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Major depressive disorder (MDD) is one of the most widespread mental disorders and
can result in suicide. Suicidal ideation (Sl) is strongly predictive of death by suicide,
and electroconvulsive therapy (ECT) is effective for MDD, especially in patients with
Sl. In the present study, we aimed to determine differences in resting-state functional
magnetic resonance imaging (rs-fMRI) in 14 adolescents aged 12—-17 with MDD and Sl
at baseline and after ECT. All participants were administered the Hamilton Depression
Scale (HAMD) and Beck Scale for Suicide Ideation (BSSI) and received rs-fMRI scans at
baseline and after ECT. Following ECT, the amplitude of low frequency fluctuation (ALFF)
and fractional ALFF (fALFF) significantly decreased in the right precentral gyrus, and the
degree centrality (DC) decreased in the left triangular part of the inferior frontal gyrus and
increased in the left hippocampus. There were significant negative correlations between
the change of HAMD (AHAMD) and ALFF in the right precentral gyrus at baseline, and
between the change of BSSI and the change of fALFF in the right precentral gyrus.
The AHAMD was positively correlated with the DC value of the left hippocampus at
baseline. We suggest that these brain regions may be indicators of response to ECT in
adolescents with MDD and Sl.

Keywords: MDD, adolescent, ALFF, degree centrality, resting-state fMRI, suicidal ideation, electroconvulsive
therapy

INTRODUCTION

Suicide is an important global health concern cited as the 20th leading cause of death
worldwide. Major depressive disorder (MDD) is a major risk factor for suicide (Kessler et al.,
2005); previous research has reported that approximately 15% of patients with MDD die
by suicide (Chen and Dilsaver, 1996; Angst et al., 2013). Moreover, suicide in adolescents
has become a severe public health and social dilemma. A 2013 survey of thousands of
teenagers found that one in eight demonstrated suicidal ideation (SI; Nock et al, 2013).
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SI is defined as “thoughts about death, dying, plans for suicide,
or desire for death” (Miller et al., 2018; Levi-Belz et al., 2019),
it is strongly predictive of death by suicide (Klonsky et al,
2016). Additionally, MDD with SI is related to higher rates of
poor treatment response (Szanto et al., 2003), and is thought to
have different neuropsychological correlates compared to MDD
without SI (Marzuk et al.,, 2005). Therefore, measuring SI in
patients with MDD is necessary and may help determine the risk
of suicide.

There are many challenges in the treatment of MDD in
adolescents. Importantly, adolescents do not exhibit the same
symptoms as adults, resulting in difficulties in diagnosis (Lee
etal,, 2019). Some adolescents with depressive symptoms develop
bipolar disorder (BD; Egeland et al., 2000), comorbid borderline
personality disorder (Horesh et al., 2003), SI, or non-suicidal
self-injury (NSSI; Huang et al., 2021); all of which increase the
difficulty of treatment.

Electroconvulsive therapy (ECT) has been found to be
effective in schizophrenia, depression, and eating disorders
(Pagnin et al., 2004; Sanghani et al., 2018; Pacilio et al., 2019). For
different psychiatric illnesses or age groups with SI, ECT can be
an effective and appropriate treatment option (Ghaziuddin et al.,
2020; Meyer et al., 2020). ECT is also considered a treatment
option for adolescents with MDD, especially for adolescents with
MDD and SI or related behaviors (Puffer et al., 2016; Mitchell
et al., 2018). A previous study has found that adolescents with
mood disorders who were administered ECT demonstrated a
reduction in SI and NSSI (Ghaziuddin et al., 2020).

MRI is widely used to evaluate brain change in MDD
patients after ECT, Wilkinson et al. (2017) found ECT induced
hippocampal volume changes in MDD patients, a systematic
review of fMRI showed the amplitude of low frequency
fluctuations (ALFF) changed widely across the brain, such as
orbital gyrus, inferior frontal gyrus, precentral gyrus, etc. (Porta-
Casteras et al.,, 2020). ALFF is an rs-fMRI-derived measure
that reflects the magnitude of spontaneous blood-oxygen-level-
dependent (BOLD) signal (Nugent et al., 2015). The fractional
ALFF (fALFF) is one of the most common metrics used to
quantify these oscillations (Zou et al., 2008); however, both
have been used to infer brain activity in psychiatric disorders
with or without suicidal behaviors (Bu et al., 2019; Lan et al.,
2019; Zhang et al., 2020). One recent study investigated ALFF
in depressed patients with SI and found higher ALFF values
in the right hippocampus and bilateral thalamus and caudate
compared to patients without SI (Lan et al., 2019). In addition,
Liu et al. (2015) found that a reduction in depressive symptoms
was negatively correlated with increased ALFF in the left
hippocampus after eight ECT sessions. Degree centrality (DC),
which focuses on the relation of a voxel with the connectivity
of the entire network (Buckner et al., 2009), can also be used
to measure brain function. Gao et al. (2016) found compared
with controls, depressive subjects showed decreased DC in the
right parahippocampal gyrus, and elevated DC in the left inferior
frontal gyrus.

In the present study, we examined whole brain ALFF/fALFF
and DC among adolescents with MDD and SI. We hypothesized
that: (1) ECT would make ALFF/fALFF and DC changes in

adolescents MDD with SI; (2) ECT-induced brain function
changes may be the treatment mechanism for MDD with SI.

MATERIALS AND METHODS

Participants

The present study included 14 adolescents with MDD and
SI aged 12-17 years. The participants were recruited from
the inpatient clinics at the Department of Psychiatry, First
Affiliated Hospital of Chongqing Medical University, China.
The presence or absence of diagnoses was independently
determined by two experienced psychiatrists using the Mini
International Neuropsychiatric Interview for Children and
Adolescents (MINI-KID).

Clinical symptoms were assessed with the 17-item Hamilton
Depression Rating Scale (HAMD-17; Hamilton, 1960). The
Chinese version of the instrument has been found to be reliable
and valid (Zhao and Zheng, 1992). SI intensity was assessed with
the Beck Scale for Suicide Ideation (BSSI; Beck et al., 1979).
The BSSI is a 19-item self-report measure designed to assess the
current attitude, behaviors, and plan to commit suicide. All items
are rated on a 3-point scale of intensity and generate a total score
from 0 to 38. The results of the BSSI were confirmed by two
psychiatrists through a clinical interview. The Chinese version of
the BSSI shows acceptable reliability and validity (Li et al., 2010).

