 
the study at any time, if they wish to do so. 

Sample size 

The effect size previously reported by this group in adults 
was 0.57. Based on a modest power (1− beta = 0.8) and 
the standard alpha level (0.05, two-tailed), we calculated 
that at least 50 subjects per group will be required in 
this comparative study. We will recruit 120 patients with 
mild to moderate juvenile depression; all patients will be 
diagnosed and treated in the Xiaozhuang, Dongba, and 
Traditional Chinese Medicine Branches of Beijing First 
Hospital of Integrated Chinese and Western Medicine from 
January 2020 to December 2021. The recruited patients 
will be randomly divided into an intervention group (n 
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= 60) and a drug control group (n = 60); 40 additional 
healthy controls will be recruited as a reference group for 
MRI.

interventions

Eligible patients will be randomized into a taVNS group 
and a drug control group.

TaVNS group: Operation and treatment

TaVNS equipment: this instrument is composed of four 
parts: a main engine (electric pulse instrument), an 
auricular stimulation electrode, a power adapter, and an 
output conductor. These parameters can be displayed on 
the screen of the electric pulse instrument, and the output 

can be accurately controlled using a keyboard.

Stimulation site: the main distribution area of the auricular 
vagus nerve branches for anatomical localization is the 
cavity and cymba of the auricular concha (Figure 2).

Operation: (1) The patient assumes a supine position or 
sitting position; (2) the auricular electrodes are fixed on 
the vagus nerve distribution areas of the bilateral cavity 
and cymba of the auricular concha, respectively, and the 
power supply is connected; (3) a dilatational wave with a 
frequency of 4/20 Hz (alternative 4 Hz for 5 seconds and 
20 Hz for 10 seconds) is set, and the output is adjusted 
according to the degree of pain tolerance from lower to 
higher, to prevent pain, discomfort, or fainting during 

Adolescents with mild to moderate 
depression diagnosed in our hospital

120 patients who met the inclusion and 
exclusion criteria

Random grouping (1:1)

taVNS group

Scale evaluation:
1. HAMD-17
2. HAMA
3. SDS
4. SAS
5. PSQI
6. TCM syndrome collection

form
7. Safty

Drug control group 40 healthy participants

Multimodal functional 
magnetic resonance:
1. sMRI: brain structure
2. rs-fMRI: brain function
3. pcASL MRI: brain blood 

flow

Correlation analysis 

Clinical efficacy and brain mechanism of taVNS
therapy in the treatment of mild to moderate depression 

in adolescents

Modulation of default brain 
network by taVNS therapy

1

FiGuRE 1 Study flow chart. taVNS, transcutaneous auricular vagus nerve stimulation; HAMD-17, 7-item Hamilton Depression Scale; HAMA, Hamilton 
Anxiety Rating Scale; SDS, Self-rating Depression Scale; SAS, Self-rating Anxiety Scale; PSQI, Pittsburgh Sleep Quality Index; TCM, traditional 
Chinese medicine; sMRI, structural magnetic resonance imaging; rs-fMRI, resting-state functional magnetic resonance imaging; pcASL MRI, pseudo-
continuous arterial spin labeling magnetic resonance imaging.
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acupuncture; (4) patients can be treated twice a day at 
home, for 30 minutes each session, in the morning and 
evening, 7 days a week. The treatment course is 8 weeks, 
and the patient will be followed up at the 4th week after 
treatment; (5) attention is paid to the pain of the patient 
at all times, as well as all of the stimulation parameters 
displayed on the screen, after treatment, the instrument 
will automatically turn off the power supply, and the 
parameters shall be reset when used again.

