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Abstract: Background: Individualizing transcranial direct current stimulation (tDCS) parameters
can improve precision in neuropsychiatric disorders. One important decision for the clinician is the
selection of an appropriate montage—conventional or high-definition (HD)—to implement dose-
controlled tDCS while maintaining the patient’s safety. Method: The present study simulated tDCS
administration using T1-weighted brain images of 50 dementia, 25 depression patients, and 25
healthy individuals for two conventional and HD montages, targeting the regions of interest (ROIs)
in the dorsal and ventral pathways that support language processing. For each tDCS configuration,
the electric fields at the ROIs and the individualized dose required to achieve the desired current
intensity at the target ROI across the subjects were estimated. Linear regression was performed
on these parameters. Result: A significant relationship between atrophy and current dose that
varies according to the disease was found. The dementia patients with significant brain atrophy
required a higher personalized dosage for HD montage, as the current intensity at the target ROIs was
lower and more variable than that of conventional montage. For dementia, tDCS individualization
is pathway-dependent, wherein HD configuration of the dorsal route requires current dosages
above the safety limit (>4 mA) for 46% of individuals. However, there was no significant difference
in electrode configurations between the HD and traditional setups for depression and healthy
volunteers without significant brain atrophy. Conclusions: HD-tDCS with fixed locations is limited,
making conventional tDCS more effective for dose-controlled applications. In patients with atrophy,
individualized adjustments based on simulations are needed due to the variable stimulation strength
in the ROL

Keywords: individualization; atrophy; precision medicine; transcranial direct current stimulation;
HD—conventional montage trade-off
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1. Introduction

Noninvasive brain stimulation, like transcranial direct current stimulation (tDCS), is a
prominent treatment approach extensively employed in neuropsychiatric populations [1,2].
Its growing popularity is attributed to its clinical effectiveness in managing treatment-
resistant symptoms, simplicity of application, cost-effectiveness and lower incidence of
adverse effects [3]. The tDCS uses a low electrical current to influence neural activity
in cortical networks. The generalizability of its therapeutic potential is limited due to
inconsistent effects [4,5]. Studies have suggested that the variability of tDCS’s effects is due
to variability in the current intensity (electric field) at the brain’s targeted region of interest
(RQI) [6]. This happens because the conventional practice is to apply a fixed intensity
of tDCS current dose (e.g., 1 or 2 mA) uniformly across the individuals of a group. This
one-size-fits-all strategy has led to significant variability in the electric fields in the ROIs
due to inter-individual anatomical variability in cerebrospinal fluid, gray matter, white
matter volumes, skull conductivity, etc. [7].

Recent studies have suggested that the inter-individual variability in tDCS could be
reduced by alternating the current dose across the subjects in a group to ensure that all sub-
jects receive the same electric field strength in the ROI [6]. For this approach, current flow
modeling, which estimates the electric fields in an individual’s brain based on the placement
of the tDCS electrode and current dose, would be adopted. The qualitative agreement be-
tween the calculated and measured electric fields has been established [8-10]. Evan et al. [6]
performed electric field modeling of T1-weighted structural MRIs of 50 healthy adults
(aged 22-35, 23 males, 27 females) using the conventional montage (CP5-FC1) and calcu-
lated the individualized tDCS current doses required to achieve a consistent intensity at
M1 (the target ROI) for each participant. They demonstrated that individualizing the dose
reduced the variability of the current distribution in the ROIs compared to the conventional
fixed-dose approach.

It has been suggested that personalizing tDCS doses in clinical settings can enhance
patient outcomes [11], though factors such as aligning the task with the targeted brain
areas are also crucial [12]. While dose-controlled tDCS administration might appear logical,
clinicians need more clarity before adopting such an approach in a patient population.
First, it is essential to investigate whether individualized current doses will be within
the safe range (i.e., within 04 mA) [13]. While doing so, it is crucial to consider neu-
ropsychiatric disorders with and without cortical atrophy since the current distribution
in the ROIs for the two categories of patients may differ owing to the differences in brain
anatomy [14] and tissue type distribution [7,15]. Second, it is crucial to determine the
montage configuration—high-definition (HD, 4 x 1) or conventional (1 x 1)—that delivers
the dose-controlled tDCS. This is important because, just as individual anatomy influences
the distribution of electric fields, so does the choice of tDCS montage [9]. Additionally,
HD-tDCS results in enhanced stimulation focality despite utilizing the same current dose
(1-2 mA) as conventional montages [16]. However, increased focality may introduce more
significant uncertainty in group-level outcomes because E-fields become more influenced
by local anatomical variability in individuals [17].

In this cross-sectional study, we will assess the suitability of individualizing tDCS
doses by simulating electric fields from T1-weighted images in two neuropsychiatric
groups—patients with dementia and those with depression—compared to healthy controls.
These groups were selected because dementia involves significant brain atrophy [18-20],
whereas depression typically does not [21]. We will use electric field modeling to determine
personalized dosages for two conventional and two HD montages previously used to target
the dominant left hemisphere’s dorsal and ventral language pathways [22-24]. Our goal is
to provide a pipeline to help clinicians make informed decisions regarding dose selection
when personalizing tDCS treatment for neuropsychiatric disorders.
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2. Methodology
2.1. Data Description

Strict criteria were maintained for subject selection. Demographic constraints were
maintained by confining our selection of brain images to the patient/healthy population
of India. Consequently, studies previously conducted in India and that are ongoing at
our institute were considered. Fifty dementia patients met the inclusion and exclusion
criteria: age above 50 years, clinically diagnosed dementia case with HMSE < 23 [25], and
no history of depression or any other neuropsychiatric disorders according to publicly
available data under the Longitudinal Aging Study in India-Diagnostic Assessment of
Dementia (LASI-DAD) [26,27] collected at the National Institute of Mental Health and
Neuro Sciences (NIMHANS), Bangalore, India. T1 weighted images of these patients were
obtained using a 32-channel Philips Ingenia 3T scanner with TR = 2300 ms, TE = 2.03 ms,
and voxel size =1 x 1 x 1 mm?. Details about the LASI-DAD study protocol can be
found in Jinkook et al. [27]. Twenty-five T1-weighted images for depression patients and
age-sex-matched healthy volunteers were obtained from an ongoing study in NIMHANS.
For the depression images, we selected individuals who matched the inclusion criteria
and were diagnosed with moderate to severe depression cases (HDRS score > 14) and
had no history of cognitive impairments. The healthy volunteers did not have any history
of cognitive impairments or any neuropsychiatric disorders. The T1-weighted single-
shot three-dimensional (3D) turbo field echo (TFE) image was acquired on a 3T Philips
Ingenia CX machine using a 32-channel phased-array coil at 1 x 1 x 1 mm voxel size,
with slice thickness = 6 mm, TR = 5000 ms, TE = 10 ms, flip angle = 90°. The present
study was approved by the institutional ethical review committee of National Institute of
mental Health and neurosciences approved on 22 December 2023 with approval number:
NIMHANS/39th IEC (BS & NS DIY.)/2023.

2.2. Electric Field Simulation

In our previous studies [22,23], we showed that montages with (1) anode at CP5 and a
cathode at CZ can target the inferior parietal lobule in the dorsal pathway, and (2) an anode
at TP7 and a cathode at the nape of the neck can appropriately target the left middle/inferior
temporal lobule in the ventral pathway. For the HD-tDCS simulation, four surrounding
cathodes with a central anode were used at (i) CP5 for the dorsal pathway and (ii) TP7 for the
ventral pathway. While the conventional electrode size was 5 X 5 cm? for both CP5_CZ and
TP7_Nape of the neck, the HD configuration (4 x 1) adopted ring electrodes of 1 cm radius
(Figure 1A(i)). For each MR, simulations were performed for the standard 2 mA current
dose, totaling 400 simulations in ROAST [28] (100 MRIs x 4 montage configurations = 400).
Default conductivity values for tissues (white matter: 0.126 S/m, gray matter: 0.276 S/m,
cerebrospinal fluid: 1.65 S/m, bone: 0.01 S/m, skin: 0.465 S/m, air: 2.5 x 10714 S/m,
gel: 0.3 S/m, electrode: 5.9 x 107 S/m) were applied during the simulation. The ROAST
simulation provided the x, y, and z coordinates of brain regions and the current density
(mA /m?) value at each location in the native space (Figure 1A(ii)).