Participants were excluded if they: (1) had a neurological or
serious physical condition, any history of alcohol or drug abuse,
any other somatic diseases, or morphological anomalies of the
brain; (2) had any surgically placed electronic or metal materials
that might interfere with fMRI assessment; (3) took medications
in recent five drug half-life; or (4) had head motion exceeding
3 mm in translation or 3° in rotation.

The present study protocol was approved by the Human
Research and Ethics Committee of the First Affiliated Hospital
of Chongqing Medical University (no. 2017-157). Written
informed consent was obtained from all adolescents and their
caregivers.

Electroconvulsive Therapy

All patients underwent modified bi-fronto-temporal ECT that
was conducted using a Thymatron DGx (Somatics, LLC, Lake
Bluff, IL, USA) at the First Affiliated Hospital of Chongqing
Medical University (Du et al., 2016). The first three courses of
ECT took place on continuous days; the remaining courses of
ECT were performed every 2 days, with a break on weekends.
After 2 weeks, the ECT was complete. The first energy for
ECT was determined according to the patient’s age: energy
percent = age x 0.5%. The stimulation energy was adjusted
based on the seizure time. The energy was increased by 5%
in the subsequent treatment if the seizure time was <25 s.
Anesthesia was induced with succinylcholine (0.5-1 mg/kg) and
diprivan (1.5-2 mg/kg). All the patients received antidepressants,
with sertraline (n = 9, 64.3%), fluoxetine (n = 5, 35.7%). Ten
patients received antipsychotics, with quetiapine (n = 4, 28.6%),
olanzapine (n = 4, 28.6%), aripiprazole (n = 2, 14.3%). Two
patients received propranolol (1 = 2; 29.5%).
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Acquisition of rs-fMRI Data

MR images were obtained using a 3T GE Signa HDxt
scanner (General Electric Healthcare, Chicago, IL, USA) with
an 8-channel head coil. Participants were instructed to relax
with their eyes closed, stay awake, and avoid thinking as
much as possible. None of the patients reported falling asleep
during the scan. Foam pads and earplugs were used to fix
their heads to minimize head motion and reduce machine
noise, respectively. The echo-planar imaging pulse sequence
parameters were as follows: repetition time (TR) = 2,000 ms;
echo time (TE) = 40 ms; field of view (FOV) = 240 x 240 mm?;
matrix = 64 x 64; flip angle = 90° slice number = 33;
slice thickness/gap = 4.0/0 mm; scanner time = 8 min; and
240 volumes. Three-dimensional T1-weighted MR images were
used for rs-fMRI co-registration TR = 24 ms; TE = 9 ms;
FOV = 240 x 240 mm?; matrix = 256 x 256; flip angle = 90°;
and slice thickness/gap = 1.0/0 mm.

Image Preprocessing

All data preprocessing was performed in MATLAB (MathWorks,
Natick, MA, USA) using DPARSF (version 4.3; Data Processing
Assistant for Resting-State fMRI'), which is based on SPM122.
The first five time points were discarded to allow for signal
equilibration. Images were then corrected for slice timing and
head motion. Functional images were spatially normalized to
the Montreal Neurological Institute space and resampled at
3 x 3 x 3 mm?®. Nuisance regression was performed using the
24 head motion parameters, white matter, and cerebrospinal
fluid signals as covariates. Linear trends were removed.
Finally, the images were bandpass filtered (0.01-0.1 Hz) to
reduce low-frequency drift and high-frequency physiological
noise.

Calculation of rs-fMRI Measures

The ALFF measures regional spontaneous neural activity (Zang
et al., 2007). Each preprocessed fMRI data set was transformed
to a frequency domain with a fast Fourier transformation. The
square root of the power spectrum was calculated, and the ALFF
was obtained as the averaged square root across 0.01-0.1 Hz.
The ALFF value of each voxel was then divided by the global
mean ALFF value for each participant to reduce the global effects.
ALFF was computed as the mean power spectrum in a specific
low-frequency band (0.01-0.1 Hz; Zang et al, 2007), and the
fALFF was the ratio of the power spectrum in the low-frequency
band (0.01-0.1 Hz) to the entire frequency range (Zou et al,
2008). The fALFF value of each voxel was then divided by the
global mean fALFF value for each participant to reduce the global
effects.

The DC measures the mean correlation between a given
region of interest (ROI) and all other ROIs in the functional
brain network (Zang et al., 2004). An ROI with a higher DC
value suggests that it is more functionally connected with other
ROIs than one with a lower DC value. In graph theory, DC is
defined as the number (binary graph) or the sum of weights
(weighted graph) of edges connecting to a node. Here, we

Uhttp://www.restfmri.net
2http://www.filion.ucl.ac.uk/spm

computed Pearson’s correlation coefficients between the BOLD
time courses of all pairs of voxels and obtained a whole gray
matter functional connectivity matrix for each participant. For a
given voxel, DC was computed as the sum of positive functional
connectivity above a threshold of 0.25 between that voxel and all
other voxels within the gray matter (Buckner et al., 2009; Zuo
et al., 2012). The individual level DC map was converted into
a z-score map by subtracting the mean of the brain mask DC
and dividing by the standard deviation of the whole brain mask
DC.

Statistical Analysis

To investigate the differences in the demographics and clinical
characteristics of the patients, pre/post-treatment, the paired
sample t-test was used for continuous variables. The paired
sample t-test was performed in SPM12 to examine differences in
ALFF, fALFF, and DC between participants pre/post-treatment.
All other statistical analyses were conducted using SPSS (version
25.0; IBM, Armonk, NY, USA) with a statistical significance of
P < 0.05 [false discovery rate (FDR) corrected].

At baseline, Pearson correlation analyses were performed
to examine the correlations between the mean value of
measures in the brain regions showing significant differences
and clinical symptoms (HAMD/BSSI). After treatment, Pearson
correlation analyses were used to examine whether the changes
of these measures were correlated with the changes in clinical
symptoms. Changes in HAMD (AHAMD) and BSSI (ABSSI)
were calculated using the following equations:

preHAMD — postHAMD

AHAMD =
preHAMD
ABSSI — preBSSI — postBSSI
N preBSSI

Pearson correlation analyses were also used to examine
whether these measures at baseline were correlated with changes
in clinical symptoms (AHAMD/ABSSI).