Notes: (1) The instrument is not suitable for use in patients 
with implantable medical devices such as pacemakers; 
(2) the instrument should not be used on scars, bruises, 
new scars, scratches and inflamed skin; (3) the instrument 
should not be used when driving or operating machinery; 
(4) the instrument should not contact with metal objects 
when operated; (5) when the device is turned on, the 
two electrodes should not be connected to avoid short 
circuiting and damage to the instrument; (6) the instrument 
should not be used when bathing or sweating excessively; 
(7) the instrument should not be used in the presence of 
flammable or explosive gases; (8) an adequate distance 
should be maintained from televisions, radios and other 
electrical equipment, to avoid possible electromagnetic 
interference.

Drug control group

Sertraline hydrochloride will be used as the intervention 
drug in routine antidepressant treatment. Beginning at 
25 mg/day, the dose will be increased to the target dose, 
according to each patient’s tolerance, within 2 weeks. The 
maximum dose will be 200 mg/day. All patients in the 
drug control group will receive the drug treatment daily.

Safety assessment

Indexes  of  safe ty  evaluat ion  wi l l  be  recorded, 
including physiological indexes (blood pressure, 
electrocardiography, respiration and pulse) before and 
after treatment, and the adverse event recording form (e.g. 

chronic spasms of the neck).

Primary outcome measure

HAMD-17 scores will be evaluated at baseline, as well as 
at the 2nd, 4th, 6th, 8th, and 12th weeks. 

Brain imaging data will be collected from 40 patients in 
the taVNS group and 40 patients in the drug control group 
before treatment and at the 8th week of treatment. The 40 
healthy volunteers will undergo MRI at the time of their 
enrollment. Multimodal MRI (structural MRI [sMRI], 
resting-state functional MRI [rs-fMRI] and pseudo-
continuous arterial spin labeling MRI [pcASL MRI]) 
will be used to compare the cerebral image differences 
in the groups in terms of brain structure, brain function 
and cerebral blood flow perfusion. After confirming the 
absence of metal devices, a GE 3.0T magnetic resonance 
instrument with a standard 20-channel head and neck 
coil will be used for scanning. First, a standard MRI 
scan collecting conventional structural images will be 
conducted to exclude patients with organic brain lesions.

(1) sMRI: Three-dimension brain volume imaging 
(3D-BRAVO) will be used to obtain whole brain structural 
images, particularly the 12 TMN brain areas, including 
bilateral medial temporal cortex, bilateral inferior parietal 
cortex, dorsomedial prefrontalis, ventromedial prefrontalis, 
bilateral thalamus, bilateral frontalis cortex and the 
cerebellar tonsil. Repetition time/echo time (TR/TE) = 8.2 
ms/3.2 ms, T1 = 380 ms, turning angle = 12°, field of view 
(FOV) = 240 mm × 240 mm, matrix = 256 × 256, slice 
thickness/spacing = 3.0/1.0 mm, NEX = 1, scanning time 
4 min.

(2) rs-fMRI: A blood oxygenation level dependent 
gradient echo echo-planar imaging (BOLD GRE-EPI) 
sequence will be used to scan the whole brain, TR/TE = 
2500 ms/25 ms, turning angle = 90°, FOV = 240 mm × 
240 mm, matrix = 64 × 64, slice thickness/spacing = 3.0/1.0 
mm, layer number = 43, NEX = 1, scanning time 7 min. 

cymba of auricular concha

cavity of auricular concha

FiGuRE 2 Location of the auricular stimulation electrode for the taVNS equipment
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Scans will be conducted while the subject is lying flat 
on the scanning bed with their eyes closed, and without 
performing any tasks.

(3) pcASL MRI: An ASL pulse sequence will be used 
to label the cerebral inflow artery blood continuously, to 
obtain weighted images of cerebral blood perfusion. TR/
TE= 4 s/7 ms, FOV = 220 mm × 220 mm, matrix = 64 × 
64, slice thickness/spacing = 4.0 × 1.0 mm, marking time 
= 1.77 s, delay time = 1.0 s, number of layers = 25. The 
scanning field will cover the whole brain, with continuous 
scanning for a total of 180 time points.

