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Rethinking the impact and management of electroconvulsive therapy session
number in depression
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Electroconvulsive therapy (ECT) has been an essential treatment for severe depressive disorder, utilizing electrical current to induce
generalized seizures under anesthesia. Session is one of the core parameters of ECT, yet critical knowledge gaps persist regarding its
quantitative relationships with clinical outcomes and neurobiological mechanisms, while lacking consensus on optimal stopping rules. This
narrative review focused on the impact of ECT session on depression improvement, memory impairment, seizure duration, and biomarkers,
representing antidepressant efficacy, cognitive safety, neurophysiological processes and mechanisms of ECT. Building on multidimensional
analyses, we propose a novel response-guided sequential strategy that tailors ECT sessions and sequential treatments through individual
therapeutic responses, optimizing early antidepressant effects while avoiding ineffective or excessive sessions. Comprehensive mapping of ECT
session effects in clinical will establish predictive frameworks for ECT response optimization, catalyzing a paradigm shift from empirical to
algorithmic depression therapeutics.
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Introduction
Electroconvulsive therapy (ECT) is one of the oldest surviving biological
forms of neurostimulation for severe or medication-resistant depression
in which brief and generalized seizures were induced by electrical cur-
rent (1). Its origins date back to the advent of modern biological psychi-
atry in 1938. Over time, a series of refinements encompassing electrode
placement, pulse width, muscle relaxants, and anesthetics have signifi-
cantly enhanced its efficacy and safety profile while concurrently reducing
side effects (Figure 1). Presently, ECT is administered under meticulous
medical and psychiatric supervision and remains a well-established acute
treatment option for depression. It produces response rates of 60%–80%,
surpassing those of alternative antidepressant therapies (2, 3). Despite
its propensity to induce cognitive impairment, ECT is widely used in clini-
cal settings, with approximately 1 million people receiving ECT annually.
However, fundamental questions regarding ECT remain unanswered. A
primary concern for patients undergoing ECT pertains to the number of
sessions deemed necessary and appropriate for their condition.

ECT is a treatment modality that relies on a series of sessions. Most
national guidelines recommend a course of 6 to 12 sessions over 2 to
4 weeks, typically resulting in the alleviation of depressive symptoms (4,
5). The total number of sessions is determined by the ECT team, depend-
ing on patient’s the severity of depression and clinical response. How-
ever, there are doubts regarding these sessions. On one hand, the recom-
mended number of sessions is based more on clinical experience than on
scientific evidence. Due to the widespread and longstanding acceptance
of ECT, there is a tendency to believe accumulated clinical impressions
as if they were incontrovertible facts. On the other hand, the number of
treatment sessions varies widely among clinics and psychiatrists owing to
inconsistent standards, with some patients receiving a higher than aver-
age number of ECT sessions (6). In academic terms, the outcomes of ECT
are influenced by the number of sessions, which researchers may overlook

1Department of Neurology, the Second Affiliated Hospital of Anhui Medical University, Hefei 230022, China; 2Department of Neurology, the First Affiliated Hospital of
Anhui Medical University, Hefei 230022, China; 3Department of Psychology and Sleep Medicine, the Second Affiliated Hospital of Anhui Medical University, Hefei 230022,
China; 4Anhui Province Key Laboratory of Cognition and Neuropsychiatric Disorders, Hefei 230032, China; 5The College of Mental Health and Psychological Sciences, Anhui
Medical University, Hefei 230032, China; 6Collaborative Innovation Center of Neuropsychiatric Disorders and Mental Health, Hefei 230032, China
#These authors contributed equally to the manuscript
Corresponding Author: Yanghua Tian, PhD; Department of Neurology, The First Affiliated Hospital of Anhui Medical University Hefei 230022, China. Phone: +86-551-
62922328; E-mail: ayfytyh@126.com
Received: 4 February 2025. Revised: 27 April 2025 and 1 May 2025. Accepted: 3 May 2025.
Published online: 3 June 2025.

(7). Moreover, any efforts to improve ECT, such as the calculation of dose
delivery, exploration of electrode configurations, selection of anesthetics,
and utilization of electromagnetic energy in magnetic seizure therapy, are
closely intertwined with the determination of the number of treatment
sessions (Figure 2) (8, 9). In summary, irrespective of patient-specific con-
siderations, scientific research rigor, or technological development de-
mands, the number of sessions remains a pivotal parameter and avenue
for advancement in ECT. Therefore, it is crucial to understand the patterns
of ECT sessions comprehensively. This is a guidance for clinicians and re-
assurance for patients seeking credible treatment options.

In this narrative review, our focus lies on exploring the impact of the
number of ECT sessions. First, from a clinical perspective, we discuss the
trajectories of depression improvement and memory impairment during
ECT, as these factors constitute key cognitive variables crucial for under-
standing the effect of ECT (Figure 3) (10). Subsequently, we delve into
the evolving trend in epileptic seizure duration, a parameter believed to
be pivotal for achieving a successful antidepressant outcome through ECT
from a methodological standpoint (11). Furthermore, we analyzed longi-
tudinal studies involving hematological and magnetic resonance imaging
(MRI) assessments during ECT to investigate how the brain responds to
increasing ECT sessions (12). Additionally, the sequential treatment strat-
egy combines different intervention methods to maximize the advantages
of each therapy and reduce the side effects or residual symptoms of a sin-
gle treatment, offering a promising approach for improving depressive
disorder outcomes (13). Therefore, we propose an innovative ECT opti-
mization framework, the ECT response-guided sequential strategy, which
beyond conventional protocol extensions, instead developing dynamic se-
quential treatment plans based on individualized ECT response trajecto-
ries. We hope this systems-level evidence and model will motivate future
research, ultimately leading to a comprehensive understanding and facil-
itating more effective ECT practices.
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Figure 1. The historical milestone for the evolution of ECT. ECT originated from chemical drug induced epilepsy and gradually developed into modern ECT in
terms of electrode placement, muscle relaxants, pulse width, and anesthetic parameters.

Figure 2. The central role of ECT sessions. The central role of ECT sessions in clinical problem, mechanism exploration, technical optimization, and technical
development. MST, magnetic seizure therapy; FEAST, focal electrically administered seizure therapy; iLAST, individualized low amplitude seizure therapy.

Figure 3. The conceptual framework of this review. The discussion framework of this review based on the effects of ECT sessions.
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Search Strategies and Selection Criteria
Evidence for this narrative review was identified through searches
of PubMed, Cochrane Library, Embase, ClinicalTrials.gov and relevant
references in those articles with the search terms: “electroconvulsive
therapy” AND (“depression” OR “depressive”) AND (“session” OR “course”
OR “trajectory”) AND (“response” OR “remission”) AND (“cognitive” OR
“cognition”) AND (“seizure”) AND (“hematological” OR “biomarker”) AND
(“neuroimaging” OR “MRI”) AND (“sequential treatment”). Articles pub-
lished in English up to October 31, 2024 were included.

Trajectory of Depressive Improvement
Depression is a common and disabling psychiatric disease accompanied
by high suicide attempts (14, 15). Although ECT has significant advan-
tages over antidepressants in efficacy and course, clinicians and patients
seek clarity regarding the pace at which clinically meaningful benefits
manifest, which defined as either achieving remission (i.e., an asymp-
tomatic state) or response (i.e., a > 50% reduction in baseline symptoms
severity), or reaching a plateau (i.e., no change in depression score). For
example, what is the extent of depression improvement after each ECT
session? when does the response or remission onset? What is the discrep-
ancy in the speed of remission across different dimensions of depression?
Which situations have a more rapid response following ECT?

Investigators have documented a nonlinear antidepressant response
pattern over ECT. the Consortium for Research in ECT (CORE) conducted
significant research in this field, gathering Hamilton Rating Scale for De-
pression (HRSD) scores after each ECT in 576 patients (16, 17). Their find-
ings revealed a notable decrease in the mean HRSD score by 25.8% after
the first session, 39% after the second session, and 49.3% after the third
sessions. It was observed that the median time to first response was typi-
cally three ECT sessions, with remission achieved after approximately four
additional ECT sessions, demonstrating an early improvement trajectory.
Other studies have similarly reported rapid effects of ECT in comparable
populations. In the Prolonging Remission in Depressed Elderly (PRIDE), in-
volving 185 geriatric depressed patients received right unilateral ECT, the
mean decrease of HRSD scores in the first three ECT sessions were 24.5%,
35%, and 42.7%, respectively (18). Additionally, Rodger et al. reported
the change in HRSD score between first and third session was six times
greater than the remaining sessions (19). Overall, the trajectory of de-
pressive improvement during ECT appears to be swift in the early stages,
leveling off in the later stage, reflecting the relatively rapid response
to ECT.

While average trajectories offer valuable insights, substantial indi-
vidual differences remain in the speed of response to ECT. Clinical case
reports have described varied response patterns, including rapid re-
sponse after one session and delayed improvement following 10 ses-
sions (20, 21). A large prospective cohort study reported that 12.6% of
patients responded after the first session, whereas 5.9% showed no re-
sponse throughout the treatment course (16). Another study found that
40% patients recovered with two to four ECT sessions, 40% with five
to eight sessions, and only 20% required nine to 12 sessions (22). To
better characterize the variability, researchers have applied data-driven
methods to identify distinct response subgroups. Latent class analysis of
156 consecutive patients identified five distinct trajectories of depressive
symptoms, including rapid improvement (25%), moderate improvement
(30.12%), slow improvement (19.23%), slow improvement with delayed
onset (11.54%), and no improvement (12.82%) (23). Similarly, growth
mixture modeling in 239 patients identified three patient groups consist-
ing of rapid response group (16.74%), slow response group (76.15%), and
nonremit group (7.11%) (24). Taken together, these studies underscore
the heterogeneity in ECT response trajectories. Recognizing and account-
ing for these variations may help guide individualized treatment duration,
optimize outcomes, and reduce unnecessary exposure to prolonged ECT
courses.