RESULTS

The psychological measurements and demographic data are
listed in Table 1. Compared to post-treatment, participants
pre-treatment demonstrated more severe symptoms according to
HAMD and BSSI scores. There were significant improvements
in HAMD scores (P < 0.001) and BSSI scores (P < 0.001;
Table 1).

Compared to pre-treatment, adolescents post-treatment
exhibited decreased ALFF and fALFF in the right precentral
gyrus (Precentral R; Figures 1, 2A, 3, 4A; Table 2).
Moreover, post-treatment, decreased DC
found in the left triangular part of the inferior frontal
gyrus (Frontal Inf Tri L) and increased DC values in
the left hippocampus (Hippocampus_L; Figures 5, 6A,B;
Table 2).

We found significantly negative correlations between the
AHAMD and ALFF of the Precentral_R at baseline (r = —0.5990,
P = 0.0236; Figure 2B) and between the ABSSI and the
change of fALFF in the Precentral R (r = —0.6302, P = 0.0157;

values were
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TABLE 1 | Demographics and clinical characteristics pre/post-treatment.

Characteristic Pre-treatment (n = 14) Post-treatment (n = 14) P
Age, mean (SD), y 14.57 (1.45) /

Sex (Male/Female) 5/9 5/9

Education years, mean (SD), y 8.35 (1.39) /

HAMD, mean (SD) 30.14 (3.78) 11.36 (3.13) <0.001
BSSI, mean (SD) 21.43 (3.67) 6.93 (3.58) <0.001

Note: HAMD, Hamilton depression scale; BSSI, Beck scale for suicide ideation; SD, Standard deviation.

Precentral._R

frequency fluctuation; MDD, Major depressive disorder.

FIGURE 1 | The post-treatment adolescents with MDD exhibited a significantly decreased ALFF in the right precentral gyrus (Precentral_R). ALFF, amplitude of low

A s, Precentral._R

1.0
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0.0-
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FIGURE 2 | (A) Post-treatment, adolescents exhibited a significantly decreased ALFF in the right precentral gyrus (Precentral_R). (B) The negative correlations
between AHAMD and ALFF of the Precentral_R at baseline. HAMD, Hamilton depression scale.

Precentral._R

FIGURE 3 | Post-treatment, adolescents exhibited a significantly decreased fALFF in the right precentral gyrus (Precentral_R). fALFF, fractional ALFF.

Figure 4B). In addition, correlation analysis demonstrated
that AHAMD was positively correlated with the DC value

of the Hippocampus_L at baseline (r = 0.5480, P = 0.0425;
Figure 6C).
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FIGURE 4 | (A) Post-treatment, adolescents exhibited a significantly decreased fALFF in the right precentral gyrus (Precentral_R). (B) The negative correlations
between the ABSSI and AfALFF in the Precentral_R.

TABLE 2 | Significant differences in ALFF, fALFF, and DC between depression adolescents pre/post-treatment.

Measures Brain regions Voxel size Peak T value MNI coordinates

Decreased

ALFF Precentral_R 71 4.40 46 —-12 46
fALFF Precentral_R 52 5.10 51 -9 51
DC Frontal_Inf_Tri_L 70 5.65 —45 42 6
Increased

DC Hippocampus_L 105 6.40 —27 -39 0

Note: DC, degree centrality; MINI, Montreal Neurological Institute.

Frontal_Inf Tri_L

X=-47

Hippocampus_L

FIGURE 5 | Post-treatment, adolescents exhibited decreased DC in the triangular part of the left inferior frontal gyrus (Frontal_Inf_Tri_L) and increased DC in the left
hippocampus (Hippocampus_L).

DISCUSSION

In our present study, in a sample of adolescent patients
with MDD and SI, the severity of both MDD and SI

substantially decreased after 2 weeks of ECT. Previous studies
have found that 2 weeks of repetitive transcranial magnetic
stimulation could decrease HAMD scores significantly in
adults with increased regional function in the left dorsolateral
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FIGURE 6 | (A) Post-treatment, adolescents exhibited decreased DC in the triangular part of the left inferior frontal gyrus (Frontal_Inf_Tri_L). (B) Post-treatment,
adolescents exhibited increased DC in the left hippocampus (Hippocampus_L). (C) Our correlation analysis showed that AHAMD was positively correlated with the
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prefrontal cortex (Zheng et al., 2020), but did not discuss
SL. Shen et al. (2015) found that 2 weeks of pharmacological
therapy could alter DC in the middle frontal gyrus and
precuneus; however, this study also lacked focus on SI. Post-
ECT, our present study found changed brain function in the
precentral gyrus, hippocampus, and the triangular part of the
inferior frontal gyrus, which may indicate the mechanism of
action behind the efficacy of ECT in adolescents with MDD
and SL

Studies have demonstrated that the hippocampus has been
linked to mood disorders that begin during adolescence,
which show major cognitive and emotional disturbances
(Masi and Brovedani, 2011; Hueston et al., 2017). Other
previous studies have found that ECT induces structural
changes in the hippocampus (Redlich et al., 2016; Sartorius
et al, 2016). The most consistent finding from previous
studies on the hippocampus depicted substantial reductions in
hippocampal volume in MDD patients compared to healthy
controls, which increased following ECT (Boccia et al., 2015;
Arnone et al, 2016; Peng et al, 2016). Tendolkar et al.
(2013) found bilateral volume increases in the hippocampus
after ECT, which was further verified to occur in the right
hippocampus by Abbott et al. (2014). Smaller hippocampal
volumes were found in patients with MDD and a history
of SA compared to those without SA (Colle et al., 2015).
Therefore, this may indicate that a potential mechanism
underlying ECT in MDD is through the increase in hippocampal
volume.