For each simulated montage in ROAST, i-SATA (MNI) [29,30] identifies the location
(x, v, and z coordinates) of all points in the cortex in the MNI-152 template and maps
these points to the Automated Anatomical Labeling (AAL) atlas [31] with 116 cortical and
subcortical areas. The current density magnitude corresponding to each location (x, y, and
z) is then used to calculate the following measures.
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(A) Electric field simulation of tDCS montages
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(B) Average current density (ACD}) in the target ROIs for the standard MNI brain
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Figure 1. (A) Electric field simulation of tDCS dorsal and ventral pathway montages for both
conventional and high-definition (HD) configurations demonstrating the (i) electrode positions, and
(ii) electric field distributions across the brain regions. (B) Average current density (ACD) showing
the electric field strength on the standard MNI brain (used as a reference for the calibration of doses)
for conventional and HD configurations across (i) the dorsal pathway with two target ROlIs: left
inferior parietal lobule and left angular gyrus; and (ii) the ventral pathway with two target ROIs: left
middle temporal gyrus and left inferior temporal gyrus. (C) Brain volumetric characteristics of the
three groups (dementia, depression, and healthy) highlighting differences in the TBV [Total brain
volume (GM + WM)] and TICV (Total intracranial volume (TBV + CSF)).

2.2.1. Average Current Density (ACD)

The average magnitude of current density (ACD) received by each cortical ROI of the
brain is calculated by averaging the current density magnitudes corresponding to all the x, y,
and z coordinates (voxel) within the defined ROI (Figure 1C). Thus, the ACD was estimated for
the target ROl in the dorsal pathway: Left_Inferior_Parietal_Lobule_ACD. Three other nearby
ROIs (Angular_Gyrus, Supramarginal_Gyrus, and Superior_Temporal_Gyrus) were also con-
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sidered to be in the dorsal pathway because of their auxiliary contribution to language process-
ing. The ACDs are denoted as Left_Angular_Gyrus_ACD, Left_Supramarginal Gyrus_ACD,
and Left_Superior_Temporal_Gyrus_ACD [32]. Similarly, the ACDs for the two ROIs
estimated for the ventral pathway are denoted as Left_Inferior_Temporal_Lobule_ ACD
and Left_Middle_Temporal_Lobule_ACD, respectively.

2.2.2. Individualized Dosage

The ACDs obtained at the desired 6 ROIs following the simulation of the four montages
(mentioned in Section 2.2) on standard MNI images using a fixed dosage of 2 mA were set
as the target intensities (MRe ference  Intensity), intended to be achieved and maintained consis-
tently across all individuals. Such targets were fixed because 2 mA was the highest intensity
used in most prior studies that showed physiological responses following tDCS [33-36] and
MNI is a standard brain template [37]. M ctual—Intensity i the intensity at the same target
ROI obtained after the simulated fixed dose of 2 mA on individual images. The individual-
ized dosage was calculated for each ROI separately. This required using the following for-
mulae introduced by Evans et al. [6]. The required individualized dosage for ROIs in the dor-
sal pathway are denoted as Left_Angular_Gyrus_Dose, Left_Supramarginal Gyrus_Dose,
and Left_Superior_Temporal Gyrus_Dose [32]. Similarly, the dose for the two ROlIs esti-
mated for the ventral pathway are denoted as Left_Inferior_Temporal_Lobule_Dose and
Left_Middle_Temporal_Lobule_Dose, respectively.

MReference— Intensity

Individualisedp,s, = X Fixedpyse , where Fixedpyse = 2 mA

M Actual - Intensity

2.2.3. Dose Target Determination Index (DTDI)

The i-SATA (MNI) output, encompassing the average current density in the target
region of interest (ROI) and non-target areas, serves as the basis for calculating the Dose-
Targeted Density Index (DTDI) for a simulated montage at a given current dose. In this
process, we identify the ROI with the maximum average current density (peak region)
among all ROIs. The DTDI is then computed as follows, as introduced by [29]

Average Current Density at the Target ROI

DTDI =
Maximum value of average current density formed at any ROI

DTDI values range from 0 to 1. An ideal tDCS setup expects the maximum stimulation
intensity (ACD) to be received at the target ROI, resulting in a DTDI value of 1. However,
the peak intensity can be received at a non-targeted ROL. For an ROI, DTDI determines the
probability of hitting the target ROI with peak current intensity.

2.3. Estimation of Volume Parameters

The volume parameters of each T1 image were computed using the CAT12 toolbox
(version 12.7) [38]. Correcting for bias-field inhomogeneity and spatial normalization
through the DARTEL algorithm, the images underwent segmentation to obtain the total
volume of gray matter (GM), white matter (WM), and cerebrospinal fluid (CSF). Modulating
segmented images involved multiplying tissue class images aligned with the template by
the Jacobian determinant derived from spatial normalization [38,39]. This step corrected for
individual differences in brain size [40]. Subsequently, the segmented images underwent
smoothing by convolving with an isotropic Gaussian kernel of 8-mm FWHM size [38].
The total brain volume was calculated as the sum of the GM and WM volumes. The total
intracranial volume was calculated as the sum of the TBV and CSF volumes. The global
brain atrophy was calculated as the ratio of TBV and TICV [41], denoted as

Total Brain Volume (GM + WM)
Total Intracranial volume (GM + WM + CSF)




Brain Sci. 2024, 14, 1162

6 of 16

2.4. Statistical Analyses

The atrophy differences between the three groups were evaluated using one-way
ANOVA. To understand the relation between the simulated E-field values and montage
types for each patient group, separate linear regressions were performed using ACD, per-
sonalized dose, and DTDI values at each target ROI as dependent factors and montage
type (conventional and HD) and group (dementia, depression and healthy) as independent
factors. When an analysis at each ROI was performed, the current distribution at other
ROIs was not considered, because each montage (dorsal/ventral) was simulated with the
intention of targeting the individual ROI. Similarly, linear regressions were performed to
understand the relation between atrophy and personalized dosages at the ROIs, with per-
sonalized dose at target ROI as the dependent factor and atrophy as the independent factor.
For an ROI that was found significant, the patient group (dementia, depression, or healthy)
was introduced as a cofactor in the regression analysis. Post hoc comparison was performed
for estimated marginal means using Tukey’s method to control for multiple comparisons.

3. Results
3.1. Demographics and Clinical Results

The patients were evaluated for depression using the Hamilton Depression Rating
Scale (HDRS) [42] and cognition was measured using the Hindi version of the Mini-Mental

State Examination (HMSE) [43]. The clinical details of the patient groups are provided in
Table 1.

Table 1. The clinical demographics of the patients.

Group Age (Sex) HMSE Score HDRS Score
Dementia (n = 50) 66.38 £ 6.04, (20F, 30M) 226 +55 9.98 & 5.39
Depression (n = 25) (617 Oizljgl\?[)o 3 27.66 £ 2.55 19.2 £7.105
Healthy (n = 25) (6151251:213[)8 2 29.40 2. 32 1.9 4+ 0.63

HDRS (Hamilton Depression Rating Scale), HMSE = Hindi version of Mini-Mental State Examination, F = Female,
M = Male.

