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Abstract: Background/Objectives: Recurrent aphthous stomatitis (RAS) is one of the most common
oral mucosal lesions and a very debilitating lesion, especially in paediatric and adolescent patients.
The current pharmacotherapy offers a pain relief but not without side effects, and therefore photo-
biomodulation (PBM) can be an alternative therapy. To the authors’ best knowledge, no published
study has explored the efficacy of λ 980 nm laser PBM in the management of all RAS subtypes
in paediatric and adolescent patients, and therefore, this prospective observational clinical study
was conducted to bridge this gap by evaluating λ 980 nm laser PBM efficacy in symptomatic RAS
management in paediatric and adolescent patients. The objectives were to evaluate (1) pain intensity
alleviation; (2) wound healing rate; (3) wound size closure; (4) a complete resolution; (5) evidence of
recurrence; and (6) patients’ treatment satisfaction. Methods: The study’s variables were assessed at
the following timepoints: T0: pre-treatment; T1: immediately after first PBM session; T2: 5 hours (h)
post first PBM session (via telephone call); T3: immediately after second PBM session (three days
post first PBM session); T4: three-day follow-up (after complete PBM treatments); T5: two-week
follow-up; and T6: three-month follow-up. The following PBM dosimetry and treatment protocols
were employed: λ 980 nm; 300 mW; 60 s; 18 J; CW; flattop beam profile of 1 cm2 spot size; 18 J/cm2;
and twice-a-week irradiation (72 h interval). Results: At T1, significant immediate pain intensity
relief was reported. 33.33% recorded “4” and 66.67% reported “5” on the quantitative numeric pain
intensity scale (NPIS), and this continued to improve significantly (83.33%) at T2. All the subjects
reported “0” on the NPIS at T3, T4, T5 and T6. There was a significant reduction in the lesion surface
area (>50% complete healing) at T3 compared to T0. Complete healing (100%) with no evidence
of scarring and lesion recurrence observed at T4, T5 and T6. Very good patients’ satisfaction was
reported at all timepoints. Conclusions: This is the first report demonstrating λ980 nm efficacy in all
RAS subtype management in paediatric and adolescent patients with a 3-month follow-up, whereby
its PBM dosimetry and treatment protocols were effective from scientific and practical standpoints,
and hence multicentre RCTs with large data are warranted to validate its reproducibility and to enrich
the knowledge of PBM application in all RAS subtypes.

Keywords: 980 nm; diode laser; free radicals; lesion resolution; LLLT; oxidative stress; pain intensity;
PBM; photobiomodulation; recurrent aphthous stomatitis

1. Introduction

Recurrent aphthous stomatitis (RAS) in paediatric and adolescent patients is usually a
benign, idiopathic, chronic and recurrent inflammatory oral mucosal disorder and, in some
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cases, can represent a sign of a systematic disorder [1]. It remains one of the most common
oral mucosal lesions in the paediatric and adolescent population as its prevalence among
this group is 39% but ~20% in the adult population [2,3].

RAS aetiology remains unclear and not fully understood. Hence, obtaining a compre-
hensive medical and nutritional history from the patients or legal guardians supplemented
with a thorough clinical examination by an experienced clinician is essential for a definitive
diagnosis [4].

1.1. Clinical Presentation and Types of RAS

RAS is characterised in being painful and recurrent at various degrees of severity [5],
with a great impact on patients’ functional activities such as mastication, swallowing and
speech [6]. The clinical presentations of an aphthous ulcers are as follows: one or more in
number, rounded in shape, superficial, tender by palpation and can remain between a few
days to a few months. During its initial phase, a localised erythema develops. Subsequently,
within hours, small white papules are formed, which become ulcerated and slowly enlarged
over the following 48–72 hours (h) [7].

Moreover, RAS has a distinctive burning sensation that persists between 2 and 48 h
prior to the appearance of the ulcer and can last between 7 and 14 days. It tends to reappear
at intervals between a few days to a few months [8]. The clinical presentation of the
RAS subtypes is as follows [1]: (1) minor aphthous ulcer; (2) major aphthous ulcer; and
(3) herpetiform aphthous ulcer [8].

1.2. Environmental and Systematic Factors Contributing to RAS Aetiology

The literature reported many predisposing factors that contribute to RAS aetiology [9]
such as local trauma [10]; genetic [11]; nutritional deficiencies [12]; oral microbiota derange-
ments [13]; immune [14,15] and endocrine diseases [16]; medications [17]; stress [18]; or
allergies [11].

1.3. RAS Pathogenesis

Although RAS pathogenesis remains poorly understood, it is most likely related to
immune response modifications [19] and oxidant–antioxidant imbalances [20,21], favour-
ing oxidative damage [22]. The mechanism of cell-mediated immune response plays an
essential role in RAS pathogenesis by initiating the T cells and generating tumour necrosis
factor-α (TNF-α) by leucocytes (macrophages and mast cells) [23]. Additionally, light and
electron microscope examinations of oral aphthous ulcers showed an early penetration and
infiltration of the lympho-monocyte.

The excessive or unopposed production of interluekine-6 (IL-6) or IL-1 plays an
important role in the pathogenesis of oral aphthosis [24]. Moreover, the secretion of anti-
inflammatory cytokines, transforming growth factor-β (TGF-β) and IL-10 was significantly
decreased in patients with RAS, indicating an imbalance in pro- and anti-inflammatory
cytokines production, and hence may contribute to the development of autoimmunisation
and RAS [24].

As oxidant–antioxidant imbalance contributes to RAS pathogenesis; it triggers free
radicals and can perturb energy homeostasis and inflammatory pathways [25], leading to
oral mucosal ulceration. In physiological circumstances, cells have an antioxidant mecha-
nism containing enzymes such as superoxide dismutase, catalase and GPx. Non-enzymatic
antioxidants are vitamins A, E, C, melatonin, UA and reduced glutathione (GSH) [26].
However, the enzymatic antioxidant mechanism is impaired in patients with active RAS,
and it appears to play an important role in the disease pathogenesis [27].

A study conducted by Tugrul et al., 2016 [22] showed that the total oxidative status and
oxidative stress index values were significantly higher in patients with RAS compared to the
control group, whereas the antioxidant status values were significantly lower. Additionally,
it was observed that the DNA damage in the RAS group was significantly higher than the
control group.
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1.4. Current Treatment Modalities
1.4.1. Pharmacotherapy

Since the main aetiology of RAS remains unclear, the treatment has been always to
alleviate symptoms [21].

The current treatment modalities include topical analgesic and anaesthetic agents,
corticosteroids, antibiotics, multivitamins, cauterisation and combined therapy [4,28]. Top-
ical treatment aims to prevent infection, provide analgesic effects, reduce inflammation
and treat active ulcers [3]. The most common topical treatments are local anaesthetics,
antiseptics and topical steroids [4], whereas the systemic treatment is exceptional in pae-
diatric patients and should be considered only in children with immunity deficiency [3].
One of those possible drugs is pentoxifylline, which inhibits TNF-α production and other
pro-inflammatory cytokines [1]. This drug is, however, not indicated in children under the
age of 18-year-old [29,30]. Moreover, the main systematic therapies can induce side-effects
such as; steroid medications causing candidiasis [4], and oral rinses based on tetracycline or
chlorhexidine content shortening the ulcer healing time, but are contraindicated in children,
as they can induce tooth discoloration [4,31].

Systemic medication can be considered when the topical treatment is ineffective, but
the Cochrane review showed that the effect of systematic medications does not outweigh the
negative side effects [30], and hence the commonly accepted standard treatment modality
for RAS remains to be poorly established [4].