As widely acknowledged, depression is a heterogeneous disease char-
acterized by multiple distinct symptom clusters, including mood, anxiety,
somatic, insomnia symptoms, and suicidal ideation, among others (25).
When treating depression, it is essential to recognize that not all symp-
toms improve at the same rate or degree (26). Relying solely on total

scores of depressive symptom severity to define responses may lack de-
tection of resolved and residual symptoms. Some studies have suggested
that suicidal ideation respond quickly to ECT (27), hence proposing suicide
risk as an indication for ECT. In contrast, a study involving 89 older persons
with depression found that while all dimensions showed rapid and signif-
icant improvement, the mood dimension demonstrated the highest rate
of improvement compared to suicidal dimensions (28). These results are
consistent due to the differing proportions of each dimension in the HRSD
scale; for example, the suicidal dimension comprised only one item. Con-
sidering the covariation of symptoms over time, a dynamic time warping
analysis of 68 participants showed that improvements in somatic symp-
toms and suicidal ideation preceded those in mood symptoms (29). In
conclusion, the temporal trajectories of symptom clusters vary, and it re-
mains debatable which sets of symptoms are most effectively and rapidly
targeted.

In addition to subgroup analyses of response trajectories, several
studies have investigated predictors of early and delayed responses to
ECT. Notably, patients with bipolar depression, psychotic features, and
higher depression severity at baseline showed a more rapid response af-
ter ECT (24, 30). There is evidence that among initial responders, patients
with unipolar depression require an average of six treatments to meet the
response criteria. In contrast, patients with bipolar depression meet the
response criteria after four treatments (30). In the CORE study, patients
with psychosis had an average percentage change in HRSD of 64% com-
pared to 56% for nonpsychotic groups after the fifth ECT (31). Addition-
ally, a regression model demonstrated that baseline HRSD scores were
significantly associated with a rapid response. Other clinical character-
istics also affect response speed. Treatment-resistant depression (TRD)
is often associated with slower improvement, while comorbid personality
disorders are linked to a higher likelihood of nonresponse (23). In con-
trast, first-episode depression does not appear to significantly influence
response speed (23). The role of age in response speed is inconsistent
and complex. While some studies indicate that elderly patients experi-
ence faster remission than younger patients (32), another study reported
that elderly patients with depression require more ECT treatments than
adults (33). This discrepancy arises from various factors interfering with
the analysis of the independent role of age. Regarding the ECT technique,
response speed is associated with electrode placement (34). Kellner et al.
observed a decrease of 44% in HRSD scores after the first session of right
unilateral ECT, 48% for bifrontal ECT, and 51% for bitemporal ECT (35).
Despite growing insights into potential predictors, systematic evidence
on the temporal dynamics of ECT response remains scarce, as most meta-
analyses emphasize overall outcomes (36, 37). Future studies should in-
vestigate how clinical and technical factors shape response trajectories,
to support more personalized and effective ECT protocols.

Trajectory of Cognitive Impairment
Cognitive impairment is a frequent adverse effect of ECT among patients,
which can be divided into memory-related and nonmemory cognitive
impairment (38). Memory-related issues include disorientation, antero-
grade amnesia and retrograde amnesia. Nonmemory cognitive impair-
ment involves decreased attention, processing speed, and executive func-
tion (39). National guidelines recommend the cognitive impact of ECT
should be monitored on an ongoing basis. However, in clinical practice, key
questions remain unanswered: when does the cognitive impairment oc-
cur? Does the trajectory of cognitive impairment worsen or improve over
time? What is the relationship between depressive symptoms and cogni-
tive impairment?

Cognitive deficits emerge early in ECT (40). A prospective follow-up
study found that 62% of patients with depression reported subjective
memory deficits after the first ECT session, a figure that increased with
subsequent ECT sessions (41). Although these deficits typically resolve af-
ter all modified ECT sessions are completed, 34% of the deficits may last
for 6 months or longer (42). Notably, disorientation commonly surfaced
immediately after the second ECT session and was more pronounced af-
ter the fifth ECT session (43). However, these results are somewhat sub-
jective due to the nonspecific learning effects associated with cognitive
measurement tools, hindering accurate assessment post-ECT. To address
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these limitations, some researchers have adopted strategies such as em-
ploying multiple parallel sets of tests or reducing the frequency of mea-
surements. Viswanath et al. applied a short cognitive-related battery in
30 inpatients and they found that objective cognitive deficits such as ver-
bal memory, autobiographic memory, and psychomotor speed progres-
sively deteriorated from the first to the third to the sixth ECT session (44).
However, this study lacked a baseline assessment. Another study com-
pared a new electroconvulsive therapy cognitive assessment (ECCA) tool
with the classic Montreal Cognitive Assessment (MoCA). It indicated that
ECCA scores were significantly decreased across the three testing points,
whereas MoCA scores did not vary significantly (45). An intensive longitu-
dinal follow-up of associative memory at five timepoints found that mem-
ory impairment occurred after the first ECT and worsened during subse-
quent ECT treatments (46). It is important to note that cognitive deficits
are influenced by factors such as age, education level, and medications,
including anesthetics and antidepressants. For instance, older individu-
als with lower education levels tend to experience more severe cogni-
tive impairment (46), while substances like propofol, low-dose ketamine,
and lithium may have potential cognitive-protective effects (47–49). In
summary, cognitive impairment occurs early during ECT and may accu-
mulate throughout the treatment course, implying the importance of un-
derstanding the optimal number of ECT sessions to mitigate unnecessary
cognitive damage.

Emotion and cognition constitute the two main elements of neu-
ropsychology (50). Despite ECT induces rapid improvement in depres-
sive symptoms alongside cumulative cognitive impairment, the rela-
tionship between depression and cognitive function remains unclear.
Clinical perspectives suggest that cognitive impairment might aid de-
pressive remission by enabling patients to forget distressing memories
(51). Bai et al. found that negative memory impairment was more se-
vere than positive memory impairment and correlated with symptom re-
lief (10). Conversely, depressive remission can enhance certain cognitive
functions, such as increased subjective initiative (39, 52). From a neuro-
physiological perspective, the seizures induced by ECT, especially those
aimed at enhancing efficacy, are often linked to cognitive side effects.
For instance, compared to ultra-brief pulse width, brief pulse width has
proven to be more efficacious regarding symptom reduction but result-
ing in more pronounced cognitive side effects (53). Right unilateral ECT
typically yields milder and less persistent cognitive effects but slower re-
sponse rates compared to bilateral ECT due to reduced stimulation of the
left temporal lobe (54). Additional research suggests that hippocampal
changes caused by ECT are involved in both depressive improvement and
cognitive impairment (55). In conclusion, while emotion and cognition are
closely connected, the exact nature of this relationship, the role of epilep-
tic seizures, and the whole-brain alterations need further investigation.
Before clarifying these questions, regular monitoring of both depressive
symptoms and cognitive function during ECT is essential to help clinicians
decide the optimal time to end treatment.

Seizure Trajectory
The objective of ECT is to induce generalized seizures, leveraging neuro-
logical changes that counteract those seen in epilepsy and psychiatric dis-
orders. Various studies indicate that the effectiveness of ECT stems from
generalized seizures surpassing the therapeutic benefits of noninvasive
brain stimulation without convulsions (56). A typical ECT stimulus com-
prises a series of pulses ranging 100–1000, each lasting 0.25 to 1.0 ms,
and an electrical silence of 6 to 16 ms between pulses, ultimately produc-
ing a seizure lasting 20 to 60 s (57). Despite its widespread use, several
questions regarding ECT-induced seizures persist in clinical practice. For
instance, how can the seizure quality be evaluated? What range is consid-
ered optimal? How does seizure quality change with an increase in the
number of ECT sessions? And what is the relationship between seizure
quality and therapeutic and cognitive outcomes?

Seizure duration has long been investigated as an important interme-
diate variable in determining dose–response properties due to its mea-
surability through movement or electroencephalography (EEG). Evidence
suggests an inverse correlation between the number of treatments and
seizure duration (58). Rasimas et al. conducted a review of the course

of ECT in 519 patients, and they found that seizure duration experienced
the most significant drop between the first and second treatments, with a
slight further increase thereafter (59). Similarly, a 17-year retrospective
cohort study conducted at a single center, which enrolled 3648 patients
receiving 32,879 courses of ECT treatments, reported a reduction in mean
seizure duration across the course, with the greatest decrease in dura-
tion over the first three sessions (60). Research suggests that the reduc-
tion in seizure duration during ECT may be associated with an increased
seizure threshold, shifts in the brain’s inhibitory-excitatory balance, and
adjustments in treatment parameters such as dosage (61–63). However,
the potential implications of shorter seizures on the antidepressant prop-
erties of ECT remains controversial. A cohort study involving 6998 pa-
tients finding that patients with an EEG seizure duration of 60 to 69 s
from the first ECT session had the highest remission rates compared to
those with a seizure duration of less than 20 s (64), which suggests de-
clining seizure duration signals treatment resistance. In contrast, other
studies have indicated that higher electrical charges are associated with
shorter seizure durations and higher remission rates (60). Some observa-
tional studies have also found no association between seizure duration
and treatment response (65), which may simply reflect normal physio-
logical adaptation. It is important to note that the current conflicting ev-
idence on seizure duration and ECT outcomes largely stems from over-
reliance on first-session data, which fails to account for the process of
change that unfolded over the treatment course. Moreover, there is no
consensus regarding the minimum seizure duration required for ECT. De-
spite this, clinicians often endeavor to lengthen seizures in patients ex-
periencing short seizure durations, with concerns that excessively brief
seizures may be clinically ineffective (59). In summary, seizure duration
as a pragmatic but incomplete guide shows an early decline during ECT,
while further research is needed to clarify its relationship with clinical
outcomes.

In addition to seizure duration, several ictal parameters derived us-
ing more complex algorithms based on the amplitude of the ictal EEG
have been developed to assess seizure quality. These parameters include
the average seizure energy index (ASEI), postictal suppression index (PSI),
and seizure quality index (SQI), among others (66, 67). The ASEI and PSI
are computed directly from the ECT device, the ASEI by multiplying the
mean integrated amplitude with the seizure duration and the PSI by di-
viding the mean amplitude after seizure termination by the mean ampli-
tude obtained during seizure. On the other hand, the SQI refers to the
summed score of five different seizure domains, including duration, in-
hibition, amplitude, sympathetic activation, and interhemispheric coher-
ence, at the second ECT session, to predict clinical outcomes (67). How-
ever, despite the existence of these parameters, there is a notable gap in
research exploring the changing trends of these indicators during each
ECT treatment and their relationship with clinical improvement and cog-
nitive side effects. In addition, several factors can potentially affect varia-
tions in seizure quality, such as anesthetic use, stimulus dosage, electrode
positioning, time of seizure induction, and medication, among others (62).
Therefore, these variables must be combined or controlled to determine
the trajectory of changes in seizure quality. Overall, the assessment of
seizure quality during each ECT treatment session holds direct and signifi-
cant clinical implications. Adjusting these indicators within defined limits
makes it feasible to ensure session adequacy and, therefore, enhance the
likelihood of a favorable clinical outcome.