3.2. Volumetric Results

Both the TBV and TICV significantly ("BY 8; = —150.5, SE = 15.9, df =197, t = —9.48,
p <0.0001, 'V 3, = —401, SE = 23.3, df = 197, t = —17.22, p < 0.0001) decreased in dementia
patients (TVB: 843 £ 9.16, TICV: 1261 + 13.4) compared to those with depression (TVB:
993 £ 12.96, TICV: 1662 % 19.0). A similar trend between dementia and healthy volunteers
[(TVB: 927 + 12.96, TICV: 1529 + 19.0)] was also observed [(TBY p; = —84.5, SE = 15.9,
df = 197, t = —5.3, p < 0.0001), and (M"Y B; = —268, SE = 26.9, df = 197, t = —11.51,
p < 0.0001)]. Differences were not significant between the depression and healthy group
(Figure 1C). This indicated that atrophy was significant only in patients with dementia. One-
way ANOVA confirmed this by showing significant differences (f = 78.65, p <2 x 10716 ***)
between the three groups in the atrophy. Post hoc comparison showed the dementia group
to be significantly ($; = 0.07, SE = 0.006, df =197, t = —11.02, p < 0.0001) different compared
to the depression and healthy group (31 =0.06, SE = 0.006, df = 197, t = 9.31, and p < 0.0001).
As expected, healthy volunteers were not significantly different from the depression group
(B1=-0.01,SE =0.007, df =197, t = —1.47, p = 0.3).

3.3. Electric Field Simulation Results

Regression analyses with ACD, personalized dose, and DTDI values at each target
ROI of the dorsal and ventral pathway as dependent factors and patient group (dementia,
depression, and healthy volunteer) and montage type (conventional and HD) as indepen-
dent factors were carried out. The analysis showed a significant main effect of montage
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type and an interaction effect of montage type and patient group (Table 2). The mean and
variance in Table 2 show that the ACD of a conventional montage is higher than that of an
HD montage, whereas the dose for an HD montage is higher than that of a conventional
montage for both dorsal and ventral ROIs. However, the F-test of variance shows that an
HD montage has a higher variability of ACD and dosage than a conventional montage.
The post hoc comparison (Figure 2 and Table S1 of the Supplementary Materials) shows
that the conventional montage delivered significantly higher current intensity than the HD
electrodes at the left inferior parietal lobule and left angular gyrus of the dorsal pathway
and the left middle temporal gyrus and left inferior temporal gyrus of the ventral pathway.
These differences in the ACD were seen in the dementia patients and healthy volunteers
only, not in the depression group. When the personalized dosage was calculated (Figure 3,
and Table S1 in Supplementary Materials), the conventional montage required a lower
dosage than the HD electrodes for the left inferior parietal lobule and left angular gyrus
in the dorsal pathway in dementia patients only. No dosage difference was seen for the
ventral pathway in the three groups. Interestingly, when individual data were plotted (see
Figures 2 and 3), we observed that some dementia patients may require a dosage well
above the tolerable range of 4 mA, especially for 46% of HD montages. When the DTDI
measures (the probability of hitting the target region with peak current) were compared, no
significant difference was seen between conventional and HD montage configurations in
any of the three groups (Table S1 and Figure S1 in Supplementary Materials). This suggests
that conventional and HD montages have equal chances of hitting the target region with
the peak current, although HD-tDCS is more focl in its current distribution.

Table 2. (a) The regression analysis result (b) Mean and variance along with F-test variance test result
for conventional and HD montages in dorsal (marked in red) and ventral (marked in green) ROIs.
(Level of significance denoted by * <0.05. ** <0.01, *** <0.001).

(@A) Regression Analysis Results

Montage Montage x Patient Group
ROIs R?

t-Value p-Value t-Value p-Value
L_Inferior_Parietal_Lobule_ACD 0.205 —4.84 <2 x 10716 %2 —1.62 0.000002 ***
L_Angular_Gyrus_ACD 0.162 —3.47 0.000628 *** —1.06 0.045*
L_MiddleTemporalGyrus_ACD 0.11 —2.76 0.0062 ** —-1.71 0.08
L_InferiorTemporalGyrus_ACD 0.12 —2.63 0.0092 ** 1.03 0.03*
L_Inferior_Parietal_Lobule_Dose 0.197 4.01 0.000086 *** —2.84 0.0048 **
L_Angular_Gyrus_Dose 0.163 4.23 0.000035 *** —3.64 0.00034 ***
L_MiddleTemporalGyrus_Dose 0.09 —1.71 0.045 * 0.13 0.52
L_InferiorTemporalGyrus_Dose 0.10 1.01 0.031 * —0.58 0.55

(b)  Mean = var of conventional and HD montages along with F-test variance test for each ROI

ROIs Conventional HD F-test Var.iance .

Mean =+ std Mean =+ std (F, p), variance ratio
L_Inferior_Parietal_Lobule_ ACD 0.347 £ 0.03 0.182 £+ 0.05 (F=2.67,p <0.001 ***),2.76
L_Angular_Gyrus_ACD 0.3 +0.24 0.19 £0.29 (F=16,p=0.01%*),1.6
L_MiddleTemporalGyrus_ACD 0.31 + 0.023 0.21 4 0.029 (F=0.9,p=0.001**),0.93
L_InferiorTemporalGyrus_ACD 0.3 £+ 0.034 0.19 £ 0.04 (F=0.516,p =0.7),0.517
L_Inferior Parietal Lobule_Dose 222 +6.27 251 +6.49 (F=0.25,p <0.001 ***), 0.252
L_Angular_Gyrus_Dose 2.24 +£3.95 2.60 + 4.17 (F=0.34, p <0.001 ***),0.35
L_MiddleTemporalGyrus_Dose 224 +292 271 £ 525 (F=0.29, p <0.001 ***), 0.289

L_InferiorTemporalGyrus_Dose

2.18 + 3.64 2.50 +5.26 (F=0.305, p < 0.001 ***), 0.305
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Comparision of Average current density at target ROI (ACD) between conventional and HD montages
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Figure 2. The plot of mean =+ standard deviations of ACD (1(a)—4(a)) highlighting their distribution
across the subjects (1(b)—4(b)) for dorsal and ventral ROIs using conventional and high-definition

montages for dementia, depression, and healthy volunteers. Level of significance denoted by * <0.05.
**<0.01, ** <0.001.



Brain Sci. 2024, 14, 1162

9of 16

Comparision of Personalised Dosage at Target ROIs between Conventional and HD Montages

)

Leflt Inferior_Parietal_lobule Dosc (mA)

Dementia

14
i

Gyrus Dose (mA)

gular

Lefi_An

Dose (mA) W
2

Middle Temporal Gyrus

Dementia

&

@

Gyrus_Dose (mA) & Left

"~

o

Lefl Inferior  Temmporal

Depression Healthy

Dementia Dep}ession Hea\'thy

. Dorsal Pathway Montage CP5 _Cz

-+ Conventional Dementia i
_— Depression - Healthy —
-+~ High-Definition12 _

®

adiB

=2 p=0.001" p=008 p=097
.." r
| " o
= g | T i & ']
4 petmink ¥, < =) S : =
.', 5 Lok n. ‘2 . % | .
t . o o
- ) . . r ] ¥ . 0y
i _d oo “3e b o 23 d §
0 - o ) i 2 ;"‘

Conventional High-Definitian Conventional High-Definition Conventional H\gh‘—Deﬁniticn

Left_Inferior_Parictal_lobule_Dose (mA

2(b)

10- Dementia Depression

. = t=146 t=079
p=0.005"* p=068 p=06
". o
75- 5 T !
.
. | . - r
5- - \ 3 =LK < )
- |} e - 4 .
A & < 9 K ¢
25- | ‘\\ ‘:._1.. H o | \( z
» ad g | . pE
r ° : ey
s i
0- s m o

Conventional High-Definition Conventional High-Definition Conventional High Definition

Ventral Pathway Montage TP7_Nape of neck

Healthy

l:;_:,-) G

Left Angular Gyrus_Dose (mA)
At

3(b)
— A B
E 1 Dementia T Depression e— Health-y o
= p=093 p=095 ! p=0.69
2 il
éI 9 -
@)
o . ) ' . )
g 6 \ -, ¥
Z oo ) e . )
k L p
= 2= e .. . . i -
1] 3 A S x :
=] b2 1 P - - o
2 «f | - o
= -7 -;';' £ B
e N L
= . v . i
= Conventional High-Definition Conventional High-Definition Conventional High-Definition
4(b)
== < Dementia Depression Health
E 19 e =y B £=0:001 Y t- 024
Fl p=-079 p=09 = p=0g
a
3l
£ 10
=
< - ’
] 5 t 4 F &
2 =K
£ » ’
2 3 |
. o .
5 3 s ’ o
= ove :
3 w — E — 45
== fl 0. oy oat £
B ] | | ) ) |
- Conventional High-Definition Conventional High-Definition Conventional High-Definition

Figure 3. The plot of mean =+ standard deviations of personalized dosages (1(a)—4(a)) highlighting
their distribution across the subjects (1(b)—4(b)) for dorsal and ventral ROIs using conventional and

high-definition montages for dementia, depression, and healthy volunteers. Level of significance
denoted by ** <0.01.

