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INTRODUCTION

Mild cognitive impairment (MCI) is a condition of decreased 
cognitive function that can be confirmed by neuropsychologi-
cal tests. Patients with MCI may experience subjective discom-
fort; however, unlike dementia, MCI does not interfere with pa-
tient independence and daily functioning.1,2 Although some 
cases of MCI may progress to dementia,3 there are no proven 
treatments or conservative methods to improve cognitive func-
tion. Recently, transcranial direct current stimulation (tDCS), a 
non-invasive method of brain stimulation, has been proposed 
as a treatment for MCI.

The tDCS is a neuromodulation technique that controls nerve 
excitability by transmitting a small amount of current through 
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an electrode patch on the scalp. Anodal stimulation increases 
cortical activity by bringing the resting potential closer to the 
threshold potential, while cathodal stimulation suppresses 
excitability by separating the resting potential from the thresh-
old potential.4 Under the hypothesis that control of brain ac-
tivity affects brain functions, such as behavior, emotions, and 
information processing, several studies have been conducted 
on the effects of tDCS on depression, multiple sclerosis, and 
other central nervous system disorders.5-7

Previous clinical trials and experimental studies have re-
ported the effects of tDCS on the functioning of various cogni-
tive domains. One study showed that tDCS improves visuo-
spatial working memory in healthy adults by stimulating the 
right prefrontal cortex.8 Another study reported improvements 
in normal aging-related cognitive decline and reversal in path-
ological brain activity during tDCS stimulation.9 Studies inves-
tigating the effects of tDCS and repeated transcranial magnetic 
stimulation in patients with Alzheimer’s disease have also re-
ported improvements in cognitive function.10,11 Boggio, et al.12 
reported improved performance in a visual memory recogni-
tion task after tDCS stimulation of the dorsolateral prefrontal 
cortex (DLPFC) in patients with Alzheimer’s disease.

Non-invasive neuromodulation techniques often require re-
peated application for efficacy and therefore need to be avail-
able to patients at home to serve as a realistic treatment modali-
ty.13 tDCS is suitable for home use as it is relatively user-friendly, 
inexpensive, small,14 and has no serious side effects reported.15 
Notably, the efficacy and safety of applying tDCS at home for 
diseases, such as depression, chronic pain, multiple sclerosis, 
tinnitus, and mild vascular dementia, have been investigat-
ed.16-20 Recently, several studies have shown that tDCS is effec-
tive in improving cognitive function in patients with MCI. One 
study reported the effectiveness after at-home tDCS treat-
ments for 6 months;21 however, this period is too long for pa-
tients to wait for an effect. Another study that reported efficacy 
administered tDCS treatments for a short period of time, but 
not at home.22 Therefore, it is necessary to evaluate the effects 
of tDCS administered at home for a relatively short period of 
time in order to use it as an actual treatment modality.

The present study investigated the effect of tDCS treatment on 
cognitive function in patients with MCI using a tDCS device de-
veloped for home-based self-application. We hypothesized that 
2 weeks of repeated tDCS stimulation at home would improve 
cognitive function measured with visual recognition tasks and 
MMSE scores in patients with MCI. We also assessed the safety 
of self-administering tDCS at home for patients with MCI.

MATERIALS AND METHODS

Participants
We recruited outpatients who visited Gangnam Severance Hos-
pital and Severance Hospital and had already been clinically 

diagnosed with MCI. The present study protocol was approved 
by the Ministry of Food and Drug Safety of South Korea and 
the Institutional Review Board of both hospitals (IRB approval 
number: 3-2017-0354), and written consent was obtained from 
all participants.