Trajectories of Hematological and Neuroimaging Markers
Understanding the mechanisms of treatment responses is paramount for
improving depression outcomes. However, due to its spatially unfocused
nature, the neural mechanisms underlying the clinical response to ECT
remain uncertain (68). Various hypotheses have been proposed to ex-
plain the effect of ECT, including neurotransmitter, neuroendocrine, neu-
roinflammation, and neuroplastic changes (12). For instance, monoamine
neurotransmitter systems, such as norepinephrine, and inhibitory neu-
rotransmitter systems, such as gamma-aminobutyric acid (GABA), have
been discussed as potential mediators of therapeutic response in ECT
(11). Additionally, ECT triggers the release of neurotrophic factors,
adrenocorticotrophic hormones, and inflammatory mediators, including

Thought Leaders Invited Review
Ji et al.

https://doi.org/10.61373/bm025i.0053
45

BRAIN MEDICINE
Genomic Press

D
ow

nloaded from
 https://prim

e-pdf-w
aterm

ark.prim
e-prod.pubfactory.com

/ at 2025-11-06 via O
pen Access. C

C
 BY 4.0 https://creativecom

m
ons.org/licenses/by/4.0/

https://bm.genomicpress.com
https://doi.org/10.61373/bm025i.0053


bm.genomicpress.com

interleukin-6, and cortisol (69). Moreover, ECT brings about widespread
changes in the structure and function of the brain, attributed to neu-
roplastic effects (70). Although these effects are easy to detect, chal-
lenges persist in research on ECT-induced neurological effects. For
example, questions arise regarding the temporal relationship between
these neurological changes following ECT and the treatment effects.
Moreover, there is a need to understand the internal relationship among
these factors and determine which of these changes may be related to the
antidepressant and amnesic effects or incidental phenomena.

Most existing studies have investigated neural alterations before and
after ECT, which is the total effect of multiple ECT sessions, resulting in
key changes being masked (71, 72). However, few studies have focused
on the time course and processes of neural effects during ECT treatment.
Regarding hematological markers, a longitudinal study spanning nine vis-
its during the ECT period indicated that serum brain-derived neurotrophic
factor (BDNF) levels increased after each ECT session yet showed no
significant association with treatment response (73). Similarly, an ex-
ploratory study evaluated the acute endocrine effects and found that lev-
els of cortisol and norepinephrine were significantly elevated after the
first ECT session and fall back to baseline after the course of ECT (74).
Another study by Göteson et al. investigated alterations in the serum
proteome of 309 patients before and after the first ECT session and be-
fore the sixth ECT session, revealing findings related to signal transduc-
tion; however, none of the studied protein biomarkers were associated
with the clinical response to ECT (75). In addition, no significant changes
were found in white blood cell, proinflammatory cytokine/neurotrophin
ratios, and plasma vascular endothelial growth factor levels over the
course of ECT (76). In essence, on a finer time scale, the hematological
markers associated with nutritional factors, inflammation, and endocrine
function exhibit transient surges, potentially attributed to the stress
induced by ECT.

In particular, because MRI is relatively safe without ionizing radia-
tion, it has enabled repeated scanning of patients at various intervals to

track the longitudinal trajectories of structural and functional cerebral
changes during ECT. The majority of imaging studies are acquired before,
mid and after treatment and focused on the hippocampus and the amyg-
dala. Shantanu et al. scanned 43 patients with major depression at three
timepoints: before ECT, after the second session, and within 1 week of
completing the ECT series, and found progressive increases in hippocam-
pal and amygdala volumes, which were associated with symptom im-
provement (7). Smaller baseline hippocampal volume predicted greater
clinical response. Similarly, another longitudinal study of 14 patients,
with MRI assessments conducted before ECT, after the fifth or sixth ses-
sion, and at treatment completion, demonstrated a trend toward in-
creased hippocampal volume across sessions. A large association analy-
sis between MRI data and the number of ECT sessions from the Global
ECT-MRI Research Collaboration (GEMRIC) reported a 0.28% linear in-
crease in hippocampal volume after each ECT session (77–79). Marta et al.
further examined hippocampal metabolites and amygdala functional
connectivity across an acute course of bitemporal ECT including pre-
treatment, after the first and ninth sessions, and 15 days posttreatment,
identifying sequential changes in neuroinflammatory markers and limbic
network activity (80). These findings support the role of ECT-induced neu-
roplasticity in the hippocampus and amygdala in mediating clinical im-
provement in depression. Beyond the hippocampus–amygdala complex,
longitudinal changes of gray matter volume or cortical thickness in the
thalamus, putamen, and anterior cingulate cortex, as well as fractional
amplitude of low-frequency fluctuations in the subgenual cingulate cor-
tex and activation intensities within auditory networks have also been
reported during ECT course. A summary of the longitudinal neuroplas-
tic effects of ECT is provided in Table 1. Taken together, ECT appears to
affect a broad range of brain regions, aligning with the distribution of
electric field strength; however, its core neurobiological mechanisms re-
main unresolved (81). Moreover, findings from longitudinal studies sug-
gest that ECT may induce brain changes at an early stage, consistent
with the rapid clinical response. Nevertheless, the dynamic impact of ECT

Table 1. Longitudinal trajectories of neuroplastic effects during ECT in patients with depressiona

Brain region Analysis indicators Timepoints during ECT Longitudinal trajectory of
neuroplastic effect

Correlation with outcome

Hippocampus (7, 80,
106)

Volume Three timepoints (ECT0,
ECT2 or ECT5, ECT
endpoint)

Increase between each timepointa Relate to the clinical response

Metabolite
concentrations

Four timepoints (ECT0,
ECT1, ECT9, ECT
endpoint)

Decrease in NAA/Cr ratio and
increase in Glx/Cr ratio at ECT9

Relate to the left hippocampus
volume change

Amygdala (7, 82) Volume Three timepoints (ECT0,
ECT2, ECT endpoint)

Increase between each timepoint Relate to the clinical response

Functional
connectivity

Four timepoints (ECT0,
ECT1, ECT9, ECT
endpoint)

FC with lSgACC decreased between
ECT1 and ECT9; FC with rDLPFC
increased at ECT9

NA

Thalamus (83) T2 relaxation Times Three timepoints (ECT0,
ECT1, ECT2)

Increase between each timepoint Relate to the verbal
anterograde memory
impairment

Putamen (84) Volume Three timepoints (ECT0,
ECT2, ECT endpoint)

Increase between ECT0 and ECT
endpoint

NA

Anterior cingulate
cortex (85)

Thickness Three timepoints (ECT0,
ECT2, ECT endpoint)

Increase between ECT0 and ECT
endpoint

Relate to the clinical response

Limbic and paralimbic
cortex (85)

Thickness Three timepoints (ECT0,
ECT2, ECT endpoint)

Increase between ECT0 and ECT
endpoint

Not relate to the clinical
response

Subgenual cingulate
cortical (80)

fALFF Three timepoints (ECT0,
ECT1, ECT endpoint)

Decrease between each time point A trend level correlation with
clinical response

Auditory networks (86) Activation
intensities

Three timepoints (ECT0,
ECT8, ECT endpoint)

Decrease between ECT0 and ECT 8,
increase at ECT endpoint

Relate to the clinical response

aChanges during ECT are summarized qualitatively due to lack of reported effect sizes in original studies.
Note: ECT0 = prior to ECT; ECT1 = after the first ECT; ECT2 = after the second ECT; ECT5 = after the fifth ECT; ECT8 = after the eighth ECT; ECT9 = after the
ninth ECT; ECT endpoint = after the entire ECT; fALFF = fractional amplitude of low-frequency fluctuations; NA = no data.
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Figure 4. ECT response–guided sequential strategy. This strategy comprises two phases. In the initial phase, the goal is to exploit the advantage of ECT in rapidly
inducing mood improvement and then to sequential reasonable treatment measures according to the response trajectories of different patients for maintaining
efficacy and protect cognition, improving efficacy, and avoid overtreating. tES, transcranial electrical stimulation; TMS, transcranial magnetic stimulation.

sessions on brain structure and function remains unclear, as most studies
include only a limited number of observation timepoints, typically three
or four. Notably, although longitudinal designs rely on self-comparisons,
stimulation parameters, medications, and individual traits may still
confound imaging findings, yet their effects remain insufficiently studied
due to limited data. Therefore, further longitudinal studies using multi-
dimensional imaging markers across more timepoints or even through-
out ECT while controlling for potential confounding factors, are needed
to generate a comprehensive profile of neuroplastic changes over time
and their relationship to therapeutic outcomes (80–86).

The mechanism behind the early and rapid response to ECT remains
elusive, with the microscopic changes in the brain that accompany these
responses are still under speculation. Studies in rodents suggest that
even a single ECT session can have profound effects, including the activa-
tion of the immune system and neurotransmitter increase. Hippocampal
neurogenesis, which is thought to be involved in the therapeutic effects
of ECT, was significantly increased in single electroconvulsive seizures in
a rat model, consistent with the increased hippocampal volume shown
by neuroimaging (87). However, some researchers argue that the induc-
tion of neurogenesis or an increase in gray matter volume takes time and
may not occur acutely (20). Integrating insights from micro-level biol-
ogy, meso-level imaging, and macro-cognitive levels at multiple time-
points could provide a clearer understanding of how the number of ECT
sessions affect outcomes and further clarify the rapid onset mechanism
of ECT.