Cross Validation of the Result

This cross-sectional study aimed to assess the relationship between personalized
dosage at a target ROI with montage type (HD or conventional) and patient group (de-
mentia, depression, and healthy controls) using regression analysis. A required sample
size of 54 was calculated using an effect size of 0.25 (from Evans et al. [1]), 90% power, and
F-statistics in G Power. However, after applying inclusion and exclusion criteria, 50 demen-
tia patients, 25 depression patients, and 25 healthy volunteers were recruited, leading to
unequal sample sizes. To ensure the effect size remained significant, the power analysis
was reconducted. The results indicated that the power ranged from 80% to 95% (see Table 2
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for with respective R? values) with an « error probability of 0.05. For further confirmation,
we repeated our analysis with 25 subjects per group. The findings did not change.

3.4. Relation of Atrophy and Personalized Dosage

For each pathway, a regression was performed to ascertain the relationship between
atrophy and personalized dose at the target ROI (Figure 4). The atrophy was only signifi-
cantly related to personalized dosage at the left inferior parietal lobule (R? = 0.05, = 11.43,
SE =3.34, t = 3.42, p = 0.0007) (Figure 4(i)). The patient’s group was then introduced as a
cofactor (Figure 4(ii)). The main effect of patient group was found to be significant for both
dementia and depression (PePresion 3 = 1.3, SE = 0.49, t = —2.6, p = 0.009, Dementia g — 1.8,
SE =0.46,t=—-3.97,p =9.94 x 105 ). Post hoc comparisons of dosage (at a mean atrophy
of 0.63) found the dementia group (3.44 £ 0.263) to be significantly different ( = 1.3,
SE =049, df =196, t = 2.6, p = 0.02) from depression (2.14 =+ 0.36) and also significantly
different (3 = 1.86, SE = 0.47, df = 196, t = 3.97, p = 0.0003) from the healthy volunteers
(1.571 4+ 0.34).

Relation of atrophy with personalised
dose according to patient group

Lorem Ipsum
(ii) R2=0.12, F=9.52, df =196, p=6.70 x 10

Atrophy (TBV/TICV)

Figure 4. Showing (i) The significant (p < 0.001) relationship between the atrophy parameter and
personalized doses at the target ROI at the left inferior parietal lobule, and (ii) its significant variation
across the three groups: depression, dementia, and healthy volunteers. (*** denotes significance
level < 0.001).

4. Discussion

The present study intended to investigate the feasibility of dose-controlled tDCS on
neuropsychiatric disorders by simulating the electric field using T1-weighted brain images.
To this end, electric field modeling was used to calculate the current dosage of tDCS so that
a constant current intensity was maintained at the target ROI across the individuals of a
group. Since current tDCS dosages have been demonstrated to be safe and tolerable up to
4 mA, as reported in prior studies [13,44], emphasis was placed on determining whether
the conventional or HD montage configuration would be more appropriate for adopting a
dose-controlled individualized tDCS approach, prioritizing the patient’s safety (i.e., dosage
< 4 mA). The study made the following key findings. (1) Generally, the conventional
montage results in more current intensity and less inter-individual variability at a target ROI
than the HD configuration. Therefore, conventional montages require less current dosage
(within the safety limit) for personalization. (2) Depending on the pathway (target ROI) and
patient group (atrophied), the HD configuration might require dosages beyond the tolerable
range. For example, 46% of dementia patients needed a very high dosage (>4 mA) in the
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HD configuration while targeting the left inferior parietal lobule of the language dorsal
pathway. The same patients did not require a high dosage (in HD configuration) when the
left inferior temporal lobe in the ventral language pathway was targeted. Interestingly, such
variations were not found for non-atrophied disorders (depression) and healthy individuals.
Both the HD and conventional montages required current dosage within safety limits across
the two pathways (dorsal and ventral) for depression and healthy volunteers. And lastly,
brain atrophy was found to be significantly associated with the personalized dosages at the
left inferior parietal lobule that varied across the patient groups. To our knowledge, the
relationship between atrophy and personalized dosages in neuropsychiatric patients has
not been reported previously. The present study’s findings emphasize the important role
atrophy holds in the personalization of tDCS parameters.

The difference between conventional and HD electrodes has been discussed in sev-
eral studies. For example, many studies show different physiological responses in the
form of event-related potentials [45] and cortical plasticity measured by magnetic evoked
potential [46] after using conventional versus HD electrodes. However, although HD
configurations have high focality, the electric field strengths induced at the target ROI show
very high inter-individual variability, owing to differences in brain anatomy [17,47]. Most
studies that compared HD and conventional tDCS systems were conducted on healthy in-
dividuals and reported that the calculated individualized dosage remains within the safety
limits of tDCS administration [48]. We also found this in our study of the healthy group.

However, the findings in the clinical population may differ depending on the disorder
(with atrophy) and the ROI to be stimulated. To a certain extent, this pattern was also
reported in the work of Mizutani-Tiebel et al., [49], where a significant difference in the
electric field strength was observed between healthy volunteers and patients with major
depressive disorder and schizophrenia.

A recent study using the datasets of 240 healthy individuals demonstrated that when
the electrode position for a tDCS montage is not precise, the current dose at the target
region is reduced by 29—43% [50]. Such deviations are higher for HD montages than
conventional montages. The researchers specifically recommended neural navigation to
minimize electrode positioning drift and reduce inter-individual variability, especially for
the HD configuration. The present study supports their findings and reports for the first
time that the required individualized dosage may not be within tolerable limits for dementia
patients, especially for an HD configuration targeting the dorsal language pathway.

With that said, researchers are trying to advance the field of precision medicine, and
a few other individualized dose-control methods that could reduce variations in tDCS
electric field strength at the target ROI have been introduced recently. For example, one
approach involves individualization using the motor threshold induced by transcranial
magnetic stimulation (TMS) [51]. Another method considers head circumference as an
indirect measure of an electric field to achieve a consistent current density at the target ROI
across individuals [52]. These innovative methods were developed on healthy individuals
and presumes a linear relationship between motor threshold or head circumference and
current density at the target ROL. However, the in vivo validation of such assumptions
remains to be conducted, and their manifestation in the clinical population is pending.
The electric field-based simulation approach delineated by Evans et al. [6] requires MRI
scanning and thus might be expensive. However, in a clinical population where precision,
safety, and comfort are priorities, we suggest that tDCS-based clinical trials should perform
prior adjustments of the stimulation strength based on patient-specific simulations.

Furthermore, tDCS electrode montages can also be personalized by modifying the
placement, number, shape, and size of the electrodes, often using MRI-based computational
models to tailor the current flow for each participant. Neuronavigation tools and M/EEG
data can further refine electrode placement, especially when targeting specific neural activi-
ties like epileptogenic regions. Recent multisession tDCS studies [53] using individualized
montages have shown promising improvements in conditions such as Alzheimer’s disease,
major depressive disorder, and epilepsy, although some epilepsy studies lacked control
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conditions. Despite these advancements, there remains considerable variability in indi-
vidual responses, suggesting that simply customizing electrode montages may not fully
address this issue [53].