Secondary outcome measure

Hamilton Anxiety Rating Scale (HAMA), Self-Rating 
Depression Scale (SDS), Self-Rating Anxiety Scale (SAS), 
and Pittsburgh Sleep Quality Index (PSQI) scores will 
be evaluated at the 0, 2nd, 4th, 6th, 8th, and 12th week. 
Traditional Chinese Medicine syndrome will be collected 
at the 0, 4th, 6th, 8th, and 12th week.

Dropout 

A patient will be regarded as a dropout if the following 
criteria are met: (1) their depression changes to bipolar 
disorder or another mental disorder; (2) they receive 
a diagnosis of other serious concurrent diseases or 
deterioration during the course of the clinical study; 
(3) they experience serious adverse events or adverse 
reactions; (4) they violate the study protocol (e.g., they 
are unable to discontinue taking the relevant drugs as 
required during the treatment period, they cannot fill in the 
efficacy evaluation scale as required, and/or they cannot 
cooperate with researchers to collect relevant test samples 
as necessary); (5) they are lost to follow-up.

Randomization and blinding

A central randomization system will be used to randomize 
eligible patients into two groups at a 1:1 ratio. Each 
participant will be assigned a unique identification 
number. Researchers and patients will not be blinded to 
the treatment, but the raters of assessments will be blinded.

Statistical analysis 

The evaluation indexes of clinical efficacy will include: 
(1) clinical cure rate (HAMD-17 < seven points, primary 
outcome measure); (2) clinical response rate (reduction 
in HAMD-17 scores by at least 50% from baseline level); 
(3) all indexes and incidences of adverse events will be 
compared between the two groups by statistical analysis.

We consider that the taVNS was noninferior to sertraline. 
The noninferiority margin was set as 50% of standard 
deviation of the change of the HAMD-17 score of the 
sertraline control group. The null hypothesis was that the 
mean change of the HAMD-17 score of the taVNS group 
would be equal to or more than the noninferiority margin.

SAS statistical software will be used for the above 
statistical analysis, with P < 0.05 as the significance 
level of tests, and data analysis will be conducted by a 
third party statistician. (1) Data management: all data 
will be entered into the Epidata database by a designated 
researcher via double input, with timely data verification 
and error correction. At the end of the study, after data 
cleaning is completed, the data will be finalized and 
statistical analysis will be carried out. (2) Statistical 
description: demographic data, clinical baseline, treatment 
and clinical outcomes of subjects will be statistically 
examined. The normally distributed measurement data 
will be represented by mean ± standard deviation, the non-
normally distributed measurement data will be represented 
by median and inter-quartile range, and the count data 
will be represented by percentages (%). (3) Analysis and 
comparison: the clinical characteristics and prognosis 
of patients with depression treated with taVNS will be 
compared using intention-to-treat analysis. Independent 
samples t-tests will be used to compare normally 
distributed measurement data, non-parametric comparison 
will be used to compare the non-normally distributed 
measurement data, and χ2 tests will be used to compare the 
count data. Univariate and multivariate logistic regression 
will be used to evaluate the risk factors affecting the main 
efficacy measure. Repeated measures analysis of variance 
(ANOVA) will be used for comparison of the MRI data 
among three groups. The significance level was set at 
P < 0.05 and post–hoc analyses were performed where 
appropriate.