Additional previous studies have found that DC differed
between in psychiatric disorders; One study demonstrated
that DC changes in the hippocampus are related to delayed
encephalopathy after carbon monoxide poisoning (DEACMP).
Compared with healthy controls, DEACMP patients with
cognition disturbances displayed significantly decreased DC
values in the right hippocampus but increased DC values in
the right inferior frontal gyrus, which is inconsistent with our
results (Wu et al., 2020). This inconsistency may be related to
differences in characteristics or diseases, but can also indicate
that abnormal brain function in the hippocampus may present
as changed DC. An additional study found that decreased
DC values in the frontoparietal network could distinguish

patients who had experienced SA from those with SI, but it
focused on adults and lacked longitudinal data (Wagner et al.,
2021). A 2-week pharmacological therapy for MDD patients
found correlations in baseline DC with changes in the HAMD
scores, including in the precuneus, supramarginal gyrus, middle
temporal, but not in the hippocampus, this might be due
to different treatment compared with our study (Shen et al,
2015). In the present study, we also found decreased DC
in the inferior frontal gyrus post-ECT, which was consistent
with previous studies demonstrating that patients with past
SA had abnormal brain activity and DC values were found in
the inferior frontal gyrus (Makris et al., 2007; Wagner et al.,
2021). Wu et al. (2021) found patients with MDD showed
abnormal DC in the prefrontal cortex (PFC), and the DC of
PFC was negatively correlated with the course of the disease,
not with the HAMD scores, however, these results should
be interpreted cautiously with ours. Therefore, further studies
are needed.

Previous studies found that patients with MDD have altered
ALFF/fALFF in various regions, such as the precentral gyrus.
Wang et al. (2012) found that patients with MDD demonstrated
increased ALFF in the right fusiform gyrus, but no change in the
precentral gyrus; however, the fALFF in patients was significantly
increased in the right precentral gyrus compared to healthy
controls. For MDD patients with SI, Chen et al. (2021) found
higher mfALFF of the right middle temporal pole gyrus in the
SI group compared with the NS group, similar results were
not found in the precentral gyrus, but a positive correlation
between depression score and mfALFF was found in the right
postcentral gyrus, showed high HAMD scores correlated with
higher mfALFF, which was similar with our study. Kong et al.
(2017) found that older patients with MDD administered ECT
demonstrated decreased ALFF values in the precentral gyrus
compared to pre-treatment, which is consistent with our results.
We suggest that lower ALFF/fALFF in the precentral gyrus may
indicate better outcomes for patients with MDD.

Several studies have focused on the changes of ALFF/fALFF
in adolescents with MDD  pre/post-treatment, with
treatment options being pharmacotherapy, psychotherapy,
or pharmacotherapy combined with psychotherapy. Kim et al.
(2018) found behavioral difficulties in adolescent bullies with
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depressed mood, and after cognitive behavioral therapy (CBT),
decreased fALFF in the inferior parietal lobule and the lingual,
interior frontal, and middle occipital gyri were demonstrated.
Shu et al. (2020) found that in young patients with MDD and
SA after CBT and antidepressant co-therapy, fALFF in the left
middle occipital cortex and left precuneus were significantly
increased in the CBT group compared with the healthy control
group. Fan et al. (2013) found SA patients had increased ALFF
in the right superior temporal gyrus relative to non-suicidal
patients. Cao et al. (2016) found the SA group showed increased
zALFF in the right superior temporal, left middle temporal,
and left middle occipital gyri in young patients with MDD aged
15-29 years, but additional research is lacking.

These aforementioned studies are only partly consistent with
our current research. This may be related to different treatment
options, methods of patient evaluation, the severity of disease,
and diagnosis. Notably, it can be difficult to distinguish unipolar
from bipolar depression in adolescents. There are limited studies
that aim to understand the efficacy of ECT using fMRI in
adolescents with MDD and SI; our results suggest that changes in
ALFF/fALFF and DC after ECT in various brain regions may be
a potential mechanism behind the efficacy of ECT in adolescents
with MDD and SI.

Limitations

Several limitations of our current study should be noted. First,
our sample size was small, possibly due to concerns about ECT
side effects. Second, there was a lack of healthy controls to
compare the brain function with the patient group at baseline;
therefore, further research is needed.

CONCLUSION

We found decreased ALFF/fALFF in the right precentral gyrus,
decreased DC in the triangular part of the left inferior frontal
gyrus and increased DC in the left hippocampus in adolescents
with MDD and SI after ECT. ALFF in the right precentral gyrus
at baseline and DC in the left hippocampus at baseline, changes

REFERENCES

Abbott, C. C., Jones, T., Lemke, N. T., Gallegos, P., McClintock, S. M., Mayer, A. R.,
et al. (2014). Hippocampal structural and functional changes associated with
electroconvulsive therapy response. Transl. Psychiatry 4:e483. doi: 10.1038/tp.
2014.124

Angst, J., Hengartner, M. P., Gamma, A., von Zerssen, D., and Angst, F. (2013).
Mortality of 403 patients with mood disorders 48 to 52 years after their
psychiatric hospitalisation. Eur. Arch. Psychiatry Clin. Neurosci. 263, 425-434.
doi: 10.1007/s00406-012-0380-1

Arnone, D., Job, D., Selvaraj, S., Abe, O., Amico, F., Cheng, Y., et al
(2016). Computational meta-analysis of statistical parametric maps in
major depression. Hum. Brain Mapp. 37, 1393-1404. doi: 10.1002/hbm.
23108

Beck, A. T., Kovacs, M., and Weissman, A. (1979). Assessment of suicidal
intention: the scale for suicide ideation. J. Consult. Clin. Psychol. 47, 343-352.
doi: 10.1037//0022-006x.47.2.343

Boccia, M., Acierno, M., and Piccardi, L. (2015). Neuroanatomy of Alzheimer’s
disease and late life depression: a coordinate-based meta-analysis of MRI
studies. J. Alzheimers Dis. 46, 963-970. doi: 10.3233/JAD-142955

in fALFF in the right precentral gyrus were correlated with
treatment outcome. We suggest that these brain regions may be
potential indicators of ECT response in adolescents with MDD
and SL

DATA AVAILABILITY STATEMENT

The raw data supporting the conclusions of this article will be
made available by the authors, without undue reservation.

ETHICS STATEMENT

The studies involving human participants were reviewed and
approved by Human Research and Ethics Committee of the
First Affiliated Hospital of Chongqing Medical University (no.
2017-157). Written informed consent to participate in this
study was provided by the participants’ legal guardian/next of
kin.