Patients aged between 60–80 years who had decreased cog-
nitive function but maintained their independence in daily ac-
tivities were selected as participants in this study. Cognitive im-
pairment was determined using the Korean version of the 
Global Deterioration Scale (GDS; 2–3 points).23 Dementia was 
determined using the Clinical Dementia Rating (score over 0.5 
indicating dementia) and the Korean version of the MMSE for 
Dementia Screening (cut-off depending on age and educa-
tion).24 Independence in daily activities was determined ac-
cording to the Seoul-Instrumental Activities of Daily Living score 
(<7 points).25 Depressive symptoms were assessed according 
to the Korean version of the Geriatric Depression Scale (K-
GDS; ≤8 points).26 Finally, psychiatrists who were not involved 
in the patient’s clinical care confirmed a diagnosis of mild 
neurocognitive disorder using the criteria of the 5th edition of 
the Diagnostic and Statistical Manual of Mental Disorders.

Participants with a history of dementia or use of cognitive en-
hancers (including donepezil, rivastigmine, galantamine, and 
memantine) were excluded. Maintenance therapy with fixed 
dose general medications and psychiatric medications other 
than cognitive enhancers was permitted. Those with alcohol 
use disorder, epilepsy, and problems associated with direct 
current stimulating electrodes (e.g., history of cerebrovascular 
surgery, dermatological problems, metal plates inserted into the 
cephalous, etc.) were excluded. Recruitment of participants 
started in March 2018 and ended in July 2019.

Outcome measures
Cognitive improvement was assessed using visual recognition 
tasks similar to those described in previous studies in which 
tDCS was administered to patients with Alzheimer’s disease.10,12 
Participants were required to memorize pictures displayed for 10 
seconds on screens containing two, four, six, or eight pictures. 
After a 1-second interval, a specific stimulus was displayed, and 
participants were required to respond as quickly as possible 
and indicate whether it was a picture they had been shown ear-
lier. Stimuli were presented electronically using the E-Prime 3.0 
software (Psychology Software Tools, Pittsburgh, PA, USA) in 
a laptop with a 15-inch screen, and responses were recorded 
using the laptop’s keyboard. The MMSE and standardized neu-
ropsychological tests were administered using the Korean ver-
sion of the Consortium to Establish a Registry for Alzheimer’s 
Disease Neuropsychological assessment battery (CERAD-K).27

Intervention

tDCS stimulation protocol
The electrodes were placed on the DLPFC (anode on F3 and 



343

Jaesub Park, et al.

https://doi.org/10.3349/ymj.2023.0430

cathode on F4) as described in previous studies.10 Stimulations 
were self-administered by the participants for 30 minutes each 
day for 14 consecutive days. While the typical period of tDCS 
administration was reported to be 2 to 8 weeks in previous clin-
ical trials, we opted in our study, home-based and having an 
exploratory purpose, for a 2-week stimulation period to mini-
mize potential risks.28

During active stimulation, the current was increased for the 
first 30 seconds, maintained at 2 mA for 29 minutes, and then 
decreased for 30 seconds. The sham stimulation increased the 
current for 30 seconds and then decreased it for 30 seconds, 
remaining for 29 minutes with no current flow.10,12,29 The cir-
cular electrode (67 mm in diameter and 22 mm in thickness) 
was used after inserting a disposable sponge into the patch 
supporter with saline solution. The electrode was inserted into 
a pre-selected hole in the cap that fit the head size, allowing it 
to be easily fixed in the correct position by the participant at 
home. More detailed protocols and figures are available in a 
previous article published by the current group.30

Home-based tDCS device and safety strategy
Home-based tDCS was provided only after three checklist-
based training sessions using a training device and after the 
participants passed a test. The present study was conducted us-
ing a tDCS device (YDS-301N; Ybrain, Seongnam-si, South Ko-
rea) designed with functions necessary for home application, 
such as measuring and automatically stopping current output. 
The smartphone application included with the device detected 
its performance and sent the data to a server for remote moni-
toring by the investigator. When the device operation was 
complete, the self-assessment questionnaire for safety evalua-
tion was used. In addition, 24-hour contact and remote sup-
port were provided via the same smartphone.

Trial design and study schedule
The present study was a randomized, double-blind, crossover 
clinical study. Participants were randomly allocated to the ac-
tive-sham sequence group or the sham-active sequence group, 
and all underwent two 2-week treatment periods with a 2-week 
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Fig. 1. Study design and method. tDCS, transcranial direct current stimulation.
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washout period. Outcome measures were evaluated at the be-
ginning and end of each treatment period, and side effects 
were evaluated daily using a smartphone application (Fig. 1) 
(Supplementary Table 1, only online).

