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Abstract: Background: Art therapy has a long history of applications in cognitive and motor re-
habilitation. More recently, a growing body of scientific literature has highlighted the potential of
virtual reality in neurorehabilitation, though it has focused more on the technology itself than on the
principles adopted in digital scenarios. Methods: This study is a single-blind randomized controlled
trial conducted on 40 patients with stroke, comparing conventional therapy (physical therapy for
the upper and lower limbs, for posture and balance, cognitive therapy, occupational therapy, speech
therapy, and specific therapy for swallowing, bowel, and bladder dysfunctions) to a protocol in
which the upper limb physical therapy was substituted with art therapy administered by means
of virtual reality exploiting the so-called Michelangelo effect. Results: After 12 sessions, patients
in the virtual art therapy group showed a significantly greater improvement in independence in
activities of daily living, as assessed by the Barthel Index (interaction of time and group: p = 0.001).
Significant differences were also found in terms of upper limb muscle strength (Manual Muscle Test,
p < 0.01) and reduction in spasticity (Ashworth scale, p = 0.007) in favor of the experimental group.
In the virtual art therapy group, the effectiveness of the intervention was significantly correlated
with patient participation (Pittsburgh Rehabilitation Participation Scale: R = 0.41), patient satisfaction
(R = 0.60), and the perceived utility of the intervention by the therapist (R = 0.43). Conclusions: These
findings support the efficacy of virtual art therapy leveraging the Michelangelo effect. Further studies
should also focus on cognitive domains that could benefit from this type of approach.

Keywords: neurorehabilitation; art therapy; neuroaesthetics; cerebrovascular accident; neurological
rehabilitation

1. Introduction

Virtual reality (VR) is one of the most promising technologies for neurorehabilitation.
The main advantages of this technology are the ease of use, its safety, the low cost with
respect to other technologies, its portability, and the embedded sensors that can provide
informative data [1]. However, in many reviews, the efficacy of virtual reality has been
evaluated by including non-immersive interactive video gaming systems into the meta-
analysis [2,3], despite the fact that VR has a specific definition. In fact, VR has been defined
as a high-end user–computer interface involving real-time stimulation and interactions of
the subject embedded into a digital world through multiple sensorial channels in which
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the subject feels his/her presence, the ownership of the body of his/her avatar, and the
possibility to interact with that world [4,5].

Another critical limitation of the existing literature is that the meta-analysis aggre-
gated studies are based solely on VR hardware, disregarding software-specific content
and rehabilitative principles. This approach conflates diverse VR applications, including
gaming, physical and cognitive exercises, and real-life simulations.

A recent review highlighted the importance of task-specific training paradigms in VR
for optimizing motor learning and facilitating skill transfer to obtain tangible enhancements
in real-world functional abilities [6]. Another study emphasized the importance of defining
the virtual task and the digital environment based on the rehabilitation objectives and
patients’ needs, rather than focusing solely on the type of environment [7]. In fact, the
type of exercises performed in the digital environment with multisensory feedback can
lead to improvement in the patient’s motivation, engagement, and enjoyment [8]. A recent
review summarized these findings, concluding that VR can improve patients’ compliance
with treatment, ultimately increasing their level of functioning and quality of life [9]. In
2021, we tested the usability of VR for administering a protocol of art-therapy in which
patients with stroke could paint a virtual canvas [10]. A novel aspect of this approach was
the potential of VR to induce the illusion in patients that they were perfectly replicating
iconic artworks, such as the Creation of Adam of Michelangelo or the Dance of Matisse.
The proposed protocol combined the advantages of visual art fruition, mainly related to
the wide arousal of brain networks activated by the vision of artistic masterpieces [11], and
the active involvement typical of artistic creation [12].

This approach allowed us to discover the “Michelangelo effect”; i.e., healthy subjects
and patients perceived less fatigue and were more accurate in their upper limb movements
when they had the illusion of painting art masterpieces with respect to when they were
simply asked to color a digital canvas, highlighting the importance of the artistic content
within the required task [10].

In a previous pilot study, involving 20 patients with stroke in the subacute phase (10
treated with this virtual art-therapy protocol and 10 with conventional rehabilitation), we
found a statistically significant higher improvement in patients treated with VR in terms
of independence in activities of daily living (p = 0.021, assessed by Barthel Index). The
improvements in upper limb force (Manual Muscle Test) and in reduction in spasticity
(Ashworth Scale) only approached the statistically significant threshold (p = 0.063 and
p = 0.055, respectively), suggesting the need to enroll more patients for obtaining more
consistent results [13].

In the present study, we expanded the data collection by using the previous proto-
col [10], doubling the number of patients with stroke in the subacute phase.

The aim of this study was to assess the efficacy of the proposed virtual reality art-
therapy protocol with respect to conventional therapy for patients with stroke. The sec-
ondary aim is to test whether the efficacy of VR is correlated with the active participation
of patients or to a reduction in fatigue perception in the VR protocol.