AUTHOR CONTRIBUTIONS

XL conceived the structure of the manuscript and wrote the
manuscript. RY and QH prepared the samples and did fMRI.
XC, YZ, LD, and XQ analyzed the data. MA and LK critically
reviewed the manuscript. All authors have read and approved
the final manuscript. All authors contributed to the article and
approved the submitted version.

FUNDING

This work was supported by the National Natural Science
Foundation of China (No.: 81971286).

ACKNOWLEDGMENTS

We sincerely appreciate all the participants and their families for
participating in our study.

Bu, X,, Hu, X,, Zhang, L. Q., Li, B, Zhou, M,, Lu, L., et al. (2019). Investigating
the predictive value of different resting-state functional MRI parameters in
obsessive-compulsive disorder. Transl. Psychiatry 9:17. doi: 10.1038/s41398-
018-0362-9

Buckner, R. L., Sepulcre, J., Taludar, T, Krienen, F. M., Liu, H., Hedden, T, et al.
(2009). Cortical hubs revealed by intrinsic functional connectivity: mapping,
assessment of stability, and relation to Alzheimer’s disease. J. Neurosi. 29,
1860-1873. doi: 10.1523/JNEUROSCI.5062-08.2009

Cao, J., Chen, X. R, Chen, J. M, Ai, M., Gan, Y., Wang, W., et al. (2016). Resting-
state functional MRI of abnormal baseline brain activity in young depressed
patients with and without suicidal behavior. J. Affect. Disord. 205, 252-263.
doi: 10.1016/j.jad.2016.07.002

Chen, V. C.-H., Chou, Y.-S., Tsai, Y.-H., Huang, Y.-C., McIntyre, R. S., and
Weng, J.-C. (2021). Resting-state functional connectivity and brain network
abnormalities in depressive patients with suicidal ideation. Brain Topogr. 34,
234-244. doi: 10.1007/510548-020-00817-x

Chen, Y. W., and Dilsaver, S. C. (1996). Lifetime rates of suicide attempts among
subjects with bipolar and unipolar disorders relative to subjects with other
Axis 1 disorders. Biol. Psychiatry 39, 896-899. doi: 10.1016/0006-3223(95)
00295-2

Frontiers in Human Neuroscience | www.frontiersin.org

November 2021 | Volume 15 | Article 762343


https://doi.org/10.1038/tp.2014.124
https://doi.org/10.1038/tp.2014.124
https://doi.org/10.1007/s00406-012-0380-1
https://doi.org/10.1002/hbm.23108
https://doi.org/10.1002/hbm.23108
https://doi.org/10.1037//0022-006x.47.2.343
https://doi.org/10.3233/JAD-142955
https://doi.org/10.1038/s41398-018-0362-9
https://doi.org/10.1038/s41398-018-0362-9
https://doi.org/10.1523/JNEUROSCI.5062-08.2009
https://doi.org/10.1016/j.jad.2016.07.002
https://doi.org/10.1007/s10548-020-00817-x
https://doi.org/10.1016/0006-3223(95)00295-2
https://doi.org/10.1016/0006-3223(95)00295-2
https://www.frontiersin.org/journals/human-neuroscience
https://www.frontiersin.org
https://www.frontiersin.org/journals/human-neuroscience#articles

Lietal

Altered Brain Function in MDD

Colle, R., Chupin, M., Cury, C., Vandendrie, C., Gressier, F., Hardy, P.,
et al. (2015). Depressed suicide attempters have smaller hippocampus than
depressed patients without suicide attempts. J. Psychiatr. Res. 61, 13-18.
doi: 10.1016/j.jpsychires.2014.12.010

Du, L., Qiu, H,, Liu, H., Zhao, W., Tang, Y., Fu, Y., et al. (2016). Changes in
problem-solving capacity and association with spontaneous brain activity after
a single electroconvulsive treatment in major depressive disorder. J. ECT 32,
49-54. doi: 10.1097/YCT.0000000000000269

Egeland, J. A., Hostetter, A. M., Pauls, D. L., and Sussex, J. N. (2000). Prodromal
symptoms before onset of manic-depressive disorder suggested by first hospital
admission histories. J. Am. Acad. Child Adolesc. Psychiatry 39, 1245-1252.
doi: 10.1097/00004583-200010000-00011

Fan, T. T., Wu, X,, Yao, L., and Dong, J. (2013). Abnormal baseline brain activity
in suicidal and non-suicidal patients with major depressive disorder. Neurosci.
Lett. 534, 35-40. doi: 10.1016/j.neulet.2012.11.032

Gao, C. H,, Liu, W. H,, Liu, Y. L., Ruan, X. H., Chen, X,, Liu, L. L., et al. (2016).
Decreased subcortical and increased cortical degree centrality in a nonclinical
college student sample with subclinical depressive symptoms: a resting-
state fMRI study. Front. Hum. Neurosci. 10:617. doi: 10.3389/fnhum.2016.
00617

Ghaziuddin, N., Shamseddeen, W., Gettys, G., and Ghaziuddin, M. (2020).
Electroconvulsive therapy for the treatment of severe mood disorders during
adolescence: a retrospective chart review. J. Child Adolesc. Psychopharmacol.
30, 235-243. doi: 10.1089/cap.2019.0054

Hamilton, M. (1960). A rating scale for depression. J. Neurol. Neurosurg. Psychiatry
23, 56-62. doi: 10.1136/jnnp.23.1.56

Horesh, N., Orbach, I, Gothelf, D., Efrati, M., and Apter, A. (2003).
Comparison of the suicidal behavior of adolescent inpatients with borderline
personality disorder and major depression. J. Nerv. Ment. Dis. 191, 582-588.
doi: 10.1097/01.nmd.0000087184.56009.61

Huang, Q., Xiao, M., Ai, M., Chen, J., Wang, W., Hu, L., et al. (2021). Disruption of
neural activity and functional connectivity in adolescents with major depressive
disorder who engage in non-suicidal self-injury: a resting-state fMRI study.
Front. Psychiatry 12:571532. doi: 10.3389/fpsyt.2021.571532

Hueston, C. M., Cryan, J. F,, and Nolan, Y. M. (2017). Stress and adolescent
hippocampal neurogenesis: diet and exercise as cognitive modulators. Transl.
Psychiatry 7:¢1081. doi: 10.1038/tp.2017.48