1.4.2. High-Level Laser Therapy (Surgical Laser)

High-level laser therapy (HLLT) of various wavelengths has been utilised in the
management of several oral mucosal lesions [32–34]. A systematic review conducted by
Sutter et al., 2017 [35] included a number of RCTs studies [36–39] that utilised HLLT
of various surgical wavelengths (CO2, Nd:YAG, diodes) with a diverse range of laser
parameters compared to the topical treatment in the management of RAS in adult patients.
The results varied but showed a positive response in reducing pain intensity and wound
healing time, but the level of evidence of those studies ranged between 0 and 2 according
to the Jadad score. This score is a methodological quality of a clinical trial measured by
objective criteria ranging from 0 to 5 in which a score ≥ 3 is considered to entail a high
quality of evidence [40]. Hence, the authors of this review suggested further robust studies
with large data and standardised assessment tools to ensure high levels of evidence.

1.4.3. Photobiomodulation Therapy

The scientific literature has reported the evidence of photobiomodulation (PBM)
therapy in alleviating pain [41,42], promoting wound healing [43] and anti-inflammatory
properties [44], which ultimately play a pivotal role in RAS management.

At cellular and molecular levels, PBM photons are absorbed by cytochrome c oxidase
(photoacceptor) on the outer membrane of the mitochondria, resulting in cellular and
molecular cascades, stimulating more adenosine triphosphate (ATP) production, inducing
nitric oxide and low levels of reactive oxygen species (ROS), which subsequently activate
the transcription factors such as NF-κB, inducing many gene transcript products responsible
for PBM beneficial effects [45].

The analgesic effect of PBM, however, is primarily due to an increase in the release
of β-endorphin, serotonin and enkephalins (natural endogenous opioid neuropeptides),
acting to attenuate substance P release and bradykinin, histamine and prostaglandin E2
secretions, leading to an inhibition in the pain afferent fibres [46], leading to reversible
changes in the membrane permeability; therefore, the therapeutically applied photons
stimulate cell activity and proliferation and reduce in the activity of the C and A delta
fibres [47,48].

Moreover, PBM alters nerve conduction and excitation in the peripheral neurons by
its action on Na+/K+ pump channel, resulting in noxious stimuli reduction, through its
effects on transient receptor potential cation channel subfamily V member 1 (TRPV1) and
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nerve growth factor (NGF) signalling blockers, decreasing their expressions (blockage of
inflammatory thermal hyperalgesia) [41].

At supra-cellular level, PBM has been correlated with an increase in microcircula-
tion, modulating neurotransmissions and improving nerve regeneration, an increase in
fibroblasts and macrophages proliferation [45] and inhibiting inflammatory cytokines,
demonstrated by upregulating TNF-α, IL-1β, IL-6 and IL-8 levels and elevating intracel-
lular levels of cAMP [44]. Taking this into account, it is noteworthy that PBM can be a
significant tool in RAS management; a study conducted by Xiao et al., 2023 [49] showed
that a panel of cytokines such as IL-6, TNF-α and IL-2 represent significant indicators for
patients with RAS.

1.5. Rationale in Conducting the Present Study

The scientific literature is very scarce in utilising PBM in RAS management. A recent
systematic review conducted by Khaleel et al., 2020 [50] concluded that PBM laser therapy
was better in treating aphthous ulcer lesions compared with topical medications, and all
laser wavelengths in the included report were shown to be effective. However, the results
should be interpreted with caution as none of the included studies demonstrated a low risk
of bias in all the assessed domains.

Another recent systematic review conducted by dos Santos et al., 2020 [51] aimed
to evaluate PBM efficacy in the management of RAS in an adult cohort. It highlighted
methodological limitations in their included studies and presented with a moderate or a
high risk of bias. These methodological flaws indicated an inadequate literature search
strategy, the absence of a pre-defined review protocol and the lack of an explanation of the
selection design for inclusion. A high degree of heterogeneity in relation to the study design,
laser therapy parameters, protocols of administration and control group intervention was
well-noticed, and due to a small number of the included studies, this made a meta-analysis
infeasible. Moreover, a discrepancy in the PBM parameters applied by the selected RCTs in
this review made it impossible for the authors to extrapolate a specific protocol for future
clinical studies.

All the clinical studies that have been established up to date were related to utilising
PBM in the management of RAS in adult patients aged ≥18-years-old, except one RCT
study conducted by Bardellini et al., 2020 [52], which utilised λ 645 nm in only minor RAS
(MiRAS) management in children with a mean age of 8.9 ± 2.2 and concluded no statistical
significance observed between the control (sham) and the PBM groups in terms of a pain
alleviation timeframe and wound size reduction (healing time).

Additionally, to the best knowledge of the authors, there is no published study that
has explored the efficacy of λ 980 nm PBM in the management of any other types of
RAS in paediatric and adolescent patients, and therefore, our study was conducted to
bridge this scientific literature gap, improve the clinical understanding and underpin
PBM efficacy in RAS management in paediatric and adolescent patients as a standardised
therapy. Hence, the aim of the present study was aimed to evaluate λ 980 nm laser PBM
efficacy in the treatment of symptomatic RAS in paediatric and adolescent patients. The
objectives were as follows: to alleviate pain intensity and the total healing time of aphthous
ulceration. The following objectives were to evaluate (1) pain intensity alleviation (at
rest and during functional activities); (2) wound healing rate (timeframe); (3) wound size
closure; (4) complete resolution; (5) evidence of recurrence; and (6) patients’ treatment
satisfaction. So, our null hypothesis was λ 980 nm laser PBM has no significant effect in the
treatment of symptomatic RAS.

2. Materials and Methods
2.1. Study Design

A prospective observational clinical study of six subjects aged <18 years old presented
with oral RAS at an onset of <24 h. A λ 980 nm PBM laser (Doctor Smile, Lambda, Vincenza,
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Italy) was employed, and its photonic energy was delivered with a flattop beam profile
hand-piece (Doctor Smile, Lambda, Vincenza, Italy).

The primary and secondary outcomes in terms of a complete resolution of the lesion,
pain alleviation at rest and during functional activities, evidence of lesion recurrence, ery-
thema and exudate manifestation and patient’s treatment satisfaction were evaluated at
the following timepoints and follow-up period: T0: pre-treatment (at clinic); T1: imme-
diately after 1st PBM session (at clinic); T2: 5 h post 1st PBM session (via telephone call);
T3: immediately after 2nd PBM session (i.e., three days post 1st PBM session); T4: three-day
follow-up (after complete PBM sessions) (at clinic); T5: two-week follow-up (at clinic); and
T6: three-month follow-up (at clinic). This was based on a three-calibrated protocol at
the clinic.

The investigator is an experienced clinician who performed the treatment for all the
cases and assessed the outcomes with two independent experienced clinicians, who were
not involved in the study, at T0, T1,T3, T4, T5 and T6 (at clinic). Additional roles for those
independent clinicians were to collect and analyse the data and store them securely on an
Excel spreadsheet.

At T2 timepoint, an independent experienced assessor nurse conducted the follow-
up appointment via a telephone call to collect the following data: pain intensity score;
erythema scoring; and patients’ treatment satisfaction. They also had to analyse the data
and store them on an Excel spreadsheet. This calibration process was employed to minimise
the interobserver variability and bias.

Different treatment options were discussed with the patients’ parents and legal
guardians, explaining the pros and cons of each treatment, and all the patients opted
to have the photobiomodulation treatment.

The study was conducted in accordance with the Declaration of Helsinki. Informed
written consent was obtained from all the patients’ parents and legal guardians, and a
full explanation of the treatment was provided, including a patient information leaflet.
Additionally, informed written consent was obtained in relation to publishing the patients’
clinical photos and the study in a scientific peer-reviewed journal.

