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Abstract
Deep brain stimulation (DBS) is an innovative method using neuromodulation in treatment of various

diseases, most commonly used in Parkinson’s disease, tremor and dystonia. Due to method’s minimally invasive
nature and very low incidence of severe adverse effects, the research upon its use in other indications is
conducted. Treatment-resistant depression (TRD) is one of these emerging indications. Currently available data
regarding the matter concentrate mainly of electrode placement within seven particular structures of the brain:
the subgenual anterior cingulate cortex, the ventral capsule/ventral striatum, the lateral habenula, the nucleus
accumbens, the inferior thalamic peduncle, the bed nucleus of the stria terminalis and the medial forebrain
bundle. It is yet to be determined which stimulation targets bring the most optimal effect. Published clinical
trials give basis to theorize that stimulation of each DBS target results in different neurotransmitter modulation.
Antidepressant effects vary also depending on stimulation parameters and overall duration. The aim of this
review is to compare various targets for stimulation and underlying physiological mechanisms in therapy of
TRD. It is needed to keep in mind that there is still high demand on well-designed, randomized, double-blind
trials on bigger groups of patients in order to exclude potential inconsistency between results of clinical research.
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Introduction and purpose
Major depression is a chronic, recurring disease, associated not only with lower quality of everyday

functioning, but also estimated shorter life expectancy and suicidal tendencies. Depression makes for a vast
financial burden for healthcare worldwide mainly for its recurrent character and with even up to 30% patients
being refractory to the standard treatment [1][2][3]. World Mental Health survey conducted in 2011 shows that
14,6% and 11,1% of population of high-income and low-income countries respectively suffer from this disease
[4], whereas according to Global Burden of Disease conducted by Institute for Health Metrics and Evaluation in
2017 depression is currently second most prevalent psychiatric disease, with over 4,2% of European population
afflicted [5]. Although there are many various means of treatment, it is proven that only a third of patients
responds to the first-line pharmacological treatment, whilst even up to 30% patients remain unresponsive
towards conventional medications and psychotherapy, resulting in treatment-resistant depression (TRD) [3][6].
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Moreover, even in case of patients responsive to conventional therapy, there is a chance of relapse, with high
probability of not benefitting from standard treatment anymore [2]. Such statistics generate an urgent need for
development of alternative ways of depression treatment, with emphasis put on non-pharmacological
interventions, such as transcranial magnetic stimulation, electroconvulsive therapy, epidural cortical stimulation
and deep brain stimulation (DBS). The last method mentioned brings promise due to its minimally invasive
character and low incidence of severe adverse effects. DBS is currently successfully used as a therapeutic
method for tremor, dystonia and Parkinson disease, and, due to its relative safety, the studies to expand its use to
other conditions are conducted [7]. The purpose of this paper is to elucidate and summarize current state of
knowledge regarding appliance of DBS in TRD treatment.
Description of the state of knowledge

So far as in case of neurological diseases we are capable of determining exact anatomical location of
lesion, in psychiatric illnesses we face the problem concerning connections between particular functional areas.
Neuroimaging studies present functional locations which take part in development and maintenance of the
symptoms of major depression. Studies conducted with use of DBS in depression treatment concentrate on
seven main regions: subgenual anterior cingulate cortex (sACC), the ventral capsule/ventral striatum (VC/VS),
the nucleus accumbens (NAcc), the lateral habenula (LHb), and the inferior thalamic peduncle (ITP), the medial
forebrain bundle (MFB) and the bed nucleus of the stria terminalis (BNST) [8][9].
Subgenual anterior cingulate cortex