DiScuSSion

To the best of our knowledge, this study protocol is the 
first to explore the efficacy of taVNS in adolescent patients 
with depression, and the delivery of taVNS for 8 weeks is 
a highly novel aspect of this study. Our previous studies 
revealed that taVNS was able to down-regulate the 
activation of left medial temporal cortex by the thalamus, 
increase the functional connections of the posterior brain 
area, left middle frontalis and anterior cingulate,34,35 and 
thus improve depression symptoms.36,37 PcASL is a novel 
and promising imaging technique for quantitatively 
measuring cerebral blood flow, which has low intersubject 
variability, no requirement for contrast agents, and no 
risk of radiation injury. In depression-related studies, 
researchers have applied ASL to detect abnormal 
changes in cerebral blood flow associated with symptoms 
of depression. For example, some previous studies 
demonstrated a decrease in cerebral frontalis perfusion 
in patients with depression, and increased cerebral 
blood perfusion with auricular vagus nerve stimulation, 
although the specific area and degree have not yet been 
determined.38-42 Therefore, the proposed study will focus 
on the evaluation of cerebral perfusion changes in the 
anti-depressive effects of taVNS, to provide new imaging 
evidence for the treatment of depression with taVNS. 
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Moreover, a previous study reported that, compared with a 
healthy control group, the functional connections in brain 
networks in children and adolescents with first-episode 
depression exhibited a relatively chaotic state, in which 
the characteristics of network activity and the overall 
operation efficiency of the neural network were decreased, 
suggesting abnormal functional connections in multiple 
brain areas of children and adolescents with depression.43,44 
Depression affects the normal neural development of the 
brain network in children and adolescents, and abnormal 
neural network may be a potential biological indicator of 
the susceptibility to depression in adolescents.45,46 Zhang 
et al47 used independent component analysis to analyze the 
characteristics of functional connections in the DMN of 
adolescents with depression, revealing that, compared with 
a healthy control group, the DMN of patients exhibited 
extensive functional connection enhancement. In addition, 
the study also reported that the characteristics of functional 
connections in the DMN of depressive patients with or 
without suicidal tendencies were different, suggesting that 
abnormal connections between the posterior cingulate gyrus/
anterior cuneiform lobe and left cerebellum may be an 
indicator of suicidal behavior in adolescents with depression.

The course of depression can extend beyond adolescence, 
requiring long-term medication; although drug treatment 
can improve the symptoms of depression, the side effects 
of drug treatments are often severe, including irritability, 
gastrointestinal side effects, and weight gain.48 taVNS 
may overcome some of these limitations, particularly 
for adolescents with mild to moderate depression. The 
taVNS equipment is easy to carry and easy to operate. This 
equipment involves two pairs of auricular electrodes, which 
act on the two main distribution areas of the auricular vagus 
nerve branches (i.e., bilateral cavity and cymba of the 
auricular concha); the pulse frequency can be adjusted to 4 
Hz (alternating between 4 Hz for 5 seconds and 20 Hz for 
10 seconds), and the intensity can be adjusted to a tolerable 
degree. Overall, taVNS has a broad range of potential 
applications for the treatment of depression: ease of use 
and transport, ability to reduce or avoid the side effects of 
long-term administration of antidepressants, and reduction 
of medical expenses.49 Additional research is underway to 
investigate the effects of taVNS in other conditions, such as 
post-traumatic stress disorder and anxiety.

Depression is the most common mental disorder in 
adolescents. The therapeutic effectiveness of taVNS for 
the treatment of depression in adolescents requires further 
study, including standardization of technical operations 
and treatment schemes. The profile of treatment can be 
gradually expanded, thereby increasing awareness and 
implementation of taVNS treatment. 
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REFEREncES

 1. Global Burden of Disease Study 2013 Collaborators. Global, 
regional, and national incidence, prevalence, and years 
lived with disability for 301 acute and chronic diseases and 
injuries in 188 countries, 1990–2013: A systematic analysis 
for the Global Burden of Disease Study 2013. Lancet. 
2015;386:743-800. 

 2. Crawford AA, Lewis S, Nutt D, Peters TJ, Cowen P, O’Donovan 
MC, et al. Adverse effects from antidepressant treatment: 
Randomised controlled trial of 601 depressed individuals. 
Psychopharmacology (Berl). 2014;231:2921-2931. 

 3. Schlaepfer TE, Frick C, Zobel A, Maier W, Heuser I, 
Bajbouj M, et al. Vagus nerve stimulation for depression: 
Efficacy and safety in a European study. Psychol Med. 
2008;38:651-661.

