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L B S R N

Abstract: Purpose. This study evaluated whether 3D-based vision training (VT) with visual cortex-
activated auditory frequency entrainment and bilateral orbital electrical stimulation (ES) could
prevent the progression of myopia among schoolchildren. Methods. In this two-stage, random-
ized, crossover, single-blind study, pre- and post-logMAR visual acuity and refractive error from
27 schoolchildren with myopia (<—0.50 D) were evaluated among four groups: (1) sham control
with no VT, frequency following response (FFR), or ES (control group); (2) 3D-based VT only (VT
group); (3) VT with FFR generated through visual cortex-activated auditory entrainment (VI-FFR
group); and (4) VT with FFR and bilateral orbital ES (VI-FFR-ES group). In stage 1, the intervention
was administered for 30 min to all groups using a randomized crossover design. In stage 2, the inter-
vention was administered for 30 min/day, 3 days a week, for 4 weeks to evaluate the effectiveness
of intervention. Results. Compared with the pre-test, post-test logMAR visual acuity after a single
intervention was not significantly different in control and VT groups, but significantly improved
in the VI-FFR (—0.08 & 0.11) and VT-FFR-ES groups (—0.13 & 0.14). Compared with the pre-test,
post-test refractive error by spherical equivalent in VI-FFR-ES group for the 4-week intervention was
significantly (<0.001) improved (0.21 D) compared with the control group (—0.1 D). Conclusions. The
multicomponent physiotherapeutic intervention of 3D-based VT with auditory FFR and bilateral
orbital ES can inhibit the progression of myopia. This intervention can be used as a noninvasive
physiotherapeutic approach to prevent or reduce the severity of myopia.
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1. Introduction

Myopia, also known as near-sightedness, is one of the most common types of re-
fractive errors and can lead to blindness. It is a worldwide public health issue. Myopia
(spherical equivalent > —0.5 D) and high myopia (spherical equivalent > —5.0 D) were
estimated to affect 22.9% (1406 million) and 2.7% (163 million) of the world’s population,
respectively, in 2000, and these values are projected to increase to 50% (4758 million) and
9.8% (938 tmillion), respectively, by 2050 [1]. In Taiwan, early-onset myopia (<7 years of
age) may increase the risk of high myopia among schoolchildren [2,3]. High myopia is asso-
ciated with complications such as cataracts, glaucoma, retinal detachment, myopic macular
degeneration, visual impairment, and blindness [1,4—6]. The World Health Organization
(WHO) has reported that uncorrected refractive errors are the main reason for 42% of visual
impairments and 3% of blindness [7]. However, 80% of visual impairments are avoidable,
and even a 50% reduction in the rate of developing myopia can decrease the prevalence of
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high myopia by as much as 90% [7,8]. Eliminating the main causes of all preventable and
treatable blindness and improving vision health are paramount [9].

The proposed mechanisms underlying myopia development include excessive ac-
commodation and uncoordinated eye growth due to the response of retinal signals to
sustained extended near work [10]. The current common therapeutic approaches to myopia
include the use of glasses or contact lenses, laser eye surgery, and atropine eyedrops [11].
Alternative approaches to prevent and delay the progression of myopia include avoiding
using eyes at close distances for a long period, increasing outdoor time [12,13], acupressure
or electroacupuncture [14-16], and eye exercise training [17-19].

Eye exercises are often used in physiotherapeutic optometric vision therapy, which
establishes effective ways of using the eyes as well as muscle relaxation techniques, biofeed-
back, eye patches, or eye massages, alone or in combination, to improve visual clarity [18,19].
However, few studies have comprehensively evaluated a 3D-based vision training (VT)
program to improve visual clarity. Auditory frequency following responses (FFRs), gener-
ated by periodic or nearly periodic auditory stimuli at low frequencies, is a powerful neural
processing tool of the visual cortex and affects the optic and visual nerves [20]. Electrical
stimulation (ES) or electrical acupuncture/acupoint stimulation is a safe and effective
technique that may have therapeutic applications in controlling myopia [16,21-24].

Binaural differences in the alpha-band (8-14 Hz) stimulus recognize the visual target
and causes the visual stimulation of resonance rhythms [25]. However, the effect of 3D-based
VT plus FER generated by auditory binaural frequency entrainment remains unknown.

ES is commonly used in physical therapy to relax hypertonic muscles, reduce muscle
spasms, and improve muscle discomfort symptoms [26]. This response is effected through
the excitation—contraction-relaxation cycle in muscles by mediating Ca?* levels [27]. ES
was reported to reduce tetanic tension in an animal model [28]. ES is often applied directly
to acupoints or motor points in the muscle. Bilateral orbital Taiyang (EX-HNS5) acupoints
have been reported to prevent myopia in animal studies [16], but no human trials have
been conducted.