sACC, also referred to as Brodmann area 25, is considered to be strongly associated with general
feeling of sadness, including anhedonia occurring during major depressive episode. According to Mayberg et al.
mood changes in healthy subjects towards sadness or happiness are marked by increase or decrease of cerebral
bloodflow within this area, respectively [10]. sACC anatomically and functionally co-creates neural networks
prone to malfunctions in the course of major depression. These networks also consist of medial frontal cortex,
dorsal medial thalamus, hypothalamus, anterior medial temporal lobe, brainstem nuclei and nucleus accumbens
[11][12]. New approach towards pathophysiology of depressive disorder suggests vast role of so-called Default
Mode Network (DMN), i.e. a group of brain regions activated during individual’s internal mental processes,
such as autobiographical memory and interoception [13]. sACC projections are considered important
components within limbic and subcortico-cortical neural networks involved in DMN [14]. In terms of technical
appliance of DBS, according to Riva-Posse et al. there are three major pathways most likely influencing the
final outcome of the stimulation. The first one consists of connection between sACC and medial frontal cortex,
with forceps minor and medial aspect of the uncinate fascicle in between. The second way connects sACC
mainly with rostral and dorsal anterior cingulate cortex, whilst the third one, short and descending, reaches
nucleus caudate, accumbens, putamen and thalamus [15]. For trials regarding other therapeutic methods, popular
unit used was cerebral metabolic rate of glucose (CMRGlc). Research shows that increased CMRGlc within
sACC in the course of TRD enhances chance of successful outcome of treatment by cingulotomy and
accelerated high-frequency transcranial magnetic stimulation [16][17].

The open-laben trial conducted by Mayberg et al. concerned 6 patients with TRD, with minimum entry
score of 20 on the 17 item Hamilton Depression Rating Scale (HDRS), who received bilateral sACC DBS.
Directly following the electrode implantation, all the patients reported occurrence of sudden chance in
perception, including “sudden calmness or lightness”, “disappearance of the void”, sharpened sense of sight and
perception of colour, and increased interest. At end-point after 6 months antidepressant response classified
as >50% reduction in HDRS score was noted in 4 out of 6 patients, whereas 3 out of 6 patients went into
remission [18]. Results of follow-up study also proved encouraging – average response rates after 1, 2 and 3
years were 62,5%, 46,2% and 75%, respectively, with average result in total of 64,3% [19]. Extended follow-up
conducted by Lozano et al. added 14 more patients to the initial group of 6. Response rate after one month and
six months into the study was evaluated as 35% and 60%, respectively, with remission rate being 10% and 35%
accordingly. The positive effects were maintained up to follow-up in 12th month of the study. Adverse effects
occurred unitary and included irritability, pain at pulse generator site, wound infection requiring reinsertion of
the hardware, perioperative headaches and perioperative seizure, whereas 7 out of 20 patients had no adverse
effects [20]. Due to promising results, there was a need to broaden the research in order to evaluate efficacy and
safety of the therapy. That is why a prospective, multicentre, double-blinded, randomised, sham-controlled trial
involved 90 participants. The main mean to evaluate the results and compare them between the groups
was >40% reduction of the Montgomery-Åsberg Depression Rating Scale (MADRS) score. Even despite
patients showing statistically significant improvement in global functioning at 6-months endpoint, there was no
statistically significant difference between the stimulation group and the control group (20% and 17%,
respectively). By 12 months into the research, response did not increase statistically, but it did increase
numerically, reaching 30% and 27% in stimulation and control group, respectively, with remission rate
remaining stable (18% and 7% for stimulation and control group, respectively). Non-satisfying results were,
however, further explained with probability of misplacement of electrodes or wrong points of stimulation
[3][21].
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Ventral capsule/ventral striatum
Increased interest in research revolving around VC/VS DBS in TRD was a result of successful

therapies involving VC/VS in OCD treatment. The methods used were capsulotomy and said DBS. In both cases
patients suffered both from treatment-refractory OCD and major depression – in both cases alleviation of
depression symptoms were noted [22][23]. In order to exclude improvement in depression symptoms as an
additional effect of amelioration of OCD, there was a need of independent studies concentrating on major
depression, TRD specifically. There was a strong physiological basis to such approach. VS is functionally
connected with many areas, including caudate, mid and superior prefrontal cortex and anterior cingulate cortex,
with this resulting in higher anhedonia risk and suicidality, respectively [24]. By means of tractography it was
elucidated that the anterior limb of the internal capsule is broadly connected with brainstem, medial temporal
lobe, frontal lobe, hypothalamus, thalamus and nucleus accumbens. Malfunctions within these connections also
increase predisposition to display of depressive symptoms. Depressive effect is associated with lesser activation
within VS as a response to positive stimuli in subjects with major depression [24][25][26].