 4. Husain MM, Stegman D, Trevino K. Pregnancy and delivery 
while receiving vagus nerve stimulation for the treatment 
of major depression: A case report. Ann Gen Psychiatry. 
2005;4:16.

 5. Daban C, Martinez-Aran A, Cruz N, Vieta, E. Safety 
and efficacy of vagus nerve stimulation in treatment-
resistant depression. A systematic review. J Affect Disord. 
2008;110:1-15.

 6. Yuan H, Silberstein SD. Vagus nerve and vagus nerve 
stimulation, A comprehensive review: Part I. Headache. 
2016;56:71-78.

 7. Yu YT, Yang Y, Wang LB, Fang JL, Chen YY, He JH, et 
al. Transcutaneous auricular vagus nerve stimulation in 
disorders of consciousness monitored by fMRI: The first 
case report. Brain Stimul. 2017;10:328-330. 

 8. Liu RP, Fang JL, Rong PJ, Zhao Y, Meng H, Ben H, et al. 
Effects of electroacupuncture at auricular concha region 
on the depressive status of unpredictable chronic mild 
stress rat models. Evid Based Complement Alternat Med. 
2013;2013:789674. 

 9. Fang J, Rong P, Hong Y, Fan Y, Liu J, Wang H, et al. 
Transcutaneous vagus nerve stimulation modulates default 
mode network in major depressive disorder. Biol Psychiatry. 
2016;79:266-273. 

10. Rong P, Liu J, Wang L, Liu R, Fang J, Zhao J, et al. Effect 
of transcutaneous auricular vagus nerve stimulation on 
major depressive disorder: A nonrandomized controlled pilot 
study. J Affect Disord. 2016;195:172-179.

11. Zhao J, Hui B. Explore the Intervention mild-to-moderate 
depression mechanism via the transcutaneous auricular 
vagus nerve dtimulation. J Liaoning Univ Tradit Chin Med. 
2016;18:82-84. (in Chinese)

12. Brigitta B. Pathophysiology of depression and mechanisms 
of treatment. Dialogues Clin Neurosci. 2002;4:7-20.

13. Friedman AK, Walsh JJ, Juarez B, Ku SM, Chaudhury 
D, Wang J, et al. Enhancing depression mechanisms in 
midbrain dopamine neurons achieves homeostatic resilience. 
Science.  2014;344:313-319.

14. Hui KK, Marina O, Liu J, Rosen BR, Kwong KK. 
Acupuncture, the limbic system, and the anticorrelated 



116 wileyonlinelibrary.com/journal/ped4

networks of the brain. Auton Neurosci. 2010;157:81-90. 
15. Yan CG, Chen X, Li L, Castellanos FX, Bai TJ, Bo QJ, et al. 

Reduced default mode network functional connectivity in 
patients with recurrent major depressive disorder. Proc Natl 
Acad Sci USA. 2019;116:9078-9083. 

16. Raichle ME, MacLeod AM, Snyder AZ, Powers WJ, 
Gusnard DA, Shulman GL. A default mode of brain 
function. Proc Natl Acad Sci USA. 2001;98:676-682. 

17. Shi H, Wang X, Yi J, Zhu X, Zhang X, Yang J, et al. Default 
mode network alterations during implicit emotional faces 
processing in first-episode, treatment-naive major depression 
patients. Front Psychol. 2015;6:1198. 

18. Lemogne C, Gorwood P, Bergouignan L, Pélissolo A, 
Lehéricy S, Fossati P. Negative affectivity, self-referential 
processing and the cortical midline structures. Soc Cogn 
Affect Neurosci. 2011;6:426-433. 

19. Fox MD, Raichle ME. Spontaneous fluctuations in brain 
activity observed with functional magnetic resonance 
imaging. Nat Rev Neurosci. 2007;8:700-711. 

20. Li CT, Chen MH, Juan CH, Liu RS, Lin WC, Bai YM, et 
al. Effects of prefrontal theta-burst stimulation on brain 
function in treatment-resistant depression: A randomized 
sham-controlled neuroimaging study. Brain Stimul. 
2018;11:1054-1062. 