In the present study, we applied 3D-based VT, FFR generated by visual cortex—
activated auditory binaural frequency entrainment, and ES to evaluate the best observed
outcome intervention and examine the effectiveness of multimodal interventions in prevent-
ing the progression of myopia among Taiwanese schoolchildren. Our findings may provide
useful information for the promotion of visual health and prevention of deterioration for
schoolchildren and their parents.

2. Materials and Methods

All procedures were reviewed and approved by the Institutional Review Board of
China Medical University Hospital (CMUH107-REC1_124), and all tests were conducted in
accordance with the tenets of the Declaration of Helsinki. After children and their parents
were provided a description of the study aims and procedures, written informed consent
was obtained from the parents of all participating children. Our study was recorded in the
U.S. National Library of Medicine registry (NCT04017234). All ongoing and related trials
for this intervention have been registered.

2.1. Participants

We recruited 27 children aged 8-12 years from an elementary school in central Taiwan.
The following inclusion criteria were applied: (a) presence of myopia (defined as a spherical
equivalent of at least one < —0.50 D); (b) non-use of a cycloplegic agent or ophthalmic
drug (such as cyclogel or atropine) for the past >7 days; (c) non-use of orthokeratology lens
currently or in the past >7 days; and (d) ability to answer the questionnaire. The exclusion
criteria were active or recent eye trauma or irreversible eye diseases affecting visual acuity.
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2.2. Vision Training

The virtual 3D-based VT system was designed by our team to create a 3D environment
(Figure 1) with a deep enough depth of field, and the eyes were guided to trace a light or
contrast color spot that could move near or far away, right or left, up or down, clockwise or
counterclockwise, and fast or slow. This system was designed to reduce the spasm of the
oblique and rectus muscles and to relax the ciliary muscle to focus on distant objects.

A multi-component

physiotherapeutic intervention of myopia

— 3D-based vision training (VT)

R auditory frequency entrainment

@?@ Frequency Following Response (FFR)
S\g — generated by occipital visual cortex-activated

MRI imagine under 10 Hz FFR sound wave stimulus

bilateral orbital Electrical Stimulation (ES)

Figure 1. A multi-component physiotherapeutic intervention of myopia prevention.
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2.3. FFR

FFR was generated by various difference auditory binaural frequency entrainment
(8-14 Hz) with an activated visual cortex, as shown in the magnetic resonance imaging
(MRI) findings (Figure 1). In the current study, a 3D-based VT system with auditory binaural
frequency (8-14 Hz) entrainment was applied during a single VI-FFR and VR-FFR-ES
intervention and chronic VR-FFR-ES intervention.

2.4. Bilateral Orbital ES

ES with a direct current (2-100 Hz, 1-12 mA) was applied to the bilateral orbital
area approximately one fingerbreadth posterior to the midpoint between the lateral end
of the eyebrow and the outer canthus for 30 min. The ES intensity was adjusted by the
participants themselves in increments of 1 mA to an acceptable level.

2.5. Study Design

A two-stage, randomized, crossover, single-blind intervention design was used in
this study. In the first stage, a single 30 min intervention was used in each group, with a
randomized crossover design to investigate the effectiveness of a 3D-based VT program
with or without FFR and ES. In the second stage, a chronic intervention for 30 min/day,
3 days a week, for 4 weeks with a randomized crossover design was applied to evaluate the
effectiveness of the best multicomponent physiotherapeutic intervention of VT from the
first stage. Figure 2 presents a flow diagram of the study design and participant selection.
The 3D-based VT program was performed at a primary school. Each intervention session
lasted for approximately 30 min. One researcher allocated participants to groups using a
randomized crossover design in stage 1 and stage 2. The other experimenters were blinded
to participant allocation.

2.6. Outcome Evaluation

Both before and after the intervention (pre-test and post-test, respectively), visual
acuity in stage 1 and spherical equivalents in stage 2 were evaluated by an optometrist
who was blinded to the participant allocation. The visual acuity was determined with the
Snellen chart of a decimal visual record at a viewing distance of 6 m. For statistical analysis,
we converted the values of the decimal visual acuity chart to the log of the minimum
angle of resolution (logMAR) visual acuity. Spherical equivalents were evaluated using
an auto-refractometer, and three readings were obtained and averaged for each eye in all
participants for further analysis (Topcon KR-8100, Tokyo, Japan).