2.2. Interventional Group

The eligible subjects were fit and healthy, of both genders, aged <18, presented with
one or more lesions of any oral RAS subtype at an onset < 24 h at the 1st PBM session and
had never received PBM therapy. Within the inclusion criteria, parents and legal guardians
of the recruited subjects demonstrated an understanding of the study and a willingness to
participate and provide informed written consent.

The diagnosis of RAS was based on the patients’ anamnesis and clinical symptoms
conducted thorough clinical examinations (extra and intraoral). Despite the fact that there
is no specific diagnostic test for RAS, it is essential to exclude any possible underlying
systemic causes [53]. Hence, all the recruited subjects were screened, and their general
medical practitioners were consulted and confirmed their clear medical history. Hence,
subjects with the following criteria were excluded: (1) subjects with a known systemic
disease predisposing them to RAS (e.g., Behçet disease); (2) subjects undergoing systemic
treatment for RAS; (3) the presence of a serious medical condition; (4) subjects who were
treated with topical or systemic corticosteroid or antibiotics or analgesics a month prior to
their enrolment in the study; and (5) subject with viral herpetic lesions.

2.3. Study’s Focused Question and PICO

The study’s focused question was Does λ 980 nm laser PBM alleviate pain intensity and
accelerate oral wound healing in patients with all RAS subtypes? And then, the PICO score
(P: Population; I: Intervention; C: Comparison; O: Outcomes) was formulated as follows:

P: Subjects who were <18 years old, presented with any subtype of oral RAU, which
occurred no more than 48 h prior to their first PBM session, and diagnosed, with a detailed
clinical history and examination of the ulcers and systemic tests [53].
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I: λ 980 nm laser PBM irradiation
C: Not applicable.
O: Pain intensity (at rest and during functional activities), wound healing rate, complete lesion
resolution, evidence of lesion recurrence, patient treatment satisfaction and parent’s positive
experience. All these outcomes were based on qualitative and quantitative measures.

2.4. Therapeutic Photobiomodulation Protocol

To improve the standardisation and repeatability of PBM therapy, a λ 980 nm laser
device was employed and delivered with a flattop beam profile hand-piece. λ 980 nm was
chosen due to its deep penetration depth properties [54], and also the flattop beam profile
delivery system offers a uniform distribution of the laser photonic over 1 cm2 of a target
surface area [55,56]. The therapeutic output power was measured by the Pronto-250 power
meter (Gentec Electro-Optics, Inc., Quebec, QC, Canada). Table 1 illustrates the laser device
specifications, PBM dosimetry and treatment protocols.

Table 1. Photobiomodulation (PBM) laser device specifications, PBM parameters and treatment protocol.

Device specifications

Manufacturer Doctor Smile, Lambda, Italy

Model identifier Wiser 2

Emitters type Diode laser

Medical/laser class IV

Beam delivery system Fibre

Probe design Single

Beam profile Flattop

Beam divergence 0◦

Irradiation parameters

Wavelength (nm) 980

Therapeutic power output (W) 0.3

Emission mode CW

Beam spot size at target (cm2) 1

Irradiance at target (W/cm2) 0.3

Energy per spot (J) 18

Fluence (J/cm2) per point 18

Irradiation time (s) per point 60

Treatment protocol

Number of irradiated point per case 1

Laser–tissue distance (mm) 2 (non-contact)

Application technique Static

Total treatment sessions per week 2

Frequency of session/week Twice a week

Time interval 3 days (72 h)

2.5. Description of λ 980 nm Irradiation with Flattop Beam Profile Application

The investigator is an experienced clinician and who purchased the laser device and
the flattop delivery system more than six years ago and regularly utilises them in their daily
practice. All the laser safety measures were respected in accordance with the American
National Standards Institute (ANSI) guideline [57].

The laser PBM dosimetry was as follows (Table 1): λ 980 nm PBM laser; therapeutic
power output: 0.3 W (300 mW); irradiation time: 60 s; emission mode: CW; and beam
profile: flattop (Figure 1). The device was calibrated and checked prior to the treatment.
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The PBM irradiation process and technique are illustrated in Figure 2. The operator
identified the area where the RAS was present. Two independent assessors and the operator
recorded the following data prior to the PBM treatment at T0: pain intensity at rest and dur-
ing functional activities, lesion size measurements, erythema status and patients’ treatment
cooperation and satisfaction as well as the parents’ positive experience. All these data were
stored on Microsoft Excel by the independent assessors. Then, the operator retracted the
mobile soft tissue around the lesion in order to isolate the lesion and then placed the flattop
delivery system about 2 mm from the lesion (non-contact) in a perpendicular direction.
The lesion was irradiated for 60 s via a static application technique.
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aphthous lesion on case #2, using the flattop beam profile to deliver the photonic energy of λ 980 nm
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treatment. (b) illustrates the direction of the flattop beam profile at few millimetres distance from the
target tissue and perpendicular to the target tissue.
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The following data were recorded at T1 (immediately after the 1st PBM session): pain
intensity at rest and during functional activities; patient cooperation; patients’ treatment
satisfaction including their parents’ positive experience.

2.6. Study’s Outcomes

The primary endpoint was a complete resolution of the aphthae ulceration, whereas
the secondary endpoints were as follows: pain intensity alleviation at rest and during func-
tional activities; evidence of no lesion recurrence; no erythema and exudate manifestation;
patient’s treatment satisfaction; parents’ positive experience.

2.7. Outcome Assessment Measures
2.7.1. Visual Analogue Scale

The patients’ reported data on pain intensity were evaluated using the visual analogue
scale (VAS), which is the gold standard assessment tool for pain intensity [58]. The Wong–
Baker Faces Scoring Scale was utilised. It corresponds to a quantitative numeric pain
intensity scale (NPIS), ranging from “0”—does not hurt to “5”—hurts the worst. This
corresponds to a numerical pain intensity scale (NPIS) (0–10), whereby a value of “0”
indicates “no pain” and “10” represents the “worst possible” pain (Figure 3).
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A prospective clinical study conducted by Hanna et al., 2018 demonstrated that
this assessment tool is reliable, reproducible, effective and suitable for paediatric and
adolescent patients [33]. The patients, parents and legal guardians were familiarised with
this assessment tool at the consultation appointment and were provided with a physical-
coloured template of this tool [33] to be utilised during the T2 timepoint. The patients’
self-reported pain intensity was recorded at the following timepoints: T0, T1, T2, T3,
T4, T5 and T6 and at rest and during functional activities: speaking, eating, smiling and
brushing teeth.

2.7.2. Clinician Erythema Assessment (CEA) Visual Assessment Scale

The degree of the lesion erythematic area was evaluated by the main investigator
based on a four-point scale, ranging from 0: none to 4: severe erythema with fiery redness
(Table 2) [59].

The patients’ parents and legal guardians were familiarised with this assessment tool
at the consultation appointment and were provided with a written template of this tool.
This variable was recorded at the following timepoints: T0, T2, T3, T4, T5 and T6.
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Table 2. Clinician erythema assessment (CEA) visual assessment scale [59].

Grade Description of the Erythema

0 Clear; no sign of erythema

1 Almost clear; slight redness

2 Mild erythema; definite redness

3 Moderate erythema; marked redness

4 Severe erythema; fiery redness

2.7.3. Ruler Method for Wound Surface Area Measurement

The most common tool to determine wound surface areas is the ruler technique [60].
We utilised a periodontal probe with black tick marks, in which 1 mm (mm) represents one
black tick mark (Figure 4a), allowing us to measure the width and length of the lesion as it
is shown in Figure 4b,c (case #6), respectively.
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Figure 4. The method of measuring the wound surface area with periodontal probe in case #5. (a) A
periodontal probe with black tick marks in which each one represents 1 mm, and hence the labled
numbers represent the sequence of the measurement; (b) shows the length measurement of the
wound (1.8 mm); (c) shows the periodontal in place measuring the width of the wound (2.5 mm), and
hence, the wound surface area was 4.5 mm2.