Moreover, the positive relationship between brain atrophy and current density has
been demonstrated in prior studies on healthy aging brains [7,54]. They found that less
current is needed to reach brain tissues with more atrophy due to the critical role of CSF in
delivery of the current [14,55,56]. Since CSF is a better conductor than brain tissue, electrical
current is “shunted” around the CSF, resulting in less current entering brain areas [15].
The authors of [7] also reported that adjusting the current dose in the aging brain may be
necessary to ensure that a sufficient amount of current reaches the target brain regions.
Individuals with more atrophy are likely to require more current than those with less
atrophy. Therefore, the practical application of tDCS may need to take into account the
degree of brain tissue loss (atrophy) when determining the personalized current dose in
neuropsychiatric patients.

Currently, personalization efforts focus on maximizing the current delivered to the
target region of interest, which is critical for effective tDCS responses. However, other key
factors, such as the strength [6] and orientation [57] of the electric field, are often not indi-
vidualized. The present study emphasizes adjustments of the stimulation strength based on
patient-specific simulations with a priori fixed positions. Future studies should investigate
these additional current flow features to determine their role in optimizing stimulation
outcomes. Additionally, factors such as brain health and functional state need to be consid-
ered for fine-tuning stimulation protocols. Though computationally and methodologically
demanding, this comprehensive approach is essential to developing more reliable and
accessible tDCS methods capable of consistently inducing desired neurophysiological and
behavioral changes.

5. Limitation and Future Direction

There are a few limitations in the study that warrant careful interpretation of the results.

First, it is known that focality is highest with HD electrodes [17] and that the degree of
focality increases with a decrease in ring radius [16]. Moreover, many experimental studies
have shown that HD-tDCS produces better neurophysiological responses than conven-
tional electrodes in healthy adults [9,58,59]. However, little work has been done regarding
atrophy’s effects on the individualized dosing of tDCS. This is particularly relevant at
the clinical level, since patients with atrophy affecting specific brain areas could benefit
differently from HD/conventional montages in relation to the target site for stimulation.
As tDCS vitally needs precision dosing strategies due to the inherent anatomical variability
across individuals, this simulation demonstrates a simple and coherent pipeline for esti-
mating the tDCS current dose. Nevertheless, future empirical studies are required to assess
the impact of individualized dosage on behavioral outcomes.

Second, the required dosage was based on a 2 mA template model for individual
adjustments. We recognize that the exact threshold for a physiological response in the
target ROI of dementia patients is unknown, as less than 45% of participants showed the
expected increase in corticospinal excitability after anodal tDCS of 2 mA [60]. Due to this
uncertainty, we chose 2 mA as a somewhat arbitrary baseline. While this is the upper limit
observed in most studies [53], responses have also been noted at lower doses such as 1
or 1.5 mA. This serves as a preliminary standard, with further research, including animal
studies, needed to determine the precise threshold for dementia patients.

Third, the language network was chosen for tDCS simulation because it covers a broad
brain region with two processing routes (dorsal and ventral), which we have previously
shown to be modulated using our chosen set of montages. Although dementia and depres-
sion are not primarily associated with linguistic deficits, the present study explored the
question, “Given any target region, which personalized strategy should a clinician adopt
to stimulate the underlying neural network?”. The appropriate answer to this question
depends on the type of patient (atrophied or non-atrophied) the clinician is handling. The
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present study serves as a roadmap to provide insights into the trade-offs between montage
configuration, atrophy, dose, and the likelihood of targeting the correct region with the
peak current intensity. Notably, montage-related dose differences were observed only
in the dorsal pathways of dementia patients, suggesting that the effect is target-region
and patient-type dependent. Future studies should conduct similar analyses on other
regions, such as the left prefrontal cortex, to ascertain the personalized dose strategies in
tDCS. Another arena that we did not consider was that of stroke patients, in whom the
lesioned brain distorts the current distribution of tDCS; this topic is as yet underdeveloped.
This study encourages personalized tDCS research to be undertaken on the spectrum of
neuropsychiatric disorders.

6. Conclusions

This study shows that HD montages require a higher personalized dosage in dementia
patients, as the current reaching target ROIs is lower than when conventional tDCS is used.
In contrast, no significant differences in current delivery were found between conventional
and HD configurations in depression or healthy individuals without atrophy. For dementia
patients, conventional tDCS, which covers a larger brain area, appears safer than focal
HD-tDCS with fixed positions when dose-controlled tDCS is planned.

To conclude: (i) In patients with atrophy, the stimulation strength in the ROI varies
due to brain volume loss, requiring individualized adjustments based on patient-specific
simulations. (ii) HD-tDCS with fixed locations is limited by its focal nature and lack of
consideration for an individual’s brain structure, making conventional tDCS more effective
in individualized dose-controlled tDCS. If only fixed-location tDCS is possible, conventional
tDCS is preferable. Ideally, individualized montages based on head models should be used
to optimize stimulation strength and location.

Supplementary Materials: The following supporting information can be downloaded at:
https:/ /www.mdpi.com/article/10.3390/brainsci14121162/s1, Table S1: The detailed results of
the regression analysis; Figure S1: DTDI for dorsal and ventral ROIs in dementia, depression and
healthy showing no statistically significant difference.

Author Contributions: S.B. contributed to the conceptualization, formal analysis, funding, and
writing the original draft. R.K. contributed to managing resources, software, technical guidance,
supervision, and validation. V.S.S., G.V,, SH.A.C., TN.S. and K.U. contributed to writing—review &
editing. P.T.S. contributed via data availability and J.E.D. by supervising and guiding of the overall
project. All authors have read and agreed to the published version of the manuscript.

Funding: S.B. and R K. are supported by DBT Ramalingaswami re-entry fellowship, Government
of India D.O NO BT/HRD/35/02/2006. J.E.D. received additional support from NIH/NICHD
grant P50 HD103538. And The APC was funded by DBT Ramalingaswami re-entry fellowship,
Government of India D.O NO BT/HRD/35/02/2006. Scanning cost at NIMHANS was covered by
Department of biotechnology (DBT), Ministry of science and Technoloft research grant to P.T.S (Grant
No: BT/PR/11087/GBD/27/141/2008). The funding body has no role in the study design; in the
collection, analysis and interpretation of data; in the writing of the report; and in the decision to
submit the article for publication.

Institutional Review Board Statement: The study was conducted in accordance with the Declaration
of Helsinki, and approved by the Institutional Review Board (or Ethics Committee) of National
Institute of mental Health and neurosciences approved on 22 December 2023 with approval number:
NIMHANS/39th IEC (BS & NS DIY.)/2023.

Informed Consent Statement: Informed consent was obtained from all subjects involved in the study.

Data Availability Statement: The original data presented in one of the cohorts of the study (dementia)
are openly available in LASI -DAD study https://lasi-dad.org/, accessed on 2 February 2024. The
data presented in other two cohorts (depression and healthy volunteers) are available on request
from the corresponding author due to restrictions in the consent obtained from the patients.