2.7. Protocol of Stage 1

This study applied a randomized crossover design (which was randomized through
the sequential arrangement of each intervention, including four treatments, controlling for
the effects of VT, FFR, and ES) to investigate the effectiveness of the 3D-based VT program
with or without FFR generated by visual cortex-activated auditory frequency entrainment
and bilateral orbital ES. A total of 27 school children with myopia were randomized through
sequential arrangement into four groups: (1) sham control with no VT, FER, or ES (control
group); (2) 3D-based VT only (VT group); (3) VT with FFR (VI-FFR group); and (4) VT with
FFR and ES (VI-FFR-ES group). Each participant completed all three interventions and
the control test (30 min per intervention) with a washout period of at least 3 days between
interventions. For each intervention, the pre-test and post-test visual acuity was measured
using the Snellen chart, and the best effective multicomponent physiotherapeutic single
intervention of myopic improvement was identified.
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Inclusion Criteria
(1) rayopiais defined as the equivalent spherical (SE) degree of at least one eye being below -
0.50D;
(2) without using cycloplegic agent and any ophthalrmic drugs {such as cyclogel or atroping)
currently or for at least seven days;
(3) wathout using orthokeratology lens currently or for at least seven days;
(4) could answer the questionname;
The exclusion eriteria: the eye currently hadihas experienced trauraa or inreversible eye diseases.

1

Stage 1
Assessed for eligibility (N=27)

1
Repeated measurement block randomization

4 \

VT group VT-FFR group VT-FFR-ES group Control group
(n=27) (n=27) (n=27) (n=27)

! | | !

Analyzed (n=27)
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Assessedfor eligibility (N=27)

Y
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—

Allocated to control group
Supplementation (n=12)

\
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Excluded from analysis (n=0)

Figure 2. Flow chart depicting the total number of participants and how the final study enrollment
was achieved. VT: Vision training; VI-FFR: Vision training and frequency following response; VT-
FFR-ES: Vision training, frequency following response and electrical stimulation; Control group: No
function group of VI-FFR-ES.
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2.8. Protocol of Stage 2

The participants were divided into control and VI-FFR-ES groups (n = 13 and 12,
respectively) and underwent a longer-term intervention (30 min/day, 3 days a week for
4 weeks) in a crossover design to evaluate the effectiveness of the best multicomponent
physiotherapeutic intervention, VI-FFR-ES, which was chosen from the outcome of stage 1.
Before the crossover, a 1-week washout period was applied, and this duration was deter-
mined by the restoration of visual acuity after using cycloplegic drugs (atropine), which are
effective in suppressing the progression of myopia. Participants did not receive any other
VT or myopia prevention intervention or treatment throughout the study (both stages).

2.9. Statistical Analysis

The outcome of visual acuity was used to calculate the sample size of the study. To
reach a power of 0.8, a two-sided significance level of 0.05 was required if the difference
between the interventions was 0.5; assuming that the within-subject standard deviation
of the outcome was 0.8, a sample size of 23 schoolchildren was estimated. All analyses
were conducted using SPSS 22.0 (IBM, Chicago, IL, USA). All visual acuity and spherical
equivalent outcomes of the eyes were statistically compared with those of the fellow eyes
within the same intervention using a paired-sample ¢ test. A repeated-measures analysis of
variance (ANOVA) was used to compare the effect on outcomes, such as logMAR visual
acuity, between control and the three interventions. Data are expressed as the mean +
standard derivation. The level of statistical significance was set at p < 0.05.

3. Results

The 27 participants were arranged by randomized crossover design for each interven-
tion in stage 1; for personal reasons, two participants withdrew in stage 2. The participants’
clinic demographic data are presented in Table 1. The age range of the participants was
10-12 years old, 40.7% of the participants were boys, and 80.19% of the participants had
experienced no eye discomfort in the previous 3 months.

Table 1. Demographic data of the participants.

Variables Frequency Percentage
Gender
Male 11 40.7
Female 16 59.3
Age (years)
10 9 33.3
11 12 444
12 6 222
Myopia status of father
No 13 48.2
Yes 14 51.8
Myopia status of mother
No 15 55.6
Yes 12 444
Education of father
<12 years 11 40.7
>12 years 16 59.3
Education of mother
<12 years 9 33.3
>12 years 18 66.7
Outside activity during the previous
3 month
No 3 111

Yes 24 88.9
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Table 2 summarizes the postinterventional changes in logMAR visual acuity. Com-
pared with the values before the intervention, the postinterventional logMAR visual acuity
was significantly different in the VI-FFR (0.63 £ 0.36 vs. 0.56 & 0.32, p < 0.001) and VT-FFR-
ES groups (0.60 £ 0.34 vs. 0.46 + 0.28, p < 0.001). Thus, the VI-FFR-ES intervention was
identified as having the best observed outcome for logMAR visual acuity (i.e., the greatest
decrease in logMAR visual acuity) (Table 2). Figure 3 presents an identity plot for logMAR
visual acuity in the No function group and VT-FFR-ES group after a single intervention.