21. Liu J, Fang J, Wang Z, Rong P, Hong Y, Fan Y, et al. 
Transcutaneous vagus nerve stimulation modulates 
amygdala functional connectivity in patients with 
depression. J Affect Disord. 2016;205:319-326. 

22. Shafer AT, Dolcos F. Dissociating retrieval success from 
incidental encoding activity during emotional memory 
retrieval, in the medial temporal lobe. Front Behav Neurosci. 
2014;8:177. 

23. Lux S, Bindrich VN, Markowitsch HJ, Fink GR. Medial 
temporal lobe activation during autobiographical context 
memory retrieval of time and place and its dependency upon 
recency. Neurocase. 2015;21:23-32. 

24. Price JL, Drevets WC. Neurocircuitry of mood disorders. 
Neuropsychopharmacology. 2010;35:192-216. 

25. Iwabuchi SJ, Peng D, Fang Y, Jiang K, Liddle EB, 
Liddle PF, et al. Alterations in effective connectivity 
anchored on the insula in major depressive disorder. Eur 
Neuropsychopharmacol. 2014;24:1784-1792. 

26. Brakowski J, Spinelli S, Dorig N, Bosch OG, Manoliu 
A, Holtforth MG, et al. Resting state brain network 
function in major depression-depression symptomatology, 
antidepressant treatment effects, future research. J Psychiatr 
Res. 2017;92:147-59. 

27. Clayborne ZM, Varin M, Colman, I. Systematic review 
and meta-analysis: Adolescent depression and long-
term psychosocial outcomes. J Am Acad Child Adolesc 
Psychiatry. 2019;58:72-79.

28. Thapar A, Collishaw S, Pine DS, Thapar AK. Depression in 
adolescence. Lancet. 2012;379:1056-1067. 

29. Copeland WE, Shanahan L, Costello EJ, Angold A. 
Childhood and adolescent psychiatric disorders as predictors 
of young adult disorders. Arch Gen Psychiatry. 2009;66:764-

772.
30. Kim SM, Park SY, Kim YI, Son YD, Chung US, Min 

KJ, et al. Affective network and default mode network 
in depressive adolescents with disruptive behaviors. 
Neuropsychiatr Dis Treat. 2016;12:49-56. 

31. Birmaher B, Brent D, AACAP Work Group on Quaility 
Issues, Bernet W, Bukstein O, Walter H, et al. Practice 
parameter for the assessment and treatment of children and 
adolescents with depressive disorders. J Am Acad Child 
Adolesc Psychiatry. 2007;46:1503-1526. 

32. Nock MK, Green JG, Hwang I, McLaughlin KA, Sampson 
NA, Zaslavsky AM, et al. Prevalence, correlates, and 
treatment of lifetime suicidal behavior among adolescents: 
Results from the National Comorbidity Survey Replication 
Adolescent Supplement. JAMA Psychiatry. 2013;70:300-
310. 

33. Murray CJ, Salomon JA, Mathers C. A critical examination 
of summary measures of population health. Bull World 
Health Organ. 2000;78:981-994. 

34. Tu Y, Fang J, Cao J, Wang Z, Park J, Jorgenson K, et al. A 
distinct biomarker of continuous transcutaneous vagus nerve 
stimulation treatment in major depressive disorder. Brain 
Stimul. 2018;11:501-508. 

35. Fang J, Egorova N, Rong P, Liu J, Hong Y, Fan Y, et al. 
Early cortical biomarkers of longitudinal transcutaneous 
vagus nerve stimulation treatment success in depression. 
Neuroimage Clin. 2017;14:105-111. 

36. Li XJ, Wang L, Wang HX, Zhang L, Zhang GL, Rong PJ, 
et al. The effect of transcutaneous auricular vagus nerve 
stimulation on treatment-resistant depression monitored by 
resting-state fMRI and MRS: The first case report. Brain 
Stimul. 2019;12:377-379. 