Conflicts of Interest: The authors declare no conflicts of interest.


https://www.mdpi.com/article/10.3390/brainsci14121162/s1
https://lasi-dad.org/

Brain Sci. 2024, 14, 1162 14 of 16

References

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

Parlikar, R; Sreeraj, V.S.; Shivakumar, V.; Janardhanan, N.C.; Naren, R.P.; Ganesan, V. High Definition Transcranial Direct Current
Stimulation (HD-tDCS): A Systematic Review on the Treatment of Neuropsychiatric Disorders. Asian J. Psychiatry 2021, 56, 102542.
[CrossRef] [PubMed]

Woods, A.].; Antal, A.; Bikson, M.; Boggio, P.S.; Brunoni, A.R.; Celnik, P.; Cohen, L.G.; Fregni, F.; Herrmann, C.S.; Kappenman,
E.S. A Technical Guide to tDCS, and Related Non-Invasive Brain Stimulation Tools. Clin. Neurophysiol. 2016, 127, 1031-1048.
[CrossRef] [PubMed]

Krishnan, C.; Santos, L.; Peterson, M.D.; Ehinger, M. Safety of Noninvasive Brain Stimulation in Children and Adolescents. Brain
Stimulat. 2015, 8, 76-87. [CrossRef]

Galli, G.; Vadillo, M.A; Sirota, M.; Feurra, M.; Medvedeva, A. A Systematic Review and Meta-Analysis of the Effects of
Transcranial Direct Current Stimulation (tDCS) on Episodic Memory. Brain Stimulat. 2019, 12, 231-241. [CrossRef]

Vergallito, A.; Feroldi, S.; Pisoni, A.; Romero Lauro, L.J. Inter-Individual Variability in tDCS Effects: A Narrative Review on the
Contribution of Stable, Variable, and Contextual Factors. Brain Sci. 2022, 12, 522. [CrossRef]

Evans, C.; Bachmann, C.; Lee, ].S.A.; Gregoriou, E.; Ward, N.; Bestmann, S. Dose-Controlled tDCS Reduces Electric Field Intensity
Variability at a Cortical Target Site. Brain Stimulat. 2020, 13, 125-136. [CrossRef]

Indahlastari, A.; Albizu, A.; O’Shea, A.; Forbes, M.A.; Nissim, N.R.; Kraft, ].N.; Evangelista, N.D.; Hausman, H.K.; Woods, A].;
Initiative, A.D.N. Modeling Transcranial Electrical Stimulation in the Aging Brain. Brain Stimulat. 2020, 13, 664—674. [CrossRef]
Dmochowski, J.P; Datta, A.; Huang, Y.; Richardson, ]J.D.; Bikson, M.; Fridriksson, J.; Parra, L.C. Targeted Transcranial Direct
Current Stimulation for Rehabilitation after Stroke. Neurolmage 2013, 75, 12-19. [CrossRef]

Edwards, D.; Cortes, M.; Datta, A.; Minhas, P.; Wassermann, E.M.; Bikson, M. Physiological and Modeling Evidence for Focal
Transcranial Electrical Brain Stimulation in Humans: A Basis for High-Definition tDCS. Neurolmage 2013, 74, 266-275. [CrossRef]
Huang, Y;; Liu, A.A,; Lafon, B.; Friedman, D.; Dayan, M.; Wang, X.; Bikson, M.; Doyle, WK.; Devinsky, O.; Parra, L.C.
Measurements and Models of Electric Fields in the in Vivo Human Brain during Transcranial Electric Stimulation. eLife 2017,
6, €18834. [CrossRef]

Herrera-Melendez, A.-L.; Bajbouj, M.; Aust, S. Application of Transcranial Direct Current Stimulation in Psychiatry. Neuropsy-
chobiology 2019, 79, 372-383. [CrossRef] [PubMed]

Bhattacharjee, S.; Kashyap, R.; Udupa, K.; Bashir, S.; Venkatsubramanian, G.; Oishi, K.; Desmond, J.E.; Rapp, B.; Chen, S.A.
Alignment of Behaviour and tDCS Stimulation Site Induces Maximum Response: Evidence from Online tDCS and ERP. Sci. Rep.
2024, 14, 19715. [CrossRef] [PubMed]

Khadka, N.; Borges, H.; Paneri, B.; Kaufman, T.; Nassis, E.; Zannou, A.L.; Shin, Y.; Choi, H.; Kim, S.; Lee, K. Adaptive Current
tDCS up to 4 mA. Brain Stimulat. 2020, 13, 69-79. [CrossRef]

Bhattacharjee, S.; Kashyap, R.; Goodwill, A.M.; O’'Brien, B.A.; Rapp, B.; Oishi, K.; Desmond, J.E.; Chen, S.A. Sex Difference in
tDCS Current Mediated by Changes in Cortical Anatomy: A Study across Young, Middle and Older Adults. Brain Stimulat. 2022,
15,125-140. [CrossRef]

Kashyap, R.; Bhattacharjee, S.; Bharath, R.D.; Venkatasubramanian, G.; Udupa, K.; Bashir, S.; Oishi, K.; Desmond, J.E.; Chen, S.A ;
Guan, C. Variation of Cerebrospinal Fluid in Specific Regions Regulates Focality in Transcranial Direct Current Stimulation. Front.
Hum. Neurosci. 2022, 16, 952602. [CrossRef]

Alam, M.; Truong, D.Q.; Khadka, N.; Bikson, M. Spatial and Polarity Precision of Concentric High-Definition Transcranial Direct
Current Stimulation (HD-tDCS). Phys. Med. Biol. 2016, 61, 4506-4521. [CrossRef]

Mikkonen, M.; Laakso, I.; Tanaka, S.; Hirata, A. Cost of Focality in TDCS: Interindividual Variability in Electric Fields. Brain
Stimulat. 2020, 13, 117-124. [CrossRef]

Rosen, H.J.; Gorno-Tempini, M.L.; Goldman, W.P; Perry, R.J.; Schuff, N.; Weiner, M.; Feiwell, R.; Kramer, ].H.; Miller, B.L. Patterns
of Brain Atrophy in Frontotemporal Dementia and Semantic Dementia. Neurology 2002, 58, 198-208. [CrossRef]

Frisoni, G.B.; Beltramello, A.; Geroldi, C.; Weiss, C.; Bianchetti, A.; Trabucchi, M. Brain Atrophy in Frontotemporal Dementia.
J. Neurol. Neurosurg. Psychiatry 1996, 61, 157-165. [CrossRef]

Korf, E.S.; Wahlund, L.-O.; Visser, PJ.; Scheltens, P. Medial Temporal Lobe Atrophy on MRI Predicts Dementia in Patients with
Mild Cognitive Impairment. Neurology 2004, 63, 94-100. [CrossRef]

Egger, K.; Schocke, M.; Weiss, E.; Auffinger, S.; Esterhammer, R.; Goebel, G.; Walch, T.; Mechtcheriakov, S.; Marksteiner, J. Pattern
of Brain Atrophy in Elderly Patients with Depression Revealed by Voxel-Based Morphometry. Psychiatry Res. Neuroimaging 2008,
164, 237-244. [CrossRef] [PubMed]

Bhattacharjee, S.; Kashyap, R.; O’Brien, B.A.; McCloskey, M.; Oishi, K.; Desmond, J.E.; Rapp, B.; Chen, S.A. Reading Proficiency
Influences the Effects of Transcranial Direct Current Stimulation: Evidence from Selective Modulation of Dorsal and Ventral
Pathways of Reading in Bilinguals. Brain Lang. 2020, 210, 104850. [CrossRef] [PubMed]

Bhattacharjee, S.; Kashyap, R.; Rapp, B.; Oishi, K.; Desmond, J.E.; Chen, S.A. Simulation Analyses of tDCS Montages for the
Investigation of Dorsal and Ventral Pathways. Sci. Rep. 2019, 9, 12178. [CrossRef]

Bhattacharjee, S.; Chew, A.; Kashyap, R.; Wu, C.; Yeo, M.; O’Brien, B.; Rapp, B.; McCloskey, M.; Oishi, K.; Desmond, J.; et al.
Could tDCS Modulate Bilingual Reading? Brain Stimul. Basic Transl. Clin. Res. Neuromodul. 2019, 12, 569. [CrossRef]