2. Materials and Methods
2.1. Participants

The study was conducted in accordance with the ethical standards in the 2013 Dec-
laration of Helsinki, and approved by the Local Ethical Committee. All patients signed
written informed consent form. Inclusion criteria were: patients admitted to our hospi-
tals for rehabilitation, clinical diagnosis of ischemic or hemorrhagic stroke confirmed by
computerized tomography or magnetic resonance, age between 40 and 90, subacute phase
of stroke (within 6 months from the acute event, when the rehabilitation could be more
effective [14,15]), and capacity of performing voluntary movements, even if minimal, with
the affected upper limb (Manual Muscle Test > 0). Exclusion criteria were: inability to
comprehend and follow the therapist’s instructions (Mini Mental State Evaluation < 24);
presence of risk of visual epilepsy, unilateral spatial neglect, severe comorbidities, and
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flaccid paralysis of the affected upper limb. Despite VR and 3D images so far appearing
benign, light flashes, patterns, or color changes can provoke seizures [16], so we preferred
to consider the risk of visual epilepsy as an exclusion criterion.

2.2. Study Protocol

This study consists in a single-blind randomized controlled trial (RCT) that completed
the enrollment of patients of our previous pilot study [10] conducted in a single Italian
hospital (Nomentana Hospital). Patients were randomly assigned to the experimental
therapy group (EG) or conventional therapy group (CG) after their enrollment with an
allocation ratio of 1:1. Randomization was performed using a computer-generated blocked
random list, unveiling each allocation only after the enrolment of each patient.

Conventional therapy consisted of 3 rehabilitative sessions per day, each one of 1 h,
6 days per week, for one month (after which our protocol ended, but patients could
continue their therapies). During these 3 daily hours, rehabilitation could include not
only physical therapy for upper and lower limbs, posture, and balance, but also cognitive,
occupational, and speech therapies, with specific therapy for swallowing, bowel, and
bladder dysfunctions when clinically needed. The only difference for patients enrolled in
experimental therapy group was that 3 weekly sessions of conventional upper limb physical
therapy aiming at arm functional recovery were substituted by art therapy administered
by virtual reality for a period of 4 weeks. The amount of time spent in rehabilitation, the
frequency of therapy, its intensity, and the typologies of other daily therapies did not differ
between the two groups.

During virtual art-therapy sessions, the patients comfortably sat on a chair wearing a
Head-Mounted Display (Oculus Quest 2, Meta) and taking into his/her paretic hand the
joystick which allowed him/her to control the virtual stimuli. The virtual environment,
designed by using 3ds MAX 2018 and implemented in Unity 2018 game engine software
with customized C# scripts, consisted of a room having, in the middle, a white canvas on an
easel. The dimensions of the virtual area of the canvas were 40 cm × 60 cm. The subject saw
in the virtual environment a spherical brush at the same position of the controller grasped
by the patient with the affected hand. Patients were previously informed that the brush
can color the canvas by touching it, forming a painting. Patients had the illusion to actually
paint an artwork because the touch of the virtual brush delete white thin virtual pixels
covering the whole surface of the canvas which occluded the visibility of the underlying
painting. The target pixels were deleted when the subject moved the virtual brush keeping
it in touch with the canvas, allowing to see a part of the underlying painting (a masterpiece
of history of the art; see Figure 1 for an example). Patients performed different trials during
the time dedicated to the rehabilitative sessions, unveiling in each trial a different famous
painting associated to concept of beauty in previous studies (masterpieces of Michelangelo,
Leonardo, Renoir, van Gogh, Caravaggio, etc. were used; conversely, abstract art was not
included) [10,17]. Each trial was performed under the supervision of a trained physiothera-
pist who monitored that the patient executed the correct movements and maintained the
correct posture according to his/her rehabilitation needs. As for conventional therapy, the
assistance of the therapist was allowed when needed and the patient could have a rest
if needed.

The CONSORT checklist of this study has been added as Supplementary Material.
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a VR headset and holding the Oculus controller in her right hand. The right panel presents the first-
person perspective within the virtual environment, where the virtual canvas is occluded by white 
pixels. The green spherical brush (placed in the same position of the joystick grasped by the partic-
ipant) is used to remove the white pixels, revealing the underlying image. 
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of this period of therapy) by a clinical assessor blind to the allocation group of the patient. 
The assessments were performed measuring the independence of the patient into the ac-
tivities of daily living using the modified version of the Barthel Index (BI, primary out-
come measure)) [18], the upper limb strength using the Manual Muscle Test (MMT) [19], 
and the spasticity of the upper limb using the Ashworth scale (AS) [20]. For the patients 
of EG, participation in each session of therapy was assessed using Pittsburgh Rehabilita-
tion Participation Scale [21,22]. After each trial, the perceived fatigue was assessed by ask-
ing to the patient: “How tiring was this trial on a numeric rating scale ranging from 0 (no 
fatigue) to 10 (maximum possible fatigue)?” [13]. 

2.4. Statistical Analysis 
Sample size was computed on the basis of our previous data [13]. Because the Barthel 

Index was already significant different between the two groups in our previous study, we 
evaluated the sample size by the effect size evaluated on the Manual Muscle Test scores 
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alpha level at 5%, the power of the test (1-beta) at 95%, and a possible drop-out rate of 25% 
on G-Power 3.1.9.7, the resulting sample size was 20 patients for each group. Data are 
reported in terms of mean and standard deviation for continuous measures, or percentage 
frequencies for nominal variables. The normality of data was tested using Kolgomorov–
Smirnov analysis. For normally distributed variables, mixed analysis of variance was used 
to assess the effect of time (pre vs. post, within subject parameter), group (EG vs. CG), and 
their interaction. Effect size (ES) was computed using the partial eta-squared. For not-nor-
mally distributed variables, non-parametric Wilcoxon test for paired comparisons (pre vs. 
post) and Mann–Whitney U-test for unpaired comparisons between groups (EG vs. CG) 
were used. The efficacy of the interventions was computed in terms of effectiveness 
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puted using one-tailed Spearman coefficient (R). For all the analysis, the level of statistical 
significance for rejecting the null hypothesis was set at 5%. 