37. Chung KF, Yeung WF, Yu BY, Leung FC, Zhang SP, Zhang 
ZJ, et al. Acupuncture with or without combined auricular 
acupuncture for insomnia: A randomised, waitlist-controlled 
trial. Acupunct Med. 2018;36:2-13. 

38. Depping MS, Wolf ND, Vasic N, Sosic-Vasic Z, Schmitgen 
MM, Sambataro F, et al. Aberrant resting-state cerebellar 
blood flow in major depression.  J  Affect  Disord. 
2018;226:227-231. 

39. Qiu J, Hu SY, Shi GQ, Wang SE. Changes in regional 
cerebral blood flow with Chaihu-Shugan-San in the 
treatment of major depression. Pharmacogn Mag. 
2014;10:503-508. 

40. Gonul AS, Kula M, Bilgin AG, Tutus A, Oguz A. The 
regional cerebral blood flow changes in major depressive 
disorder with and without psychotic features. Prog 
Neuropsychopharmacol Biol Psychiatry. 2004;28:1015-
1021. 

41. Guo W, Liu F, Xue Z, Gao K, Liu Z, Xiao C, et al. Abnormal 
resting-state cerebellar-cerebral functional connectivity 
in treatment-resistant depression and treatment sensitive 
depression. Prog Neuropsychopharmacol Biol Psychiatry. 
2013;44:51-57. 

42. Zobel A, Joe A, Freymann N, Clusmann H, Schramm J, 
Reinhardt M, et al. Changes in regional cerebral blood flow 



117Pediatr Invest 2020 Jun; 4(2): 109-117

by therapeutic vagus nerve stimulation in depression: An 
exploratory approach. Psychiatry Res. 2005;139:165-179. 

43. Jin C, Gao C, Chen C, Ma S, Netra R, Wang Y, et al. 
A preliminary study of the dysregulation of the resting 
networks in first-episode medication-naive adolescent 
depression. Neurosci Lett. 2011;503:105-109. 

44. Sacchet MD, Ho TC, Connolly CG, Tymofiyeva O, Lewinn 
KZ, Han LK, et al. Large-scale hypoconnectivity between 
resting-state functional networks in unmedicated adolescent 
major depressive disorder. Neuropsychopharmacology. 
2016;41:2951-2960. 

45. Kerestes R, Davey CG, Stephanou K, Whittle S, Harrison 
BJ. Functional brain imaging studies of youth depression: A 
systematic review. Neuroimage Clin. 2014;4:209-231. 

46. Ordaz SJ, Goyer MS, Ho TC, Singh MK, Gotlib IH. 
Network basis of suicidal ideation in depressed adolescents. 
J Affect Disord. 2018;226:92-99. 

47. Zhang S, Chen JM, Kuang L, Cao J, Zhang H, Ai M, et 
al. Association between abnormal default mode network 
activity and suicidality in depressed adolescents. BMC 
Psychiatry. 2016;16:337. 

48. Brambilla P, Cipriani A , Hotopf M, Barbui C. Side-effect 
profile of fluoxetine in comparison with other SSRIs, 
tricyclic and newer antidepressants: A meta-analysis of 
clinical trial data. Pharmacopsychiatry. 2005;38:69-77.

49. Shiozawa P, Silva MED, Carvalho TCD, Cordeiro Q, 
Brunoni AR, Fregni F. Transcutaneous vagus and trigeminal 
nerve stimulation for neuropsychiatric disorders: A 
systematic review. Arq Neuropsiquiatr. 2014;72:542-547.

How to cite this article: Xiao X, Hou X, Zhang Z, Li Y, Yu X, 
Wang Y, et al. Efficacy and brain mechanism of transcutaneous 
auricular vagus nerve stimulation for adolescents with mild 
to moderate depression: Study protocol for a randomized 
controlled trial. Pediatr Invest. 2020;4:109-117. https://doi.
org/10.1002/ped4.12198