Table 2. The logMAR visual acuity of pre—post-evaluation of single intervention (n = 54 eyes).

Intervention Before After Mean Difference p?
Control 0.60 +0.33 0.58 +0.33 —0.02 £ 0.08 P< 0.08
VT 0.62 +0.36 0.54 4+ 0.33 —0.07 £ 043 0.22
VT-FFR 0.63 +0.36 0.56 £ 0.32 —~0.08 +0.114 <0.001
VT-FFR-ES 0.60 + 0.34 0.46 +0.28 —0.13 £0.14 <0.001

Control: no function of VI-FFR-ES; VT: vision training; FFR: frequency following response; ES: electrical stimu-
lation. 2 paired t-test ® Control > VT-FFR ¢ Control > VT-FFR-ES ¢ VT-FFR >VT-FFR-ES by repeated-measures
ANOVA with least significant difference post hoc test.

1.50
intervention type :
single intervention
1.254 © Control NS
Lo * VT-FFR-ES P<0.001
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Figure 3. The identity plot presents the distribution of pre- and post-individual logMAR visual acuity
between the single Control and VI-FFR-ES intervention types. The upper half of the identity line
means a worse visual acuity than the baseline; the lower half of the identity line means a better visual
acuity than the baseline. VT-FFR-ES: vision training, frequency following response and electrical
stimulation; Control: no function group of VT-FFR-ES. Paired t-test NS, non-significant and p < 0.001.

In the chronic intervention, the average spherical equivalents in the VI-FFR-ES and
Control groups were —2.59 & 1.88 D and —2.56 £ 1.79 D, respectively, in the pre-test,
and —2.38 + 1.72 D and —2.66 & 1.91 D, respectively (p < 0.001, Table 3), in the post-test.
Figure 4 presents an identity plot for pre- and post-test spherical equivalent values after
4 weeks of chronic intervention.
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Table 3. Refractive error between chronic Control and VT-FFR-ES interventions (n = 50 eyes in

each group).
Control Group VT-FFR-ES
Change in Change in "
After Refraction Before After Refraction p
Spherical 2564179 —266+191 —0.10+026 —2594+1.88 —238+172  0.21+032 <0.001
equivalent (D)

Data shown are the mean =+ SD. VT: vision training; FFR: frequency following response; ES: electrical stimulation;
D: diopters. VI-FFR-ES: vision training, frequency following response, and electrical stimulation; Control group:
no function group of VI-FFR-ES. * p-Values derived from paired t-tests of the mean differences between the
Control group and VT-FFR-ES intervention. Paired t-test NS, non-significant and p < 0.001.

intervention type :
. chronic intervention
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posttest of spherical equivalent

Figure 4. Identity plot between pre- and post-test spherical equivalents after chronic VI-FFR-
ES intervention.

Identity plot between pre- and post-test spherical equivalents between the Control
group and vision training with frequency following response and electrical stimulation
group (VT-FFR-ES) for 4 weeks.