  

Figure 1. The figure illustrates a virtual art therapy example. The left panel depicts a person wearing
a VR headset and holding the Oculus controller in her right hand. The right panel presents the
first-person perspective within the virtual environment, where the virtual canvas is occluded by
white pixels. The green spherical brush (placed in the same position of the joystick grasped by the
participant) is used to remove the white pixels, revealing the underlying image.

2.3. Assessment

All patients were assessed at baseline (after enrolment) and 1 month later (at the
end of this period of therapy) by a clinical assessor blind to the allocation group of the
patient. The assessments were performed measuring the independence of the patient into
the activities of daily living using the modified version of the Barthel Index (BI, primary
outcome measure)) [18], the upper limb strength using the Manual Muscle Test (MMT) [19],
and the spasticity of the upper limb using the Ashworth scale (AS) [20]. For the patients of
EG, participation in each session of therapy was assessed using Pittsburgh Rehabilitation
Participation Scale [21,22]. After each trial, the perceived fatigue was assessed by asking to
the patient: “How tiring was this trial on a numeric rating scale ranging from 0 (no fatigue)
to 10 (maximum possible fatigue)?” [13].

2.4. Statistical Analysis

Sample size was computed on the basis of our previous data [13]. Because the Barthel
Index was already significant different between the two groups in our previous study, we
evaluated the sample size by the effect size evaluated on the Manual Muscle Test scores
(see the following paragraph 2.3 for assessment scales) with a result of 1.2. Setting the
alpha level at 5%, the power of the test (1-beta) at 95%, and a possible drop-out rate of
25% on G-Power 3.1.9.7, the resulting sample size was 20 patients for each group. Data are
reported in terms of mean and standard deviation for continuous measures, or percentage
frequencies for nominal variables. The normality of data was tested using Kolgomorov–
Smirnov analysis. For normally distributed variables, mixed analysis of variance was used
to assess the effect of time (pre vs. post, within subject parameter), group (EG vs. CG),
and their interaction. Effect size (ES) was computed using the partial eta-squared. For not-
normally distributed variables, non-parametric Wilcoxon test for paired comparisons (pre
vs. post) and Mann–Whitney U-test for unpaired comparisons between groups (EG vs. CG)
were used. The efficacy of the interventions was computed in terms of effectiveness [23,24],
computed as follows:

E f f ectivness =
Score Post − Score Pre

Maximum o f Scale − Score Pre
× 100 (1)

The PRPS- and fatigue-scores were averaged (firstly, among trials for fatigue) among
sessions for each patient, and their correlations with other clinical variables were com-
puted using one-tailed Spearman coefficient (R). For all the analysis, the level of statistical
significance for rejecting the null hypothesis was set at 5%.
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3. Results
3.1. Comparison of the Experimental and Control Groups

Drop-out cases were recorded neither in the EG nor in the CG. Table 1 shows the
demographical and clinical characteristics of the two groups at baseline. No significant
differences were noted between groups, but, for spasticity, it was 0.9 points lower in the EG
than in the CG.

Table 1. Mean ± standard deviation or percentage frequency of demographical and clinical variables
(H: hemorrhagic stroke; L: left body side; MMT: Manual Muscle Test) assessed at baseline for the two
groups and the p-value of their comparisons (t-test for age, U-test for clinical scales, and chi-squared
test for percentages).

Variable Experimental Group Control Group p-Value

Age (years) 67 ± 10 69 ± 15 0.754
Gender (% females) 35% 45% 0.729
Type of stroke (%H) 20% 25% 0.841

Affected body side (%L) 40% 45% 0.404
Barthel Index 33 ± 10 37 ± 21 0.725

Ashworth scale 0.6 ± 0.7 1.5 ± 1.1 0.011
MMT shoulder 3.5 ± 1.0 2.9 ± 1.3 0.119

MMT elbow 3.6 ± 1.2 2.8 ± 1.5 0.120
MMT pinch 3.3 ± 1.6 2.4 ± 1.7 0.091

Figure 2 shows the primary outcome (Barthel Index) at baseline and after treatment.
The mixed analysis of variance highlighted a significant effect of Time (pre vs. post:
F(1,38) = 154, p < 0.001, ES = 0.802), a significant interaction Time*Group (F(1,38) = 12,
p = 0.001, ES = 0.245), and a not-significant effect of Group (EG vs. CG: F(1,38) = 2, p = 0.158,
ES = 0.052). A non-parametric test confirmed the significant differences of the BI-score post
treatment (p = 0.003).
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Figure 2. Mean ± standard deviation of Barthel Index pre- and post-treatment for Experimental
Group (EG, in blue) and Control Group (CG, in red).

The effectiveness in terms of BI-score was 73 ± 22% in the EG and 39 ± 29% in the CG
(p < 0.001).

