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Abstract: Dementia is a debilitating impairment of cognitive functions that affects millions of people
worldwide. There are several diseases belonging to the dementia spectrum, most prominently
Alzheimer’s disease (AD), vascular dementia (VD), Lewy body dementia (LBD) and frontotemporal
dementia (FTD). Repetitive transcranial magnetic stimulation (rTMS) is a safe, non-invasive form of
brain stimulation that utilizes a magnetic coil to generate an electrical field and induce numerous
changes in the brain. It is considered efficacious for the treatment of various neuropsychiatric
disorders. In this paper, we review the available studies involving rTMS in the treatment of these
dementia types. The majority of studies have involved AD and shown beneficial effects, either as a
standalone, or as an add-on to standard-of-care pharmacological treatment and cognitive training.
The dorsolateral prefrontal cortex seems to hold a central position in the applied protocols, but
several parameters still need to be defined. In addition, rTMS has shown potential in mild cognitive
impairment as well. Regarding the remaining dementias, research is still at preliminary phases, and
large, randomized studies are currently lacking.

Keywords: rTMS; dementia; Alzheimer’s disease; magnetic stimulation; non-pharmacological treatments

1. Introduction

Dementia is a serious health issue around the globe, with a huge social and economic
burden, since it affects a large proportion of an otherwise possibly healthy population that
is steadily rendered incapable of self-care [1]. There are several dementia types or/and
diseases that can cause dementia, such as Alzheimer’s disease (AD), vascular dementia
(VD), Lewy body dementia (LBD) and frontotemporal dementia (FTD). Pharmacological
treatments for these diseases have been more or less ineffective in halting disease progress
and ameliorating symptoms, and as such, other non-pharmacological treatment options
are now being explored [2].
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Transcranial magnetic stimulation (TMS) was introduced as a non-invasive brain
stimulation technique by Barker et al. [3]. In TMS, a magnetic coil over the skull generates
a high-intensity pulse which can stimulate neurons, and the stimulation varies according to
several technical parameters of the coil and the protocol applied [4]. Single and paired stim-
uli (single- and paired-pulse TMS) are usually used for physiological/pathophysiological
studies, while a series of repetitive stimuli (repetitive TMS, rTMS) can induce alterations
that persist in the brain. rTMS has found application in various therapeutic protocols and
is being tested in several neurodegenerative diseases, with cognitive sequelae as well, such
as multiple sclerosis [5].

rTMS induces changes and influences neuronal blood circulation, metabolism and
excitability in the stimulated region and other regions connected to the stimuli focus [6-8].
Its effects can be either excitatory or inhibitory, depending on several rTMS protocol
parameters, such as frequency, duration and intensity, as expressed by a percentage of the
motor threshold (MT, active or resting, AMT/RMT). The main categorization is based on
frequency, with two main rTMS types: low-frequency rTMS (LF-rTMS) (<1 Hz), known to
produce inhibitory results, and high-frequency rTMS (HF-rTMS) (>1 Hz), with excitatory
results [9]. The reported aftereffects following the repetitive stimulation are considered
to reflect synaptic modulations, based on the principles of long-term potentiation (LTP)
and long-term depression (LTD), the balance of which is implicated in important cognitive
functions, memory included [8,9].

The aim of this review is to summarize the available literature on the therapeutic
application of rTMS in the most frequent dementia types and to discuss how the scientific
community should proceed in future studies. Additionally, we present ongoing studies on
the matter, whose results are expected in the future. To the best of our knowledge, this is
the first review to cover the subject of rTMS in the entirety of the dementia subtypes.

2. Alzheimer’s Disease

Alzheimer’s disease (AD) is the commonest form of dementia in older populations; in
fact, almost 5% of people under 65 are affected, with this percentage rising considerably
with age, reaching 40-50% in those aged 85 and over [2]. It is considered a neurodegen-
erative disease, with cognitive impairment, mainly regarding memory and orientation,
and behavioral disorders being the most frequently reported symptoms [2]. A plethora
of genetic [10,11] and environmental factors [12] have been implicated in its pathogenesis,
with no definitive causative factor having been identified so far. Its pathological hallmarks
are extracellular amyloid-beta plaques, also known as senile plaques, and neurofibrillary
tangles from hyperphosphorylated tau protein [12,13]. A schematic representation can be
seen in Figure 1.

PATHOLOGY OF ALZHEIMER'S DISEASE

Healthy microtubule

Stabilizing tau protein

Healthy
3 brain

Healthy neuron

Tau protein 7 X

tangle

Neurofibrillary oq Y

ang|

brain  -vveeee > &8

Disintegrating microtubule

Diseased neuron

Figure 1. Schematic representation of Alzheimer’s disease pathology. The figure was prepared using
a BioRender template under license (to DPB).
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To date, acetylcholinesterase inhibitors represent the main therapeutic options, but
their efficacy in symptom alleviation and disease progress delay is limited [14,15]. As the
average life expectancy rises, AD is expected to affect many more millions in the future. Itis
therefore imperative to find treatments that are actually effective in slowing and possibly re-
versing its processes, since pharmaceutical agents have proven more or less disappointing,
and research has delved into novel pathways involving pathophysiological mechanisms
such as endoplasmic reticulum (ER) stress [16]. Non-pharmacological approaches have
steadily gained more ground as well, such as cognitive training [17]. In fact, an earlier
meta-analysis reported that non-invasive techniques had a significant positive effect on
cognitive outcomes [2] and are therefore a promising alternative.

rTMS in the context of dementia has been principally explored in AD, as it is thought
to enhance synaptic plasticity, something that can be of utmost importance in preserving
cognitive function. As shall be analyzed in detail below, the protocol designs have mostly
involved the dorsolateral prefrontal cortex (DLPFC) and regions associated with specific
cognitive functions, such as language, memory and attention. Additionally, study designs
have been characterized as “online” or “offline” based on whether the stimulation was
applied during the course of the cognitive tasks or not, with “online” designs seemingly
producing stronger results [2]. Below, we have divided the relevant studies into those
focusing on the DLPFC, those that combined rTMS and cognitive training, and those that
applied stimulation over different areas. DLPFC studies are presented in Table 1, while
studies involving cognitive training can be found in Table 2.

Table 1. rTMS over the DLPFC * in Alzheimer’s disease.

Reference Protocol Results
[18] HF ** (20 Hz), bilaterally Improved action naming
[19] HF (20 Hz), bilaterally Improved action naming in milder cognitive dejc'lme ImProved general naming
in moderate to severe cognitive decline
[20] HF (20 Hz), left Improved auditory sentence comprehension, persisted for 2 months
[21] HF (10 Hz), left Improved neuropsychological test scores and daily functioning
[22] HF (20 Hz)/LF *3 (1 Hz), bilaterally  Improved cognitive function and mood in the HF group, persisted for 3 months
[23] HF (20 Hz), bilaterally Improved cognitive function and behaviorImproved word-image association
[24] HF (20 Hz), left Improved cognitive function and behavior
[25] LF (1 Hz), right Improved episodic memory (non-verbal recognition)
* Dorsolateral prefrontal cortex. ** High-frequency rTMS. ** Low-frequency rTMS.
Table 2. rTMS over 6 areas of interest * combined with respective cognitive training in AD.
Reference Protocol Results
[26] HF (10 Hz) Improved cognitive function, persisted in the maintenance period
[14] HF (10 Hz) Improved cognitive function, persisted in the maintenance period
[27] HF (20 Hz) Improved cognitive function
[28] HF (10 Hz) Improved cognitive function, stronger results for milder cognitive decline
[29] HF (10 Hz) Improved cognitive function, persisted in the maintenance period
[30] HF (10 Hz) Improved cognitive function, persisted at 6 months for those with better baseline scores
[31] HF (10 Hz) Improved cognitive function that persisted, specifically for those with better baseline scores
[32] HE (10 Hz) Improved cognitive function, persisted in follow-up, no differences between groups

receiving real or sham cognitive training

* Left inferior frontal gyrus, left superior temporal gyrus, left and right dorsolateral prefrontal cortex, left and right parietal somatosensory
association cortices.