4. Discussion

This study had two main findings. Firstly, a single multicomponent physiotherapeutic
intervention of a 3D-based VT program with FFR generated by auditory frequency entrain-
ment, and bilateral orbital ES for 30 min, improved visual acuity among schoolchildren
compared with a control sham intervention or 3D-based VT only. Secondly, the 4-week
application of the multicomponent physiotherapeutic intervention VI-FFR-ES (30 min/day,
3 days a week) significantly improved refractive error, as measured using spherical equiv-
alents, compared with the control. Myopia is a common problem in schoolchildren [1],
and efficacious public health interventions are urgently warranted to prevent or delay
the progression of myopia in schoolchildren. The most effective strategy for controlling
myopia has yet to be identified [29]. Nonpharmacological or noninvasive ES interventions
for treating myopia have been inconclusive. A meta-analysis between outdoor time and
reducing the risk of developing myopia, a notable protective effect of outdoor time, was
found for incident myopia in clinical trials and longitudinal cohort studies, and prevalent
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myopia in cross-sectional studies (reducing the risk to 46%, 43%, and 4%, respectively). The
pooled results of outdoor time in clinical trials showed that there was a reduced myopic
shift in both myopes and non-myopes (—0.30 D), and compared with a control group
(weighted mean difference = —0.30 D, 95% CI = —0.18 to —0.41), over a 3-year follow-up
period. However, only in among myopes, no dose-response relationship was found in
the analysis between time outdoors and myopic progression (R*= 0.00064). Increased
outdoor time is effective in preventing the onset of myopia and slowing the myopic shift.
Unexpectedly, outdoor time was not an effective strategy in slowing progression in the
eyes that were already myopic [30]. Therefore, VT is considered an eye exercise training for
preventing from myopic progression, which is responsible for changing the focus of the
eyes. Another nonpharmacological therapy that was tested was VT with the simultaneous
use of soft lenses in 14-22-year-old patients with myopia [18]. The results revealed that VT
significantly affected shorter distant viewing times; however, this outcome of the evaluation
differed from ours (visual acuity and spherical equivalent). One study observed that daily
VT-based eye exercises for 6 weeks significantly improved visual acuity in 12-15-year-old
girls with myopia [31]. This result partially supported our result for a 4-week intervention
of VI-FFR-ES for 30 min/day, 3 days a week. An information and communication technol-
ogy (ICT)-based VT program involving a head-mounted wearable device in young adults
(22.8 + 3.8) stimulated the contraction and relaxation of ciliary muscles of the eye and
improved refractive errors by 0.44 4= 0.35 D in a VT group compared with a comparative
group [32]. VT involves the contraction and relaxation of the ocular ciliary muscles, which,
in turn, improves vision. In the present study, because the 3D-based VT alone did not
improve visual acuity, we assumed that it was not effective enough, and that applying
the multicomponent intervention of VI-FFR-ES is better for controlling the progression
of myopia.

Some links between auditory-induced FFR and the visual system can be found. FFR is
a footprint of early auditory nerve processing and is related to the optic nerve [20]. The
interactive effect of binaural tones of different intensities was reported on visual percep-
tion [33]. The current study provided MRI evidence of visual cortex activation through
FFR generated by various difference auditory binaural frequency (8-14 Hz) entrainment
regimes. This is the first report to demonstrate an activated visual cortex by FFR or binaural
beats. In our study, the significant effect of visual acuity is the first evidence of a single
intervention of a 3D-based VT program with auditory frequency entrainment. Unexpect-
edly, we found that the single 3D-audiovisual intervention, a 3D-based VT program with
auditory 8-14 Hz frequency entrainment, could improve visual acuity in schoolchildren
with myopia.

ESis a promising, safe, and effective therapeutic modality for improving vision [21]. Elec-
trical acupuncture is commonly used to control myopia in children and adolescents [22,23].
Several studies have evaluated the effectiveness of electrical acupuncture stimulation at the
Taiyang acupoint for myopia in an animal model with lens-induced myopia [16,24], and
reported that ES improved neuromuscular nodulation (such as retinal GABA) and increased
resting-state functional connectivity in visual cortices in lens-induced myopic eyes, but did
not influence refractive error or axial length [16]. The Taiyang acupoint is often selected for
treating myopia in traditional Chinese medicine, because it is located around the bilateral
orbital area. Some mixed acupoint stimulations for myopia therapy may clear the meridians,
improve chorioretinal microcirculation, enhance cerebral circulation [34,35], and activate
the visual cortex [36]. This is the first report to demonstrate that a single 30-min session of
VT-FFR-ES can effectively improve visual acuity, and that a 12-session program of VT-FFR-ES
over 1 month can effectively prevent myopia among schoolchildren.

The main strength of the present study is the use of a randomized crossover design
to identify the best intervention for improving visual acuity in children with myopia.
However, this study has some limitations. First, our participants were schoolchildren from
a single school in central Taiwan and may be susceptible to the development of myopia at
their age, thereby precluding the generalizability of our findings to other target populations.



Appl. Sci. 2022,12,201 10 of 11

Second, the 1-month follow-up period precluded insights into the long-term effects of the
multicomponent intervention. Finally, we cannot confirm the intervention effects on the
elongation of the eye (i.e., measurements of axial length) and did not assess the rebound
effects during the short follow-up period.

5. Conclusions

The multicomponent physiotherapeutic intervention of a 3D-based VT program with
auditory frequency entrainment and bilateral orbital ES with relaxing the extraocular
muscle can effectively prevent or inhibit myopia progression, as demonstrated by the
improved visual acuity and refractive error via visual cortex activation and extraocular
muscle relaxation among schoolchildren. Further research is required to determine the
long-term efficacy of this intervention on myopia prevention and changes in specific eye
indicators, and verify the results in other populations and settings.