ECT Response–guided Sequential Strategy
Although multiple treatment options are available for depression, no sin-
gle treatment approach can fully and safely address the complexity of
the disorder (13). In recent years, sequential treatment strategies, which
combine different interventions in a staged and adaptive manner, have

gained increasing attention (88). This approach aims to maximize the
benefits of each treatment at a specific stage while minimizing the side
effects and risk of treatment resistance that can develop from long-term
use of a single treatment modality (89, 90). Therefore, a sequential treat-
ment strategy is a meaningful shift in clinical thinking, allowing the selec-
tion of appropriate alternative treatment options based on the patient’s
response to the first course of treatment (91). In an ideal scenario, the
primary objective of an initial ECT course is to treat the current episode
while minimizing cognitive impairment. The number of sessions plays an
important role in the clinical effects of ECT. Through our literature review,
we have identified a discernible pattern in both depression alleviation
and memory impairment throughout the course of ECT. Initially, depres-
sion tends to improve rapidly with successive ECT sessions, followed by a
slower rate of improvement, while memory impairment tends to accumu-
late gradually. This supports the view that it may not be necessary to per-
form ECT so many times. Therefore, managing ECT sessions and sequenc-
ing to other treatments may be an effective way to improve outcomes (88,
92). The notable advantage of ECT lies in its swift antidepressant effect
during the early stages, which is unmatched by other treatment modali-
ties. However, as treatment progresses, the cognitive and economic bur-
dens tend to escalate (93). In light of these considerations, we propose a
new treatment strategy in which ECT should be terminated early once the
optimal benefit-to-risk ratio is achieved, and then the patient should be
transitioned to other safer treatments rather than persisting until com-
plete remission. Notably, the response trajectories of ECT vary among pa-
tients with depression. Therefore, we outline an ECT response–guided se-
quential strategy to provide tailored sequential treatments for different
response trajectories (Figure 4).

Based on the previously described speed of improvement and treat-
ment outcomes, patients undergoing ECT can generally be categorized
into three clusters: rapid responders with remission, slow responders
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without remission, and nonresponders. Rapid responders with remis-
sion are those who improve quickly in the early stages of ECT. Although
continued ECT can lead to remission, it may increase the risk of mem-
ory impairment. For these patients, sequential use of portable and safe
noninvasive brain stimulation (NIBS) or lithium after an ECT-induced re-
sponse helps consolidate the treatment effects while reducing cogni-
tive damage (94). NIBS is an emerging therapy that modulates neu-
ronal activity through physical stimulation, such as electricity, with the
advantages of safety, portability, precise regulation, and cognitive en-
hancement, which is recommended by the FDA for the treatment of
depression (95, 96). Sequential application of NIBS after ECT may not only
further alleviate depressive symptoms through targeted modulation of
specific brain regions, but also help prevent cognitive impairment caused
by excessive ECT, protect cognition-related brain areas, promote cogni-
tive recovery, and provide a home-based option that is more acceptable
to patients (97–99). An adequately powered exploratory efficacy study is
currently underway to provide definitive evidence of NIBS following ECT
(100). Slow responders without remission are those who show a slow re-
sponse in the early stages of ECT and experience no further clinical im-
provement in the later stages. This may be due to poor neural plastic-
ity or insufficient precision of ECT (101). Augmentation strategies that
lengthen seizure duration, such as applying bilateral ECT or increasing
the electrical dosage, may improve efficacy, but at the expense of cog-
nitive impairment (58). Alternatively, switching strategies may be con-
sidered, replacing ECT with fast-acting treatments such as ketamine, an
N-methyl-D-aspartate antagonist, which has demonstrated rapid antide-
pressant effects and has been found to be noninferior to ECT (102). In
addition, supplementation strategy using personalized neuromodulation
therapies shows considerable promise in addressing individualized resid-
ual symptoms that may persist after ECT, such as anhedonia or somatic
complaints. These symptoms are often not fully resolved by standard ECT
protocols and may require targeted interventions tailored to specific neu-
ral circuits or symptom clusters, thereby complementing the antidepres-
sant effects of ECT and enhancing overall recovery (103). The third group,
a small subset of patients, showed minimal clinical response to ECT and
were labeled nonresponders. The reason for poor efficacy is often due to
the co-occurrence of personality disorders, making these patients more
suitable for targeted psychotherapy or thought training (104). In sum-
mary, this response-guided sequential treatment strategy consists of two
phases: an initial phase leveraging the rapid antidepressant effects of ECT,
followed by tailored follow-up interventions based on individual response
trajectories, such as maintenance, augmentation, switching, or supple-
mentation, to optimize clinical outcomes while minimizing cognitive bur-
den and overtreatment.

Although the theoretical foundation and indirect evidence support-
ing the sequential treatment strategy are compelling, further rigorous
testing in future studies is essential. A key challenge lies in accurately
characterizing individual ECT response trajectories and determining opti-
mal sequential treatment approaches. Emerging evidence suggests that
baseline predictors, including clinical characteristics (e.g., age, depres-
sion subtype, treatment resistance) and neuroimaging markers (e.g., hip-
pocampal volume), may help forecast these trajectories and subsequent
treatments, with further refinement of predictions achievable by inte-
grating dynamic data, such as symptom reduction rates and biological
changes during early treatment sessions (105). However, the reliable
biomarkers and clinical features to guide transition decisions require
investigation and validation in future studies. Another critical issue is
determining the appropriate time to transition from ECT to subsequent
interventions. Ideally, the cut-off point for ECT should be based on achiev-
ing optimal levels of neuroplasticity and disruption, providing a sufficient
antidepressant response with minimal side effects (70). On average, re-
sponsive patients may require 3 to 4 ECT sessions to reach this critical
point, while nonresponders should discontinue ECT, as it may no longer
be suitable for them. It is important to note that this sequential strat-
egy primarily addresses the acute treatment phase and does not replace
the need for long-term consolidation, which is typically maintained with
pharmacotherapy. Nevertheless, tailoring sequential treatment strate-
gies based on ECT response trajectories holds significant potential for im-

proving clinical outcomes, particularly by offering greater flexibility and
safety in addressing challenging conditions such as TRD. We strongly en-
courage future clinical trials to further explore and validate this approach,
ultimately enhancing understanding and improving treatment outcomes.

Conclusions
ECT, as a well-established neuromodulation technique, plays an impor-
tant role in the treatment of severe depression. This review summaried
the impact of ECT sessions on multiple therapeutic domains, including de-
pression improvement, memory impairment, epileptic seizure time, and
biological markers and highlighted the rapid early antidepressant ef-
fects of ECT alongside the cumulative risk of cognitive burden, under-
scoring the importance of managing treatment session. Taking into ac-
count the individual variability in treatment response, we proposed a
response-guided sequential strategy that sequence other interventions
based on distinct clinical trajectories to optimize outcomes. Although this
approach remains hypothetical, it offers a testable framework that may
generate new clinical trials and treatment options. We hope this review
provides a conceptual and evidence-informed foundation to support in-
dividualized ECT decision-making and inspire future work in this field.

Author Contributions
Y.J. and Y.T. conceived and designed the review. Y.J. and H.Z. conducted
the literature search. Y.J. and Y.W. created all the figures and tables. Y.J.
wrote the first draft of the manuscript. W.K. and Y.T. critically revised the
manuscript. The manuscript has been read and approved by all authors. All
authors take full responsibility for all data, figures, and text, and approve
the content and submission of the study.

Corresponding author: Professor Y.T. is responsible for all aspects of
the work and for the submission process.

Funding Sources
This work was funded by the National Natural Science Foundation of China
(No. 32071054 and No. U24A20702), and Anhui Province Clinical Medical
Research Transformation Special Project (No.202204295107020006).

Author Disclosures
The authors have confirmed that no conflict of interest exists.

References
1. Leaver AM, Espinoza R, Wade B, Narr KL. Parsing the network mechanisms of

electroconvulsive therapy. Biol Psychiatry. 2022;92(3):193–203. DOI: 10.1016/
j.biopsych.2021.11.016. PMID: 35120710; PMCID: PMC9196257

2. Espinoza RT, Kellner CH. Electroconvulsive therapy. N Engl J Med.
2022;386(7):667–72. DOI: 10.1056/NEJMra2034954. PMID: 35172057

3. Mutz J, Vipulananthan V, Carter B, Hurlemann R, Fu CH, Young AH. Com-
parative efficacy and acceptability of non-surgical brain stimulation for the
acute treatment of major depressive episodes in adults: systematic review and
network meta-analysis. BMJ. 2019;364:l1079. DOI: 10.1136/bmj.l1079. PMID:
30917990; PMCID: PMC6435996

4. Brus O, Cao Y, Gustafsson E, Hultén M, Landen M, Lundberg J, et al. Self-
assessed remission rates after electroconvulsive therapy of depressive dis-
orders. Eur Psychiatry. 2017;45:154–60. DOI: 10.1016/j.eurpsy.2017.06.015.
[PMID: 28865389]

5. American Psychiatric Association. The practice of electroconvulsive therapy:
recommendations for treatment, training, and privileging (A task force report
of the American Psychiatric Association). 3rd ed. Washington, DC: American
Psychiatric Association; 2024.

6. Leiknes KA, Jarosh-von Schweder L, Høie B. Contemporary use and practice
of electroconvulsive therapy worldwide. Brain Behav. 2012;2(3):283–344. DOI:
10.1002/brb3.37. PMID: 22741102; PMCID: PMC3381633

7. Joshi SH, Espinoza RT, Pirnia T, Shi J, Wang Y, Ayers B, et al. Structural plas-
ticity of the hippocampus and amygdala induced by electroconvulsive ther-
apy in major depression. Biol Psychiatry. 2016;79(4):282–92. DOI: 10.1016/j.
biopsych.2015.02.029. PMID: 25842202; PMCID: PMC4561035

8. Deng Z-D, Luber B, McClintock SM, Weiner RD, Husain MM, Lisanby SH.
Clinical outcomes of magnetic seizure therapy vs electroconvulsive therapy
for major depressive episode: A randomized Clinical trial. JAMA Psychiatry.
2024;81(3):240–9. DOI: 10.1001/jamapsychiatry.2023.4599. PMID: 38055283;
PMCID: PMC10701670

9. Abbott CC, Miller J, Farrar D, Argyelan M, Lloyd M, Squillaci T, et al. Amplitude-
determined seizure-threshold, electric field modeling, and electroconvulsive
therapy antidepressant and cognitive outcomes. Neuropsychopharmacology.