Statistical analysis
The sample size was calculated based on the sample used in a 
previous study.12 To obtain at least 90% power (1-beta=0.9) at 
a significance level of 0.05 (α=0.05), the smallest sample size 
(considering a drop rate of 30%) was fixed at 20 patients (10 
per group) using PASS 12 software (NCSS Statistical Software, 
Kaysville, UT, USA). 

A Mann-Whitney U test for independent samples was per-
formed to compare the demographic and clinical characteris-
tics of participants who completed the study with those of par-
ticipants who dropped out, including the efficacy assessment. 
P-values<0.05 were considered statistically significant.

For the efficacy assessment, the differences in correct re-
sponse rates in the visual recognition task, as well as changes 
in the MMSE and each sub-item of CERAD-K before and after 
treatment, were calculated. The differences between active and 
sham setups were analyzed using a linear mixed model31 to as-
sess sequence effect, period effect, and treatment effect. The ef-
ficacy analysis included data from the participants who com-
pleted the intervention (treatment completion group), but the 
adverse events included the results of all participants (both 
treatment completion and dropout groups). All analyses were 
performed using SAS version 9.3 (SAS Institute Inc., Cary, NC, 
USA) software. 

RESULTS

A total of 19 participants were enrolled, and five withdrew 
from participation before starting the tDCS application. Of the 
remaining 14 patients, one dropped out due to side effects and 
one stopped participating for personal reasons. Finally, data 
from 12 participants were included in the efficacy analysis (Ta-
ble 1). The participants included in the efficacy assessment 
(treatment completion group) had more years of education 
and higher MMSE scores compared to the dropout group, but 
the differences were not statistically significant (Table 2).

In the difference in response time before and after stimula-
tion (after stimulation minus before stimulation), the mean of 
the active stimulation was -187.8 ms [95% confidence interval 
(CI): -295.50 to -80.15], which was significantly larger than 
that of the sham stimulation of 17.6 ms (95% CI: -89.79 to 
125.50, p=0.013). There were no significant sequence or peri-
od effects (p=0.404, p=0.111, respectively) (Fig. 2). There was 
no significant difference in the percentage of correct responses 
(active: 1.042%; 95% CI: -4.610 to 6.693 vs. sham: 1.736%; 95% 
CI: -3.916 to 7.388, p=0.780) and no significant sequence or 
period effect (p=0.317, p=0.780, respectively). The improve- Ta
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Fig. 2. Comparison of effects of transcranial direct current stimulation on cognitive function (active versus sham stimulation). Data are presented as 
estimated mean and standard error from linear mixed models. *Indicates statistical significance of treatment effect according to a linear mixed mod-
el at p<0.05. Period I: first treatment period before washout. Period II: second treatment period after washout. MMSE, Mini-Mental State Exam.

ment in MMSE scores was also significantly greater after active 
stimulation than after sham stimulation (active: 0.732; 95% CI: 
-0.388 to 1.852 vs. sham: -0.875; 95% CI: -1.995 to 0.245, p= 
0.047), and no significant effect of sequence or period effect 
was observed (p=0.843, p=0.882, respectively). There were no 
significant differences in the CERAD-K subscale measures.

The mean compliance of the efficacy assessment group was 
97.5%±4.1%. There was no significant difference in compli-
ance between the active-first treatment group (97.3±5.4%) and 
sham-first treatment group (97.5±3.7%). Three participants re-
ported skin burns in the area of application. All burns occurred 
during active treatment. One of the participants discontinued 
treatment immediately after reporting the skin burn, whereas 
the other two reported them after completion of the protocol. 
Dermatological treatment was promptly administered, includ-
ing ointment as prescribed by a dermatologist. Subsequent 
follow-up assessments revealed that none of these participants 
had permanent sequelae.