Author Contributions: Conceptualization, Y.-K.T. and S.-D.L.; methodology, Y.-K.T., C.-W.C. and
S.-D.L.; validation, Y.-K.T., C.-W.C. and S.-D.L.; formal analysis, Y.-K.T. and S.-D.L.; investigation, Y.-
K.T,; resources, S.-D.L.; data curation, Y.-K.T. and S.-D.L.; writing—original draft preparation, Y.-K.T;
writing—review and editing, S.-D.L.; supervision, S.-D.L.; project administration, Y.-K.T.; funding
acquisition, S.-D.L. All authors have read and agreed to the published version of the manuscript.

Funding: This study was partially supported by 107-2314-B-468-002-MY3 from the Ministry of Science
and Technology Taiwan as well as Weifang Medical University. The funders were not associated with
the design, data search, data collection, synthesis, or publication decision.

Institutional Review Board Statement: All procedures were reviewed and approved by the Institu-
tional Review Board of China Medical University Hospital (CMUH107-REC1_124), and all tests were
conducted in accordance with the tenets of the Declaration of Helsinki.

Informed Consent Statement: Informed consent was obtained from the parents of all participating
children involved in the study.

Data Availability Statement: The data presented in the study are available on request from the
corresponding author.

Acknowledgments: We gratefully acknowledge Yue-Mei Chen and Kang-Ming Lin for developing
the virtual 3D-based VT film system. Our gratitude goes to Michael Hsu for producing the auditory
frequency entrainment and Cheng-Yi Chen for analyzing the MRI scans. We thank MDPI editing
for proofreading. Finally, we thank the children and their parents who willingly and cooperatively
participated in the study.

Conflicts of Interest: No potential conflicts of interest are reported by the authors.

References

1.

Holden, B.A.; Fricke, T.R.; Wilson, D.A.; Jong, M.; Naidoo, K.S.; Sankaridurg, P.; Wong, T.Y.; Naduvilath, T.; Resnikoff, S. Global
Prevalence of Myopia and High Myopia and Temporal Trends from 2000 through 2050. Ophthalmology 2016, 123, 1036—-1042.
[CrossRef]

Lin, L.L.K,; Shih, Y.F,; Hsiao, C.K.; Chen, C.J. Prevalence of myopia in Taiwanese schoolchildren: 1983 to 2000. Ann. Acad. Med.
Singap. 2004, 33, 27-33. [PubMed]

Wu, P-C,; Tsai, C.-L.; Hu, C.-H.; Yang, Y.-H. Effects of Outdoor Activities on Myopia among Rural School Children in Taiwan.
Ophthalmic Epidemiol. 2010, 17, 338-342. [CrossRef]

Eye Disease Case-Control Study Group. Risk factors for idiopathic rhegmatogenous retinal detachment. Am. |. Epidemiol. 1993,
137,749-757. [CrossRef]

Younan, C.; Mitchell, P.; Cumming, R.; Rochtchina, E.; Wang, J.J. Myopia and incident cataract and cataract surgery: The blue
mountains eye study. Investig. Ophthalmol. Vis. Sci. 2002, 43, 3625-3632.

Qiu, M.; Wang, S.Y,; Singh, K.; Lin, S.C. Association between Myopia and Glaucoma in the United States Population. Investig.
Opthalmol. Vis. Sci. 2013, 54, 830-835. [CrossRef] [PubMed]

WHO. Universal Eye Health: A Global Action Plan 2014-2019; WHO: Geneva, Switzerland, 2013.

WHO. The Impact of Myopia and High Myopia: Report of the Joint World Health Organization-Brien Holden Vision Institute Global
Scientific Meeting on Myopia; University of New South Wales, Press: Sydney, Australia, 2017.

WHO. Vision 2020: The Right to Sight; WHO Regional Office for South-East Asia, Press: New Delhi, India, 2001.


http://doi.org/10.1016/j.ophtha.2016.01.006
http://www.ncbi.nlm.nih.gov/pubmed/15008558
http://doi.org/10.3109/09286586.2010.508347
http://doi.org/10.1093/oxfordjournals.aje.a116735
http://doi.org/10.1167/iovs.12-11158
http://www.ncbi.nlm.nih.gov/pubmed/23299483

Appl. Sci. 2022,12,201 11 of 11

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.
23.

24.

25.

26.

27.

28.

29.

30.

31.
32.

33.

34.

35.

36.

Chakraborty, R.; Read, S.A.; Vincent, S.]. Understanding Myopia: Pathogenesis and Mechanisms. In Updates on Myopia; Springer:
Singapore, 2020; pp. 65-94.