The open-label multi-centre study conducted by Malone et al. included 15 patients with highly
refractory depression who underwent bilateral VC/VS DBS. Leads were placed in a way that was supposed to
mimic dorso-ventral trajectory of the anterior limb of the ventral capsule. The results of the treatment were
evaluated using HDRS and MADRS scales, and response was defined as >50% reduction of points in
depression scales given in relation to the pre-operative baseline. For MADRS responder rates evaluated at 3
months, 6 months and the last follow-up were 53,3%, 46,7%, and 53,3%, respectively, whilst for HDRS they
were 46,7%, 40%, and 53,3%, respectively [27]. On the contrary, the study conducted by Dougherty et al.,
consisting of 16-week-long double-blind, sham-controlled, randomized phase and followed by open-label phase,
did not show as promising results. The 16-week-long sham-controlled phase results failed to meet the
predefined study outcome measures. Responders in stimulation group and control group were 20% and 14,3% of
patients, respectively. Moreover, there was no difference between cognitive functions of the patients in both
groups noted. The MADRS score improvement in the said groups was 19,6% and 24,6%, respectively. At 12
months, during the open-label phase, the mean improvement of MADRS score relative to the baseline was
24,4%. There were also significant adverse effects which occurred during the study, 71 effects in 22 subjects in
total, including i.e. worsening depression, suicidal ideation, infection of the post-operative area and suicidal
attempts [28]. Bergfeld et al. presented different approach towards the results. In this case 25 patients took part
in an open-label study followed by a double-blind crossover phase. After the first phase full response was
attained in 40% of patients, partial response was attained in 20% of patients, whilst final remission rate was 20%.
The placebo effect occurrence was excluded during active-sham study phase, especially in terms of noticed
reduction of depressive symptoms. The authors of the publication noted that the difference in results in
comparison to the preceding research may be conditioned by multiple factors, including, among others, slightly
different positioning of the electrodes or different approach to the DBS optimization [29]. There is also a note-
worthy difference between these two studies, considering difference in gender ratio, with 57% of male
participants in Dougherty et al. study and 32% of male patients in Bergfeld et al. study [8]. Moreover, Kubu et
al. in randomised double-blind trial performed on 25 patients suggested that age of the patient might be a factor
modifying the cognitive outcome of the therapy [30]. The outcome of the study might be influenced by different
factors, including need of adjustments of electrodes placement basing on individual anatomical variations or
more flexibility regarding assessment of used combinations of stimulation parameters [28][31].
Lateral habenula

The lateral habenula plays important role in perception of reward-related situations. The LHb
impulsation is proven to be increased when information regarding omission of the reward is received. It is
caused by inhibition of dopaminergic impulsation within ventral striatum, which is activated as a response to
anticipation and reception of positive events [32]. Overally, it is also bound to down regulation of serotoninergic
and noradrenergic systems and impacts the hypothalamic-pituitary-adrenal axis [33]. Since LHb activation
occurs due to detrimental stimulus, is hypothesized that it can associate with some of depression symptoms,
including increased pain sensitivity and lowered anticipation of the reward [34]. Due to that, a hypothesis was
formulated, according to which deep brain stimulation of LHb should target cessation of its impulsation.
Antidepressant effects are bound with increased levels of norepinephrine within medial frontal cortex and
hippocampus, as well as elevated levels of serotonin in striatum [33].

There is, however, little data regarding the matter. Meng et al. conducted a study on rats, where
depressed animals were divided into the groups of DBS stimulation, sham stimulation, pharmacological
treatment and no treatment. At day 21 of the trial horizontal activity was statistically significantly improved in
animals undergoing DBS treatment in comparison to sham-stimulated group and control group. At 28 days into
the study, both horizontal and vertical activity were increased in the group. It was also noticed that increase of
the level of monoamines within blood samples and brain tissues of depressed rats was the highest within group
undergoing DBS treatment among all the groups, including group treated pharmacologically [35]. Sartorius et al.
conducted the first study on human subject in 2008. The DBS treatment of LHb resulted in full remission of
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symptoms of depression in patient who remained therapy-resistant for 9 years. There was, however, no
immediate effect to the stimulation, characteristic for DBS of other functional brain areas mentioned in this
paper, which may indicate higher chance of neuroplasticity of mood-regulatory circuits in process of recovery
[36]. Analogous study was conducted by Wang et al. in 2019. Bilateral DBS procedure within lateral habenula
in 34-year-old male patient resulted in amelioration of sleep quality, mood and overall quality of life. On the
contrary to previous research, however, there was a notice of acute antidepressant effect of the procedure. The
differences may be due to type of patient participating (in 2008 study there was a 64-year-old female patient), as
well as different stimulation parameters used [37]. There is still a vast need of conducting more research in this
area, in order to obtain more repetitive results on bigger groups.
Nucleus accumbens