Thought Leaders Invited Review
Ji et al.

https://doi.org/10.61373/bm025i.0053
48

BRAIN MEDICINE
Genomic Press

D
ow

nloaded from
 https://prim

e-pdf-w
aterm

ark.prim
e-prod.pubfactory.com

/ at 2025-11-06 via O
pen Access. C

C
 BY 4.0 https://creativecom

m
ons.org/licenses/by/4.0/

https://bm.genomicpress.com
https://doi.org/10.1016/j.biopsych.2021.11.016
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9196257
https://doi.org/10.1056/NEJMra2034954
https://doi.org/10.1136/bmj.l1079
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6435996
https://doi.org/10.1016/j.eurpsy.2017.06.015
https://doi.org/10.1002/brb3.37
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3381633
https://doi.org/10.1016/j.biopsych.2015.02.029
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4561035
https://doi.org/10.1001/jamapsychiatry.2023.4599
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10701670
https://doi.org/10.61373/bm025i.0053


bm.genomicpress.com

2024;49(4):640–8. DOI: 10.1038/s41386-023-01780-4. PMID: 38212442;
PMCID: PMC10876627

10. Bai T, Xie W, Wei Q, Chen Y, Mu J, Tian Y, et al. Electroconvulsive ther-
apy regulates emotional memory bias of depressed patients. Psychiatry Res.
2017;257:296–302. DOI: 10.1016/j.psychres.2017.07.069. PMID: 28787655

11. Shin HR, Kim M, Park KI. Electroconvulsive therapy and seizure: a double-
edged sword? Encephalitis. 2023;3(4):103–8. DOI: 10.47936/encephalitis.
2023.00059. PMID: 37621189; PMCID: PMC10598284

12. Belge J-B, Mulders P, Van Diermen L, Sienaert P, Sabbe B, Abbott CC, et al. Re-
viewing the neurobiology of electroconvulsive therapy on a micro-meso-and
macro-level. Prog Neuropsychopharmacol Biol Psychiatry. 2023;127:110809.
DOI: 10.1016/j.pnpbp.2023.110809. PMID: 37331685

13. Fava GA, Tomba E. New modalities of assessment and treatment planning in
depression the sequential approach. CNS Drugs. 2010;24(6):453–65. DOI: 10.
2165/11531580-000000000-00000. PMID: 20443645

14. Malhi GS, Mann JJ. Depression. Lancet. 2018;392(10161):2299–312. DOI: 10.
1016/s0140-6736(18)31948-2. PMID: 30396512

15. Ferrari AJ, Santomauro DF, Herrera AMM, Shadid J, Ashbaugh C, Erskine HE,
et al. Global, regional, and national burden of 12 mental disorders in 204 coun-
tries and territories, 1990-2019: a systematic analysis for the Global Burden
of Disease Study 2019. Lancet Psychiatry. 2022;9(2):137–50. DOI: 10.1016/
s2215-0366(21)00395-3. PMID: 35026139; PMCID: PMC8776563

16. Husain MM, Rush AJ, Fink M, Knapp R, Petrides G, Rummans T, et al. Speed of
response and remission in major depressive disorder with acute electrocon-
vulsive therapy (ECT): a Consortium for Research in ECT (CORE) report. J Clin
Psychiatry. 2004;65(4):485–91. DOI: 10.4088/jcp.v65n0406. PMID: 15119910

17. Kellner CH, Fink M, Knapp R, Petrides G, Husain M, Rummans T, et al. Relief
of expressed suicidal intent by ECT: a consortium for research in ECT study.
Am J Psychiatry. 2005;162(5):977–82. DOI: 10.1176/appi.ajp.162.5.977. PMID:
15863801; PMCID: PMC3684568

18. Kellner CH, Husain MM, Knapp RG, McCall WV, Petrides G, Rudorfer MV, et al.
Right unilateral ultrabrief pulse ECT in geriatric depression: phase 1 of the
PRIDE study. Am J Psychiatry. 2016;173(11):1101–9. DOI: 10.1176/appi.ajp.
2016.15081101; PMCID: PMC7130447

19. Rodger CR, Scott AI, Whalley LJ. Is there a delay in the onset of the antidepres-
sant effect of electroconvulsive therapy? Br J Psychiatry. 1994;164(1):106–9.
DOI: 10.1192/bjp.164.1.106. PMID: 8137089

20. Tran DV, Meyer JP, Farber KG, Chen XR, Rosenthal BD, Kellner CH. Rapid re-
sponse to electroconvulsive therapy: a case report and literature review. J ECT.
2017;33(3):e20–1. DOI: 10.1097/YCT.0000000000000408. PMID: 28471771

21. Chen F, Sidhom E, Yang S, Ruiz-Mendoza E, Essem J. Case report: delayed
response after electroconvulsive therapy in a patient with major depressive
disorder. BMC Psychiatry. 2021;21(1):50. DOI: 10.1186/s12888-021-03053-0.
PMID: 33478427; PMCID: PMC7818214

22. Barton J, Mehta S, Snaith R. The prophylactic value of extra ECT in depressive
illness. Acta Psychiatr Scand. 1973;49(4):386–92. DOI: 10.1111/j.1600-0447.
1973.tb04432.x. PMID: 4746007

23. Cinar S, Voshaar RO, Janzing J, Birkenhäger T, Buitelaar J, van den Broek W. The
course of depressive symptoms in unipolar depressive disorder during electro-
convulsive therapy: a latent class analysis. J Affect Disord. 2010;124(1–2):141–
7. DOI: 10.1016/j.jad.2009.11.002. PMID: 19931917

24. Su L, Zhang Y, Jia Y, Sun J, Mellor D, Yuan TF, et al. Predictors of electroconvul-
sive therapy outcome in major depressive disorder. Int J Neuropsychopharma-
col. 2023;26(1):53–60. DOI: 10.1093/ijnp/pyac070. PMID: 36190694; PMCID:
PMC9850656

25. Lynall ME, McIntosh AM. The heterogeneity of depression. Am J Psychiatry.
2023;180(10):703–4. DOI: 10.1176/appi.ajp.20230574. PMID: 37777851

26. Kaster TS, Downar J, Vila-Rodriguez F, Baribeau DA, Thorpe KE, Daskalakis
ZJ, et al. Differential symptom cluster responses to repetitive transcra-
nial magnetic stimulation treatment in depression. EClinicalMedicine.
2023;55:101765. DOI: 10.1016/j.eclinm.2022.101765. PMID: 36483268;
PMCID: PMC9722479

27. Rönnqvist I, Nilsson FK, Nordenskjöld A. Electroconvulsive therapy and
the risk of suicide in hospitalized patients with major depressive disor-
der. JAMA Netw Open. 2021;4(7):e2116589. DOI: 10.1001/jamanetworkopen.
2021.16589. PMID: 34287633; PMCID: PMC8295734

28. Veltman EM, Van Hulten S, Twisk J, Dols A, Van Exel E, Stek ML, et al. Differ-
ences in speed of response of depressive symptom dimensions in older per-
sons during electroconvulsive therapy. J ECT. 2019;35(1):35–9. DOI: 10.1097/
YCT.0000000000000506. PMID: 29847351

29. De Schuyteneer E, Giltay E, Vansteelandt K, Obbels J, Van den Eynde L, Ver-
specht S, et al. Electroconvulsive therapy improves somatic symptoms before
mood in patients with depression: a directed network analysis. Brain Stimul.
2023;16(6):1677–83. DOI: 10.1016/j.brs.2023.11.004. PMID: 37952571

30. Sienaert P, Vansteelandt K, Demyttenaere K, Peuskens J. Ultra-brief pulse ECT
in bipolar and unipolar depressive disorder: differences in speed of response.
Bipolar Disord. 2009;11(4):418–24. DOI: 10.1111/j.1399-5618.2009.00702.x.
PMID: 19500095

31. Petrides G, Fink M, Husain MM, Knapp RG, Rush AJ, Mueller M, et al. ECT remis-
sion rates in psychotic versus nonpsychotic depressed patients: a report from
CORE. J ECT. 2001;17(4):244–53. DOI: 10.1097/00124509-200112000-00003.
PMID: 11731725

32. Rhebergen D, Huisman A, Bouckaert F, Kho K, Kok R, Sienaert P, et al. Older age
is associated with rapid remission of depression after electroconvulsive ther-
apy: a latent class growth analysis. Am J Geriatr Psychiatry. 2015;23(3):274–
82. DOI: 10.1016/j.jagp.2014.05.002. PMID: 24951182

33. Ittasakul P, Vora-Arporn S, Waleeprakhon P, Tor P-C. Number of electrocon-
vulsive therapy sessions required for Thai psychiatric patients: a retrospective
study. Neuropsychiatr Dis Treat. 2020;16:673–9. DOI: 10.2147/NDT.S244031.
PMID: 32184606; PMCID: PMC7061719

34. Kellner CH, Tobias KG, Wiegand J. Electrode placement in electroconvulsive
therapy (ECT): a review of the literature. J ECT. 2010;26(3):175–80. DOI: 10.
1097/YCT.0b013e3181e48154. PMID: 20562639

35. Kellner CH, Knapp R, Husain MM, Rasmussen K, Sampson S, Cullum M, et al.
Bifrontal, bitemporal and right unilateral electrode placement in ECT: ran-
domised trial. Br J Psychiatry. 2010;196(3):226–34. DOI: 10.1192/bjp.bp.109.
066183. PMID: 20194546; PMCID: PMC2830057

36. van Diermen L, van den Ameele S, Kamperman AM, Sabbe BCG, Vermeulen T,
Schrijvers D, et al. Prediction of electroconvulsive therapy response and remis-
sion in major depression: meta-analysis. Br J Psychiatry. 2018;212(2):71–80.
DOI: 10.1192/bjp.2017.28. PMID: 29436330

37. Pinna M, Manchia M, Oppo R, Scano F, Pillai G, Loche AP, et al. Clinical
and biological predictors of response to electroconvulsive therapy (ECT): a
review. Neurosci Lett. 2018;669:32–42. DOI: 10.1016/j.neulet.2016.10.047.
PMID: 27793702

38. Semkovska M, McLoughlin DM. Objective cognitive performance associated
with electroconvulsive therapy for depression: a systematic review and meta-
analysis. Biol Psychiatry. 2010;68(6):568–77. DOI: 10.1016/j.biopsych.2010.
06.009. PMID: 20673880