Mak, C.Y,; Yam, J.C.; Chen, L.].; Lee, S.M.; Young, A.L. Epidemiology of myopia and prevention of myopia progression in children
in East Asia: A review. Hong Kong Med. ]. 2018, 24, 602—-609. [CrossRef] [PubMed]

French, A.N.; Ashby, R.; Morgan, I.; Rose, K. Time outdoors and the prevention of myopia. Exp. Eye Res. 2013, 114, 58-68.
[CrossRef]

Wu, P-C,; Tsai, C.-L.; Wu, H.-L.; Yang, Y.-H.; Kuo, H.-K. Outdoor Activity during Class Recess Reduces Myopia Onset and
Progression in School Children. Ophthalmology 2013, 120, 1080-1085. [CrossRef]

Yeh, M.-L.; Chen, C.-H.; Chen, H.-H,; Lin, K.-C. An Intervention of Acupressure and Interactive Multimedia to Improve Visual
Health among Taiwanese Schoolchildren. Public Health Nurs. 2008, 25, 10-17. [CrossRef]

Wei, M.L,; Liu, J.P; Li, N.; Liu, M. Acupuncture for slowing the progression of myopia in children and adolescents. Cochrane
Database Syst. Rev. 2011, 9, 1-11. [CrossRef]

Sha, F; Ye, X.; Zhao, W.; Xu, C.-L; Wang, L.; Ding, M.-H.; Bi, A.-L.; Wu, J.-E; Jiang, W.-].; Guo, D.-D.; et al. Effects of
electroacupuncture on the levels of retinal gamma-aminobutyric acid and its receptors in a guinea pig model of lens-induced
myopia. Neuroscience 2014, 287, 164-174. [CrossRef]

Rawstron, J.A.; Burley, C.D.; Elder, M.J. A Systematic Review of the Applicability and Efficacy of Eye Exercises. |. Pediatr.
Ophthalmol. Strabismus 2005, 42, 82-88. [CrossRef]

Allen, PM.; Radhakrishnan, H.; Rae, S.; Calver, R.I.; Theagarayan, B.P.; Nelson, P.; Osuobeni, E.; Sailoganathan, A.; Price, H.;
O’Leary, D.J. Aberration Control and Vision Training as an Effective Means of Improving Accommodation in Individuals with
Myopia. Investig. Opthalmol. Vis. Sci. 2009, 50, 5120-5129. [CrossRef]

Li, S.-M.; Kang, M.-T; Peng, X.-X.; Li, S.-Y.; Wang, Y.; Li, L.; Yu, J.; Qiu, L.-X,; Sun, Y.-Y;; Liu, L.-R.; et al. Efficacy of Chinese
Eye Exercises on Reducing Accommodative Lag in School-Aged Children: A Randomized Controlled Trial. PLoS ONE 2015,
10, e0117552. [CrossRef] [PubMed]

Coffey, E.B.J.; Nicol, T.; White-Schwoch, T.; Chandrasekaran, B.; Krizman, J.; Skoe, E.; Zatorre, R.]J.; Kraus, N. Evolving perspectives
on the sources of the frequency-following response. Nat. Commun. 2019, 10, 5036. [CrossRef]

Perin, C.; Vigano’, B; Piscitelli, D.; Matteo, B.M.; Meroni, R.; Cerri, C.G. Non-invasive current stimulation in vision recovery: A
review of the literature. Restor. Neurol. Neurosci. 2020, 38, 239-250. [CrossRef] [PubMed]

Val’Kova, I.V.; Niurenberg, O.I. Use of electroacupuncture reflexotherapy in myopia. Vestn. Oftal” Mologii 1989, 105, 33-35.

Li, Y.-H.; Wang, Z.-Q.; Wei, D. Biological effect of electrical plum-blossom needle for treatment of juvenile myopia. Zhongguo Zhen
Jiu = Chin. Acupunct. Moxibustion 2007, 27, 725-728.

Zhang, T,; Jiang, Q.; Xu, F; Zhang, R.; Liu, D.; Guo, D.; Wu, J.; Wen, Y.; Wang, X,; Jiang, W.; et al. Alternation of Resting-State
Functional Connectivity Between Visual Cortex and Hypothalamus in Guinea Pigs with Experimental Glucocorticoid Enhanced
Myopia after the Treatment of Electroacupuncture. Front. Aging Neurosci. 2021, 14, 579769. [CrossRef]

De Graaf, T.A.; Gross, ].; Paterson, G.; Rusch, T.; Sack, A.; Thut, G. Alpha-Band Rhythms in Visual Task Performance: Phase-
Locking by Rhythmic Sensory Stimulation. PLoS ONE 2013, 8, e60035. [CrossRef]

Levine, D.; Bockstahler, B. Electrical Stimulation. In Canine Rehabilitation and Physical Therapy; Saunders: Philadelphia, PA, USA,
2014; pp. 342-358.