DISCUSSION

Our current findings tentatively suggest that repeated admin-

istration of home-based tDCS over a 2-week period may hold 
promise as a potential treatment option for patients with MCI. 
Its convenience for at-home application over a 2-week period 
makes it a feasible option for widespread use in clinical set-
tings. Particularly noteworthy was home-based tDCS’s poten-
tial for alleviating symptoms during the early stages, especially 
in situations lacking standard and effective drug treatments for 
cognitive symptoms in MCI patients;32 however, the technique 
requires further research and technological development to 
adequately address its safety concerns.

The current results showed that repeated application of tDCS 
to the DLPFC for 2 weeks improved the reaction time in the 
memory task, similar to the results of previous studies10,12; how-
ever, unlike in previous studies, there was no significant differ-
ence in the rate of correct responses. We suggest this is because 
the task used in our study was relatively easier than that used in 
previous studies. The improvement in MMSE score was consis-
tent with the results of a previous study that reported similar 
improvements in cognitive function in patients with Alzheim-
er’s disease.33

Unlike the MMSE score, the comprehensive neurocognitive 
assessment performed using the CERAD-K system did not show 
significant improvement in certain subdomains. The MMSE 
evaluates the overall cognitive function as one total score, 
whereas the CERAD-K individually evaluates specific areas of 
cognitive function and does not provide a total score. If the 
treatment affected different cognitive domains in different par-
ticipants, our study would not be able to confirm significant im-
provement in specific cognitive domains due to the small sam-
ple size.21 In addition, the 2-week period may be too short to 
assess the effects of tDCS treatment on the cognitive function of 
subdomains. Future studies with larger sample sizes and longer 
treatment periods are necessary to identify and evaluate such 
improvements.

Most of the participants who started treatment showed high 
compliance, indicating that even older adults who report cog-
nitive impairments can regularly self-administer home-based 
tDCS without great difficulty. This suggests that the self-appli-
cation of tDCS at home can be a useful treatment method in a 
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Table 2. Comparison of Clinical Features Between the Treatment Com-
pletion Group and Dropout Group

Treatment completion 
group (n=12)

Dropout group
(n=7)

p value

Age (yr) 72.33±3.94 71.57±5.09   0.650
Education (yr) 13.75±3.05 11.43±3.74   0.227
CDR 0.50±0 0.50±0 >0.999
GDS 2.00±0.74 2.00±0   0.773
MMSE-DS 26.17±1.47 25.14±1.46   0.142
S-IA 1.17±2.04 0.71±1.11   0.967
K-GDS 2.00±2.13 2.14±1.68   0.711
GDS, Korean version of the Global Deterioration Scale; CDR, Clinical Demen-
tia Rating; MMSE-DS, Korean version of the Mini-Mental State Exam for De-
mentia Screening; S-IA, Seoul-Instrumental Activities of Daily Living score; K-
GDS, Korean version of the Geriatric Depression Scale.
Data are presented as mean±SD. 
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real clinical setting; however, a high percentage of participants 
quit before starting treatment. Therefore, overcoming the fear 
of using new electronic devices is important for the practical 
use of home-based tDCS.

In the present study, burns tended to occur more frequently 
than in previous studies.15,34 Although permanent sequelae 
(such as scars) did not occur in any of the burn cases, this still 
indicates potential safety concerns for performing tDCS at 
home. Some possible reasons for the burns could be that the 
size of the electrode used in our study was relatively smaller and 
the current used was higher than in previous studies; however, 
another study using the same electrode settings reported no 
skin burns.35 The burns may have also been due to differences 
in skin properties between younger adults and the elderly.36 
Even if the procedure is performed without problems in the 
hospital, the wrong method may be used during self-adminis-
tration of tDCS at home, or there may be a difference in the as-
sistance received from a caregiver. In future studies regarding 
the safety concerns of this technique, images of actual device 
wearing should be recorded on the smartphone to monitor 
safety and assess accuracy.