Kessler, R. C., Chiu, W. T., Demler, O., Merikangas, K. R., and Walters, E. E.
(2005). Prevalence, severity, and comorbidity of 12-month DSM-IV disorders
in the National Comorbidity Survey Replication. Arch. Gen. Psychiatry 62,
617-627. doi: 10.1001/archpsyc.62.6.617

Kim, J. I, Kang, Y.-H., Lee, J. M., Cha, J.-H., Park, Y.-H., Kweon, K.-],, et al.
(2018). Resting-state functional magnetic resonance imaging investigation of
the neural correlates of cognitive-behavioral therapy for externalizing behavior
problems in adolescent bullies. Prog. Neuropsychopharmacol. Biol. Psychiatry
86, 193-202. doi: 10.1016/j.pnpbp.2018.05.024

Klonsky, E. D., May, A. M., and Safer, B. Y. (2016). Suicide, suicide attempts, and
suicidal ideation. Annu. Rev. Clin. Psychol. 12, 307-330. doi: 10.1146/annurev-
clinpsy-021815-093204

Kong, X.-M,, Xu, S.-X,, Sun, Y., Wang, K.-Y., Wang, C., Zhang, J., et al. (2017).
Electroconvulsive therapy changes the regional resting state function measured
by regional homogeneity (ReHo) and amplitude of low frequency fluctuations
(ALFF) in elderly major depressive disorder patients: an exploratory study.
Psychiatry Res. Neuroimaging 264, 13-21. doi: 10.1016/j.pscychresns.2017.
04.001

Lan, M. J., Rizk, M. M., Pantazatos, S. P., Falcone, H. R., Miller, J. M.,
Sublette, M. E., et al. (2019). Resting-state amplitude of low-frequency
fluctuation is associated with suicidal ideation. Depress Anxiety 36, 433-441.
doi: 10.1002/da.22888

Lee, H.-J., Kim, S.-H., and Lee, M.-S. (2019). Understanding mood disorders in
children. Adv. Exp. Med. Biol. 1192, 251-261. doi: 10.1007/978-981-32-9721-
0_12

Levi-Belz, Y., Gavish-Marom, T., Barzilay, S., Apter, A., Carli, V., Hoven, C,,
et al. (2019). Psychosocial factors correlated with undisclosed suicide attempts
to significant others: findings from the adolescence seyle study. Suicide Life
Threat. Behav. 49, 759-773. doi: 10.1111/sltb.12475

Li, X. Y., Phillips, M. R, Tong, Y. S,, Li, K. J., Zhang, Y. L., Zhang, Y. P,, et al.
(2010). Reliability and validity of the Chinese version of Beck Suicide Ideation

Scale (BSI-CV) in adult community residents. Chin. Ment. Health ]. 24,
250-255. doi: 10.3969/j.issn.1000-6729.2010.04.003

Liu, Y., Du, L., Li, Y., Liu, H., Zhao, W., Liu, D., et al. (2015). Antidepressant
effects of electroconvulsive therapy correlate with subgenual anterior cingulate
activity and connectivity in depression. Medicine 94:¢2033. doi: 10.1097/MD.
0000000000002033

Makris, N., Papadimitriou, G. M., Sorg, S., Kennedy, D. N., Caviness, V. S., and
Pandya, D. N. (2007). The occipitofrontal fascicle in humans: a quantitative,
in vivo, DT-MRI study. Neurolmage 37, 1100-1111. doi: 10.1016/j.neuroimage.
2007.05.042

Marzuk, P. M., Hartwell, N., Leon, A. C., and Portera, L. (2005). Executive
functioning in depressed patients with suicidal ideation. Acta Psychiatr. Scand.
112, 294-301. doi: 10.1111/j.1600-0447.2005.00585.x

Masi, G., and Brovedani, P. (2011). The hippocampus, neurotrophic factors and
depression: possible implications for the pharmacotherapy of depression. CNS
Drugs 25, 913-931. doi: 10.2165/11595900-000000000-00000

Meyer, J. P., Swetter, S. K., and Kellner, C. H. (2020). Electroconvulsive therapy
in geriatric psychiatry: a selective review. Clin. Geriatr. Med. 36, 265-279.
doi: 10.1016/j.cger.2019.11.007

Miller, A. B., McLaughlin, K. A., Busso, D. S., Brueck, S., Peverill, M., and
Sheridan, M. A. (2018). Neural correlates of emotion regulation and adolescent
suicidal ideation. Biol. Psychiatry Cogn. Neurosci. Neuroimaging 3, 125-132.
doi: 10.1016/j.bpsc.2017.08.008

Mitchell, S., Hassan, E., and Ghaziuddin, N. (2018). A follow-up study of
electroconvulsive therapy in children and adolescents. J. ECT 34, 40-44.
doi: 10.1097/YCT.0000000000000452

Nock, M. K., Green, J. G., Hwang, I, McLaughlin, K. A., Sampson, N. A,
Zaslavsky, A. M., et al. (2013). Prevalence, correlates and treatment of lifetime
suicidal behavior among adolescents: results from the National Comorbidity
Survey Replication Adolescent Supplement. JAMA Psychiatry 70, 300-310.
doi: 10.1001/2013.jamapsychiatry.55

Nugent, A. C., Martinez, A., D’Alfonso, A., Zarate, C. A., and Theodore, W. H.
(2015). The relationship between glucose metabolism, resting-state fMRI
BOLD signal, and GABA4-binding potential: a preliminary study in healthy
subjects and those with temporal lobe epilepsy. J. Cereb. Blood Flow Metab. 35,
583-591. doi: 10.1038/jcbfm.2014.228

Pacilio, R. M., Livingston, R. K., and Gordon, M. R. (2019). The use of
electroconvulsive therapy in eating disorders: a systematic literature review and
case report. J. ECT 35, 272-278. doi: 10.1097/YCT.0000000000000599

Pagnin, D., de Queiroz, V. Pini, S., and Battista Cassano, G. (2004).
Efficacy of ECT in depression: a meta-analytic review. J. ECT 20, 13-20.
doi: 10.1097/00124509-200403000-00004