39. Hebbrecht K, Dejaeger M, Giltay EJ, Birkenhäger T, Sabbe B, Verwijk E, et al.
Cognitive trajectories during and after electroconvulsive therapy in patients
with MDE: taking different perspectives. J Psychiatr Res. 2022;156:132–40.
DOI: 10.1016/j.jpsychires.2022.09.028. PMID: 36252342

40. Rami L, Goti J, Ferrer J, Marcos T, Salamero M, Bernardo M. Cogni-
tive functions after only one ECT session: a controlled study. Psychia-
try Res. 2008;158(3):389–94. DOI: 10.1016/j.psychres.2007.01.005. PMID:
18279973

41. Chen Y, Liu J, Li Z, Liu B, Ji Y, Ju Y, et al. The tendency of modified electro-
convulsive therapy–Related working memory and subjective memory deficits
in depression: a prospective follow-up study. J ECT. 2020;36(3):198–204. DOI:
10.1097/YCT.0000000000000668. PMID: 32118689

42. Porter R, Heenan H, Reeves J. Early effects of electroconvulsive ther-
apy on cognitive function. J ECT. 2008;24(1):35–9. DOI: 10.1097/YCT.
0b013e31816207f0. PMID: 18379333

43. Bjølseth TM, Engedal K, Benth JŠ, Bergsholm P, Dybedal GS, Gaarden TL,
et al. Speed of recovery from disorientation may predict the treatment out-
come of electroconvulsive therapy (ECT) in elderly patients with major depres-
sion. J Affect Disord. 2016;190:178–86. DOI: 10.1016/j.jad.2015.10.013. PMID:
26519638

44. Viswanath B, Harihara SN, Nahar A, Phutane VH, Taksal A, Thirthalli J, et al. Bat-
tery for ECT related cognitive deficits (B4ECT-ReCoDe): development and val-
idation. Asian J Psychiatr. 2013;6(3):243–8. DOI: 10.1016/j.ajp.2012.12.010.
PMID: 23642983

45. Hermida AP, Goldstein FC, Loring DW, McClintock SM, Weiner RD, Reti IM, et al.
ElectroConvulsive therapy Cognitive Assessment (ECCA) tool: a new instru-
ment to monitor cognitive function in patients undergoing ECT. J Affect Disord.
2020;269:36–42. DOI: 10.1016/j.jad.2020.03.010. PMID: 32217341

46. Ji Y, Huang W, Zheng S, Zheng H, Qian R, Duan N, et al. Trajectory of asso-
ciative memory impairment during electroconvulsive therapy in depression. J
Psychiatr Res. 2024;179:69–76. DOI: 10.1016/j.jpsychires.2024.08.037. PMID:
39260110

47. Butterfield NN, Graf P, Macleod BA, Ries CR, Zis AP. Propofol reduces cogni-
tive impairment after electroconvulsive therapy. J ECT. 2004;20(1):3–9. DOI:
10.1097/00124509-200403000-00002. PMID: 15087989

48. Chen Q, Min S, Hao X, Peng L, Meng H, Luo Q, et al. Effect of low dose of
Ketamine on learning memory function in patients undergoing electrocon-
vulsive therapy-a randomized, double-blind, controlled clinical study. J ECT.
2017;33(2):89–95. DOI: 10.1097/yct.0000000000000365. PMID: 27828927

Thought Leaders Invited Review
Ji et al.

https://doi.org/10.61373/bm025i.0053
49

BRAIN MEDICINE
Genomic Press

D
ow

nloaded from
 https://prim

e-pdf-w
aterm

ark.prim
e-prod.pubfactory.com

/ at 2025-11-06 via O
pen Access. C

C
 BY 4.0 https://creativecom

m
ons.org/licenses/by/4.0/

https://bm.genomicpress.com
https://doi.org/10.1038/s41386-023-01780-4
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10876627
https://doi.org/10.1016/j.psychres.2017.07.069
https://doi.org/10.47936/encephalitis.2023.00059
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10598284
https://doi.org/10.1016/j.pnpbp.2023.110809
https://doi.org/10.2165/11531580-000000000-00000
https://doi.org/10.1016/s0140-6736(18)31948-2
https://doi.org/10.1016/s2215-0366(21)00395-3
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8776563
https://doi.org/10.4088/jcp.v65n0406
https://doi.org/10.1176/appi.ajp.162.5.977
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3684568
https://doi.org/10.1176/appi.ajp.2016.15081101
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7130447
https://doi.org/10.1192/bjp.164.1.106
https://doi.org/10.1097/YCT.0000000000000408
https://doi.org/10.1186/s12888-021-03053-0
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7818214
https://doi.org/10.1111/j.1600-0447.1973.tb04432.x
https://doi.org/10.1016/j.jad.2009.11.002
https://doi.org/10.1093/ijnp/pyac070
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9850656
https://doi.org/10.1176/appi.ajp.20230574
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9722479
https://doi.org/10.1001/jamanetworkopen.2021.16589
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8295734
https://doi.org/10.1097/YCT.0000000000000506
https://doi.org/10.1016/j.brs.2023.11.004
https://doi.org/10.1111/j.1399-5618.2009.00702.x
https://doi.org/10.1097/00124509-200112000-00003
https://doi.org/10.1016/j.jagp.2014.05.002
https://doi.org/10.2147/NDT.S244031
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7061719
https://doi.org/10.1097/YCT.0b013e3181e48154
https://doi.org/10.1192/bjp.bp.109.066183
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2830057
https://doi.org/10.1192/bjp.2017.28
https://doi.org/10.1016/j.neulet.2016.10.047
https://doi.org/10.1016/j.biopsych.2010.06.009
https://doi.org/10.1016/j.jpsychires.2022.09.028
https://doi.org/10.1016/j.psychres.2007.01.005
https://doi.org/10.1097/YCT.0000000000000668
https://doi.org/10.1097/YCT.0b013e31816207f0
https://doi.org/10.1016/j.jad.2015.10.013
https://doi.org/10.1016/j.ajp.2012.12.010
https://doi.org/10.1016/j.jad.2020.03.010
https://doi.org/10.1016/j.jpsychires.2024.08.037
https://doi.org/10.1097/00124509-200403000-00002
https://doi.org/10.1097/yct.0000000000000365
https://doi.org/10.61373/bm025i.0053


bm.genomicpress.com

49. Youssef NA, Madangarli N, Bachu A, Patel RS. Electroconvulsive therapy plus
lithium is associated with less cognitive impairment and drug-induced delir-
ium in bipolar depression compared to unipolar depression. Ann Clin Psychia-
try. 2023;35(2):103–8. DOI: 10.12788/acp.0107. PMID: 37074968

50. Disner SG, Beevers CG, Haigh EA, Beck AT. Neural mechanisms of the cogni-
tive model of depression. Nat Rev Neurosci. 2011;12(8):467–77. DOI: 10.1038/
nrn3027. PMID: 21731066

51. Deng Z-D, Robins PL, Regenold W, Rohde P, Dannhauer M, Lisanby SH. How elec-
troconvulsive therapy works in the treatment of depression: is it the seizure,
the electricity, or both? Neuropsychopharmacology. 2024;49(1):150–62. DOI:
10.1038/s41386-023-01677-2. PMID: 37488281; PMCID: PMC10700353

52. Anderson IM, McAllister-Williams RH, Downey D, Elliott R, Loo C. Cogni-
tive function after electroconvulsive therapy for depression: relationship
to clinical response. Psychol Med. 2021;51(10):1647–56. DOI: 10.1017/
s0033291720000379. PMID: 32102725; PMCID: PMC8327625

53. Tor P-C, Bautovich A, Wang M-J, Martin D, Harvey SB, Loo C. A systematic review
and meta-analysis of brief versus ultrabrief right unilateral electroconvulsive
therapy for depression. J Clin Psychiatry. 2015;76(9):e1092–8. DOI: 10.4088/
JCP.14r09145. PMID: 26213985

54. Sackeim HA, Prudic J, Devanand D, Nobler MS, Lisanby SH, Peyser S, et al.
A prospective, randomized, double-blind comparison of bilateral and right
unilateral electroconvulsive therapy at different stimulus intensities. Arch
Gen Psychiatry. 2000;57(5):425–34. DOI: 10.1001/archpsyc.57.5.425. PMID:
10807482

55. Bai T, Wei Q, Xie W, Wang A, Wang J, Ji G-J, et al. Hippocampal-subregion func-
tional alterations associated with antidepressant effects and cognitive impair-
ments of electroconvulsive therapy. Psychol Med. 2019;49(8):1357–64. DOI:
10.1017/s0033291718002684. PMID: 30229715; PMCID: PMC6518386

56. Singh A, Kar SK. How electroconvulsive therapy works?: understanding the
neurobiological mechanisms. Clin Psychopharmacol Neurosci. 2017;15(3):210.
DOI: 10.9758/cpn.2017.15.3.210. PMID: 28783929; PMCID: PMC5565084

57. Swartz CM. A mechanism of seizure induction by electricity and its clinical
implications. J ECT. 2014;30(2):94–7. DOI: 10.1097/YCT.0000000000000139.
PMID: 24810777

58. Sackeim HA, Prudic J, Devanand D, Kiersky JE, Fitzsimons L, Moody BJ, et al. Ef-
fects of stimulus intensity and electrode placement on the efficacy and cogni-
tive effects of electroconvulsive therapy. N Engl J Med. 1993;328(12):839–46.
DOI: 10.1056/NEJM199303253281204. PMID: 8441428

59. Rasimas JJ, Stevens SR, Rasmussen KG. Seizure length in electroconvulsive
therapy as a function of age, sex, and treatment number. J ECT. 2007;23(1):14–
6. DOI: 10.1097/01.yct.0000263254.21668.f0. PMID: 17435566

60. Luccarelli J, McCoy TH Jr, Seiner SJ, Henry ME. Changes in seizure duration dur-
ing acute course electroconvulsive therapy. Brain Stimul. 2021;14(4):941–6.
DOI: 10.1016/j.brs.2021.05.016. PMID: 34119670; PMCID: PMC8316429

61. Sackeim HA. The anticonvulsant hypothesis of the mechanisms of action of ECT:
current status. J ECT. 1999;15(1):5–26. PMID: 10189616