2.1. Stimulation of the Dorsolateral Prefrontal Cortex

The DLPFC has been targeted in a number of studies mainly assessing language in
AD. Cotelli et al. (2006) assessed the effects of the left and right DLPFC HE-rTMS (20 Hz,
90% MT intensity) on picture naming during stimulation (“online”) [18]. They enrolled 15
anomic AD patients, and performed three blocks of naming tasks, one while they stimulated
the left side, one for the right and one for sham. They reported that action/verb naming
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significantly improved during stimulation of both regions, a finding that was not reported
for object/noun naming. The authors also claimed that, compared to other studies that
showed improved scores only for left-sided stimulation in normal subjects, this bilateral
effect in AD patients probably reflects compensating mechanisms that recruit right-sided
networks to support naming and other cognitive functions. The same group, two years
later (2008), published another “online” study on DLPFC HF-rTMS (same basic parameters)
and naming, examining 24 AD patients with various degrees of cognitive decline [19].
Again, they reported improved action- (but not object-) naming after stimulation of both
sides for subjects with mild cognitive decline. On the contrary, naming in both types
improved in the individuals with moderate to severe decline. In 2011, the same researchers
aimed to further examine this region’s effect on language performance and enrolled 10 AD
patients, divided into two groups, one receiving real HF-rTMS (20 Hz, 100% MT intensity)
stimulation for 4 weeks (5 days/week) over the left DLPFC, and one receiving sham for
two weeks and then real stimulation for the subsequent two weeks [20]. They assessed the
patients (“offline”) at two weeks, four weeks and twelve weeks after initiation, so the last
follow-up session was 2 months after the stimulation protocol had ended. At two weeks,
there was a significant improvement in auditory sentence comprehension in those receiving
real rTMS, which persisted when assessed at follow-up. Other cognitive functions such
as memory or other language abilities, naming included, did not show any significant
effects, unlike their previous research; they attributed this difference to the different (online
vs. offline) designs. The researchers also reported that no additional positive effects were
noted from the additional two weeks of rTMS. The wealth of data provided by these
three studies was hampered by the fact that all the published data originated from the
same study group. One year later, Haffen et al. (2012) described a case of a 75-year-old
man with AD, under AD treatment and an antidepressant agent, who received 2 weeks
(10 sessions) of HF-rTMS (10 Hz, 100% MT intensity) over his left DLPFC [21]. When he
was examined one month after the protocol had ended, he showed improvement in the
majority of neuropsychological tests, especially in processing speed and episodic memory,
while his environment reported that there was a notable improvement in his everyday
activities. No adverse effects or new depressive episodes were noted.

Rutherford et al. (2015) conducted a pilot two-stage study on AD patients with either
early or advanced disease [23]. The first stage was a double-blinded, crossover study on
nine AD patients, who received 13 sessions of HF-rTMS (20 Hz, 90-100% RMT intensity)
over the bilateral DLPFC in the span of 4 weeks. The second stage included blocks of two
weeks with 10 real sessions every 3 months, as a follow-up, for six patients that also com-
pleted the first phase (min. 10 months, max. 19 months). Montreal Cognitive Assessment
(MoCA), Alzheimer’s Disease Assessment Scale-Cognitive Subscale (ADAS-Cog) and Re-
vised Memory and Behavior Checklist (RMBC) scores were used for cognitive assessment
at baseline, 4 weeks after the last session of the first phase and at the follow-up sessions.
Due to several methodological pitfalls, such as scheduling issues for the assessments, most
of the results did not reach significance levels. However, an improvement in ADAS-Cog
and RMBC was noted after real stimulation. Computerized cognitive exercises were also
assessed in a subgroup of patients, where those receiving real training also seemed to
perform better, with the scores regarding word-image association reaching the significance
threshold. Additionally, patients in the early stages showed a greater overall responsive-
ness to the treatment, and when analyzed alone, their MoCA scores for the first weeks
were significantly better when real was compared to sham.

Wu et al. (2015) assessed the effectiveness of HE-rTMS (20 Hz, 80% MT intensity) over
the left DLPFC on cognition and behavioral and psychological symptoms accompanying
AD in a double-blinded study [24]. They randomized 54 patients with such symptoms
to either active or sham stimulation for five days per week for four weeks, alongside
their antipsychotic medication. Ultimately, 26 patients from each treatment branch com-
pleted the protocol. The patients were assessed by means of the Behavioral Pathology in
Alzheimer’s Disease Rating Scale (BEHAVE-AD), ADAS-Cog and the Treatment Emergent
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Symptom Scale (TESS) before and after the 4-week protocol. Upon controlling for baseline
performances, patients receiving active stimulation had significantly better (i.e., decreased)
BEHAVE-AD scores, specifically regarding five of the seven subscore scales, namely ac-
tivity disturbances, diurnal rhythm, aggressiveness, affective disturbances, anxieties and
phobias. They further presented significant improvement in ADAS-Cog scores, compared
to sham, in all of the assessed domains, namely language, praxis, memory and attention.
Regarding behavioral and psychological symptoms, a higher proportion of patients in the
active group showed improvement (73.1% vs. 41.7%). This study holds particular value
due to its design, and the fact that it included a larger number of patients than other studies
in the same field.

What can be easily deduced from these studies is that HF-rTMS is the method of choice
for AD protocols, and that LF-rTMS studies are lacking, since LF-rTMS is not thought to
produce beneficial results for these patients. In fact, earlier results suggest that LE-rTMS
might even lead to deterioration [33]. To validate this notion, Ahmed et al. (2012) enrolled
45 mild to severe AD patients and divided them equally into three groups [22]. The first
group received real HF-rTMS over the DLPFC bilaterally (20 Hz, 100% MT intensity), the
second group received LF-rTMS (1 Hz, 100% MT), and the third received sham. The right
DLPFC and then the left were stimulated, for one session per day for five consecutive
days. The patients were assessed with the Mini Mental State Examination (MMSE), the
Instrumental Daily Living Activity (IADL) scale and the Geriatric Depression Scale (GDS)
before and after the whole intervention, and then after 1 and 3 months (“offline”). In all the
assessment time-points after the intervention, the HF-rTMS group exhibited significantly
better scores than the sham and the LF-rTMS groups, despite having no difference at
baseline. As improvement persisted at 3 months, the results of this study suggest that rTMS
may affect cognition in the long-term. It should be mentioned, however, that only patients
with mild to moderate AD responded to treatment, since those with severe dementia did
not show improvement in any of the treatment arms.