Although our study presents important findings on the effects 
of tDCS on MCI and the practicality of using tDCS at home, it 
had some limitations. First, although the crossover design re-
quired a relatively small number of participants and the results 
of this study were statistically significant, the dropout rate was 
higher than expected; therefore, large studies are needed to veri-
fy the clinical effectiveness and safety of this technique. Second, 
the long-term effect of tDCS on cognitive function could not be 
determined. Even if short-term treatment is effective, this may 
be another problem for practical use if it is to be applied con-
tinuously since it does not have a long-term effect. Although 
our results did not suggest long-term effects, studies assessing 
the long-term effects of tDCS are still rare and more need to be 
conducted. Third, we did not clearly assess the participants’ 
ability to use a smartphone at the pre-treatment stage. There-
fore, it is difficult to distinguish whether these participants quit 
due to personal reasons or because they could not use the 
smartphone due to low cognitive function.

In summary, the results of the current study suggest that 
home-based, self-administered tDCS may be an effective and 
realistic treatment for patients with MCI. Alternatively, we also 
revealed that the safety and usability of home-based tDCS 
should be improved in order for it to be used in clinical practice.

ACKNOWLEDGEMENTS

This work was supported by a Korea Health Technology R&D 
Project grant [grant number: HI17C1934] through the Korea 
Health Industry Development Institute (KHIDI) funded by 
the Ministry of Health & Welfare, Republic of Korea. This work 
was also supported by a National Research Foundation of Ko-
rea (NRF) grant funded by the Korean government (MSIT) 

(No. 2019R1A2C4069598). Yonsei Biomedical Research Insti-
tute Yonsei University College of Medicine supported ran-
domization, blinding, and data analysis for this study.

AUTHOR CONTRIBUTIONS

Conceptualization: Jaesub Park. Data curation: Yoonkyung Oh. Fund-
ing acquisition: Chang Oh Kim and Jin Young Park. Investigation: 
Yoonkyung Oh. Methodology: Jaesub Park and Jin Young Park. Proj-
ect administration: Chang Oh Kim and Jin Young Park. Resources: 
Kwang Joon Kim. Software: Kyungmi Chung. Supervision: Kwang 
Joon Kim. Validation: Kyungmi Chung. Writing—original draft: Jaesub 
Park and Jin Young Park. Writing—review & editing: Chang Oh Kim. 
Approval of final manuscript: all authors.

ORCID iDs

Jaesub Park https://orcid.org/0000-0003-2597-2204
Kyungmi Chung https://orcid.org/0000-0003-2754-7631
Yoonkyung Oh https://orcid.org/0000-0001-8295-3101
Kwang Joon Kim https://orcid.org/0000-0002-5554-8255
Chang Oh Kim https://orcid.org/0000-0002-0773-5443
Jin Young Park https://orcid.org/0000-0002-5351-9549

REFERENCES

1. Petersen RC, Smith GE, Waring SC, Ivnik RJ, Tangalos EG, Kokmen 
E. Mild cognitive impairment: clinical characterization and out-
come. Arch Neurol 1999;56:303-8.

2. Petersen RC, Stevens JC, Ganguli M, Tangalos EG, Cummings JL, 
DeKosky ST. Practice parameter: early detection of dementia: mild 
cognitive impairment (an evidence-based review). Report of the 
quality standards Subcommittee of the American Academy of Neu-
rology. Neurology 2001;56:1133-42. 

3. Petersen RC, Negash S. Mild cognitive impairment: an overview. 
CNS Spectr 2008;13:45-53.

4. Nitsche MA, Cohen LG, Wassermann EM, Priori A, Lang N, Antal A, 
et al. Transcranial direct current stimulation: state of the art 2008. 
Brain Stimul 2008;1:206-23. 

5. Brunoni AR, Valiengo L, Baccaro A, Zanão TA, de Oliveira JF, Gou-
lart A, et al. The sertraline vs. electrical current therapy for treating 
depression clinical study: results from a factorial, randomized, 
controlled trial. JAMA Psychiatry 2013;70:383-91. 

6. Mori F, Codecà C, Kusayanagi H, Monteleone F, Buttari F, Fiore S, 
et al. Effects of anodal transcranial direct current stimulation on 
chronic neuropathic pain in patients with multiple sclerosis. J Pain 
2010;11:436-42.