The wound surface area can be approximated and measured by multiplying the great-
est length by the perpendicular width measurements and valued in millimetre (mm2) [61].
The scores for the clinical improvement were evaluated based on a “higher score” indicating
“worst outcome” and the “lowest value” indicating “the best outcome”. This technique is
simple, quick and affordable [62].

The measurements were performed by the investigator and another two independent
clinicians who were not involved in the study. The mean value of the three measurements
was obtained and stored on Microsoft Excel by the independent assessors and recorded
at T0, T3, T4, T5 and T6 to evaluate the lesion healing rate (wound closure) and the lesion
complete resolution rate.

2.7.4. Wound Healing Grading Tool

The clinical grading of wound healing assessment was based on a four-point scale [63,64]:
Grade I: represents a total healing; Grade II: moderate healing (>50% of RAS epithelialised
and healed); Grade III: mild healing (<50% of RAS epithelialised and healed); Grade
IV: represents no healing. This assessment was employed to record the wound-healing
progress at T0, T3, T4, T5 and T6 timepoints.

2.7.5. Patient Cooperation Assessment

The Frankl Behaviour Rating Scale (FBRS) was used to assess the participants’ level of
cooperation during PBM treatment based on 4-levels as follows: 1: definitely negative; 2:
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negative; 3: positive; and 4: definitely positive [65]. Patients with level 1 of cooperation
were excluded from the study. This was evaluated at T1 and T3 timepoints.

2.7.6. Patient Treatment Satisfaction

A modified Wong–Baker Faces Rating Scale (MWBFRS) was employed [33] to evaluate
patients’ treatment satisfaction. It is based on the patient’s self-reported scoring, ranging
from “0”: very good to “4–5”: bad (Figure 5).

J. Clin. Med. 2024, 13, x FOR PEER REVIEW 10 of 24 
 

 

The measurements were performed by the investigator and another two independent 
clinicians who were not involved in the study. The mean value of the three measurements 
was obtained and stored on Microsoft Excel by the independent assessors and recorded 
at T0, T3, T4, T5 and T6 to evaluate the lesion healing rate (wound closure) and the lesion 
complete resolution rate. 

2.7.4. Wound Healing Grading Tool 
The clinical grading of wound healing assessment was based on a four-point scale 

[63,64]: Grade I: represents a total healing; Grade II: moderate healing (> 50% of RAS epi-
thelialised and healed); Grade III: mild healing (< 50% of RAS epithelialised and healed); 
Grade IV: represents no healing. This assessment was employed to record the wound-
healing progress at T0, T3, T4, T5 and T6 timepoints. 

2.7.5. Patient Cooperation Assessment 
The Frankl Behaviour Rating Scale (FBRS) was used to assess the participants’ level 

of cooperation during PBM treatment based on 4-levels as follows: 1: definitely negative; 
2: negative; 3: positive; and 4: definitely positive [65]. Patients with level 1 of cooperation 
were excluded from the study. This was evaluated at T1 and T3 timepoints. 

2.7.6. Patient Treatment Satisfaction 
A modified Wong–Baker Faces Rating Scale (MWBFRS) was employed [33] to evalu-

ate patients’ treatment satisfaction. It is based on the patient’s self-reported scoring, rang-
ing from “0”: very good to “4–5”: bad (Figure 5).  

 
Figure 5. Modified Wong Baker Faces Rating Scale employed to evaluate patients’ treatment satis-
faction, ranging from “0”, meaning very good, to “5”, meaning bad (adapted from Hanna et al., 
2016, permission obtained [33]). 

A prospective clinical study conducted by Hanna et al., 2018 [33] demonstrated that 
this assessment tool is reliable, effective and suitable for paediatric and adolescent pa-
tients. The patients, parents and legal guardians were familiarised with this assessment 
tool at the consultation appointment and were provided with a physical-coloured tem-
plate of this tool [33]. This variable was recorded at the following timepoints: T0, T1, T2, 
T3, T4, T5 and T6  

2.8. Statistical Analysis 
The percentage is a statistical tool employed to express the relative amounts of in-

crease or decrease in a standardised ratio comparison. It is a descriptive analysis of rela-
tively simple calculations, providing a basic profile of what the data look like overall 
and showing proportions. The change in pain relief outcome values (quantitative varia-
bles) recorded at T0 and at different timepoints (T1, T2, T3, T4, T5 and T6) were expressed 
as percentages (%), as well as for the wound healing rate and resolution at T0 and at dif-
ferent timepoints (T3, T4, T5 and T6). 

Figure 5. Modified Wong Baker Faces Rating Scale employed to evaluate patients’ treatment satisfac-
tion, ranging from “0”, meaning very good, to “5”, meaning bad (adapted from Hanna et al., 2016,
permission obtained [33]).

A prospective clinical study conducted by Hanna et al., 2018 [33] demonstrated that
this assessment tool is reliable, effective and suitable for paediatric and adolescent patients.
The patients, parents and legal guardians were familiarised with this assessment tool at the
consultation appointment and were provided with a physical-coloured template of this
tool [33]. This variable was recorded at the following timepoints: T0, T1, T2, T3, T4, T5
and T6.

2.8. Statistical Analysis

The percentage is a statistical tool employed to express the relative amounts of increase
or decrease in a standardised ratio comparison. It is a descriptive analysis of relatively
simple calculations, providing a basic profile of what the data look like overall and showing
proportions. The change in pain relief outcome values (quantitative variables) recorded at
T0 and at different timepoints (T1, T2, T3, T4, T5 and T6) were expressed as percentages
(%), as well as for the wound healing rate and resolution at T0 and at different timepoints
(T3, T4, T5 and T6).

The statistical test for this calculation is called the z-test (one-sided) for the equality
of two percentages using independent samples. A 5% level of significance is commonly
utilised in statistics as it provides a balance between being too conservative and too liberal
in accepting or rejecting a null hypothesis.

The mean is a statistical tool that is calculated by adding the values in the dataset
together and then dividing this by the number of added values.

3. Results

A concise and precise description of our experimental results and their interpretations
are enlisted below.

3.1. Demographic Characteristics and Lesion Description

Six Caucasian subjects of both genders (three males and three females) with mean
age of 9.33-year-old (ranged between 6 and 13) presented with various RAS subtypes at
an onset which ranged between ~6 and 24 h. The total number of RAS lesions for the six
subjects was 14 distributed in keratinised and non-keratinised buccal and labial mucosa
(Table 3).

The size, number, location and healing time are all dependent upon the subtype of
RAS [52]. The total number of lesions in all the subjects was 14, in which 7 of them were
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the clustered small herpetiform type; 4 out of 14 lesions were MiRAS, and the remaining
three were MaRAS.

Table 3. Subjects’ demographic characteristics. Abbreviations: F: female; M: male; UR3: upper right
canine; UR4: upper right first premolar; LL1: lower left central incisor; URc: upper right deciduous
canine; LR1: lower right central incisor; yrs: year; h: hour.