In this context, the matter of the right DLPFC needs to be discussed. The left DLPFC
has been the main focus of the aforementioned studies, which either stimulated both
cortices or solely the left. Studies have shown that the recruitment of the right DLPFC
occurs in individuals with memory deficits [34], but whether this activation reflects effec-
tive compensatory mechanisms [35], or mechanisms with negative impact [36] remains
contradictory. In this line of thought, Turrizziani et al. (2012) conducted a study involving
100 healthy young individuals and 8 MCI patients (more studies of this kind shall be
analyzed in a section to follow) [37]. They applied verbal and non-verbal recognition tasks
(episodic memory) in four sets of experiments, and the stimulation was applied before the
recognition, as either LE-rTMS (1 Hz, 90% MT) or HF-rTMS in the form of intermittent
theta burst stimulation (three pulses of 50 Hz, 80% AMT) and sham. In the first experiment
set, 20 subjects were to receive LF-rTMS and sham over the left DLPFC, and 20 subjects
over the right DLPFC, and then participate into a non-verbal recognition memory task.
In the second set, the same design was maintained, with 40 different participants, but
verbal recognition was tested instead. In the third experiment, ten participants received
HF-rTMS over the left DLPFC and then received HF-rTMS over the right, and were tested
on non-verbal recognition. Finally, on the fourth experiment, the MCI patients received
LF-rTMS to the left and right DLPFC and sham, all in different sessions. They were also
tested on non-verbal recognition. The results showed that LF-rTMS over the right and
not the left DLPFC significantly improved test accuracy compared to sham in both verbal
and non-verbal recognition, while HF-rTMS over the right DLPFC significantly decreased
accuracy compared to sham. HF-rTMS over the left DLPFC did not improve test accu-
racy in the healthy subjects. Regarding the MCI patients, all eight showed non-verbal
recognition improvement upon LE-rTMS over the right DLPFC, but not the left, like the
first experiment in the healthy controls. This study showed that the activation of the right
DLPFC probably negatively impacts memory processes, as showed by the improved test
results upon inhibitory stimulation of the right DLPFC. The same research group further
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explored the effects of LF-rTMS over the right DLPFC in AD patients [25]. They conducted
two experiments; in the first, 24 mild AD patients received LF-rTMS (1 Hz, 90% MT) and
sham over one hemisphere before a non-verbal recognition test, and two weeks later the
other hemisphere was stimulated and tested in a similar manner. In the second experiment,
14 AD patients were randomized to receive either real LE-tr'TMS over the right DLPEC or
sham, for two weeks (5 days per week), and were then assessed at the end of the two weeks
and two weeks after that (one month from the protocol initiation). They reported that in
the first branch, real stimulation over the right DLPFC led to significant improvement in
test accuracy compared to sham, while no difference between real and sham was noted for
the left DLPFC. In the second branch, real stimulation was shown to improve performance
after the two weeks, which was maintained when assessed at one month follow-up.

Taken together, these results suggest that HF-rTMS over the DLPFC might be beneficial
regarding language and other cognitive functions for patients, possibly even in more
advanced stages. They also highlight the fact that the brain employs several mechanisms
to counterbalance impaired functions, which rTMS seems to affect. One theory to explain
this effect is based on dopamine, since studies have shown that HF-rTMS over the DLPFC
enhances dopamine production in areas such as the caudate nucleus [38]. Additionally,
the effects of rTMS over this region seem to persist through time, albeit this being shown
less consistently. However, caution must be exercised overall, as rTMS over the prefrontal
cortex has been shown to inhibit other processes, such as memory [39], and the implication
of the right DLPFC has yet to be elucidated Thus, its effects need to be assessed regarding
all cognitive domains, in order to ensure that it does not aggravate other symptoms, and to
define optimal parameters and stimulation targets.

2.2. Combination of HF-rTMS and Cognitive Training

Another line of mostly “offline” studies has studied the combined effects of rTMS and
cognitive training, and has also included the DLPFC. These studies have mostly exploited
the set structure of the NeuroAD™ protocol, as described below.

First Bentwich et al. (2011) enrolled eight mild to moderate AD patients (data for only
seven of whom were included due to a withdrawal) and administered HF-rTMS (10 Hz,
90% MT intensity) with concomitant cognitive training for 6 weeks (5 days/week), followed
by maintenance sessions (2 days/week) for 3 months [26]. The stimulation was applied
over six brain regions, pinpointed with MRI in each patient, corresponding to specific
cognitive functions: the left inferior frontal gyrus (known as Broca’s area) and the left
superior temporal gyrus (known as Wernicke’s area) for language, the left and right DLPFC
for judgment, executive functions and long-term memory, and the left and right parietal
somatosensory association cortices for spatial /topographical orientation and “praxis.” The
stimulation was combined with computerized cognitive training that included specific tasks
on the same functions. They then used a variety of different indices, such as the well-known
ADAS-Cog, the Clinical Global Impression of Change (CGIC),the MMSE and the Hamilton
Depression Scale (HAL-D), examining the patients after 6 weeks and 4.5 months from the
initiation of the stimulation sessions. ADAS-Cog and CGIC scores significantly improved
at both assessment times, while most of the other indices also improved but without
attaining statistical significance. Two years later, the same group conducted a double-
blinded controlled study with 15 AD patients [14]. Seven of those received real HF-rTMS
(10 Hz, 90-110% MT intensity depending on the region) over the aforementioned regions
and cognitive training for 6 weeks (5/week) followed by two weekly sessions for 3 months,
whereas eight received sham stimulation alternatively. After 6 weeks of treatment, the
ADAS-Cog scores had significantly improved for the real treatment group when compared
to sham, and after 4.5 months, they remained improved, while the scores deteriorated for
the sham group. CGIC scores also demonstrated significant improvement. In both studies,
patients were under treatment (mostly with cholinesterase inhibitors), something that
suggests that rTMS can provide additional benefits to pharmacological treatments. Finally,
the group published another study on the joint effects of rTMS—cognitive training [29].
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They included 30 mild to moderate AD patients that underwent the same 6-week protocol
as described before, with the patients receiving cognitive training while the respective
area was being stimulated. Afterwards, tests designed to assess the respective cognitive
functions were performed. The researchers reported that ADAS-Cog and MMSE scores
significantly improved after the treatment when compared to baseline, while approximately
80% of the patients showed improvement with the stimulation. Five of the patients were
also summoned for a second round of treatment approximately 10 months after the first,
and the prolonged effect of the first treatment round was assessed. After the second round,
the cognitive results were the same or even slightly better than the first, showing that
patients did not deteriorate in that 10-month interval after the intervention. Of course, as
mentioned before, due to the same group conducting these studies, the results need to be
regarded with more caution.

Further enhancing the positive impact of combined rTMS and cognitive training, a
poster by Brem et al. (2013) refers to patients with mild AD (number not specified) that
received either HF-rTMS (20 Hz, 120% MT intensity) over the same six regions (three per
session, randomly selected each time) and concomitant cognitive training for 6 weeks, or
sham stimulation and training [27]. Within the first month, patients receiving real treat-
ment showed significant ADAS-Cog improvement compared to sham, and non-significant
improvement in MMSE and CGIC. The same group recently published the results of a trial
involving 34 AD patients, randomized to receive real or sham HF-rTMS (10 Hz, 80% AMT
intensity) over the aforementioned six regions, and real or sham computerized cognitive
training [32]. The patients were primarily assessed with the ADAS-Cog scale before, 1 week
after and 4-6 weeks after the intervention. Additionally, the Geriatric Depression Scale
(GDS) and the Clinical Dementia Rating scale (CDR) were evaluated at baseline, and the
Clinical Global Impression of Change (ADCS-CGIC) was administered after the stimulation
as well. Overall, directly after the intervention, patients in the real/real group showed
greater improvement in ADAS-Cog scores compared to real/sham and sham/sham groups,
as neither sham groups had any significant improvement. The real/real group also con-
tinued to improve in the follow-up period, and no statistically significant differences in
improvement were noted between real/real and real/sham, showing how “removing” the
effect of cognitive training did not affect improvement. Upon the combination of sham
groups versus the real/real group in the analyses, the improvement of ADAS-CGIC scores
also became significant, further highlighting the importance of adding rTMS in order to
enhance the training’s efficiency. Furthermore, the reported changes could not be attributed
to a possible effect of the intervention to depression metrics.