Tak, P.; Rohilla, J.; Jhanwar, S. Comparison of Two Screening Instruments to Detect Dementia in Indian Elderly Subjects in a
Clinical Setting. J. Fam. Med. Prim. Care 2021, 10, 657-661. [CrossRef]


https://doi.org/10.1016/j.ajp.2020.102542
https://www.ncbi.nlm.nih.gov/pubmed/33486461
https://doi.org/10.1016/j.clinph.2015.11.012
https://www.ncbi.nlm.nih.gov/pubmed/26652115
https://doi.org/10.1016/j.brs.2014.10.012
https://doi.org/10.1016/j.brs.2018.11.008
https://doi.org/10.3390/brainsci12050522
https://doi.org/10.1016/j.brs.2019.10.004
https://doi.org/10.1016/j.brs.2020.02.007
https://doi.org/10.1016/j.neuroimage.2013.02.049
https://doi.org/10.1016/j.neuroimage.2013.01.042
https://doi.org/10.7554/eLife.18834
https://doi.org/10.1159/000501227
https://www.ncbi.nlm.nih.gov/pubmed/31340213
https://doi.org/10.1038/s41598-024-68691-2
https://www.ncbi.nlm.nih.gov/pubmed/39181919
https://doi.org/10.1016/j.brs.2019.07.027
https://doi.org/10.1016/j.brs.2021.11.018
https://doi.org/10.3389/fnhum.2022.952602
https://doi.org/10.1088/0031-9155/61/12/4506
https://doi.org/10.1016/j.brs.2019.09.017
https://doi.org/10.1212/WNL.58.2.198
https://doi.org/10.1136/jnnp.61.2.157
https://doi.org/10.1212/01.WNL.0000133114.92694.93
https://doi.org/10.1016/j.pscychresns.2007.12.018
https://www.ncbi.nlm.nih.gov/pubmed/19013058
https://doi.org/10.1016/j.bandl.2020.104850
https://www.ncbi.nlm.nih.gov/pubmed/32890855
https://doi.org/10.1038/s41598-019-47654-y
https://doi.org/10.1016/j.brs.2018.12.885
https://doi.org/10.4103/jfmpc.jfmpc_1050_20

Brain Sci. 2024, 14, 1162 150f 16

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.
38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

Lee, J.; Petrosyan, S.; Khobragade, P.; Banerjee, J.; Chien, S.; Weerman, B.; Gross, A.; Hu, P; Smith, J.A.; Zhao, W.; et al. Deep
Phenotyping and Genomic Data from a Nationally Representative Study on Dementia in India. Sci. Data 2023, 10, 45. [CrossRef]
Lee, J.; Khobragade, P.Y.; Banerjee, J.; Chien, S.; Angrisani, M.; Perianayagam, A.; Bloom, D.E.; Dey, A.B. Design and Methodology
of the Longitudinal Aging Study in India-Diagnostic Assessment of Dementia (LASI-DAD). J. Am. Geriatr. Soc. 2020, 68, S5-S10.
[CrossRef]

Huang, Y; Datta, A.; Bikson, M.; Parra, L.C. Realistic Volumetric-Approach to Simulate Transcranial Electric Stimulation—ROAST—A
Fully Automated Open-Source Pipeline. J. Neural Eng. 2019, 16, 056006. [CrossRef]

Kashyap, R.; Bhattacharjee, S.; Arumugam, R.; Bharath, R.D.; Udupa, K.; Oishi, K.; Desmond, J.E.; Chen, S.A.; Guan, C.
Focality-Oriented Selection of Current Dose for Transcranial Direct Current Stimulation. J. Pers. Med. 2021, 11, 940. [CrossRef]
Kashyap, R.; Bhattacharjee, S.; Arumugam, R.; Oishi, K.; Desmond, ].E.; Chen, S.A. I-SATA: A MATLAB Based Toolbox to Estimate
Current Density Generated by Transcranial Direct Current Stimulation in an Individual Brain. J. Neural Eng. 2020, 17, 056034.
[CrossRef]

Eickhoff, S.B.; Stephan, K.E.; Mohlberg, H.; Grefkes, C.; Fink, G.R.; Amunts, K; Zilles, K. A New SPM Toolbox for Combining
Probabilistic Cytoarchitectonic Maps and Functional Imaging Data. Neurolmage 2005, 25, 1325-1335. [CrossRef] [PubMed]
Jobard, G.; Crivello, F,; Tzourio-Mazoyer, N. Evaluation of the Dual Route Theory of Reading: A Metanalysis of 35 Neuroimaging
Studies. Neurolmage 2003, 20, 693-712. [CrossRef] [PubMed]

Hussey, E.K.; Ward, N.; Christianson, K.; Kramer, A .F. Language and Memory Improvements Following tDCS of Left Lateral
Prefrontal Cortex. PLoS ONE 2015, 10, e0141417. [CrossRef] [PubMed]

Monti, A.; Ferrucci, R.; Fumagalli, M.; Mameli, F; Cogiamanian, F.; Ardolino, G.; Priori, A. Transcranial Direct Current Stimulation
(tDCS) and Language. J. Neurol. Neurosurg. Psychiatry 2013, 84, 832-842. [CrossRef] [PubMed]

Pellicciari, M.C.; Miniussi, C. Transcranial Direct Current Stimulation in Neurodegenerative Disorders. . ECT 2018, 34, 193-202.
[CrossRef]

Westwood, S.J.; Olson, A.; Miall, R.C.; Nappo, R.; Romani, C. Limits to tDCS Effects in Language: Failures to Modulate Word
Production in Healthy Participants with Frontal or Temporal tDCS. Cortex 2017, 86, 64-82. [CrossRef]

Evans, A.C.; Janke, A.L.; Collins, D.L.; Baillet, S. Brain Templates and Atlases. Neurolmage 2012, 62, 911-922. [CrossRef]

Gaser, C.; Dahnke, R.; Thompson, PM.; Kurth, E; Luders, E.; Initiative, A.D.N. CAT—A Computational Anatomy Toolbox for the
Analysis of Structural MRI Data. bioRxiv 2022. [CrossRef]

Farokhian, F.; Beheshti, I.; Sone, D.; Matsuda, H. Comparing CAT12 and VBMS for Detecting Brain Morphological Abnormalities
in Temporal Lobe Epilepsy. Front. Neurol. 2017, 8, 428. [CrossRef]

Cousijn, J.; Wiers, RW.; Ridderinkhof, K.R.; van den Brink, W.; Veltman, D.].; Goudriaan, A.E. Grey Matter Alterations Associated
with Cannabis Use: Results of a VBM Study in Heavy Cannabis Users and Healthy Controls. Neurolmage 2012, 59, 3845-3851.
[CrossRef]

Bigler, E.D.; Tate, D.F. Brain Volume, Intracranial Volume, and Dementia. Investig. Radiol. 2001, 36, 539-546. [CrossRef] [PubMed]
Fava, G.A.; Kellner, R.; Munari, F,; Pavan, L. The Hamilton Depression Rating Scale in Normals and Depressives. Acta Psychiatr.
Scand. 1982, 66, 26-32. [CrossRef]

Ganguli, M,; Ratcliff, G.; Chandra, V.; Sharma, S.; Gilby, J.; Pandav, R.; Belle, S.; Ryan, C.; Baker, C.; Seaberg, E.; et al. A Hindi
Version of the MMSE: The Development of a Cognitive Screening Instrument for a Largely Illiterate Rural Elderly Population in
India. Int. ]. Geriatr. Psychiatry 1995, 10, 367-377. [CrossRef]

Nitsche, M.A.; Bikson, M. Extending the Parameter Range for tDCS: Safety and Tolerability of 4 mA Stimulation. Brain Stimul.
Basic Transl. Clin. Res. Neuromodul. 2017, 10, 541-542. [CrossRef]

Breitling, C.; Zaehle, T.; Dannhauer, M.; Tegelbeckers, J.; Flechtner, H.-H.; Krauel, K. Comparison between Conventional and
HD-tDCS of the Right Inferior Frontal Gyrus in Children and Adolescents with ADHD. Clin. Neurophysiol. 2020, 131, 1146-1154.
[CrossRef]