Lee, K.S. Effect of Electrical Stimulation on Uptake and Release of Calcium by the Endoplasmic Reticulum. Nat. Cell Biol. 1965,
207, 85-86. [CrossRef]

Walters, T.J.; Sweeney, H.L.; Farrar, R.P. Influence of electrical stimulation on a fast-twitch muscle in aging rats. J. Appl. Physiol.
1991, 71, 1921-1928. [CrossRef] [PubMed]

Kaiti, R.; Shyangbo, R.; Sharma, LP,; Dahal, M. Review on current concepts of myopia and its control strategies. Int. J. Ophthalmol.
2021, 14, 606-615. [CrossRef] [PubMed]

Xiong, S.; Sankaridurg, P.; Naduvilath, T.; Zang, J.; Zou, H.; Zhu, ].; Lv, M.; He, X.; Xu, X. Time spent in outdoor activities in
relation to myopia prevention and control: A meta-analysis and systematic review. Acta Ophthalmol. 2017, 95, 551-566. [CrossRef]
Mohamed, S.A.A.R. Vision Therapy-Based Program for Myopia Control in Adolescents. Middle-East |. Sci. Res. 2013, 13, 390-396.
Park, S.Y.; Yoon, Y.D.; Kim, D.H.; Lee, D.H. Improvement effect of Functional Myopia by Using of Vision Training Device (OTUS).
J. Korea Converg. Soc. 2020, 11, 147-154.

Chandler, K.A. The Effect of Monaural and Binaural Tones of Different Intensities on the Visual Perception of Verticality. Am. J.
Psychol. 1961, 74, 260. [CrossRef]

Naruse, S.; Mori, K.; Kurihara, M.; Nakajima, N.; Matsumoto, Y.; Kinoshita, S.; Ohyama, Y.; Nakamura, T. Chorioretinal blood
flow changes following acupuncture between thumb and forefinger. Nippon. Ganka Gakkai Zasshi 2000, 104, 717-723. [CrossRef]
An, Y.-S.; Moon, S.-K.; Min, I.-K_; Kim, D.-Y. Changes in Regional Cerebral Blood Flow and Glucose Metabolism Following
Electroacupuncture at LI 4 and LI 11 in Normal Volunteers. ]. Altern. Complement. Med. 2009, 15, 1075-1081. [CrossRef]

Li, G.; Cheung, RT.F; Ma, Q.-Y,; Yang, E.S. Visual cortical activations on fMRI upon stimulation of the vision-implicated acupoints.
Neuro. Rep. 2003, 14, 669-673. [CrossRef] [PubMed]


http://doi.org/10.12809/hkmj187513
http://www.ncbi.nlm.nih.gov/pubmed/30530867
http://doi.org/10.1016/j.exer.2013.04.018
http://doi.org/10.1016/j.ophtha.2012.11.009
http://doi.org/10.1111/j.1525-1446.2008.00675.x
http://doi.org/10.1002/14651858.CD007842.pub2
http://doi.org/10.1016/j.neuroscience.2014.12.022
http://doi.org/10.3928/01913913-20050301-02
http://doi.org/10.1167/iovs.08-2865
http://doi.org/10.1371/journal.pone.0117552
http://www.ncbi.nlm.nih.gov/pubmed/25742161
http://doi.org/10.1038/s41467-019-13003-w
http://doi.org/10.3233/RNN-190948
http://www.ncbi.nlm.nih.gov/pubmed/31884495
http://doi.org/10.3389/fninf.2020.579769
http://doi.org/10.1371/journal.pone.0060035
http://doi.org/10.1038/207085a0
http://doi.org/10.1152/jappl.1991.71.5.1921
http://www.ncbi.nlm.nih.gov/pubmed/1761492
http://doi.org/10.18240/ijo.2021.04.19
http://www.ncbi.nlm.nih.gov/pubmed/33875955
http://doi.org/10.1111/aos.13403
http://doi.org/10.2307/1419411
http://doi.org/10.1016/S0021-5155(00)00371-3
http://doi.org/10.1089/acm.2009.0257
http://doi.org/10.1097/00001756-200304150-00002
http://www.ncbi.nlm.nih.gov/pubmed/12692460

	Introduction 
	Materials and Methods 
	Participants 
	Vision Training 
	FFR 
	Bilateral Orbital ES 
	Study Design 
	Outcome Evaluation 
	Protocol of Stage 1 
	Protocol of Stage 2 
	Statistical Analysis 

	Results 
	Discussion 
	Conclusions 
	References