Similarly, Lee et al. (2016) randomized 27 mild to moderate AD patients, 18 to real
stimulation and 8 to sham (with one withdrawal) [28]. They kept the same protocols as the
previously described studies with the six regions receiving HF-rTMS (10 Hz, 90-110% MT
intensity) combined with cognitive training for 6 weeks (5/week), and clinical assessment
with the same indices at baseline and at 6 weeks. The ADAS-Cog significantly improved in
the real stimulation group, while MMSE and CGIC scores also improved. Additionally,
the effects were stronger for the mild AD patients, particularly regarding language and
memory. Nguyen et al. (2017) published the results of 10 patients receiving five sessions of
HF-rTMS (10 Hz, 100% RMT intensity) over the described areas every week for 5 weeks [30].
Patients were assessed immediately after the protocol ended and after 6 months, by means
of MMSE, ADAS-Cog and other scales pertaining to caretaker burden, apathy, locomotor
activity and patient dependence. Setting a goal of ameliorating short-term memory, a
function tied to the DLPFC, the researchers administered additional stimulation—training
sessions over this area every day, either left or right. After the treatment, ADAS-Cog
scores were significantly improved, but at 6 months, only the patients with the greatest im-
provement (>13% improved ADAS-Cog scores) had maintained improved scores. Apathy
and dependence scores were found significantly improved throughout all the assessment
timepoints. However, these results should be interpreted with caution, as no control group
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was available, and it is possible that the reported amelioration is the result of a placebo
effect or a test—retest learning effect.

Finally, Sabbagh et al. (2020) recently published the results of their phase IIl random-
ized, double-blinded, sham-controlled, clinical trial regarding this combination of rTMS
and cognitive training [31]. They enrolled a fair number of mild to moderate AD patients
and in the final analysis, 59 patients for real (with the same aforementioned parameters)
and 59 for sham were included. Patients with better cognitive performance at baseline
(ADAS-Cog<30) significantly improved after real stimulation compared to sham and com-
pared to those with scores >30. Additionally, patients in the active group maintained
their improvement at a 12-week follow-up assessment, while those having received sham
returned to baseline scores. CGIC scores were also significantly different between real
and sham, favoring real stimulation, at the 12-week follow-up point. It is interesting to
note that, in the active group, only 16% showed a deterioration in CGIC scores, compared
to 41.8% for sham, while only 11% with baseline ADAS-Cog<30 from the active group
deteriorated, compared to 40% of the same subgroup in the sham branch.

In summary, it appears that this particular combination of HF-rTMS and cognitive
training is an effective modality, as all available studies reported beneficial effects and
positive results which also seem to persist over time. It is therefore very promising for the
future; the areas/regions associated with the impaired language or cognitive functions of
the patients could be targeted via rTMS while the patient is simultaneously receiving fo-
cused cognitive training. Additionally, it can complement medication, probably producing
even better results; several of the studies compared the degree of improvement noted with
their intervention to the degree of improvement noted with pharmaceutical agents, rTMS or
cognitive training alone, as expressed with the same indices through studies, and showed
that it was more effective in the combined condition. Nevertheless, more studies, preferably
randomized, controlled and double-blinded, are needed, in order to elucidate the specific
effects of rTMS and to accurately identify the most suitable stimulation parameters to
secure optimal outcomes.

However, this particular combination protocol must be compared to simpler protocols
in order to confirm its superiority, since studies only involving the DLPFC have also
produced encouraging results. One study addressed this issue by comparing HF-rTMS
(5 Hz, 100% MT intensity) over the left DLPFC to the six areas described above [40]. The
researchers randomized 10 participants to DLPFC stimulation and 9 to the six areas of
stimulation. They assessed the patients after the stimulation protocol and 4 months after
its completion, using ADAS-Cog, MMSE, CGI and other scores pertaining to behavioral
and depressive symptoms. In both groups, scores were significantly improved directly
after the treatment and at follow-up, while no differences between the protocols were
noted in any of the scores. Thus, the authors suggested that the beneficial effect stemming
from the more complex protocol is mostly the result of the DLPFC stimulation, an area
critical to network integration. However, this study did not involve the cognitive training
usually combined with the stimulation of these six areas, and whose therapeutic effect
should not be underestimated [17]. On the other hand, acknowledging the complexity
of the NeuroAD™ protocol, and the evidence to suggest that only stimulation of the
DLPEFC suffices to produce beneficial results, Bagattini et al. (2020) wished to further
study the combination of cognitive training with rTMS over the left DLPFC only [41].
They conducted a randomized, double-blind, sham-controlled study, allocating 27 patients
with either amnesic mild cognitive impairment (MCI) or mild to moderate AD to receive
cognitive training directly after real rTMS (20 Hz, 100% RMT intensity), and 23 patients
to receive cognitive training after sham rTMS. The RehaCom software was used for the
computerized cognitive training sessions, which focused on face-name associative memory.
The stimulation was administered 5 days per week for 4 weeks and patients were evaluated
at baseline, at 4 weeks and at 12 weeks, by means of MMSE, Geriatric Depressive Scale
(GDS) and other tests for specific cognitive functions such as memory, language, attention,
spatial reasoning and praxis.The cognitive training significantly ameliorated face-name
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associative memory, while real stimulation provided significant additional benefits to
associative memory, with this improvement being greater for patients with milder disease
and higher levels of education. The real group also displayed improved non-trained
visuospatial reasoning than the sham group, and this improvement was maintained when
assessed at 12 weeks. This study showcases how rTMS can be an important add-on to
cognitive training, but since both groups received cognitive training, it fails to provide
additional information on whether rTMS is beneficial as a standalone treatment, as the
studies analyzed before reported. As such, more studies comparing the available rTMS
methods, and their interaction with cognitive training, are warranted.

2.3. Other Areas/Protocols

Koch et al. (2018) enrolled subjects with prodromal AD in order to investigate the
effect of stimulation over the precuneus, an area of the parietal lobe thought to be impli-
cated in AD-related memory deficits in early disease stages, due to large neuronal network
connectivity impairments [42]. In this double-blinded, randomized, sham-controlled study,
seven patients received HF-rTMS (20 Hz, 100% RMT intensity) over the precuneus bilat-
erally for 10 daily sessions in the span of two weeks, and seven patients received sham
stimulation. After a two-week period, the patients were crossed over to the other experi-
ment branch. It is of note that this study also used biomarkers to confirm the diagnosis of
prodromal AD, and additionally paired TMS with EEG to uncover the neurophysiological
effects of their stimulation. Cognitive assessments were performed with the Alzheimer
Disease Cooperative Study Preclinical Alzheimer Cognitive Composite, before and after
every two-week protocol. Real stimulation significantly improved episodic memory, with
no differences noted for other cognitive functions between real and sham. Neurophys-
iologically, rTMS enhanced functional connections between the precuneus and medial
frontal areas. Increased activity in the precuneus is associated with memory retrieval,
while decreased activity is shown during memory encoding. This “encoding/retrieval flip”
has been shown to suffer in older individuals with amyloid accumulation [43]. As such,
precuneus function enhancement via HF-rTMS expectedly led to memory improvement,
as shown in this study.

Avirame et al. (2016) employed deep TMS (dTMS), a method that uses a particular
type of coil to reach deep cortical regions, in an attempt to stimulate the prefrontal cortex
(PFC) of AD patients [44]. They enrolled 11 patients with moderate to severe AD, who
received 20 sessions of dTMS (10 Hz, 100-120% MT intensity) over the PFC bilaterally,
assessed by means of Mindstreams (MS) and Addenbrooke Cognitive Examination (ACE)
scores before and after the stimulation protocol. An improvement was reported for 60% and
77%o0f the patients in MS and ACE scores respectively, with this improvement approaching
significance. Significance was reached when six patients with more severe disease were
separately analyzed. Additionally, improvement in visuospatial abilities was significant,
with attention and executive function approaching the threshold as well.