After treatment, the scores of MMT (Figure 3) were also significant higher (u-test) in
the EG than in the CG for shoulder abduction (p < 0.006), elbow flexion (p = 0.003), and
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pinch (p < 0.001). The Ashworth scale showed a lower spasticity in the EG than in the CG
(p = 0.007).
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Figure 3. Box whiskers plot of Manual Muscle Score for shoulder abduction (blue bars), elbow flexion
(green bars), and pinch (yellow bars) pre- and post-treatment for Experimental Group (EG, on the
left) and Control Group (CG, on the right). The boxes represent the distance between 1st and 3rd
quartiles and contain the medians (wide black lines), whereas the black whiskers represent 1.5 times
the interquartile ranges, with values out of this range reported as circles.

3.2. Factors Influencing the Outcome in the Experimental Group

In the experimental group, the effectiveness was not significantly different between
male and female patients (73 ± 23% vs. 72 ± 22%, p = 0.757), patients with left- or
right-affected body side (66 ± 25% vs. 77 ± 20%, p = 0.181), and patients with ischemic or
hemorrhagic stroke (73 ± 22% vs. 67 ± 25%, p = 0.736). In general, also for the other outcome
scores, the experimental group did not show any differences related to these variables.

The mean value of participation was PRPS = 5.5 ± 0.5, that of fatigue was 2.2 ± 1.9, the
mean value of patient’s satisfaction 9.2 ± 0.9, and that of the therapist’s perceived utility
9.7 ± 0.4 (PRPS had a maximum possible score of 6, whereas 10 was the maximum of the
other variables).

Significant correlation was found between effectiveness in terms of BI and participation
measured with PRPS averaged among sessions (R = 0.41, p = 0.036). Participation was
found to be significantly correlated also with the utility of VR therapy perceived by the
therapist (R = 0.43, p = 0.031) and with the level of satisfaction reported by each patient
(R = 0.60, p = 0.002). Finally, the utility perceived by the therapist and the satisfaction
reported by the patient were each other significantly correlated (R = 0.58, p = 0.004). Fatigue
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negatively but not significantly correlated with effectiveness, participation, the patient’s
satisfaction, and the therapist’s utility perception.

4. Discussion

In the recent years, there has been a growing body of literature about the advancements
of virtual reality and its use in different fields, from entertainment to scientific research, and
from education to rehabilitation, including both physiotherapy and psychotherapy [25].
However, little attention has been given to the potential of virtual reality for art therapy.

Our previous pilot study [13] was conducted on twenty patients, ten per group,
showing a significantly higher improvement in terms of the Barthel Index score and pinch
strength in patients treated with the adjunction of virtual art therapy with respect to those
who received additional conventional therapy. Neither the changes in the MMT total score
nor in the Ashworth spasticity score achieved the significant threshold. According to the
sample size calculation, we increased our samples by including 20 patients per group. As
hypothesized, the improvements in MMT sub-scores and Ashworth scores were statistically
significant. We should note the slight but significant difference in terms of spasticity in favor
of the EG at baseline (0.9 point less on average) with respect to the CG. Before treatment,
the EG showed a slightly higher upper limb functioning than the CG, but also a slight
lower independence in the activities of daily living (4 points less on BI-score), but these
differences were not statistically significant.

At the end of treatment, the art-therapy administered by virtual reality was more
effective than conventional treatment, confirming the first hypothesis of this study.

A recent study investigated whether adding VR training into early rehabilitation may
have substantial positive effects on patients with acute stroke, but it found only benefits
on psychological health, specifically depression, but not muscle strength and functional
recovery [26]. Conversely, we found significant effects in our study on the BI- and MMT-
scores, and it could be related to the combination of VR and art therapy. Despite the fact
that caution is needed for the reduced sample size of our study, this study suggests that a
protocol of virtual art therapy exploiting the Michelangelo effect could be effective in the
rehabilitation of patients with stroke.

The analysis conducted within the EG showed a significant correlation between the
effectiveness of the treatment with the participation of the patient assessed by the therapist
using the PRPS. In addition, the utility perceived by the therapist and the level of satisfaction
perceived by the patient were significantly correlated with the assessed effectiveness
on BI-score.

It is known that fatigue and exertion can be reduced during physiotherapy by listening
to music [27], which could also improve muscle activity and motor movements [28]: our
previous studies on the Michelangelo effect extend to virtual painting these positive effects
ofart, which could have these benefits on rehabilitation [13,17]. In the present study, fatigue
did not correlate with the efficacy of the intervention, but it should be noted that the
therapists, during virtual art therapy (as well as during conventional therapy), adapted the
level of difficulty of the exercises to the abilities of the patient. We assessed the patients’
fatigue, participation, and satisfaction in the EG with the aim of investigating how the
Michelangelo effect may empower the efficacy of virtual art therapy. A limit of our study
was that we did not assess these factors also in the CG, not allowing comparisons between
groups. Then, we selected the independence in the activities of daily living assessed by the
Barthel Index as the primary outcome, in line with many studies (as reported in a recent
review [29]) and Italian guidelines for quantifying the efficacy of rehabilitation. A recent
protocol proposes a multicenter study, with the Fugl–Meyer scale as primary outcome
compared with multimodal brain imaging [30]. Our study was conducted on a single
center, and neither the Fugl–Meyer scale nor functional imaging was included. Conversely,
it could be very interesting to see the brain networks associated to the recovery obtained
by means of virtual art therapy. We did not find significant differences between stroke on
the right and left side, but this could be due to the reduced sample size of these subgroups
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in our study. In fact, we found an effectiveness of 77% in patients with the right side of
the body affected by stroke, and 66% in those with left hemiparesis. The latter patients
are those with a lesion in the right hemisphere of the brain, which is known to be more
involved in aesthetic perception [31]. Furthermore, right hemispheric stroke may cause
lower participation outcomes related to the little awareness of limitations [32]. Further
studies should investigate the relationship between brain damages and the efficacy of
virtual art therapy. According to these studies, another limit of our study is that important
psychological aspects that may affect rehabilitation efficacy were not assessed. For example,
it has been reported that participation in arts activities can reduce depression and improve
quality of life, self-efficacy, and compliance with treatment in patients with stroke [33,34].
Virtual reality can be combined with art-therapy, reducing anxiety and social difficulties
especially in adolescents, because they are “digital natives” [35], but the growing diffusion
of digital technologies is also increasing the compliance to these approaches in elderly
patients [36]. A recent review also reported that VR-based cognitive therapies may help
patients with stroke in recovering their memory, executive functions, and overall cognitive
functions [37]. Gao and colleagues also highlighted the importance of subgroup analyses
in investigating how various moderating factors, such as the type of VR program, the
duration of the intervention, and the stage of stroke recovery, may affect the relationship
between VR-supported exercise therapy and related rehabilitative outcome [38].