On the contrary to sACC and VC/VS, nucleus accumbens is associated with sense of pleasure and
reward. There is strong evidence for higher impulsation rates within NAcc as a response to a reward with the
opposite effect with being punished. What additionally speaks for role of NAcc in depression is the fact that it
structurally and functionally correlates with sense of anhedonia – in patients with major depression NAcc is
smaller in size, and thus, its activation in response to pleasure is weaker [38]. The target mechanism for DBS in
this case is enhancement of NAcc function.

The study conducted by Bewernick et al. showed 50% response rate in patients who underwent NAcc-
DBS within 12 months postsurgery. For one month period 30% of patients went into remission. Similar results
were achieved as measured both with HDRS and MADRS. Interestingly, both responders and non-responders
throughout the study showed significant reduction of anxiety level, as measured with Hamilton Anxiety Scale
(HAMA) [39]. Throughout the study, no worsening of symptoms or progression of cognitive impairment were
observed. The main target was met, as it is shown by a survey conducted among patients, concerning activities
considered pleasant. Thus, it seems to be possible to modulate particular depressive symptoms, targeting
specific brain areas with DBS [39]. Millet et al. designed a pilot multicentre, prospective, non-comparative open
study involving 4 patients with TDR, who underwent NAcc DBS, which was switched to caudate nucleus DBS
for months 5 to 9 of the trial. Although none of the patients throughout nine-month follow-up could be classified
as responsive (>50% decrease in HDRS score) or in remission, there was still a noticeable mood improvement
in 3 out of 4 patients in extension phase of the study. There were also more promising results achieved by DBS
of NAcc than DBS of caudate nucleus. Moreover, authors point that the better target for DBS would be nucleus
accumbens’ shell instead of the core, as it is closer related to limbic system [40].
Inferior thalamic peduncle

The ITP consists of neurofibers binding the dorsomedial part of thalamus to the orbitofrontal cortex,
which is said to play a big role in so-called non-reward attractor depression theory [3][41]. Research shows that
stereotactic tractotomy leading to lesions within the ITP causes the improvement of depressive symptoms,
mainly due to interruption in inhibitory effect of thalamo-orbitofrontal system [42][43]. Primarily DBS
stimulation of ITP was hypothesized to be prone of activation of the glutamatergic system in relation to arousal,
along with cholinergic system [43].

In study conducted by Jimenez et al. the patient underwent stimulator implantation targeting the ITP.
The study consisted of period of acute stimulation a week after implantation followed by chronic phase with
double-blind stage in months from 8th to 20th. There was acute improvement of patient’s state directly after
implantation, however it probably resulted from haemorrhage formulated during electrodes insertion, since it
may have caused lesions within ITP area. Due to stimulation itself patient’s state was ameliorating progressively,
with changes such as improvement in manual praxis, abstractive thinking and verbal and non-verbal memory
[44]. A few years later Raymaekers et al. compared results of DBS of two targets: ITP and BNST in parallel
patient groups. At the end of optimization for ITP and BNST leads, response was elucidated in 4 out of 7
patients and 6 out of 7 patients, respectively for each DBS target. The crossover phase of the study was,
however, not substantiated statistically, due to small sample size being one of the limitations of the study [45].
Bed nucleus of the stria terminalis