Anderkova et al. (2015) performed an interesting study on how brain atrophy impacts
the effectiveness of rTMS [45]. They enrolled 20 patients with mild AD and performed three
sessions of HF-rTMS (10 Hz, 90% RMT intensity) over the right inferior frontal gyrus (IFG),
the right superior temporal gyrus (STG) and a sham stimulation in a randomized order,
and with an interval of at least one day before switching to a different branch. The patients
were assessed with the Trail Making Test (TMT), the Stroop Test (ST), the Complex Visual
Scene Encoding Task (CVSET) and the MMSE before and after each treatment. Significant
improvements on the word part of the ST were noted for both STG and IFG stimulations,
with IFG also significantly improving TMT performance; this translates into better attention
and psychomotor speed. Regarding atrophy, patients exhibited characteristic patterns of
atrophy compared to controls, and a specific pattern of gray matter atrophy correlated with
the diminished effectiveness of rTMS on word scores of the ST. This shows how several
parameters may affect rTMS effectiveness, and as such studies like this help in stratifying
patients more likely to be assisted by the intervention.
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Zhao et al. (2017) randomized 30 mild to moderate AD patients (17 for real and 13
for sham stimulation), and applied HF-rTMS (20 Hz, intensity not specified) over three
brain areas (parietal P3/P4 and posterior temporal T5/T6, third area not specified) in daily
sessions for 6 weeks [46]. The patients were assessed before the protocol, immediately
afterwards, and 6 weeks later by means of MoCA, ADAS-Cog, MMSE and World Health
Organization University of California-Los Angeles, Auditory Verbal Learning Test (WHO-
UCLA AVLT) scores. ADAS-Cog, MMSE and WHO-UCLA AVLT scores were significantly
improved at 6 weeks after the intervention, while MoCA scores were significantly improved
for the mild subgroup. Additionally, ADAS-Cog scores for moderate patients alone did not
significantly improve compared to sham.

3. Mild Cognitive Impairment and Aging

Some studies have included subjects with mild cognitive impairment (MCI); in this
condition, individuals do present memory impairment, either subjective or objective, but
that is not enough to disturb their daily activities or to fulfill the diagnostic criteria for
dementia. However, a fair percentage of MCI patients later end up developing dementia,
primarily AD [47]. Consequently, studies on this patient subgroup are also of importance,
since impairments are present, and this entity may represent an early stage of dementia as
well. Two relevant studies have already been described in the previous section.

First, Cotelli et al. (2012) described the case of an 81-year-old man with amnesic
MCI [48]. After two online rTMS sessions to pinpoint the location they would consistently
stimulate, they found that only stimulation of the left inferior parietal cortex (IPL) improved
accuracy in FNAT (Face-Name Association Test) scores. Subsequently, the patient received
HEF-rTMS (20 Hz, 100% MT intensity) stimulation over that area for 2 weeks (5/week). A
significant improvement in FNAT scores was noted upon completion of the 2 weeks, so
the patient exhibited better memory functions, and this change was also evident when the
patient was assessed at 24 weeks follow-up. Eliasova et al. (2014) randomized 10 amnesic
MCI/AD patients into one group receiving real HF-rTMS (10 Hz, 90% MT intensity) over
the right IFG and one group receiving sham treatment [49]. The patients were then assessed
with the TMT-A and -B (testing visuospatial processing speed and cognitive flexibility skills,
respectively), the ST and the CVSET, before and after the stimulation. Significant effects
were noted for both parts of TMT, showing improved attention and psychomotor speed.

DrumondMarra et al. (2015) conducted another randomized, double-blinded, con-
trolled study, by randomizing 34 elderly patients with MCI into either receiving ten sessions
of active HF-rTMS (10 Hz, 110% MT intensity) over the left DLPFC (15 patients), or sham
(19 patients) [50]. The patients were assessed at baseline, right after the intervention and
after one month. Everyday memory improvement, measured by the Rivermead Behav-
ioral Memory Test (RBMT), was noted for the active stimulation, which persisted after
one month.

Padala et al. (2018) studied the effects of HF-rTMS (10 Hz, 120% MT) over the left
DLPFC in nine MCI patients in order to assess its effectiveness on apathy, an important
neurobehavioral aspect of several neurodegenerative conditions [51]. Patients were ran-
domized to either real or sham stimulation (5 days per week for 2 weeks) and were then
crossed over to the other branch after an interval of one month. Apathy, executive function
and cognition were assessed at baseline, after the interventions, and after the interval.
Significant improvement in all these domains was noted after real stimulation, suggesting
that rTMS is an attractive option for apathy, a condition inherently difficult to handle
pharmacologically [52].

In an attempt to elucidate the mechanisms of rTMS’s efficacy and its effects on neural
network connectivity, Cui et al. (2019) enrolled 25 MCI patients (21 completed the protocol)
in their double-blind, sham-controlled study [53]. They targeted the right DLPFC, as part of
the so-called ‘default mode network” (DMN), a constellation of functionally connected brain
areas that seem to be silenced during attention-requiring tasks, and to represent the brain’s
intrinsic organization [54]. In this study, the patients were randomized to either receive
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HE-rTMS (10 Hz, 90% RMT) or sham for two weeks (5 days/week), and to be assessed
directly and two months after its completion via MMSE, ACE-III, GDS and other tests for
particular cognitive domains. They reported that real stimulation improved immediate and
delayed free recall, and this improvement persisted in the follow-up assessment. This study
also included fMRI (functional magnetic resonance imaging) to assess activity within areas
of the DMN, and reported that subjects with lower activity levels at baseline presented
higher responsiveness to treatment.

Finally, two studies enrolled aging individuals; one healthy and one presenting mem-
ory impairment. Normal aging entails a plethora of pathological alterations that also
resemble AD, such as ER dysfunction [16], and so the effects of rTMS on aging individuals
present a certain interest regarding dementia as well.

Kim et al. (2012) enrolled healthy aging individuals, as, per their rationale, the effect
of r'TMS had not been investigated in this population [55]. Subjects with concurrent
pathologies are more frequently involved in the relevant literature, although normal aging
is also associated with faultier selection processes and greater attention deficits upon
exposure to task-irrelevant stimuli, alongside other impaired cognitive functions [56]. Thus,
the researchers assigned eight individuals into a real stimulation group, receiving HF-
rTMS (10 Hz) over the left DLPFC for 5 consecutive days, and eight into a sham group.
They used the ST for inhibition control assessment, one day before and one day after the
intervention. Those receiving real stimulation showed improvement in task performance,
showing that rTMS can prove beneficial even in normal aging. Solé-Padullés et al. (2006)
enrolled 40 participants over the age of 50, who complained of memory difficulties and had
memory performance within the lower normal range (therefore not fulfilling any dementia
criteria) [57]. They then randomized them to one group receiving real HF-rTMS over
the right and left DLPFC (10 Hz, 80% MT intensity), and one sham group, and assessed
them with FNAT, in an offline design. Only those in the real stimulation group showed
significant improvement in associative memory. Further analysis with fMRI demonstrated
the recruitment of supplementary regions in the right prefrontal and the posterior cortical
areas of both hemispheres, implying that rTMS enhances the activation of these additional
areas to facilitate memory functions.

Collectively, these studies show that rTMS can be proven beneficial even for healthy
individuals or those with mild disturbances, further highlighting its effectiveness in ame-
liorating cognitive functions. We believe that longitudinal, sham-controlled studies with
patients with MCI/memory complaints that follow an rTMS protocol could help determine
whether this early intervention is capable of preventing or delaying full-scale dementia.