According to the recent dual-task approach of rehabilitation, that combines motor
and cognitive therapies, it could be important to also analyze the impact of art-therapy on
cognitive domains. There are promising results about the exploitation of the Michelangelo
effect on memory rehabilitation [39] and, more in general, on the use of digital technologies,
such as virtual reality associated to complementary medicine [40], and also as visual art
therapy associated to the recovery of cognitive functions [41]. This approach could also be
combined with telerehabilitation [42] for the continuous care of patients with stroke also
during chronic phase. In fact, another advantage of virtual reality is that this technique can
easily be combined with other technologies for boosting their efficacy, such as transcranial
magnetic stimulation [43] and robotic devices [44]. The fast diffusion of artificial intelligence
(AI) may boost the use of digital technologies combined with art-therapies as a result of the
easy-to-use generative tools of AI. It has been reported that AI chatbot interactions and AI-
generated artworks may facilitate discussions about emotions, encourage self-expression
through art creation, and provide cognitive–behavioral therapeutic advice in both verbal
and visual ways [42]. Moreover, AI can be further implemented in our virtual scenario for
adapting the level of difficulty for each patient and analyzing kinematics data in real time.

Conclusions

The present study demonstrated that art-therapy combined with virtual reality, capi-
talizing on the Michelangelo effect in neurorehabilitation, may be an effective approach
in enhancing independence in activities of daily living and upper limb muscle strength
among stroke patients. The more the participation of patient in the therapy, the more the
obtained benefit. Both the patient and therapist were satisfied with this type of intervention.
We had previously assessed the usability of our protocol [17] and its feasibility in clinical
settings [13]. The present findings showed that virtual art therapy could easily be inte-
grated into daily clinical practice to the satisfaction of patients and therapists, leading to an
increased participation of patients in their own therapy, leading to an improvement in its
efficacy. Our study showed that 12 sessions of 1 h were sufficient to improve rehabilitation
outcome as a result of the increased motivation obtained by virtual art therapy.

Further studies should investigate the long-term benefits for patients by including a
follow-up assessment and also including the assessment and treatment of cognitive do-
mains, for which art-therapy was shown to be effective [45,46], and it could be empowered
by new technologies such as virtual reality and artificial intelligence.



Brain Sci. 2024, 14, 863 9 of 11

Supplementary Materials: The following are available online at https://www.mdpi.com/article/10
.3390/brainsci14090863/s1, CONSORT checklist.

Author Contributions: Conceptualization, M.I. and G.T.; methodology, M.I. and A.F.; software,
G.T.; validation, R.D.G. and G.A.; formal analysis, M.I.; resources, M.I. and A.F.; data curation,
T.M.; patient enrollment, assessment and treatment, F.A., F.G. and C.R.; writing—original draft
preparation, M.I.; writing—review and editing, M.I., G.T., R.D.G., A.F. and G.A.; supervision, M.I.;
project administration, M.I.; funding acquisition, M.I. All authors have read and agreed to the
published version of the manuscript.

Funding: This research was funded by Sapienza University of Rome, grant number RM122181675BD4-
FF, grant name: Project Michelangelo.

Institutional Review Board Statement: The Local Independent Ethical Committee approved this
study (approval code: CE/PROG.795, date of approval 2 December 2019).

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

Data Availability Statement: The data that support the findings of this study are available from
the corresponding author, M.I., upon reasonable request. The data are not publicly available due to
privacy and ethical clinical restrictions.

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

References
1. De Pasquale, P.; Bonanno, M.; Mojdehdehbaher, S.; Quartarone, A.; Calabrò, R.S. The Use of Head-Mounted Display Systems

for Upper Limb Kinematic Analysis in Post-Stroke Patients: A Perspective Review on Benefits, Challenges and Other Solutions.
Bioengineering 2024, 11, 538. [CrossRef] [PubMed]

2. Laver, K.; George, S.; Thomas, S.; Deutsch, J.E.; Crotty, M. Cochrane review: Virtual reality for stroke rehabilitation. Eur. J. Phys.
Rehabil. Med. 2012, 48, 523–530. [PubMed]

3. Laver, K.; George, S.; Thomas, S.; Deutsch, J.E.; Crotty, M. Virtual reality for stroke rehabilitation: An abridged version of a
Cochrane review. Eur. J. Phys. Rehabil. Med. 2015, 51, 497–506.