Case # Gender Age (yrs) Lesion
Onset (h) RAS Type Lesion Site No. of

Lesions

1 M 11 ~6 Major: 1
Herpetiform: 7

Keratinised and non-keratinised buccal mucosa of UR3 and
UR4, extending to buccal vestibule 8

2 M 13 ~10 Minor Keratinised labial mucosa of LL1 1

3 F 12 ~10 Minor Non-keratinised buccal mucosa of inner cheek, opposite to LR4 1

4 F 6 ~12 Major/Minor Keratinised and non-keratinised buccal mucosa of URc,
extending to the buccal sulcus 2

5 M 7 ~10 Minor Keratinised buccal mucosa of URc 1

6 F 7 ~24 Major Non-keratinised labial mucosa of LR1, extending to the labial
sulcus and lower midline frenum 1

Case #1 had one major RAS (MaRAS) and seven of the cluster herpetiform type of
RAS, which were small in size. Only 10% of RAS classify as herpetiform in children (very
rare) [66]. The lesions were very painful at rest, and the patient had difficulty in performing
masticatory and phonatory functions. Any activity that involved the movement of the
perioral zone led to an increase the pain intensity. Case #4 had one MaRAS and one MiRAS,
whereas case #6 had one MaRAS, which is normally large, solitary, and can take a longer to
heal than MiRAS [67], but this was not the case in our study. The remaining three cases (#2,
#3 and #5) had a single MiRAS (50%), and this is in agreement with the literature as being
the most common RAS (85%) [66] (Table 3).

All the subjects’ symptoms were based on severe pain intensity at rest and during
masticatory and phonatory functional activities (speaking, eating, brushing teeth and lip
and cheek movements), and none of them presented with systematic symptoms throughout
the treatment timepoints and follow-up period.

RAS subtype lesions presented in different clinical manifestations either as a well-
circumscribed or undefined-shaped ulcer or with irregular edges, often depressed with
an epithelial defect covered by a yellow–white pseudomembrane with an erythematous
“halo” surrounding the ulcer [68] (Figure 6).
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3.2. Primary Endpoints
3.2.1. Pain Intensity Scoring at Rest

At T0, 50% of the subjects reported pain “8” on the NPIS, whereas 33.33% reported a
score of “9” on the NPIS, and the remaining subject reported “7”.

At T1, significant immediate pain intensity relief was reported; 33.33% recorded “4” on
the NPIS, whereas the remaining 66.67% reported “5”, and this continued to significantly
improved 5 h after the first PBM session (T2) in which 83.33% (five out of six subjects)
reported “1” on the NPIS, and the remaining subject (case #4) reported “3”. All the subjects
reported “0” on the NPIS at T3, T4, T5 and T6. Figure 7 illustrates the results.
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Figure 7. The results of pain intensity reported by all the subjects at rest. A significant improvement
in pain reduction at T1, and this continued to be significantly reduced at T2, and all the subjects
were pain-free at T3. This was maintained at T4, T5 and T6. Abbreviations: VAS: visual analogue
scale; T0: pre-treatment (at clinic); T1: immediately after first PBM session (at clinic); T2: 5 h post first
PBM session (via telephone call); T3: immediately after second PBM session at clinic (three days post
first PBM session); T4: three-day follow-up (after complete PBM treatments, at clinic); T5: two-week
follow-up (at clinic); and T6: three-month follow-up (at clinic).

3.2.2. Pain Intensity Scoring at Functional Activities

A reduction in pain intensity was reported in all patients during phonation, and
muscular activities were reported at T1 (immediately after the first PBM session) compared
to T0.

At T2 (5 h after the first PBM session), a significant pain reduction was reported, where
66.66% scored “2” on the NPIS, 16.16% (case #1) scored “3” and 16.16% scored “5” (case #4)
on NPIS. This continued to improve at T3 (the second PBM session), where 83.33% (five
out of six) scored “0”—no pain, and 16.66% scored “2” (case #4) on the NPIS.

At T4, the same five cases remained pain-free, but case #4 scored very mild pain (“1”)
on the NPIS which was much less than in T3. This was related to a lack of the patient’s
compliance with oral hygiene, and the patient was the youngest subject (6 years old) in the
study’s cohort.

At T5 and T6, none of the subjects had pain; all scored “0”. Figure 8 illustrates the
subjects self-reporting scores during functional activities (speaking, eating, brushing teeth
and lip and cheek movements) at T0, T1, T2, T3, T4, T5 and T6.

3.3. Secondary Endpoints
3.3.1. Effects on Erythema

In terms of erythema, at T0, three out of the six subjects (50%) had Grade 2 of erythema
(mild erythema; definite redness); two out of the six subjects (33.33%) had Grade 3 of
erythema (moderate erythema; marked redness) on the CEA visual assessment scale; and
the remaining subject had Grade 4 (severe erythema; fiery redness) (16.66%).
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At T3, there was a great improvement in the wound status in which 50% of the subjects
had Grade 1 of erythema (almost clear; slight redness), 16.66% had Grade 2 (case #1) and
16.66% had Grade 0 (case #3) on the CEA visual assessment scale, whereas case #4 had
Grade 3 (16.66%). This substantially improved at T4 (three-day follow-up after complete
PBM treatment) in which 66.66% of the subjects had no erythema (Grade 0) and 16.66%
had Grade 1 (case #1), whereas case #4 had Grade 2 (16.66%), which was related to subject
#4’s lack of compliance with oral hygiene instructions. Nevertheless, at T5 and T6, there
were significant improvements whereby all the cases had no erythema (Grade 0). Figure 9
illustrates the above findings.
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Figure 8. Patients’ pain self-reporting scores during phonation and muscular activities. Significant
pain reduction at T1 (immediately after the first PBM session) compared to T0. This continued to
demonstrate a substantial improvement in pain reduction at T2 (5 h after the first PBM session)
where 66.66% scored “2” on NPIS, 16.16% (case #1) scored “3” and 16.16% scored “5” (case #4). This
continued to improve at T3 (second PBM session) where 83.33% (five out of six subjects) scored
“0” —no pain and 16.66% scored “2” on NPIS (case #4). At T4 (three-day follow-up post complete
PBM treatments), the same five cases remained pain-free, but case #4 scored mild pain “1” on NPIS,
which was much less than in T3. This was related to a lack of patient’s compliance with oral hygiene
instructions. At T5 and T6, none of the subjects had pain, and all of them scored “0” on NPIS.
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Figure 9. The clinical assessment scoring of erythema status of the six cases based on CEA visual
assessment scale at different timepoints. Significant clinical improvement of the erythema reduc-
tion at T3 and T4 compared to T0 and continued to improve at T5 and T6 where no evidence of
erythema noted.
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3.3.2. Wound Healing Rate

There was a significant reduction in the size of the lesion surface area at T3 compared
to T0. In case #1, the MaRAS reduced to 2 mm2 compared to 5.6 mm2 at T0 (>50% complete
healing, Grade II), whereas the six herpetiform lesions showed complete healing (Grade I,
100%), and the seventh lesion was reduced to 0.5 mm2 from 3.3 mm2 at T0 (>50% complete
healing, Grade II). At T4, T5 and T6, there was complete healing (100% Grade I) with no
evidence of recurrence.

Case #2, case #3 and case #5 (MiRAS) showed a significant reduction in the size of
the wound surface area at T3, indicating >50% complete healing (Grade II) and complete
healing at T4, T5 and T6, with no evidence of lesion recurrence. Whereas case #4 (MiRAS
and MaRAS) showed a significant reduction in the size of the wound surface area (>50%
complete healing) for both types of RAS, complete healing at T4, T5 and T6 was observed
in MiRAS and at T5 and T6 in MaRAS. This could be contributed to case #4 reluctancy to
comply with the oral hygiene instructions, and young age (6-year-old).

Case #6 (MaRAS) showed a significant improvement in the wound healing at T3 where
the wound surface area was reduced from 15 mm2 at T0 to complete healing at T3 (Grade I)
and continued to maintain a remarkable healthy tissue with no evidence of recurrence at
T4, T5 an T6.