4. Frontotemporal Dementia

Frontotemporal dementia (FTD) is a frequent dementia type in individuals below the
age of 65, and usually leads to death in less than 10 years. It is characterized by neurode-
generation in the frontal and/or temporal lobes, with a wide array of atrophy patterns,
and symptom constellations that include personality alterations, behavioral disorders and
language and executive function impairments [58,59]. The main recognized subtypes are
the behavioral variant (bvFID), featuring lack of inhibition, compulsive behavior, person-
ality changes, and Primary Progressive Aphasia (PPA), a syndrome that mostly affects
language skills. PPA has three recognized subtypes: the non-fluent/agrammatic variant
(nfvPPA), the semantic variant-primary progressive aphasia (svPPA), and the logopenic
variant (LPPA) [59,60]. Behavioral and psychological symptoms are usually treated with
selective serotonin reuptake inhibitors (SSRIs) and atypical antipsychotics, but no treatment
is available for the cognitive deficits [58]. As such, non-pharmacological options are also
being explored for this dementia.

Finocchiaro et al. (2006) first reported the use of HF-rTMS (20 Hz, 90% MT intensity)
on a 60-year-old right-handed PPA patient with bilateral frontotemporal atrophy, more
pronounced on the left hemisphere [61]. They administered two sessions of real HF-rTMS
over the left PFC, and one session of sham, assessing the patient with several memory and
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language tests before and after the sessions. Verb production was significantly enhanced
after real stimulation. In a similar vein, Trebbastoni et al. (2013) published another case
report on PPA, employing deep HF-r'TMS (20 Hz, 100% RMT intensity) and sham over the
left DLPFC of a right-handed 50-year-old patient with phonological errors, impaired word
recall and sentence repetition, alongside perisylvian atrophy and hypoperfusion, all key
features of LPPA [62]. He received two consecutive 5-day real rTMS sessions, and two of
sham, and was evaluated before and after with a variety of tasks assessing frontal, language
and visuospatial functions. A significant improvement was noted for the language domain
after real stimulation. These two case reports suggest that in the setting of PPA, rTMS seems
to selectively improve language function, which is the function most heavily impaired
in PPA.

Antczak et al. (2018) conducted a pilot study on HF-rTMS for FTD, by enrolling
nine patients with bvFTD, one with nfvPPA and one with progressive nfvPPA [58]. The
patients received 10 sessions of HF-rTMS (10 Hz, 90% RMT intensity) over the bilateral
DLPFC in two weeks, and were cognitively and behaviorally assessed before and after
the treatment by means of CGIS, the 21-item HDRS, Geriatric Depression Scale (GDS),
Frontal Assessment Battery (FAB) and MoCA. After the intervention, total MoCA score,
visuospatial performance and Stroop test subscores (reading time and error number) were
improved. Additionally, two out of the three patients with mild depression were shown to
return to normal, while a patient with severe depression was afterwards classified as mild.

Here, we deem it useful to mention that a larger, randomized, sham-controlled study
on the use of a different form of brain stimulation, the transcranial direct current stimulation,
has been recently published [63]. Fifty-five patients and 15 presymptomatic individuals
were enrolled, and the left prefrontal cortex was targeted. Improvement in clinical scores
and behavioral symptoms was noted after the real stimulation in both groups, alongside an
increase in intracortical connectivity. This study exceeds the purposes of the current review,
but enhances the notion that non-invasive brain stimulation can be a useful modality
for FID.

This preliminary evidence suggests that rTMS may eventually hold an important
position in treating FTD. Understandably, a single study that did not include controls
and two case reports are less than enough to reach safe conclusions; this field warrants
more research, since this disease affects relatively young individuals who are considerably
impaired in their daily functions, with no effective pharmacological treatment available.

5. Vascular Dementia

The second commonest dementia in older ages is vascular dementia (VD), which
overlaps with AD in many patients. It stems from progressively acquired ischemic, hypoxic
or hemorrhagic brain lesions as a result of cardiovascular and cerebrovascular disorders [64].
VD and AD share several risk factors, such as hypertension and diabetes, but can be
clinically differentiated by the fact that in VD, executive dysfunction is usually the first
to appear, and cognitive performance seems to fluctuate and worsen abruptly, instead
of progressively declining, such as in AD. Mood and personality changes are also more
severe in VD. It is of note that cholinergic deficits are noted in VD as well, and this possibly
explains why cholinesterase inhibitors are also therapeutically used in this disease [64,65].

Despite it being the second commonest form of dementia and havinga similar patho-
physiology to stroke, which has extensive rTMS literature [66], studies on the role of rTMS
in VD are few.

Two animal models of VD showed that LE-rTMS (0.5 Hz) and HF-rTMS (5 Hz) sig-
nificantly improved learning and memory, increased the density of cholinergic neurons
and BDNF (brain-derived neurotrophic factor) in hippocampal CA1 area [64,67]. Regard-
ing humans, only two cases have been published so far [65]. Two female patients with
VD underwent 40 sessions of a commercially available protocol developed in Mexico,
which was otherwise not specified and the stimulation parameters could not be found.
The patients were assessed at baseline and two months later. The first patient showed a
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7-point improvement in the MMSE and, reportedly, no language difficulty and better social
interactions. The second patient showed a 10-point improvement in the MMSE score, with
better social interactions and daily activity function.

Two studies involved individuals with known cerebrovascular disease that did not
otherwise fulfill dementia criteria. In the earlier study [68], seven such patients with mild
executive dysfunction were randomized and then crossed-over, to receive either HF-rTMS
(10 Hz, 100% MT intensity) over the left DLPFC or the left motor cortex as a control,
undergoing one session of each with a 3-day interval between sessions. They were assessed
with a variety of neuropsychological tests, such as the TMT and the Stroop test, focused on
psychomotor speed, memory and executive functions. The only significant improvement
upon stimulation of the DLPFC was reported for the Stroop test, indicating amelioration in
processing speed and attention. However, this study included a small number of patients,
and a test-retest effect cannot be excluded either. Sedlackova et al. (2011) enrolled seven
subjects with MCI of the vascular type without dementia, and tested HF-rTMS (10 Hz, 100%
RMT intensity) and LF-rTMS (1 Hz, 100% RMT intensity) over the left DLPFC, and over the
motor cortex as a control, in a crossover design [69]. Numerous short neuropsychological
tests, such as the TMT, were then administered. No results in cognitive performance were
noted for either intervention over the DLPFC.

As such, there is a great paucity of studies on VD, which we hope will be addressed
in the near future by more studies providing knowledge currently lacking.

6. Lewy Body Dementia

Lewy body dementia (LBD) is the second commonest neurodegenerative dementia,
and includes dementia with Lewy bodies (DLB) and Parkinson’s disease (PD) demen-
tia (PDD) [70]. As evident from its name, the disease is pathologically characterized
by Lewy body protein aggregations, and its symptoms, besides cognitive impairment,
include Parkinsonism, serious behavioral and psychological disorders, vivid and recur-
rent hallucinations and severe sensitivity to antipsychotics [71]. No disease-modifying
treatment is available for these diseases either, and limitations regarding the treatment of
behavioral/psychological symptoms have directed scientific interest towards non-invasive
methods [70].

RTMS has been extensively studied in the context of PD, and a recent meta-analysis
on the effects of rTMS on the cognitive performance of PD patients reported that HF-rTMS
over the DLPFC may indeed be beneficial [72]. Due to the similarities between LBD and PD,
and the existing literature and evidence on rTMS’s efficacy on psychiatric disorders [73],
it has long been hypothesized that rTMS could also be a therapeutic option for LBD [71].
However, only one study has involved rTMS in LBD, focusing on depression. In that study,
rTMS was evaluated in six LBD patients with drug-resistant depression. The protocol
involved daily sessions of LF-rTMS (1 Hz, 110% MT intensity) over the right DLPFC
and HF-rTMS (10 Hz, 100% MT intensity) for the left DLPFC for ten days. Patients were
assessed with HAL-D before and after the intervention, which was found to significantly
improve depressive symptoms [74].