4. Burdea, G.; Coiffet, P. Virtual reality technology. Presence Teleoper. Virtual Environ. 2003, 12, 663–664. [CrossRef]
5. Tieri, G.; Morone, G.; Paolucci, S.; Iosa, M. Virtual reality in cognitive and motor rehabilitation: Facts, fiction and fallacies. Exp.

Rev. Med. Dev. 2018, 15, 107–117. [CrossRef]
6. Soleimani, M.; Ghazisaeedi, M.; Heydari, S. The efficacy of virtual reality for upper limb rehabilitation in stroke patients: A

systematic review and meta-analysis. BMC Med. Inf. Decis. Mak. 2024, 24, 135. [CrossRef]
7. Veloso Gomes, P.; Marques, A.; Pereira, J.; Pimenta, R.; Donga, J.; Simões de Almeida, R. Using Immersive Environments in

E-Mental Health Rehabilitation Programs Directed to Future Health Professionals to Promote Empathy and Health Literacy
about Schizophrenia. Healthcare 2024, 12, 1550. [CrossRef]

8. Zhang, C.; Yu, S. The Technology to Enhance Patient Motivation in Virtual Reality Rehabilitation: A Review. Games Health J. 2024,
13, 215–233. [CrossRef]

9. Demeco, A.; Zola, L.; Frizziero, A.; Martini, C.; Palumbo, A.; Foresti, R.; Buccino, G.; Costantino, C. Immersive Virtual Reality in
Post-Stroke Rehabilitation: A Systematic Review. Sensors 2023, 23, 1712. [CrossRef]

10. Iosa, M.; Aydin, M.; Candelise, C.; Coda, N.; Morone, G.; Antonucci, G.; Marinozzi, F.; Bini, F.; Paolucci, S.; Tieri, G. The
Michelangelo Effect: Art Improves the Performance in a Virtual Reality Task Developed for Upper Limb Neurorehabilitation.
Front. Psychol. 2021, 11, 611956. [CrossRef]

11. Freedberg, D.; Gallese, V. Motion, emotion and empathy in esthetic experience. Trends Cogn. Sci. 2007, 11, 197–203. [CrossRef]
[PubMed]

12. Fancourt, D.; Finn, S. What Is the Evidence on the Role of the Arts in Improving Health and Well-Being? A Scoping Review; WHO
Regional Office for Europe: Copenhagen, Denmark, 2019.

13. De Giorgi, R.; Fortini, A.; Aghilarre, F.; Gentili, F.; Morone, G.; Antonucci, G.; Vetrano, M.; Tieri, G.; Iosa, M. Virtual Art Therapy:
Application of Michelangelo Effect to Neurorehabilitation of Patients with Stroke. J. Clin. Med. 2023, 12, 2590. [CrossRef]
[PubMed]

14. Jung, H.-Y. Rehabilitation in Sub-acute and Chronic Stage After Stroke. In Stroke Revisited: Diagnosis and Treatment of Ischemic
Stroke, Stroke Revisited; Lee, S.H., Ed.; Springer: Berlin/Heidelberg, Germany, 2011.

15. García-Rudolph, A.; Sánchez-Pinsach, D.; Salleras, E.O.; Tormos, J.M. Subacute stroke physical rehabilitation evidence in activities
of daily living outcomes: A systematic review of meta-analyses of randomized controlled trials. Medicine 2019, 98, e14501.
[CrossRef] [PubMed]

16. Fisher, R.S.; Acharya, J.N.; Baumer, F.M.; French, J.A.; Parisi, P.; Solodar, J.H.; Szaflarski, J.P.; Thio, L.L.; Tolchin, B.; Wilkins, A.J.;
et al. Visually sensitive seizures: An updated review by the Epilepsy Foundation. Epilepsia 2022, 63, 739–768. [CrossRef]

https://www.mdpi.com/article/10.3390/brainsci14090863/s1
https://www.mdpi.com/article/10.3390/brainsci14090863/s1
https://doi.org/10.3390/bioengineering11060538
https://www.ncbi.nlm.nih.gov/pubmed/38927774
https://www.ncbi.nlm.nih.gov/pubmed/22713539
https://doi.org/10.1162/105474603322955950
https://doi.org/10.1080/17434440.2018.1425613
https://doi.org/10.1186/s12911-024-02534-y
https://doi.org/10.3390/healthcare12151550
https://doi.org/10.1089/g4h.2023.0069
https://doi.org/10.3390/s23031712
https://doi.org/10.3389/fpsyg.2020.611956
https://doi.org/10.1016/j.tics.2007.02.003
https://www.ncbi.nlm.nih.gov/pubmed/17347026
https://doi.org/10.3390/jcm12072590
https://www.ncbi.nlm.nih.gov/pubmed/37048673
https://doi.org/10.1097/MD.0000000000014501
https://www.ncbi.nlm.nih.gov/pubmed/30813152
https://doi.org/10.1111/epi.17175


Brain Sci. 2024, 14, 863 10 of 11

17. Iosa, M.; Bini, F.; Marinozzi, F.; Antonucci, G.; Pascucci, S.; Baghini, G.; Guarino, V.; Paolucci, S.; Morone, G.; Tieri, G. Inside the
Michelangelo effect: The role of art and aesthetic attractiveness on perceived fatigue and hand kinematics in virtual painting.
PsyCh J. 2022, 11, 748–754. [CrossRef]

18. Shah, S.; Vanclay, F.; Cooper, B. Improving the sensitivity of the Barthel Index for stroke rehabilitation. J. Clin. Epidemiol. 1989, 42,
703–709. [CrossRef]

19. Bohannon, R.W. Manual muscle test scores and dynamometer test scores of knee extension strength. Arch. Phys. Med. Rehabil.
1986, 67, 390–392.