7. Yotnuengnit P, Bhidayasiri R, Donkhan R, Chaluaysrimuang J, Pi-
ravej K. Effects of transcranial direct current stimulation plus physi-
cal therapy on gait in patients with Parkinson disease: a random-
ized controlled trial. Am J Phys Med Rehabil 2018;97:7-15.

8. Jeon SY, Han SJ. Improvement of the working memory and nam-
ing by transcranial direct current stimulation. Ann Rehabil Med 
2012;36:585-95.

9. Meinzer M, Lindenberg R, Antonenko D, Flaisch T, Flöel A. Anodal 
transcranial direct current stimulation temporarily reverses age-
associated cognitive decline and functional brain activity changes. 
J Neurosci 2013;33:12470-8. 

10. Boggio PS, Khoury LP, Martins DC, Martins OE, de Macedo EC, 
Fregni F. Temporal cortex direct current stimulation enhances per-
formance on a visual recognition memory task in Alzheimer dis-



347

Jaesub Park, et al.

https://doi.org/10.3349/ymj.2023.0430

ease. J Neurol Neurosurg Psychiatry 2009;80:444-7. 
11. Nardone R, Tezzon F, Höller Y, Golaszewski S, Trinka E, Brigo F. 

Transcranial magnetic stimulation (TMS)/repetitive TMS in mild 
cognitive impairment and Alzheimer’s disease. Acta Neurol Scand 
2014;129:351-66.

12. Boggio PS, Ferrucci R, Mameli F, Martins D, Martins O, Vergari M, 
et al. Prolonged visual memory enhancement after direct current 
stimulation in Alzheimer’s disease. Brain Stimul 2012;5:223-30.

13. Charvet LE, Kasschau M, Datta A, Knotkova H, Stevens MC, Alonzo 
A, et al. Remotely-supervised transcranial direct current stimula-
tion (tDCS) for clinical trials: guidelines for technology and proto-
cols. Front Syst Neurosci 2015;9:26. 

14. Vanneste S, Plazier M, Ost J, van der Loo E, Van de Heyning P, De 
Ridder D. Bilateral dorsolateral prefrontal cortex modulation for tin-
nitus by transcranial direct current stimulation: a preliminary clini-
cal study. Exp Brain Res 2010;202:779-85.

15. Bikson M, Grossman P, Thomas C, Zannou AL, Jiang J, Adnan T, et 
al. Safety of transcranial direct current stimulation: evidence based 
update 2016. Brain Stimul 2016;9:641-61. 

16. André S, Heinrich S, Kayser F, Menzler K, Kesselring J, Khader PH, 
et al. At-home tDCS of the left dorsolateral prefrontal cortex im-
proves visual short-term memory in mild vascular dementia. J Neu-
rol Sci 2016;369:185-90.

17. Hyvärinen P, Mäkitie A, Aarnisalo AA. Self-administered domicil-
iary tDCS treatment for tinnitus: a double-blind sham-controlled 
study. PLoS One 2016;11:e0154286.

18. Kasschau M, Reisner J, Sherman K, Bikson M, Datta A, Charvet 
LE. Transcranial direct current stimulation is feasible for remotely 
supervised home delivery in multiple sclerosis. Neuromodula-
tion 2016;19:824-31.

19. Loo CK, Alonzo A, Fong J. Principles in use of home-based tDCS 
in depression. Brain Stimul 2017;10:397. 

20. Treister R, Lang M, Klein M, Oaklander AL. Transcranial direct 
current stimulation (tDCS) for treating chronic pain—preliminary 
results of open-label, self-administered, at-home treatment. J 
Neurol Sci 2015;357:e244. 

21. Im JJ, Jeong H, Bikson M, Woods AJ, Unal G, Oh JK, et al. Effects of 
6-month at-home transcranial direct current stimulation on cog-
nition and cerebral glucose metabolism in Alzheimer’s disease. 
Brain Stimul 2019;12:1222-8.