Finally, besides those analyzed in the aforementioned meta-analysis, another recent
study explored rTMS in PDD [75]. The researchers randomized 33 PDD patients to receive
either HF-r'TMS (20 Hz, 90% RMT) (18 patients) over the hand area of both primary motor
cortices for two weeks (5 days/week), or sham (15 patients). They further received monthly
boosting sessions for 3 months. The patients were assessed with the MoCA, MMSE, CDR
and Memory and Executive Screening (MES) and Instrumental Activity of Daily Living
(IADL) scales. The rationale of the researchers was that improvement in the ability to
move about the environment more freely would aid in improving cognition, and that the
primary motor cortex is itself involved in some cognitive tasks, such as movement imagery,
attention and language [76]. Only a small positive effect on MMSE, MoCA and IADL scores
alongside an improvement in motor function was noted. Additionally, this improvement
in cognition was not detected in the follow-up sessions, and improvements in MoCA and
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CDR scales significantly correlated with improvements in the motor assessment. As such,
it is possible that the recorded positive effects reflect an influence of the motor cortex on
cognitive processes, albeit a small one.

7. Ongoing Trials

Searching the clinicaltrials.gov website (last accessed on 7 June 2021) with the key-
words “dementia” and “rTMS”, 36 results come up. Of these, one employed transcranial
direct stimulation and was thus not further assessed, and from the remaining 35, after
removing those with published results and those that were irrelevant, 25 remained and are
presented in Table 3.

Table 3. Ongoing studies on the use of repetitive transcranial magnetic stimulation in dementia.

NCT Number

Dementia Type Details

NCT02621424

Last update: May 2021, active—not recruiting
Randomized, crossover, sham-controlled
Target: DLPFC *

Outcome: Cognitive score improvement and CSF *® BDNF * levels

MCI */AD **

NCT01894620

Last update: February 2021, completed, preliminary results listed
Randomized, crossover, sham-controlled
Outcome: Cognitive score and sleep improvement

AD

NCT02537496

Last update: February 2019, completed, no results listed
Randomized, sham-controlled

Target: Left DLPFC

Outcome: Executive function/working memory improvement

AD

NCT04562506

Last update: September 2020, completed
Randomized, sham-controlled, double-blinded
Target: Bilateral DLPFC
Outcome:Cognitivefunctions

AD

NCT03665831

Last update: October 2019, recruiting
Open-label trial

Target: Left DLPFC

Outcome: Emotional/cognitive symptoms

MCT/AD with
comorbid MDD *3

NCT02908815

Last update: February 2021, recruiting
Randomized, sham-controlled

Target: DLPFC

Outcome: Cognitive functions

AD

NCT01885806

Last update: June 2013, unknown
Randomized, sham-controlled
Target: Left DLPFC

Outcome: Apathy symptoms

AD-related apathy

NCT04754152

Last update: May 2021, recruiting
Randomized, sham-controlled
Outcome: Cognitive functions

MCI/AD

NCT04012346

Last update: July 2019, unknown
Randomized, double-blinded, sham-controlled
Outcome: Cognitive functions

MCI/AD

NCT04042532

Last update: April 2021, enrolling by invitation
Randomized, double-blinded, sham-controlled
Target: Left DLPFC

Outcome: Cognitive functions

Early onset AD

NCT04555941

Last update: October 2020, recruiting
Randomized, triple-blinded, sham-controlled
Outcome: Cognitive functions

MCI/AD
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Table 3. Cont.

NCT Number Dementia Type Details

Last update: March 2015, completed
Open-label trial

Target: Left DLPFC

Outcome: Cognitive functions

NCT01481961 Early AD

Last update: February 2021, completed
Randomized, triple-blinded, sham-controlled
Outcome: Associative memory/cognitive and psychological symptoms

NCT03612622 MCI/Early AD

Last update: April 2021, recruiting
Randomized, double-blinded, sham-controlled
Outcome: Cognitive functions

NCT04440891 AD

Last update: September2017, unknown
Randomized, single-blinded

Target: Left DLPFC/six region protocol
Outcome: Cognitive functions

NCT03270137 AD

Last update: August 2020, recruiting
Randomized, triple-blinded, sham-controlled
Target: DMN *8

Outcome: Cognitive symptoms

NCT04263194 Mild AD

Last update: February 2021, completed
Randomized, double-blinded, sham-controlled
Target: DMN

Outcome: Cognitive symptoms

NCT03778151 Mild AD

Last update: March 2020, recruiting

Randomized, cross-over, single-blinded, sham-controlled
Target: DMN

Outcome: Associative memory/functional connectivity

Prodromal and

NCT04294888 Preclinical AD

Last update: November 2020, recruiting
Cross-over, single-blinded, sham-controlled
Target: DMN

Outcome: Language/memory

Amnestic

NCT04045990 MCI/Logopenic PPA * 4

Last update: March 2021, recruiting

Open-label, cross-over, sham-controlled

Target: Left DLPFC

Outcome: Language/functional connectivity and cortical thickness

Agrammatic Non-Fluent

NCT03406429 PPA /Logopenic PPA

Last update: February 2021, recruiting
Open-label, cross-over, sham-controlled
Target: Left DLPFC

Outcome: Language/functional connectivity

NCT04188067 PPA

Last update: March 2021, recruiting
Open-label trial

Target: Left superior temporal gyrus
Outcome: Language

NCT04193267 Logopenic PPA

Last update: June 2020, not yet recruiting
Randomized, triple-blinded, sham-controlled
Outcome: Language/functional connectivity

NCT04431401 PPA

Last update: January 2021, recruiting

Randomized, cross-over, quadruple-blinded, sham-controlled
Target: Dominant inferior frontal gyrus

Outcome: Safety, tolerability /language/brain function

NCT03448133 PPA ° Last update: June 2020, withdrawn

Agrammatic Non-Fluent

NCT03153540 PPA

* Mild Cognitive Impairment. ** Alzheimer’s Disease. *> Major Depressive Disorder ** Primary Progressive Aphasia. *> Dorsolateral
Prefrontal Cortex. *® Cerebrospinal Fluid. *’ Brain-Derived Neurotrophic Factor. *® Default Mode Network.
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8. Discussion

RTMS represents a promising modality in treating a plethora of neurological and
psychiatric disorders. Per the newest guidelines, it has received B level recommendation
for its use in neurodegenerative disorders, namely PD and multiple sclerosis [73]. This is
very encouraging, given that AD and dementias share several common elements with these
disorders, such as their pathogenetic mechanisms [77,78]. Additionally, these diseases are
known for their cognitive sequelae [79,80], and rTMS has been explored as a treatment
modality for cognitive decline in this context as well [5,72]. As such, rTMS’s efficacy in this
setting raises hopes for its application in dementia as well.

In the available literature, the vast majority of rTMS and dementia studies focus on
AD. This is reasonable when one considers that is the most frequent dementia type, but the
paucity of studies on other dementias highlights the need for additional research regarding
these diseases, as many individuals are also heavily affected by them.