Table 4 illustrates the above findings. Moreover, the wounds of all the subjects regard-
less of RAS subtypes healed with no scarring.

Table 4. The type of the RAS, number of lesions for each subject including the wound surface area
progression at T3, T4, T5 and T6 compared to T0, as well a complete resolution and any evidence of
lesion recurrence. Abbreviations: CC: complete closure; NR: no lesion recurrence; RAS: recurrent
aphthous stomatitis; MiRAS: minor recurrent aphthous stomatitis; MaRAS: major recurrent aphthous
stomatitis; T0: pre-treatment; T3: second PBM session (three days post first PBM session); T4: three-
day follow-up (after complete PBM treatments); T5: two-week follow-up; T6: three-month follow-up.

Case # RAS Type No. Lesion
Wound Surface Area Progression Measured in mm2; CC and NR

T0 T3 T4 T5 T6

1
MaRAS 1 5.6 2

CC CC
NR

herpetiform 7 0.6–3.3 6 lesions = 0; 1 lesion = 0.5 NR

2 MiRAS 1 2.8 2.5 CC CC NR

3 MiRAS 1 3.4 1.5 CC CC NR

4
MiRAS 1 4.5 1 CC

CC NR
MaRAS 1 8 2 0.5

5 MiRAS 1 4.5 2 CC CC NR

6 MaRAS 1 15 CC CC CC NR

It is noteworthy that five out of the six cases showed a significant complete lesion
resolution and closure at T3, and all the subjects showed 100% complete lesion resolution
at T5 which was maintained at T6 without evidence of recurrence.

We outlined below the clinical outcomes of each type of RAS healing process of the
present study; case #1 (MaRAS and herpetiform), case #2 (MiRAS) and case #6 (MaRAS) at
T3, T4, T5 and T6 compared to T0 (Figures 10–12).
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Figure 11. Clinical photos of case #2 illustrating the healing progression of MiRAS lesion at different
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Figure 12. Clinical photos of case #6 illustrating the healing progression of MaRAS lesion at different
timepoints and follow-up period. (a) shows an MiRAS lesion occupying the non-keratinised labial
mucosa, extending to the labial sulcus and spreading over the lower midline frenum. It was a
white pseudomembranous with an erythematous halo surrounding the ulcer at T0 (pre-treatment);
(b) shows complete healing (Grade I) with no evidence of scarring at T3; (c–e) show the treated site
maintained to be healthy with no evidence of lesion recurrence at T4, T5 and T6, respectively.

3.3.3. Patient’s Cooperation

The results showed that all the subjects were very cooperative at T1 and T3, and the
score was “4” (very positive) on FBRS at those timepoints.

3.3.4. Patient’s Treatment Satisfaction and Parent’s Positive Experience

All the patients were satisfied with the PBM treatments and scored “1” (good) on the
MWBFRS, and equally, the parents expressed their positive experience as their children felt
a significant immediate pain relief and rapid wound healing, which significantly helped
the subjects during functional and phonatory activities.
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4. Discussion

RAS is a debilitating oral mucosal lesion with a great impact on functional activities,
especially in the paediatric and adolescent cohort. The lesion is characteristically observed
in childhood and adolescence, with a frequent tendency to reoccure and is clinically pre-
sented in three forms: herpetiform RAS, MiRAS and MaRAS. Our study, for the first time,
utilised PBM in the management of three RAS subtypes.

A λ 980 nm PBM laser delivered with a flattop hand-piece showed to be effective in
offering an immediate pain relief and rapid complete ulcer resolution with no evidence of
lesion recurrence at the two-week (T5) and three-month (T6) follow-up timepoints. Addi-
tionally, all the subjects reported “very good” treatment satisfaction, and their parents/legal
guardians reported a “positive experience”.

4.1. Evaluation Pain Alleviation
4.1.1. Evaluation of Pain Alleviation at Rest

The effects of PBM on pain relief onset varied among the scientific literature. Pain
relief was differentiated between an immediate effect after treatment and relief in the days
following laser use.

Immediate pain relief was studied by three research groups treating RAS with non-
thermal CO2 [34,39,69]. A study conducted by Sattayut et al., 2023 [69] showed no initial
effect of CO2 on pain relief, but on the third day, pain alleviation was reported. This is in
disagreement with other two studies conducted by Pradad et al., 2013 [34] and Zand et al.,
2009 [39] which demonstrated an immediate pain relief at 24 h post CO2 irradiation. This
could be contributed to a lower employed output power setting.

In the present study, an immediate effect of a λ 980 nm PBM laser on pain relief
was reported at T1 (immediately after the first PBM session), where the pain score was
significantly reduced from the mean score of all the subjects which was at a value of
“8.16” at T0 (pre-treatment) to a value of “5.66” at T1 (50% reduction in pain) on the NPIS.
Moreover, the subjects reported to have further significant pain relief at T2 (5 h after the first
PBM session), where the mean score value was “1.33” on the NPIS, indicating a significant
reduction of 7-fold in the pain score on the NPIS. Remarkably, at T3 (immediately after the
second PBM session—72 h after the first PBM session), all the subjects reported no pain and
scored “0” on the NPIS, and this was maintained at T4, T5 and T6. This signifies that PBM
laser therapy is not only effective in relieving pain but has an immediate effect compared
with high-level laser therapy (surgical laser) [34,39,69]. This is a very important pillar in
the management of RAS in children and adolescents.

A recent study conducted by Bardellini et al., 2020 [52] showed a significant pain
reduction on the fourth day after λ 645 nm PBM laser irradiation of RAS in a child cohort,
and no pain was reported 10 days after the beginning of the treatment, whereas, in our
study, the subjects reported no pain (100% pain relief) immediately after the second PBM
session—72 h from the beginning of the PBM treatment. This might be contributed to the
deeper penetration depth of λ 980 nm laser PBM [54] compared with λ 645 nm, targeting
the inflammatory peripheral nerve ending, as well as employing a flattop delivery system
that can offer a uniform distribution of the energy over 1 cm2 surface area of the target.
This ultimately can contribute significantly in optimising an immediate analgesic effect.
Additionally, we also considered the other PBM dosimetry in achieving optimal outcomes
in our study [45] such as the minimal therapeutic output power (300 mW), irradiation
time (60 s) and treatment protocol based on only two sessions per week with a 72-h time
interval. Our chosen protocol is in agreement with a study conducted by Enwemeka et al.,
2004 [70] which showed the effectiveness of low-power lasers (<500 mW) on sores and ulcer
wounds and concluded that laser therapy is effective at repairing tissue and controlling pain,
although the outcomes may be influenced by the wavelength of the laser. This has been
well documented by several studies revealing that the PBM laser operating parameters at
infrared wavelengths led to more effective pain reduction [41–43,48]. Hence, PBM therapy,
in the present study, was effective in offering 50% pain intensity alleviation immediately
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after the first PBM session, which is very crucial in children and adolescents. This ultimately
offered a positive patient’s experience and “very good” treatment satisfaction, and this also
applied to the parents’ satisfactory experience [52].

A study conducted by Hussein et al., 2021 utilised λ 980 nm in treating RAS in an adult
cohort and reported a statistically significant decrease in pain on the second day, and further
pain reduction was observed on the seventh day [71]. This was in agreement with another
study conducted by Farist et al., 2014 which utilised the same wavelength, λ 980 nm, as the
latter study at a power output of 1 W in non-contact mode, and pain reduction was reported
on the third and seventh day of the PBM treatment [72]. This coincided with another study
conducted by Dhopte et al., 2022 utilising another near infrared wavelength, λ 810 nm, and
pain reduction was reported on the third day of the PBM treatment of RAS in adults [73].
However, our study demonstrated a significant pain reduction reported immediately after
the first PBM session (T1) and 5 h afterward (T2) and continued to improve at T3 where
all the subjects were pain-free. This signifies that employing a lower therapeutic power
output is an important pillar for achieving optimal outcomes.