Kuo, H.-L; Bikson, M.; Datta, A.; Minhas, P.; Paulus, W.; Kuo, M.-F.; Nitsche, M.A. Comparing Cortical Plasticity Induced by
Conventional and High-Definition 4 x 1 Ring tDCS: A Neurophysiological Study. Brain Stimulat. 2013, 6, 644-648. [CrossRef]
Hoornweder, S.V.; Caulfield, K.A.; Nitsche, M.; Thielscher, A.; Meesen, R.L.]. Addressing Transcranial Electrical Stimulation
Variability through Prospective Individualized Dosing of Electric Field Strength in 300 Participants across Two Samples: The
2-SPED Approach. J. Neural Eng. 2022, 19, 056045. [CrossRef]

Bikson, M.; Datta, A.; Elwassif, M. Establishing Safety Limits for Transcranial Direct Current Stimulation. Clin. Neurophysiol. 2009,
120, 1033. [CrossRef]

Mizutani-Tiebel, Y.; Takahashi, S.; Karali, T.; Mezger, E.; Bulubas, L.; Papazova, I.; Dechantsreiter, E.; Stoecklein, S.; Papazov, B.;
Thielscher, A ; et al. Differences in Electric Field Strength between Clinical and Non-Clinical Populations Induced by Prefrontal
tDCS: A Cross-Diagnostic, Individual MRI-Based Modeling Study. Neurolmage Clin. 2022, 34, 103011. [CrossRef]

Niemann, F.; Riemann, S.; Hubert, A.-K.; Antonenko, D.; Thielscher, A.; Martin, A.K.; Unger, N.; Floel, A.; Meinzer, M. Electrode
Positioning Errors Reduce Current Dose for Focal tDCS Set-Ups: Evidence from Individualized Electric Field Mapping. Clin.
Neurophysiol. 2024, 162, 201-209. [CrossRef]

Caulfield, K.A.; Badran, B.W.; DeVries, W.H.; Summers, PM.; Kofmehl, E.; Li, X.; Borckardt, ]J.J.; Bikson, M.; George, M.S.
Transcranial Electrical Stimulation Motor Threshold Can Estimate Individualized tDCS Dosage from Reverse-Calculation
Electric-Field Modeling. Brain Stimulat. 2020, 13, 961-969. [CrossRef]


https://doi.org/10.1038/s41597-023-01941-6
https://doi.org/10.1111/jgs.16737
https://doi.org/10.1088/1741-2552/ab208d
https://doi.org/10.3390/jpm11090940
https://doi.org/10.1088/1741-2552/aba6dc
https://doi.org/10.1016/j.neuroimage.2004.12.034
https://www.ncbi.nlm.nih.gov/pubmed/15850749
https://doi.org/10.1016/S1053-8119(03)00343-4
https://www.ncbi.nlm.nih.gov/pubmed/14568445
https://doi.org/10.1371/journal.pone.0141417
https://www.ncbi.nlm.nih.gov/pubmed/26528814
https://doi.org/10.1136/jnnp-2012-302825
https://www.ncbi.nlm.nih.gov/pubmed/23138766
https://doi.org/10.1097/YCT.0000000000000539
https://doi.org/10.1016/j.cortex.2016.10.016
https://doi.org/10.1016/j.neuroimage.2012.01.024
https://doi.org/10.1093/gigascience/giae049
https://doi.org/10.3389/fneur.2017.00428
https://doi.org/10.1016/j.neuroimage.2011.09.046
https://doi.org/10.1097/00004424-200109000-00006
https://www.ncbi.nlm.nih.gov/pubmed/11547042
https://doi.org/10.1111/j.1600-0447.1982.tb00911.x
https://doi.org/10.1002/gps.930100505
https://doi.org/10.1016/j.brs.2017.03.002
https://doi.org/10.1016/j.clinph.2019.12.412
https://doi.org/10.1016/j.brs.2012.09.010
https://doi.org/10.1088/1741-2552/ac9a78
https://doi.org/10.1016/j.clinph.2009.03.018
https://doi.org/10.1016/j.nicl.2022.103011
https://doi.org/10.1016/j.clinph.2024.03.031
https://doi.org/10.1016/j.brs.2020.04.007

Brain Sci. 2024, 14, 1162 16 of 16

52.

53.

54.

55.

56.

57.

58.

59.

60.

Antonenko, D.; Grittner, U.; Puonti, O.; Flel, A.; Thielscher, A. Estimation of Individually Induced E-Field Strength during
Transcranial Electric Stimulation Using the Head Circumference. Brain Stimulat. 2021, 14, 1055-1058. [CrossRef] [PubMed]
Wansbrough, K,; Tan, J.; Vallence, A.-M.; Fujiyama, H. Recent Advancements in Optimising Transcranial Electrical Stimulation:
Reducing Response Variability through Individualised Stimulation. Curr. Opin. Behav. Sci. 2024, 56, 101360. [CrossRef]
Antonenko, D.; Grittner, U.; Saturnino, G.; Nierhaus, T.; Thielscher, A.; Floel, A. Inter-Individual and Age-Dependent Variability
in Simulated Electric Fields Induced by Conventional Transcranial Electrical Stimulation. Neurolmage 2021, 224, 117413. [CrossRef]
[PubMed]

Mahdavi, S.; Towhidkhah, F.; Initiative, A.D.N. Computational Human Head Models of tDCS: Influence of Brain Atrophy on
Current Density Distribution. Brain Stimulat. 2018, 11, 104-107. [CrossRef]

Thomas, C.; Datta, A.; Woods, A. Effect of Aging on Cortical Current Flow Due to Transcranial Direct Current Stimulation:
Considerations for Safety. In Proceedings of the 2018 40th Annual International Conference of the IEEE Engineering in Medicine
and Biology Society (EMBC), Honolulu, HI, USA, 18-21 July 2018; pp. 3084-3087.

Evans, C.; Zich, C.; Lee, ].S.; Ward, N.; Bestmann, S. Inter-Individual Variability in Current Direction for Common tDCS Montages.
NeuroImage 2022, 260, 119501. [CrossRef]

Hogeveen, ].; Grafman, J.; Aboseria, M.; David, A.; Bikson, M.; Hauner, K. K. Effects of High-Definition and Conventional tDCS
on Response Inhibition. Brain Stimulat. 2016, 9, 720-729. [CrossRef]

Masina, F; Arcara, G.; Galletti, E.; Cinque, I.; Gamberini, L.; Mapelli, D. Neurophysiological and Behavioural Effects of
Conventional and High Definition tDCS. Sci. Rep. 2021, 11, 7659. [CrossRef]

Lépez-Alonso, V.; Cheeran, B.; Rio-Rodriguez, D.; Fernandez-del-Olmo, M. Inter-Individual Variability in Response to Non-
Invasive Brain Stimulation Paradigms. Brain Stimulat. 2014, 7, 372-380. [CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.1016/j.brs.2021.07.001
https://www.ncbi.nlm.nih.gov/pubmed/34246820
https://doi.org/10.1016/j.cobeha.2024.101360
https://doi.org/10.1016/j.neuroimage.2020.117413
https://www.ncbi.nlm.nih.gov/pubmed/33011418
https://doi.org/10.1016/j.brs.2017.09.013
https://doi.org/10.1016/j.neuroimage.2022.119501
https://doi.org/10.1016/j.brs.2016.04.015
https://doi.org/10.1038/s41598-021-87371-z
https://doi.org/10.1016/j.brs.2014.02.004

	Introduction 
	Methodology 
	Data Description 
	Electric Field Simulation 
	Average Current Density (ACD) 
	Individualized Dosage 
	Dose Target Determination Index (DTDI) 

	Estimation of Volume Parameters 
	Statistical Analyses 

	Results 
	Demographics and Clinical Results 
	Volumetric Results 
	Electric Field Simulation Results 
	Relation of Atrophy and Personalized Dosage 

	Discussion 
	Limitation and Future Direction 
	Conclusions 
	References