Bed nucleus of stria terminalis plays major role in stress response regulation, since it is an output
pathway of amygdala. Its mechanism of action is meant to modulate feeling of anxiety, mainly through
serotoninergic neurotransmission [46]. Although there were very few studies regarding the matter, their results
appear promising, including previously mentioned trial by Raymaekers et al. [45][46]. A case report of a patient
with coexisting major depression and anorexia nervosa showed gradual amelioration of the condition due to
DBS treatment. At first the patient underwent implantation of electrodes within medial forebrain bundle, yet
after 10 months trial was ceased due to deterioration of vision. Two years after the first procedure, the patient
was re-operated, with electrodes reaching BNST applied. In this case the alleviation of major depression was
gradual and profound, with significant decrease in MADRS, HAM-D and HAMA scores, allowing the patient
to return to family and social life [47]. A sample group of 5 female patients with TRD took part in study
conducted by Fitzgerald et al. Basing on HRDS score, the response rate at 6 months, 12 months and last follow-
up was 20%, 40% and 60%, respectively [48]. Bigger group was examined by Neumann et al., with patients
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with TRD and obsessive-compulsive disorder taking part. Out of 19 patients in total, 7 patients with TRD had
DBS electrodes implanted in sACC area, 7 patients with TRD had them implanted in BNST area, along with 5
OCD patients undergoing DBS of BNST. The study, however, concentrated on spectral recordings of the
stimulation rather than psychiatric outcome specifically. The main difference was noted mainly within α-
frequency range, which peaked for patients with TRD for both DBS targets, remaining absent in OCD patients.
Moreover, there was no significant difference between α-frequency ranges in both DBS targets in patients with
TRD. The conducted spectral measurements correlated significantly with self-reported amelioration of
depressive symptoms, evaluated using BDI and HDMS scales [49].

Medial forebrain bundle
The medial forebrain bundle is divided into two parts, reaching different areas of the limbic system.

Both parts consecutively reach ventral tegmental area, the dentate nucleus of the cerebellum, the upper pons,
retrobulbar area, and then the periaqueductal grey. In the end inferomedial MFB reaches lateral hypothalamus,
whilst superolateral MFB goes into anterior limb of the internal capsule [50]. It is hypothesized that due to the
well-developed net of connections MFB takes part in formation of panic, seeking, and reward, thus taking part
in pathophysiology of depression, when these systems do not function properly [51]. It is supported by the
findings of reduced fractional anisotropy of MFB in patients with major depression [52].

A few studies regarding efficacy of DBS of superolateral MFB in patients with TRD were conducted,
bringing rather spectacular results. In study by Bewernick et al., after 12 months of consecutive DBS, 75% of
patients taking part in the trial (6 out of 8 patients) were classified as responders, basing on MADRS score. Out
of non-responders, one was classified as responsive for 4 months, whereas the other did not reach
responsiveness at all. The alleviation of depressive symptoms was noticeable throughout the study by
improvements of BDI, HAMA and HDRS scores each month comparing to the baseline [53]. In single-centre
study with double-blinded phase by Coenen et al. all 16 patients were responsive to the treatment, as indicated
by reduction of MADRS score. Averagely, responsiveness was achieved within 61% of months spent in the trial.
Moreover, at the 12-month endpoint of the study, 8 out of 16 patients went into remission. During double-
blinded phase there were no differences in cognitive domains between sham and active stimulation groups.
There was also no effect noticed for most cognitive domains in both groups throughout entire study, with an
exception for verbal learning and language IQ, which significantly improved between baseline and endpoint
[54].

As much as DBS of MFB is an undoubtedly promising method of TDR treatment, vast controversy
concerns exact mechanism of action of stimulation in this case. Basing on animal models it was suggested that
in this case DBS works by increasing the number of dopaminergic receptors within prefrontal cortex and
hippocampal dopamine transporters [55]. However, it remained unclear whether changes in dopamine levels in
examined rats were casual for behavioural changes observed throughout the study, and whether this data is even
applicable for explanation of human neurocircuitry [56]. This uncertainty is additionally built-up by research by
Bregman et al., who noticed that dopamine axons are not myelinated either in humans or in rats, thus they
cannot be recruited using standard stimulation parameters for DBS. Moreover, during experiments on rats, no
additional dopamine release was registered during MFB DBS protocol. Such data indicates a need of more
thorough exploration of mechanism of action of MFB DBS [56][57].
Summary

In conclusion, although DBS brings promising results in many studies, taking into consideration
various target areas within the brain, we need to keep in mind that it still remains an experimental method.
Research papers available describe trials which in most cases concern singular patients or small groups, often
with unsuccessfully conducted double-blinded phase. There is a need of reaching higher repeatability of the
results on larger sample groups in order to clarify future use of the treatment. It is undeniable, however, that
DBS is much safer, reversible method, with smaller chance of adverse effects than previously used lesioning of
particular brain areas. Once there is more evidence of effectiveness of the therapy and exact mechanism of
action is elucidated, it will be more probable for DBS to become an important tool in treatment of TRD.
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