4.1.2. Assessment of Pain Alleviation at Functional Activities

Pain is a major factor that can interfere with patients’ eating, drinking and speaking,
which can have a great impact on their quality of life (QoL).

In the present study, at T0, all the subjects reported the worst possible pain at a mean
value of “9.6” on the NPIA during functional activities (speaking, eating, speaking and
brushing teeth). However, immediately after the first PBM session (T1), the pain intensity
was significantly reduced to a value of “6.5” on the NPIS (moderate pain), but we observed
significant pain intensity reduction at rest, where the mean score was “5.66” on the NPIS at
T1 (50% pain reduction). This signifies that functional movement can contribute to pain
intensity. Nevertheless, in our study, we observed a significant reduction in patients’ pain
intensity at T2 (5 h after the first PBM session) where the mean score was “2.6” on the NPIS.
This continued to improve at T3 (immediately after the second PBM session) to a mean
score value of <0.5 on the NPIS, indicating complete pain relief, and this was maintained to
a score value of “0” at T4, T5 and T6. The authors observed that employing a second session
of PBM at an interval of 72 h from the first session was a necessity to induce complete pain
relief during the functional activities. As the literature has only one study that utilised
PBM in treating RAS in the paediatric and adolescent cohort and pain intensity during
the functional activities was not assessed [52], a comparative evaluation would not be
possible. Nevertheless, there are a few case reports in the scientific literature where PBM
was employed in treating RAS in adults.

4.2. Appraisal of Wound Healing Rate

PBM laser irradiation showed to be effective in enhancing the wound healing rate and
accelerating lesion resolution [43–45,49].

MiRAS lesions are the most common RAS subtype of a diameter < 5 mm. Despite
the lesion frequent tendency of recurrence at a rate of 50% every 3 months [3], it heals
within 10–14 days without scarring [74]. Whereas, MaRAS are less common than MiRAS
lesions (~10–15% of all RAS). These lesions are similar in appearance to those of minor
RAS; however, they are larger (>5 mm in diameter), deeper, result in scarring and can last
for weeks or even months [53,75].

There is a difference in the RAS healing rate among children, adolescents and adult.
The scientific evidence showed that RAS flared at a higher frequency in children, but the
duration of the inflammatory attacks was longer lasting in adults [76]. In this context, all
the subjects in our study were followed at different and long-term timepoints: T4, T5 and
T6. None of them had a lesion recurrence.

The findings of our study showed a significant reduction in the lesion surface area at
T3 compared to T0, indicating >50% complete healing (Grade II) and complete healing and
lesion resolution (Grade I, 100%) at T4, apart from case #4, where complete healing was
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observed at T5, due to a lack of oral hygiene compliance, which is one of the predisposing
factors in promoting inflammation. At T5 and T6, none of the subjects had lesion recurrence.
The wounds of all the subjects regardless of their RAS subtypes healed without scarring,
which is in disagreement with the literature suggesting MaRAS wounds can heal with
scarring [67].

In terms of erythema evaluation, all the subjects showed a significant reduction in
erythema based on the CEA visual assessment scale at T3 and continued to improve where
>50% of the subjects showed no sign of erythema, but case #1 (MaRAS) had a slight redness
(almost clear) (Grade 1 on CEA) and case #4 had mild erythema (Grade 2). Nevertheless,
all the subjects had no erythema (Grade 0) at T5 and T6.

The healing rate and complete lesion resolution were faster in our study, taking into
account our study’s cohort had different clinical presentations of RAS subtypes, compared
to other published studies [28,52,77], in which erythema reduction and ulcer healing
improvement were significantly higher in subjects in the PBM group irradiated with
λ 810 nm compared to those in the control group by day 3. Another clinical study conducted
by Dhopte et al., 2022 [73] showed a reduction in ulcer size in the PBM group compared to
the control (pharmacotherapy) on the fifth day of complete treatment.

Employing low therapeutic output power irradiation can stimulate reepithelialisa-
tion of the wounds [78] by increasing the metabolism of the mitochondrial respiratory
chain which in turn upregulates mitotic activity, collagen synthesis and epithelial prolifera-
tion [79].

4.3. Patient’ Compliance and Cooperation

Our results showed that PBM is an acceptable therapy in the paediatric and adolescent
cohort as all the subjects scored level “4” on the FBRS at T1 and T3. This coincides with the
findings of an RCT conducted by Bardellini et al., 2020 [52].

4.4. PBM Feasibility, Safety and Patient Satisfaction

Several studies have shown that PBM can be considered a reliable, safe and alternative
therapy to topical steroids in the management of RAS, since it was more effective in reducing
both pain intensity and ulcer size [73,80]. This was supported by a recent systematic review
conducted by Khaleel et al., 2020 [50] that included five RCTs comparing PBM versus
different pharmacotherapies such as triamcinolone acetonide, granofurin and solcoseryl
and others. In all their included studies, the subjects treated with PBM reported lower pain
scores and a shorter wound healing time. Moreover, caution needs to be considered when
systemic treatment is prescribed to paediatric and adolescent patients and should only
be considered in children with compromised immunity [3], and pentoxifylline is one of
these treatments. It inhibits TNF-α production and other pro-inflammatory cytokines [1],
and hence, it is not indicated in patients who are <18-year-old [29,30]. Corticosteroid
medications can cause candidiasis [4], and oral rinses based on tetracycline or chlorhexidine
content can shorten the ulcer healing time, but they are contraindicated in children and can
induce tooth discoloration in paediatric and adolescent patients [4,31].

In line with the abovementioned notes and taking into account the side effects of pharma-
cotherapy in paediatric and adolescent patients, PBM therapy, in our study, showed to be safe
with no side effects and with a great feasibility among our cohort who reported “very good”
treatment satisfaction, and this was also reflected by their parents’ positive experiences.

4.5. PBM Dosimetry and Treatment Protocol Evaluation

The effect of PBM therapy on wound healing was examined in in vitro and in vivo
experiments [45,70] and showed PBM accelerated wound healing by promoting cell prolifer-
ation and procollagen synthesis, accelerating the formation of granulation tissue, increasing
ATP synthesis within the mitochondria [45,70] and upregulating cytokines and growth
factors [44]. The effects are dependent on irradiation parameters like wavelength, output
power and energy density. Two RCTs conducted by Alberkton et al., 2014 (n = 20) [77]
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and Aggarwal et al., 2014 [28] utilised different dosimetry and treatment protocols in
treating RAS in an adult cohort as follows, respectively: 809 nm, 60 mW, 80 s, 1800 Hz,
beam in contact with tissue and single irradiation for three days [77] and λ 810 nm, 0.5 W,
non-contact (2–3 mm) and three irradiations in one day (each lasting was for 45 s with
a 30–60 s gap for a total of 3 min) [28]. Both studies reduced pain and enhanced wound
healing in treating RAS in the adult cohort. However, none of them mentioned whether a
power meter was employed to measure the therapeutic output power reaching the target
tissue. Moreover, the beam profile in those studies was Gaussian where the energy is at
its maximum in the centre of the targeted lesion surface area but a with a loss of >90% at
the periphery [55,56]. Additionally, the methods of randomisation were not described, and
no long-term follow-up was reported to ensure no evidence of lesion recurrence. Hence,
it would be difficult to extrapolate any reproducible PBM laser dosimetry and treatment
protocol from those studies.