62. Tedeschi EA, Patusco LM, Zahler S, Martini M, da Fonseca RC, Magalhaes PVS.
Factors associated with seizure adequacy along the course of electroconvul-
sive therapy. J ECT. 2021;37(1):46–50. DOI: 10.1097/yct.0000000000000716.
PMID: 32881781

63. van Waarde JA, van Oudheusden LJ, Verwey B, Giltay EJ, van der Mast RC. Clin-
ical predictors of seizure threshold in electroconvulsive therapy: a prospec-
tive study. Eur Arch Psychiatry Clin Neurosci. 2013;263:167–75. DOI: 10.1007/
s00406-012-0342-7. PMID: 22797771; PMCID: PMC3586136

64. Gillving C, Ekman CJ, Hammar A, Landen M, Lundberg J, Rad PM, et al. Seizure
duration and electroconvulsive therapy in major depressive disorder. JAMA
Netw Open. 2024;7(7). DOI: 10.1001/jamanetworkopen.2024.22738. PMID:
39052292; PMCID: PMC11273235

65. Folkerts H. The ictal electroencephalogram as a marker for the efficacy of elec-
troconvulsive therapy. Eur Arch Psychiatry Clin Neurosci. 1996;246(3):155–64.
DOI: 10.1007/bf02189117. PMID: 8739401

66. Minelli A, Abate M, Zampieri E, Gainelli G, Trabucchi L, Segala M, et al.
Seizure adequacy markers and the prediction of electroconvulsive therapy
response. J ECT. 2016;32(2):88–92. DOI: 10.1097/YCT.0000000000000274.
PMID: 26397151

67. Kranaster L, Aksay SS, Bumb JM, Hoyer C, Jennen-Steinmetz C, Sartorius A. A
novel Seizure Quality Index based on ictal parameters for optimizing clinical
decision making in electroconvulsive therapy. Part 1: development. Eur Arch
Psychiatry Clin Neurosci. 2018;268:819–30. DOI: 10.1007/s00406-018-0910-
6. PMID: 29876649

68. Xu H, Zhao T, Luo F, Zheng Y. Dissociative changes in gray matter volume fol-
lowing electroconvulsive therapy in major depressive disorder: a longitudinal
structural magnetic resonance imaging study. Neuroradiology. 2019;61:1297–
308. DOI: 10.1007/s00234-019-02276-z. PMID: 31410504

69. Haskett RF. Electroconvulsive therapy’s mechanism of action: neu-
roendocrine hypotheses. J ECT. 2014;30(2):107–10. DOI: 10.1097/YCT.
0000000000000143. PMID: 24800689

70. Ousdal OT, Brancati GE, Kessler U, Erchinger V, Dale AM, Abbott C, et al. The
neurobiological effects of electroconvulsive therapy studied through mag-
netic resonance: what have we learned, and where do we go? Biol Psychiatry.
2022;91(6):540–9. DOI: 10.1016/j.biopsych.2021.05.023. PMID: 34274106;
PMCID: PMC8630079

71. Xin Y, Bai T, Zhang T, Chen Y, Wang K, Yu S, et al. Electroconvulsive therapy
modulates critical brain dynamics in major depressive disorder patients. Brain
Stimul. 2022;15(1):214–25. DOI: 10.1016/j.brs.2021.12.008. PMID: 34954084

72. Minelli A, Maffioletti E, Bortolomasi M, Conca A, Zanardini R, Rillosi L,
et al. Association between baseline serum vascular endothelial growth fac-
tor levels and response to electroconvulsive therapy. Acta Psychiatr Scand.
2014;129(6):461–6. DOI: 10.1111/acps.12187. PMID: 23957507

73. Vanicek T, Kranz GS, Vyssoki B, Fugger G, Komorowski A, Höflich A, et al. Acute
and subsequent continuation electroconvulsive therapy elevates serum BDNF
levels in patients with major depression. Brain Stimul. 2019;12(4):1041–50.
DOI: 10.1016/j.brs.2019.02.015. PMID: 31000384

74. Pollak C, Maier HB, Moschny N, Jahn K, Bleich S, Frieling H, et al. Epinephrine
levels decrease in responders after electroconvulsive therapy. J Neural Transm.
2021;128:1917–21. DOI: 10.1007/s00702-021-02420-1. PMID: 34554316;
PMCID: PMC8571228

75. Göteson A, Clements CC, Juréus A, Joas E, Larsson JH, Karlsson R, et al. Al-
terations in the serum proteome following electroconvulsive therapy for a
major depressive episode: a longitudinal multicenter study. Biol Psychiatry
Glob Open Sci. 2023;3(4):884–92. DOI: 10.1016/j.bpsgos.2022.11.005. PMID:
37881534; PMCID: PMC10593865

76. Sorri A, Järventausta K, Kampman O, Lehtimäki K, Björkqvist M, Tuohimaa K,
et al. Electroconvulsive therapy increases temporarily plasma vascular en-
dothelial growth factor in patients with major depressive disorder. Brain
Behav. 2021;11(8):e02001. DOI: 10.1002/brb3.2001. PMC8413728. PMID:
34342142

77. Ousdal OT, Argyelan M, Narr KL, Abbott C, Wade B, Vandenbulcke M, et al. Brain
changes induced by electroconvulsive therapy are broadly distributed. Biol
Psychiatry. 2020;87(5):451–61. DOI: 10.1016/j.biopsych.2019.07.010. PMID:
31561859

78. Oltedal L, Bartsch H, Sørhaug OJE, Kessler U, Abbott C, Dols A, et al. The Global
ECT-MRI Research Collaboration (GEMRIC): establishing a multi-site investi-
gation of the neural mechanisms underlying response to electroconvulsive
therapy. Neuroimage Clin. 2017;14:422–32. DOI: 10.1016/j.nicl.2017.02.009.
PMID: 28275543; PMCID: PMC5328749

79. Oltedal L, Narr KL, Abbott C, Anand A, Argyelan M, Bartsch H, et al. Volume
of the human hippocampus and clinical response following electroconvulsive
therapy. Biol Psychiatry. 2018;84(8):574–81. DOI: 10.1016/j.biopsych.2018.05.
017. PMID: 30006199; PMCID: PMC6697556

80. Cano M, Martínez-Zalacaín I, Bernabéu-Sanz Á, Contreras-Rodríguez O,
Hernández-Ribas R, Via E, et al. Brain volumetric and metabolic correlates
of electroconvulsive therapy for treatment-resistant depression: a longitudi-
nal neuroimaging study. Transl Psychiatry. 2017;7(2):e1023. DOI: 10.1038/tp.
2016.267. PMID: 28170003; PMCID: PMC5438019

81. Argyelan M, Oltedal L, Deng Z-D, Wade B, Bikson M, Joanlanne A, et al. Electric
field causes volumetric changes in the human brain. Elife. 2019;8:e49115. DOI:
10.7554/eLife.49115. PMID: 31644424; PMCID: PMC6874416

82. Cano M, Cardoner N, Urretavizcaya M, Martínez-Zalacaín I, Goldberg X, Via E,
et al. Modulation of limbic and prefrontal connectivity by electroconvulsive
therapy in treatment-resistant depression: a preliminary study. Brain Stimul.
2016;9(1):65–71. DOI: 10.1016/j.brs.2015.08.016. PMID: 26440406

83. Diehl DJ, Keshavan MS, Kanal E, Nebes RD, Nichols TE, Gillen JS. Post-ECT in-
creases in MRI regional T2 relaxation times and their relationship to cognitive
side effects: a pilot study. Psychiatry Res. 1994;54(2):177–84. DOI: 10.1016/
0165-1781(94)90005-1. PMID: 7761551

84. Wade BS, Joshi SH, Njau S, Leaver AM, Vasavada M, Woods RP, et al. Effect of
electroconvulsive therapy on striatal morphometry in major depressive dis-
order. Neuropsychopharmacology. 2016;41(10):2481–91. DOI: 10.1038/npp.
2016.48. PMID: 27067127; PMCID: PMC4987846

85. Pirnia T, Joshi S, Leaver A, Vasavada M, Njau S, Woods R, et al. Electroconvul-
sive therapy and structural neuroplasticity in neocortical, limbic and paralim-
bic cortex. Transl Psychiatry. 2016;6(6):e832. DOI: 10.1038/tp.2016.102. PMID:
27271858; PMCID: PMC4931600

86. Christ M, Michael N, Hihn H, Schüttke A, Konrad C, Baune BT, et al. Auditory
processing of sine tones before, during and after ECT in depressed patients
by fMRI. J Neural Transm. 2008;115(8):1199–211. DOI: 10.1007/s00702-008-
0036-5. PMID: 18317681

Thought Leaders Invited Review
Ji et al.

https://doi.org/10.61373/bm025i.0053
50

BRAIN MEDICINE
Genomic Press

D
ow

nloaded from
 https://prim

e-pdf-w
aterm

ark.prim
e-prod.pubfactory.com

/ at 2025-11-06 via O
pen Access. C

C
 BY 4.0 https://creativecom

m
ons.org/licenses/by/4.0/

https://bm.genomicpress.com
https://doi.org/10.12788/acp.0107
https://doi.org/10.1038/nrn3027
https://doi.org/10.1038/s41386-023-01677-2
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10700353
https://doi.org/10.1017/s0033291720000379
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8327625
https://doi.org/10.4088/JCP.14r09145
https://doi.org/10.1001/archpsyc.57.5.425
https://doi.org/10.1017/s0033291718002684
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6518386
https://doi.org/10.9758/cpn.2017.15.3.210
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5565084
https://doi.org/10.1097/YCT.0000000000000139
https://doi.org/10.1056/NEJM199303253281204
https://doi.org/10.1097/01.yct.0000263254.21668.f0
https://doi.org/10.1016/j.brs.2021.05.016
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8316429
https://doi.org/10.1097/yct.0000000000000716
https://doi.org/10.1007/s00406-012-0342-7
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3586136
https://doi.org/10.1001/jamanetworkopen.2024.22738
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC11273235
https://doi.org/10.1007/bf02189117
https://doi.org/10.1097/YCT.0000000000000274
https://doi.org/10.1007/s00406-018-0910-6
https://doi.org/10.1007/s00234-019-02276-z
https://doi.org/10.1097/YCT.0000000000000143
https://doi.org/10.1016/j.biopsych.2021.05.023
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8630079
https://doi.org/10.1016/j.brs.2021.12.008
https://doi.org/10.1111/acps.12187
https://doi.org/10.1016/j.brs.2019.02.015
https://doi.org/10.1007/s00702-021-02420-1
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8571228
https://doi.org/10.1016/j.bpsgos.2022.11.005
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10593865
https://doi.org/10.1002/brb3.2001. ignorespaces PMC8413728
https://doi.org/10.1016/j.biopsych.2019.07.010
https://doi.org/10.1016/j.nicl.2017.02.009
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5328749
https://doi.org/10.1016/j.biopsych.2018.05.017
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6697556
https://doi.org/10.1038/tp.2016.267
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5438019
https://doi.org/10.7554/eLife.49115
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6874416
https://doi.org/10.1016/j.brs.2015.08.016
https://doi.org/10.1016/0165-1781(94)90005-1
https://doi.org/10.1038/npp.2016.48
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4987846
https://doi.org/10.1038/tp.2016.102
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4931600
https://doi.org/10.1007/s00702-008-0036-5
https://doi.org/10.61373/bm025i.0053


bm.genomicpress.com

87. Madsen TM, Treschow A, Bengzon J, Bolwig TG, Lindvall O, Tingström A.
Increased neurogenesis in a model of electroconvulsive therapy. Biol Psy-
chiatry. 2000;47(12):1043–9. DOI: 10.1016/s0006-3223(00)00228-6. PMID:
10862803