Regarding AD in particular, most studies have shown that HE-rTMS is beneficial, as
it improves cognitive performance, measured by a variety of scores, and this effect is not
only limited to specific domains, but overall daily functional capacity and quality of life.
The DLPFC is the main area of interest in AD-and-rTMS literature, as many studies have
either focused on it solely, or have included it in multiple-area protocols. However, the
superiority of a more complex protocol over one only involving the DLPFC has yet to be
proven. A commercially available system that includes rTMS over six areas of interest
combined with respective cognitive training has been explored in several studies, with
encouraging results [14,26-32], but only one publication compared rTMS over the DLPFC
to rTMS over these six regions, and it did not show any difference [40]. This study did not
include cognitive training, so whether the benefits of this system stem from the cognitive
training only and not rTMS should be further explored.

The right DLPFC represents another “mystery.” It most likely negatively impacts
cognition and memory, as its inhibition via LF-rTMS led to episodic memory improvement
in both healthy and demented individuals [25,37]. It is likely that, in the protocols with both
DLPFCs stimulated, the reported positive effects were the result of the left DLPFC being
enhanced, which holds the greatest significance regarding language and memory [81], and
this enhancement overcame the counteraction of the right DLPFC. However, the study
of Cui et al. (2019) [53] reported that HF-rTMS over the right DLPFC led to improved
immediate and delayed free recall, something that contradicts the aforementioned findings.
Naturally, methodological differences, namely in the protocols and the tests administered,
existed between the studies, and there are not many studies to pool together and draw an
accurate conclusion.

A number of studies have assessed the combined efficacy of rTMS and cognitive
training [14,26-32], but few attempted to compare the two and examine their interaction.
Brem et al. (2020), showed that rTMS was crucial for the effects of cognitive training to
become significant [32], supporting the notion that rTMS is the main player in improving
cognitive performance and that cognitive training works as an add-on to its effects. On
the contrary, Bagattini et al. (2020) showed that rTMS over the left DLPFC served as an
add-on to cognitive training instead, improving associative memory and further providing
a “generalization” effect, where improvement was noted in domains that had not been
cognitively trained, regardless of real or sham rTMS allocation [41]. However, this should
be interpreted with caution, since this study did not contain a group that received sham
cognitive training and sham rTMS, and a learning effect cannot be excluded. Addition-
ally, no studies directly comparing rTMS as a standalone treatment and pharmacological
treatments have been conducted. In the majority of studies, the patients were receiving
some sort of standard-of-care treatment for AD, so whether rTMS can be considered a
monotherapy or an add-on to other treatments still remains a matter of debate, and studies
for the immediate comparison of cognitive training, rTMS, medication and their interaction
are required.
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Another issue that frequently came up is the greater effectiveness that rTMS seems
to have when applied at earlier disease stages. Several studies showed that patients in
earlier stages (mild disease) had better responsiveness after treatment [22,23,28,41,46]. This
finding is reciprocated by Sabbagh et al. (2020), who showed greater improvement for
patients with better baseline scores [31]. Additionally, Nguyen et al. (2017) reported that
only patients with the highest baseline scores maintained the improvement induced by
rTMS in their follow-up assessment [30]. This phenomenon could also reflect the amount
of brain atrophy present, since this worsens as the disease progresses, and Anderkova et al.
(2015) showed that gray matter atrophy negatively impacted responsiveness to rTMS [45].
As another metric of disease progression, the employment of additional brain areas for
specific tasks, can be detected via fMRI, and represents a compensatory mechanism [25,36].
In this regard, Cui et al. (2019) reported that MCI patients with lower baseline DMN activity
benefited more from the intervention [53]. Only one study showed that the subgroup with
the more severe disease course benefited more from the intervention [44]. However, this
study employed deep TMS, which stimulates more deeply but in a less focused manner.
As such, this method may fit better for individuals in more advanced stages, where the
brain networks are more diffusely damaged. In any case, the available literature seems to
agree that patients gain more out of the procedure when this is applied at earlier stages and
when cognitive functions are better preserved. This phenomenon is congruent with the fact
that rTMS has also proven beneficial for patients with MCI or generic memory complaints
without a diagnosis of dementia, as we analyzed in the section above, and is further
corroborated by the plethora of ongoing trials involving MCI individuals. However, the
recruitment of patients with severe forms of dementia is more challenging than enrolling
those at prodromal and early stages, so there is paucity of studies comparing an adequate
number of severe and mild AD patients. In any case, the available results highlight the
need for a timely and early intervention, so that the cognitive level may be preserved and
even ameliorated. The exact protocols and the intervals for maintenance sessions still need
to be determined, but rTMS in AD seems to be a very promising treatment option for the
future. Additionally, rTMS in MCl is a very attractive research field, as the true potential of
r'TMS in delaying dementia progression or even ultimately preventing it can be revealed.

In a similar vein, the long-term efficacy of rTMS is another issue that needs to be
discussed. Not all of the studies assessed the patients after the stimulation period ended,
and those that did set heterogeneous timepoints, spanning from one or two months [20,21],
to 3—4 months [22,26,31] to even 6 months [30]. The most ambitious study [23] involved
a more longitudinal follow-up, ranging from 10 to 19 months. However, within this
timeframe, many patients were lost to follow-up or ceased their sessions. This represents
an issue in assessing the long-term efficacy of rTMS in dementia, since the patients are
inherently hard to “maintain,” given their old age and burden of disease. Additionally,
providing follow-up, boosting sessions also represents a challenge since patients need to
be brought to the facility with the machinery, which is not always an easy task for the
caregivers and the patients. However, the fact remains that even in these relatively short
follow-up periods, some benefits from the intervention were maintained [14,22,26,29,31,32].
Two studies [30,31] reported maintenance, or maintenance at higher levels, of the beneficial
effects for those with better baseline scores, further corroborating that rTMS is more
efficacious in earlier disease stages. One study [29] re-summoned patients 10 months after
their initial protocol. Those that participated in this second round were found to have the
same or even better results than the first round. This shows how these patients, albeit few,
had not deteriorated within this period, and that after an initial intensive protocol, boosting
sessions can be set for a later point in time, possibly assisting in adherence to treatment.

The search for studies on rTMS and the remaining dementias has yielded very few
results. For instance, it was very surprising to see that only two cases of rTMS having
been applied in VD are available. rTMS is a very safe technique, with very few and minor
side-effects, which are mostly self-resolved [4]. Bearing that in mind, the lack of data is
rather intriguing. Additionally, in almost all of the aforementioned studies, no side-effect
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was severe enough to lead to the discontinuation of the protocol. As such, one can only
stress how important more studies on these common dementia types and this modality
are needed.

It is understandable that large-scale studies with considerable patient cohorts are
not easily conducted. A significant limitation would be the lack of the proper equipment
by the involved institutions. As such, a multicenter study design is recommended, for
larger samples to be gathered and for more accurate conclusions to be drawn. Naturally,
randomized, sham-controlled studies must be preferred, and it is imperative that clinical
trials in the future are of high quality, in order to provide solid evidence for the efficacy
of r'TMS. Finally, as has been shown, several published trials in various disorders are of
suboptimal quality [82,83], a fact that limits the applicability of their results. Indeed, several
of the aforementioned studies had several vital parts of their methodology inadequately
reported. Therefore, we propose adherence to the CONSORT statement, as a means
ofensuring optimal reporting quality and minimizing bias.

Summing up, in light of the available information, it appears that rTMS holds promise
in the amelioration of dementia symptomatology, especially in AD. However, the par-
ticulars of the “best” protocol have yet to be defined and high quality clinical trials are
urgently needed to provide solid evidence inthis direction. Furthermore, research is still
in embryonic stages regarding disorders such as LBD, FTD and VD; this is particularly
disappointing considering there is a wealth of literature regarding the application of rTMS
in the context of similar disorders such as PD and ischemic stroke [73]. Therefore, we
hope that future research endeavors will be turned in this direction, which could help
improve the lives of millions of patients suffering from dementia via a safe and effective
non-pharmacological intervention.
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