Peng, W., Chen, Z. Q., Yin, L, Jia, Z. Y., and Gong, Q. Y. (2016). Essential brain
structural alterations in major depressive disorder: a voxel-wise meta-analysis
on first episode, medication-naive patients. J. Affect. Disord. 199, 114-123.
doi: 10.1016/j.jad.2016.04.001

Porta-Casteras, D., Cano, M., Camprodon, J. A., Loo, C., Palao, D., Soriano-
Mas, C, et al. (2020). A multimetric systematic review of fMRI findings
in patients with MDD receiving ECT. Prog. Neuropsychopharmacol. Biol.
Psychiatry 108:110178. doi: 10.1016/j.pnpbp.2020.110178

Puffer, C. C.,, Wall, C. A, Huxsahl, J. E,, and Frye, M. A. (2016). A 20-year
practice review of electroconvulsive therapy in adolescents. J. Child Adolesc.
Psychopharmacol. 26, 632-636. doi: 10.1089/cap.2015.0139

Redlich, R, Opel, N., Grotegerd, D., Dohm, K., Zaremba, D., Burger, C,
et al. (2016). Prediction of individual response to electroconvulsive
therapy via machine learning on structural magnetic resonance imaging
data. JAMA Psychiatry 73, 557-564. doi: 10.1001/jamapsychiatry.20
16.0316

Sanghani, S. N., Petrides, G., and Kellner, C. H. (2018). Electroconvulsive therapy
(ECT) in schizophrenia: a review of recent literature. Curr. Opin. Psychiatry 31,
213-222. doi: 10.1097/YCO.0000000000000418

Sartorius, A., Demirakca, T., Bohringer, A., Clemm von Hohenberg, C.,
Aksay, S. S., Bumn, J. M., et al. (2016). Electroconvulsive therapy
increases temporal gray matter volume and cortical thickness. Eur.
Neuropsychopharmacol. 26, 506-517. doi: 10.1016/j.euroneuro.2015.
12.036

Shen, Y., Yao, ], Jiang, X., Zhang, L., Xu, L., Feng, R,, et al. (2015). Sub-hubs of
baseline functional brain networks are related to early improvement following

Frontiers in Human Neuroscience | www.frontiersin.org

November 2021 | Volume 15 | Article 762343


https://doi.org/10.1016/j.jpsychires.2014.12.010
https://doi.org/10.1097/YCT.0000000000000269
https://doi.org/10.1097/00004583-200010000-00011
https://doi.org/10.1016/j.neulet.2012.11.032
https://doi.org/10.3389/fnhum.2016.00617
https://doi.org/10.3389/fnhum.2016.00617
https://doi.org/10.1089/cap.2019.0054
https://doi.org/10.1136/jnnp.23.1.56
https://doi.org/10.1097/01.nmd.0000087184.56009.61
https://doi.org/10.3389/fpsyt.2021.571532
https://doi.org/10.1038/tp.2017.48
https://doi.org/10.1001/archpsyc.62.6.617
https://doi.org/10.1016/j.pnpbp.2018.05.024
https://doi.org/10.1146/annurev-clinpsy-021815-093204
https://doi.org/10.1146/annurev-clinpsy-021815-093204
https://doi.org/10.1016/j.pscychresns.2017.04.001
https://doi.org/10.1016/j.pscychresns.2017.04.001
https://doi.org/10.1002/da.22888
https://doi.org/10.1007/978-981-32-9721-0_12
https://doi.org/10.1007/978-981-32-9721-0_12
https://doi.org/10.1111/sltb.12475
https://doi.org/10.3969/j.issn.1000-6729.2010.04.003
https://doi.org/10.1097/MD.0000000000002033
https://doi.org/10.1097/MD.0000000000002033
https://doi.org/10.1016/j.neuroimage.2007.05.042
https://doi.org/10.1016/j.neuroimage.2007.05.042
https://doi.org/10.1111/j.1600-0447.2005.00585.x
https://doi.org/10.2165/11595900-000000000-00000
https://doi.org/10.1016/j.cger.2019.11.007
https://doi.org/10.1016/j.bpsc.2017.08.008
https://doi.org/10.1097/YCT.0000000000000452
https://doi.org/10.1001/2013.jamapsychiatry.55
https://doi.org/10.1038/jcbfm.2014.228
https://doi.org/10.1097/YCT.0000000000000599
https://doi.org/10.1097/00124509-200403000-00004
https://doi.org/10.1016/j.jad.2016.04.001
https://doi.org/10.1016/j.pnpbp.2020.110178
https://doi.org/10.1089/cap.2015.0139
https://doi.org/10.1001/jamapsychiatry.2016.0316
https://doi.org/10.1001/jamapsychiatry.2016.0316
https://doi.org/10.1097/YCO.0000000000000418
https://doi.org/10.1016/j.euroneuro.2015.12.036
https://doi.org/10.1016/j.euroneuro.2015.12.036
https://www.frontiersin.org/journals/human-neuroscience
https://www.frontiersin.org
https://www.frontiersin.org/journals/human-neuroscience#articles

Lietal

Altered Brain Function in MDD

two-week pharmacological therapy for major depressive disorder. Hum. Brain
Mapp. 36, 2915-2927. doi: 10.1002/hbm.22817

Shu, Y. P, Kuang, L., Huang, Q. K., and He, L. H. (2020). Fractional amplitude
of low-frequency fluctuation (fALFF) alterations in young depressed patients
with suicide attempts after cognitive behavioral therapy and antidepressant
medication cotherapy: a resting-state fMRI study. J. Affect. Disord. 276,
822-828. doi: 10.1016/j.jad.2020.07.038

Szanto, K., Mulsant, B. H., Houck, P., Dew, M. A., and Reynolds, C. F. (2003).
Occurrence and course of suicidality during short-term treatment of late-life
depression. Arch. Gen. Psychiatry 60, 610-617. doi: 10.1001/archpsyc.60.6.610

Tendolkar, I, Van Beek, M., Van Oostrom, I, Mulder, M., Janzing, J.,
Voshaar, R. O,, et al. (2013). Electroconvulsive therapy increases hippocampal
and amygdala volume in therapy refractory depression: a longitudinal pilot
study. Psychiatry Res. 214, 197-203. doi: 10.1016/j.pscychresns.2013.09.004