88. Cuijpers P. From treatment resistance to sequential treatments of depression.
World Psychiatry. 2023;22(3):418. DOI: 10.1002/wps.21138. PMID: 37713563;
PMCID: PMC10503904

89. Rush AJ, Fava M, Wisniewski SR, Lavori PW, Trivedi MH, Sackeim HA, et al. Se-
quenced treatment alternatives to relieve depression (STAR∗D): rationale and
design. Control Clin Trials. 2004;25(1):119–42. DOI: 10.1016/s0197-2456(03)
00112-0. PMID: 15061154

90. Fava GA, Ruini C, Rafanelli C. Sequential treatment of mood and anxiety dis-
orders. J Clin Psychiatry. 2005;66(11):1392–400. DOI: 10.4088/JCP.v66n1108.
PMID: 16420076

91. Kaster TS, Blumberger DM. Positioning rTMS within a sequential treatment
algorithm of depression. Am J Psychiatry. 2024;181(9):781–3. DOI: 10.1176/
appi.ajp.20240604. PMID: 39217438

92. Guidi J, Tomba E, Fava GA. The sequential integration of pharmacotherapy and
psychotherapy in the treatment of major depressive disorder: a meta-analysis
of the sequential model and a critical review of the literature. Am J Psy-
chiatry. 2016;173(2):128–37. DOI: 10.1176/appi.ajp.2015.15040476. PMID:
26481173

93. Rhee TG, Sint K, Olfson M, Gerhard T, Busch SH, Wilkinson ST. Association of
ECT with risks of all-cause mortality and suicide in older Medicare patients. Am
J Psychiatry. 2021;178(12):1089–97. DOI: 10.1176/appi.ajp.2021.21040351.
PMC8639649; PMID: 34503341

94. Lambrichts S, Detraux J, Vansteelandt K, Nordenskjöld A, Obbels J, Schri-
jvers D, et al. Does lithium prevent relapse following successful electrocon-
vulsive therapy for major depression? A systematic review and meta-analysis.
Acta Psychiatr Scand. 2021;143(4):294–306. DOI: 10.1111/acps.13277. PMID:
33506961

95. Conroy SK, Holtzheimer PE. Neuromodulation strategies for the treatment
of depression. Am J Psychiatry. 2021;178(12):1082–8. DOI: 10.1176/appi.ajp.
2021.21101034. PMID: 34855452

96. Rosenberg O, Zangen A, Stryjer R, Kotler M, Dannon PN. Response to deep
TMS in depressive patients with previous electroconvulsive treatment. Brain
Stimul. 2010;3(4):211–7. DOI: 10.1016/j.brs.2009.12.001. PMID: 20965450

97. Tedla JS, Sangadala DR, Reddy RS, Gular K, Dixit S. High-definition trans cranial
direct current stimulation and its effects on cognitive function: a systematic
review. Cereb Cortex. 2023;33(10):6077–89. DOI: 10.1093/cercor/bhac485.

98. Mueller D, Habel U, Brodkin ES, Clemens B, Weidler C. HD-tDCS induced
changes in resting-state functional connectivity: insights from EF model-
ing. Brain Stimul. 2023;16(6):1722–32. DOI: 10.1016/j.brs.2023.11.012. PMID:
38008154

99. Woodham RD, Selvaraj S, Lajmi N, Hobday H, Sheehan G, Ghazi-Noori A-R,
et al. Home-based transcranial direct current stimulation treatment for ma-
jor depressive disorder: a fully remote phase 2 randomized sham-controlled
trial. Nat Med. 2025;31(1)87–95. DOI: 10.1038/s41591-024-03305-y. PMID:
39433921; PMCID: PMC11750699

100. Hu R, Li J, Lu Y, Luo H, Zhang Y, Wang X, et al. The effect of transcranial direct
current stimulation (tDCS) on cognitive function recovery in patients with de-
pression following electroconvulsive therapy (ECT): protocol for a randomized
controlled trial. BMC Psychiatry. 2024;24(1):130. DOI: 10.1186/s12888-024-
05567-9. PMID: 38365634; PMCID: PMC10870564

101. Qi S, Abbott CC, Narr KL, Jiang R, Upston J, McClintock SM, et al. Electrocon-
vulsive therapy treatment responsive multimodal brain networks. Hum Brain
Mapp. 2020;41(7):1775–85. DOI: 10.1002/hbm.24910. PMID: 31904902; PM-
CID: PMC7267951

102. Anand A, Mathew SJ, Sanacora G, Murrough JW, Goes FS, Altinay M, et al.
Ketamine versus ECT for nonpsychotic treatment-resistant major depression.
N Engl J Med. 2023;388(25):2315–25. DOI: 10.1056/NEJMc2308757. PMID:
37224232

103. Cash RF, Cocchi L, Lv J, Fitzgerald PB, Zalesky A. Functional magnetic reso-
nance imaging–guided personalization of transcranial magnetic stimulation
treatment for depression. JAMA Psychiatry. 2021;78(3):337–9. DOI: 10.1001/
jamapsychiatry.2020.3794. PMID: 33237320; PMCID: PMC7689561

104. Van HL, Kool M. What we do, do not, and need to know about comorbid de-
pression and personality disorders. Lancet Psychiatry. 2018;5(10):776–8. DOI:
10.1016/S2215-0366(18)30260-8. PMID: 30056073

105. Drysdale AT, Grosenick L, Downar J, Dunlop K, Mansouri F, Meng Y, et al.
Resting-state connectivity biomarkers define neurophysiological subtypes
of depression. Nat Med. 2017;23(1):28–38. DOI: 10.1038/nm.4246. PMID:
27918562; PMCID: PMC5624035

106. Yamasaki S, Aso T, Miyata J, Sugihara G, Hazama M, Nemoto K, et al. Early and
late effects of electroconvulsive therapy associated with different temporal
lobe structures. Transl Psychiatry. 2020;10(1):344. DOI: 10.1038/s41398-020-
01025-8. PMID: 33051437; PMCID: PMC7553938

Publisher’s note: Genomic Press maintains a position of impartiality and neutrality
regarding territorial assertions represented in published materials and affiliations
of institutional nature. As such, we will use the affiliations provided by the authors,
without editing them. Such use simply reflects what the authors submitted to us and
it does not indicate that Genomic Press supports any type of territorial assertions.

Open Access. This article is licensed to Genomic Press under the Cre-
ative Commons Attribution 4.0 International Public License (CC BY

4.0). The license requires: (1) Attribution — Give appropriate credit (creator name,
attribution parties, copyright/license/disclaimer notices, and material link), link
to the license, and indicate changes made (including previous modifications) in
any reasonable manner that does not suggest licensor endorsement. (2) No addi-
tional legal or technological restrictions beyond those in the license. Public do-
main materials and statutory exceptions are exempt. The license does not cover
publicity, privacy, or moral rights that may restrict use. Third-party content follows
the article’s Creative Commons license unless stated otherwise. Uses exceeding li-
cense scope or statutory regulation require copyright holder permission. Full de-
tails: https://creativecommons.org/licenses/by/4.0/. License provided without war-
ranties.

Thought Leaders Invited Review
Ji et al.

https://doi.org/10.61373/bm025i.0053
51

BRAIN MEDICINE
Genomic Press

D
ow

nloaded from
 https://prim

e-pdf-w
aterm

ark.prim
e-prod.pubfactory.com

/ at 2025-11-06 via O
pen Access. C

C
 BY 4.0 https://creativecom

m
ons.org/licenses/by/4.0/

https://bm.genomicpress.com
https://doi.org/10.1016/s0006-3223(00)00228-6
https://doi.org/10.1002/wps.21138
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10503904
https://doi.org/10.1016/s0197-2456(03)00112-0
https://doi.org/10.4088/JCP.v66n1108
https://doi.org/10.1176/appi.ajp.20240604
https://doi.org/10.1176/appi.ajp.2015.15040476
https://doi.org/10.1176/appi.ajp.2021.21040351
https://doi.org/10.1111/acps.13277
https://doi.org/10.1176/appi.ajp.2021.21101034
https://doi.org/10.1016/j.brs.2009.12.001
https://doi.org/10.1093/cercor/bhac485
https://doi.org/10.1016/j.brs.2023.11.012
https://doi.org/10.1038/s41591-024-03305-y
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC11750699
https://doi.org/10.1186/s12888-024-05567-9
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10870564
https://doi.org/10.1002/hbm.24910
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7267951
https://doi.org/10.1056/NEJMc2308757
https://doi.org/10.1001/jamapsychiatry.2020.3794
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7689561
https://doi.org/10.1016/S2215-0366(18)30260-8
https://doi.org/10.1038/nm.4246
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5624035
https://doi.org/10.1038/s41398-020-01025-8
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7553938
https://creativecommons.org/licenses/by/4.0/
https://doi.org/10.61373/bm025i.0053