20. Ashworth, B. Preliminary trial of carisoprodol in multiple sclerosis. Practitioner 1964, 192, 540–542.
21. Lenze, E.J.; Munin, M.C.; Quear, T.; Dew, M.A.; Rogers, J.C.; Begley, A.E.; Reynolds, C.F. The Pittsburgh Rehabilitation

Participation Scale: Reliability and validity of a clinician-rated measure of participation in acute rehabilitation. Arch. Phys. Med.
Rehabil. 2004, 85, 380–384. [CrossRef]

22. Iosa, M.; Galeoto, G.; De Bartolo, D.; Russo, V.; Ruotolo, I.; Spitoni, G.F.; Ciancarelli, I.; Tramontano, M.; Antonucci, G.; Paolucci,
S.; et al. Italian Version of the Pittsburgh Rehabilitation Participation Scale: Psychometric Analysis of Validity and Reliability.
Brain Sci. 2021, 11, 626. [CrossRef]

23. Vanclay, F. Functional outcome measures in stroke rehabilitation. Stroke 1991, 22, 105–108. [CrossRef] [PubMed]
24. Shah, S.; Vanclay, F.; Cooper, B. Efficiency, effectiveness and duration of stroke rehabilitation. Stroke 1990, 21, 241–246. [CrossRef]
25. Hacmun, I.; Regev, D.; Salomon, R. The Principles of Art Therapy in Virtual Reality. Front. Psychol. 2018, 9, 2082. [CrossRef]
26. Chao, T.C.; Lin, C.H.; Lee, M.-S.; Chang, C.C.; Lai, C.Y.; Huang, C.Y.; Chang, W.Y.; Chiang, S.L. The Efficacy of Early Rehabilitation

Combined with Virtual Reality Training in Patients with First-Time Acute Stroke: A Randomized Controlled Trial. Life 2024,
14, 847. [CrossRef]

27. Lim, H.A.; Miller, K.; Fabian, C. The effects of therapeutic instrumental music performance on endurance level, self-perceived
fatigue level, and self-perceived exertion of inpatients in physical rehabilitation. J. Music Ther. 2011, 48, 124–148. [CrossRef]
[PubMed]

28. Prahm, C.; Kayali, F.; Sturma, A.; Aszmann, O. Playbionic: Game-based interventions to encourage patient engagement and
performance in prosthetic motor rehabilitation. PM&R 2018, 10, 1252–1260. [CrossRef]

29. Dixit, P.; Phalswal, U.; Kalal, N.; Srivastava, S.P. Effectiveness of virtual reality-supported exercise therapy in improving upper
extremity function and activities of daily living among patients after stroke: A systematic review of randomized control trials.
Osong Public Health Res. Perspect. 2024, 15, 189–200. [CrossRef] [PubMed]

30. Paul, R.; Elango, S.; Chakravarthy, S.; Sinha, A.; Srijithesh, P.R.; Raju, B.; Kesavadas, C.; Sarma, P.S.; Hafsath, S.; Francis, A.J.A.;
et al. Feasibility and efficacy of virtual reality rehabilitation compared with conventional physiotherapy for upper extremity
impairment due to ischaemic stroke: Protocol for a randomised controlled trial. BMJ Open 2024, 14, e086556. [CrossRef]

31. Bromberger, B.; Sternschein, R.; Widick, P.; Smith, W., 2nd; Chatterjee, A. The right hemisphere in esthetic perception. Front. Hum.
Neurosci. 2011, 5, 109. [CrossRef]

32. Williams, E.; Jackson, H.; Wagland, J.; Martini, A. Community Rehabilitation Outcomes for Different Stroke Diagnoses: An
Observational Cohort Study. Arch. Rehabil. Res. Clin. Transl. 2020, 2, 100047. [CrossRef]

33. Morris, J.H.; Kelly, C.; Joice, S.; Kroll, T.; Mead, G.; Donnan, P.; Toma, M.; Williams, B. Art participation for psychosocial wellbeing
during stroke rehabilitation: A feasibility randomised controlled trial. Disabil. Rehabil. 2019, 41, 9–18. [CrossRef]

34. Kongkasuwan, R.; Voraakhom, K.; Pisolayabutra, P.; Maneechai, P.; Boonin, J.; Kuptniratsaikul, V. Creative art therapy to enhance
rehabilitation for stroke patients: A randomized controlled trial. Clin Rehabil. 2015, 30, 1016–1023. [CrossRef]

35. Shamri Zeevi, L. Making Art Therapy Virtual: Integrating Virtual Reality Into Art Therapy With Adolescents. Front. Psychol. 2021,
12, 584943. [CrossRef] [PubMed]

36. Oliva, A.; Iosa, M.; Antonucci, G.; De Bartolo, D. Are neuroaesthetic principles applied in art therapy protocols for neurorehabili-
tation? A systematic mini-review. Front. Psychol. 2023, 14, 1158304. [CrossRef] [PubMed]