22. Lu H, Chan SSM, Chan WC, Lin C, Cheng CPW, Linda Chiu Wa L. 
Randomized controlled trial of TDCS on cognition in 201 seniors 
with mild neurocognitive disorder. Ann Clin Transl Neurol 2019; 
6:1938-48.

23. Choi SH, Na DL, Lee BH, Hahm DS, Jeong JH, Jeong Y, et al. [The 
validity of the Korean version of global deterioration scale]. J Ko-
rean Neurol Assoc 2002;20:612-7. Korean

24. Kim TH, Jhoo JH, Park JH, Kim JL, Ryu SH, Moon SW, et al. Korean 

version of mini mental status examination for dementia screening 
and its’ short form. Retraction in: Psychiatry Investig 2023;20:182.

25. Ku HM, Kim JH, Kwon EJ, Kim SH, Lee HS, Ko HJ, et al. [A study on 
the reliability and validity of Seoul-instrumental activities of daily 
living (S-IADL)]. J Korean Neuropsychiatr Assoc 2004;43:189-99. 
Korean 

26. Bae JN, Cho MJ. Development of the Korean version of the geriatric 
depression scale and its short form among elderly psychiatric pa-
tients. J Psychosom Res 2004;57:297-305.

27. Lee JH, Lee KU, Lee DY, Kim KW, Jhoo JH, Kim JH, et al. Develop-
ment of the Korean version of the consortium to establish a regis-
try for Alzheimer’s disease assessment packet (CERAD-K): clini-
cal and neuropsychological assessment batteries. J Gerontol B 
Psychol Sci Soc Sci 2002;57:P47-53. 

28. Xu Y, Qiu Z, Zhu J, Liu J, Wu J, Tao J, et al. The modulation effect of 
non-invasive brain stimulation on cognitive function in patients 
with mild cognitive impairment: a systematic review and meta-
analysis of randomized controlled trials. BMC Neurosci 2019;20:2.

29. Khedr EM, Gamal NF, El-Fetoh NA, Khalifa H, Ahmed EM, Ali AM, 
et al. A double-blind randomized clinical trial on the efficacy of 
cortical direct current stimulation for the treatment of Alzheimer’s 
disease. Front Aging Neurosci 2014;6:275.

30. Park J, Oh Y, Chung K, Kim KJ, Kim CO, Park JY. Effect of home-
based transcranial direct current stimulation (tDCS) on cognitive 
function in patients with mild cognitive impairment: a study proto-
col for a randomized, double-blind, cross-over study. Trials 2019; 
20:278.

31. Chow SC, Liu J. Design and analysis of bioavailability and bioequiv-
alence studies. Boca Raton, FL: CRC Press; 2008.

32. Chen YX, Liang N, Li XL, Yang SH, Wang YP, Shi NN. Diagnosis 
and treatment for mild cognitive impairment: a systematic review 
of clinical practice guidelines and consensus statements. Front 
Neurol 2021;12:719849. 

33. Khedr EM, Salama RH, Abdel Hameed M, Abo Elfetoh N, Seif P. 
Therapeutic role of transcranial direct current stimulation in Al-
zheimer disease patients: double-blind, placebo-controlled clini-
cal trial. Neurorehabil Neural Repair 2019;33:384-94. 

34. Brunoni AR, Amadera J, Berbel B, Volz MS, Rizzerio BG, Fregni F. 
A systematic review on reporting and assessment of adverse ef-
fects associated with transcranial direct current stimulation. Int J 
Neuropsychopharmacol 2011;14:1133-45.

35. Park S, Choi WJ, Kim S, Kim B, Son SJ, Roh D, et al. Effects of tran-
scranial direct current stimulation using miniaturized devices vs 
sertraline for depression in Korea: a 6 week, multicenter, random-
ized, double blind, active-controlled study. J Psychiatr Res 2020; 
127:42-7.

36. Lu H, Lam LCW. Cathodal skin lesions induced by transcranial di-
rect current stimulation (tDCS). Neuromodulation 2019;22:989-91.

 