Wagner, G., Li, M., Sacchet, M. D., Turecki, G., Gotlib, I. H., Walter, M., et al.
(2021). Functional network alterations differently associated with suicidal ideas
and acts in depressed patients: an indirect support to the transition model.
Transl. Psychiatry 11:100. doi: 10.1038/s41398-021-01232-x

Wang, L., Dai, W. ], Su, Y. N., Wang, G., Tan, Y. L., and Jin, Z. (2012). Amplitude
of low-frequency oscillations in first-episode, treatment-naive patients with
major depressive disorder: a resting-state functional MRI study. PLoS One
7:¢48658. doi: 10.1371/journal.pone.0048658

Wilkinson, S. T., Sanacora, G., and Bloch, M. H. (2017). Hippocampal
volume changes following electroconvulsive therapy: a systematic review and
meta-analysis. Biol. Psychiatry Cogn. Neurosci. Neuroimaging 2, 327-335.
doi: 10.1016/j.bpsc.2017.01.011

Wu, K. F,, Liu, M., He, L. C,, and Tan, Y. M. (2020). Abnormal degree centrality in
delayed encephalopathy after carbon monoxide poisoning: a resting-state fMRI
study. Neuroradiology 62, 609-616. doi: 10.1007/500234-020-02369-0

Wu, Z., Zhong, Y., Dai, Y. L, Xiao, C. Y., Zhang, N., and Wang, C. (2021).
Differential patterns of dynamic functional connectivity variability in major
depressive disorder treated with cognitive behavioral therapy. J. Affect. Disord.
291, 322-328. doi: 10.1016/j.jad.2021.05.017

Zang, Y.-F., He, Y., Zhu, C.-Z., Cao, Q.-]., Sui, M.-Q,, Liang, M., et al. (2007).
Altered baseline brain activity in children with ADHD revealed by resting-
state functional MRI. Brain Dev. 29, 83-91. doi: 10.1016/j.braindev.2006.
07.002

Zang, Y., Jiang, T., Lu, Y., He, Y., and Tian, L. (2004). Regional homogeneity
approach to fMRI data analysis. Neurolmage 22, 394-400. doi: 10.1016/j.
neuroimage.2003.12.030

Zhang, Z., Zhou, X,, Liu, J. P., Qin, L., Yu, L., Pan, X. M., et al. (2020). Longitudinal
assessment of resting-state fMRI in temporal lobe epilepsy: atwo-year follow-up
study. Epilepsy Behav. 103:106858. doi: 10.1016/j.yebeh.2019.106858

Zhao, J. P., and Zheng, Y. P. (1992). Reliability and validity of hamilton depression
scale assessed in 329 chinese depression patients. Chin. Ment. Health ]. 5,
214-216.

Zheng, A., Yu, R., Du, W,, Liu, H.,, Zhang, Z., Xu, Z., et al. (2020). Two-week
rTMS-induced neuroimaging changes measured with fMRI in depression.
J. Affect. Disord. 270, 15-21. doi: 10.1016/j.jad.2020.03.038

Zou, Q.-H., Zhu, C.-Z., Yang, Y., Zuo, X.-N,, Long, X.-Y., Cao, Q.-]., et al. (2008).
An improved approach to detection of amplitude of low-frequency fluctuation
(ALFF) for resting-state fMRI: fractional ALFF. J. Neurosci. Methods 172,
137-141. doi: 10.1016/j.jneumeth.2008.04.012

Zuo, X.-N., Ehmke, R., Mennes, M., Imperati, D., Castellanos, F. X., Sporns, O.,
et al. (2012). Network centrality in the human functional connectome. Cereb.
Cortex 22, 1862-1875. doi: 10.1093/cercor/bhr269

Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Publisher’s Note: All claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated organizations, or those of
the publisher, the editors and the reviewers. Any product that may be evaluated in
this article, or claim that may be made by its manufacturer, is not guaranteed or
endorsed by the publisher.

Copyright © 2021 Li, Yu, Huang, Chen, Ai, Zhou, Dai, Qin and Kuang. This is an
open-access article distributed under the terms of the Creative Commons Attribution
License (CC BY). The use, distribution or reproduction in other forums is permitted,
provided the original author(s) and the copyright owner(s) are credited and that the
original publication in this journal is cited, in accordance with accepted academic
practice. No use, distribution or reproduction is permitted which does not comply
with these terms.

Frontiers in Human Neuroscience | www.frontiersin.org

November 2021 | Volume 15 | Article 762343


https://doi.org/10.1002/hbm.22817
https://doi.org/10.1016/j.jad.2020.07.038
https://doi.org/10.1001/archpsyc.60.6.610
https://doi.org/10.1016/j.pscychresns.2013.09.004
https://doi.org/10.1038/s41398-021-01232-x
https://doi.org/10.1371/journal.pone.0048658
https://doi.org/10.1016/j.bpsc.2017.01.011
https://doi.org/10.1007/s00234-020-02369-0
https://doi.org/10.1016/j.jad.2021.05.017
https://doi.org/10.1016/j.braindev.2006.07.002
https://doi.org/10.1016/j.braindev.2006.07.002
https://doi.org/10.1016/j.neuroimage.2003.12.030
https://doi.org/10.1016/j.neuroimage.2003.12.030
https://doi.org/10.1016/j.yebeh.2019.106858
https://doi.org/10.1016/j.jad.2020.03.038
https://doi.org/10.1016/j.jneumeth.2008.04.012
https://doi.org/10.1093/cercor/bhr269
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/human-neuroscience
https://www.frontiersin.org
https://www.frontiersin.org/journals/human-neuroscience#articles

	Alteration of Whole Brain ALFF/fALFF and Degree Centrality in Adolescents With Depression and Suicidal Ideation After Electroconvulsive Therapy: A Resting-State fMRI Study
	INTRODUCTION
	MATERIALS AND METHODS
	Participants
	Electroconvulsive Therapy
	Acquisition of rs-fMRI Data
	Image Preprocessing
	Calculation of rs-fMRI Measures
	Statistical Analysis

	RESULTS
	DISCUSSION
	Limitations

	CONCLUSION
	DATA AVAILABILITY STATEMENT
	ETHICS STATEMENT
	AUTHOR CONTRIBUTIONS
	FUNDING
	ACKNOWLEDGMENTS
	REFERENCES