37. Rose Sin Yi, L.; Jing Jing, S.; Hammoda, A.O.; Jonathan, B.; Ladislav, B.; Jing, Q. Effects of virtual reality-based cognitive
interventions on cognitive function and activity of daily living among stroke patients: Systematic review and meta-analysis. J.
Clin. Nurs. 2024, 33, 1169–1184. [CrossRef]

38. Gao, L.; Pan, L.; Yang, H. Effects of virtual reality-based cognitive interventions on cognitive function and activity of daily living
among stroke patients: Systematic review and meta-analysis. J. Clin. Nurs. 2024. [CrossRef] [PubMed]

39. Salera, C.; Capua, C.; De Angelis, D.; Coiro, P.; Venturiero, V.; Savo, A.; Marinozzi, F.; Bini, F.; Paolucci, S.; Antonucci, G.; et al.
Michelangelo Effect in Cognitive Rehabilitation: Using Art in a Digital Visuospatial Memory Task. Brain Sci. 2024, 14, 479.
[CrossRef]

40. Li, B.; Shen, M. The Psychological Recovery of Patients in the Context of Virtual Reality Application by a Complementary
Medicine Scheme Based on Visual Art. Evidence-based complementary and alternative medicine. Evid. Based Complement. Altern.
Med. 2022, 2022, 7358597. [CrossRef]

41. Cheng, C.; Elamin, M.E.; May, H.; Kennedy, M. Drawing on emotions: The evolving role of art therapy. Ir. J. Psychol. Med. 2023,
40, 500–502. [CrossRef]

42. Zubala, A.; Kennell, N.; Hackett, S. Art Therapy in the Digital World: An Integrative Review of Current Practice and Future
Directions. Front. Psychol. 2021, 12, 595536. [CrossRef]

https://doi.org/10.1002/pchj.606
https://doi.org/10.1016/0895-4356(89)90065-6
https://doi.org/10.1016/j.apmr.2003.06.001
https://doi.org/10.3390/brainsci11050626
https://doi.org/10.1161/01.STR.22.1.105
https://www.ncbi.nlm.nih.gov/pubmed/1987665
https://doi.org/10.1161/01.STR.21.2.241
https://doi.org/10.3389/fpsyg.2018.02082
https://doi.org/10.3390/life14070847
https://doi.org/10.1093/jmt/48.2.124
https://www.ncbi.nlm.nih.gov/pubmed/21938889
https://doi.org/10.1016/j.pmrj.2018.09.027
https://doi.org/10.24171/j.phrp.2023.0148
https://www.ncbi.nlm.nih.gov/pubmed/38988022
https://doi.org/10.1136/bmjopen-2024-086556
https://doi.org/10.3389/fnhum.2011.00109
https://doi.org/10.1016/j.arrct.2020.100047
https://doi.org/10.1080/09638288.2017.1370499
https://doi.org/10.1177/0269215515607072
https://doi.org/10.3389/fpsyg.2021.584943
https://www.ncbi.nlm.nih.gov/pubmed/33613377
https://doi.org/10.3389/fpsyg.2023.1158304
https://www.ncbi.nlm.nih.gov/pubmed/37377696
https://doi.org/10.1111/jocn.16986
https://doi.org/10.1111/jocn.17306
https://www.ncbi.nlm.nih.gov/pubmed/38937902
https://doi.org/10.3390/brainsci14050479
https://doi.org/10.1155/2022/7358597
https://doi.org/10.1017/ipm.2021.20
https://doi.org/10.3389/fpsyg.2021.600070


Brain Sci. 2024, 14, 863 11 of 11

43. Chauhan, P.; Das, S.K.; Shahanawaz, S.D. The Simultaneous Application of Transcranial Magnetic Stimulation and Virtual Reality
to Treat Cognitive Deficits Among Stroke Patients: A Randomized Controlled Trial. Cureus 2024, 16, e62434. [CrossRef] [PubMed]

44. Alashram, A.R. Combined robot-assisted therapy virtual reality for upper limb rehabilitation in stroke survivors: A systematic
review of randomized controlled trials. Neurol. Sci. 2024. [CrossRef] [PubMed]

45. Eum, Y.; Yim, J. Literature and art therapy in post-stroke psychological disorders. Tohoku J. Exp. Med. 2015, 235, 17–23. [CrossRef]
[PubMed]

46. Alwledat, K.; Al-Amer, R.; Ali, A.M.; Abuzied, Y.; Adnan Khudeir, F.; Alzahrani, N.S.; Alshammari, S.R.; AlBashtawy, M.;
Thananayagam, T.; Dehghan, M. Creative Art Therapy for Improving Depression, Anxiety, and Stress in Patients with Stroke: A
Quasi-Interventional Study. SAGE Open Nurs. 2023, 9, 23779608231160473. [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/10.7759/cureus.62434
https://www.ncbi.nlm.nih.gov/pubmed/39011230
https://doi.org/10.1007/s10072-024-07628-z
https://www.ncbi.nlm.nih.gov/pubmed/38837113
https://doi.org/10.1620/tjem.235.17
https://www.ncbi.nlm.nih.gov/pubmed/25744067
https://doi.org/10.1177/23779608231160473

	Introduction 
	Materials and Methods 
	Participants 
	Study Protocol 
	Assessment 
	Statistical Analysis 

	Results 
	Comparison of the Experimental and Control Groups 
	Factors Influencing the Outcome in the Experimental Group 

	Discussion 
	References