The only RCT study up to date that utilised a PBM laser in the management of MiRAS
in a cohort aged between 5 and 12-years-old was conducted by Bardellini et al., 2020. They
did not investigate the use of PBM therapy in other RAS clinical presentations. They utilised
the following parameters and treatment protocol: λ 645 nm, 100 mW, 1 cm2, CW, a fluence
of 10 J/cm2 and three consecutive days of irradiation in a CW, but the irradiation time was
not reported. The randomisation protocol was reported. The follow-up timepoint was up
to 10 days. Knowing the high recurrence rate of RAS among the paediatric and adolescent
cohort (50%) at 3 months [3], it is essential to obtain a long-term follow-up to ensure the
sustainability of the PBM therapy. Hence, in our study, we followed up the subjects three
days after the complete PBM therapy (T4) and at two-week (T5) and three-month (T6)
timepoints. Moreover, using λ 645 nm, which is a red light, offers a shallow penetration,
and hence employing a lower power of 100 mW (no power meter mentioned to measure the
therapeutic power reaching the target) can compromise the clinical outcomes. Therefore,
in our study, we utilised λ 980 nm laser PBM which offers a deep penetration depth [54]
with the therapeutic output power measured with a power meter at a value of 300 mW
delivered with a flattop beam profile hand-piece which irradiated the lesion for 60 s, and
the protocol was repeated at 72 h time intervals, ultimately leading to the optimisation of
the clinical outcomes, taking into account the RAS subtypes.

4.6. Study’s Limitation and Future Perspectives

The limitations of the study are as follows: (1) lack of a controlled longitudinal
observational study on a series of subjects receiving the same intervention (i.e., there was
no control/sham group); (2) a low number of treated patients; (3) level IV evidence-based
medicine; (4) little statistical validity due to a lack of the control group to compare the
outcomes; and (5) a lack of a quantitative assessment tool.

Despite the abovementioned study limitations, our PBM laser dosimetry and treat-
ment protocols addressed all the setbacks of the published RCTs in the scientific litera-
ture [28,52,73,77] and was superior to provide immediate pain relief at T1 and T2, rapid
wound healing at T3 and complete lesion resolution at T4 compared to the abovemen-
tioned paediatric RCT [52] and RCTs for the adult cohort. [28,73,77]. This signifies that PBM
dosimetry and treatment protocols in the present study were not only robust and offered
optimal clinical outcomes but also proved PBM’s sustainability at a long-term follow-up
with no evidence of recurrence. This ultimately can be reproducible in future extensive
studies. Hence, long-term, randomised, controlled and large sample-sized clinical trials
should be conducted to validate the dosimetry and treatment protocols.

Moreover, PBM therapy is constantly evolving and it is changing the way we work,
allowing us to achieve optimal clinical outcomes, improve patients’ experience, especially
in paediatric and adolescent patients, and also offer scientific work reproducibility as clearly
demonstrated in our study. It is noteworthy that PBM therapy signifies not only efficacy in
treating RAS in paediatric and adolescent patients with optimal clinical outcomes, safety
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and feasibility, but it also reduces CO2 consumption, offers cost-effectiveness in the long
term [81] and enhances sustainability.

5. Conclusions

This is the first report in the scientific literature that demonstrates the efficacy of
λ 980 nm in the management of all RAS subtype in paediatric and adolescent patients
based on a 3-month follow-up period, and the results showed a promising λ 980 nm laser
as an immunomodulatory therapy in not only reducing the healing time and offering
complete lesion resolution but also exerting immediate pain relief with no evidence of
recurrence in long-term follow-ups. Hence, we reject our null hypothesis.

Our study’s dosimetry and treatment protocols were effective from scientific and
practical standpoints, and hence, extensive studies are warranted to validate its repro-
ducibility. The authors recommend multicentre RCTs with larger samples in order to enrich
our knowledge in PBM application in all RAS subtypes.
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22. Tugrul, S.; Koçyiğit, A.; Doğan, R.; Eren, S.B.; Senturk, E.; Ozturan, O.; Ozar, O.F. Total antioxidant status and oxidative stress in
recurrent aphthous stomatitis. Int. J. Dermatol. 2016, 55, e130–e135. [CrossRef] [PubMed]

23. Najafi, S.; Mohammadzadeh, M.; Rajabi, F.; Zare Bidoki, A.; Yousefi, H.; Farhadi, E.; Rezaei, N. Interleukin-4 and Interleukin-4
Receptor Alpha Gene Polymorphisms in Recurrent Aphthous Stomatitis. Immunol. Investig. 2018, 47, 680–688. [CrossRef] [PubMed]

24. Wei, W.; Deng, Y.; Wang, Y.; Yao, H.; Du, G.; Tang, G. Dynamic salivary cytokine profile of recurrent aphthous stomatitis patients
in thalidomide maintenance treatment. Clin Oral Investig. 2024, 28, 140. [CrossRef] [PubMed]

25. Ziaudeen, S.; Ravindran, R. Assessment of Oxidant-Antioxidant status and stress factor in recurrent aphthous stomatitis patients:
Case-control study. J. Clin. Diagn. Res. 2017, 11, ZC01–ZC04. [CrossRef] [PubMed]

26. Saxena, S. Assessment of plasma and salivary antioxidant status in patients with recurrent aphthous stomatitis. RDBO 2011,
8, 261–265.

27. Zhang, Z.; Li, S.; Fang, H. Enzymatic antioxidants status in patients with recurrent aphthous stomatitis. J. Oral Pathol. Med. 2017,
46, 817–820. [CrossRef] [PubMed]

28. Aggarwal, H.; Pal Singh, M.; Nahar, P.; Mathur, H.; Sowmya, G.V. Efficacy of low-level laser therapy in treatment of recurrent
aphthous ulcers—A sham controlled, split mouth follow up study. J. Clin. Diagn. Res. 2014, 8, 218–221. [CrossRef] [PubMed]

29. Annamaraju, P.; Baradhi, K.M. Pentpxifyline; StatPearls Publishing: St. Petersburg, FL, USA, 2022.
30. Brocklehurst, P.; Tickle, M.; Glenny, A.-M.; Lewis, M.A.; Pemberton, M.N.; Taylor, J.; Walsh, T.; Riley, P.; Yates, J.M. Systemic

interventions for recurrent aphthous stomatitis (mouth ulcers). Cochrane Database Syst. Rev. 2012, 9, CD005411. [CrossRef]
31. Tarakji, B.; Gazal, G.; Al-Maweri, S.A.; Azzeghaiby, S.N.; Al Aizari, N.A. Guideline for the diagnosis and treatment of recurrent

aphthous stomatitis for dental practitioners. J. Int. Oral Health 2015, 7, 74–80.
32. Hanna, R.; Benedicenti, S. 10,600 nm High Level-Laser Therapy Dosimetry in Management of Unresponsive Persistent Peripheral

Giant Cell Granuloma to Standard Surgical Approach: A Case Report with 6-Month Follow-Up. J. Pers. Med. 2024, 14, 26. [CrossRef]
33. Hanna, R.; Miron, C.M.; Benedicenti, S. Feasibility and Safety of Adopting a New Approach in Delivering a 450 nm Blue Laser

with a Flattop Beam Profile in Vital Tooth Whitening. A Clinical Case Series with an 8-Month Follow-Up. J. Clin. Med. 2024, 13,
491. [CrossRef] [PubMed]

34. Hanna, R.; Amaroli, A.; Signore, A.; Benedicenti, S. Utilization of carbon dioxide laser therapy in the management of denture
induced hyperplasia and vestibuloplasty in a medically compromised patient: A case report. Int. J. Prosthodont. 2019, 32, 211–213.
[CrossRef]

35. Suter, V.G.A.; Sjölund, S.; Bornstein, M.M. Effect of laser on pain relief and wound healing of recurrent aphthous stomatitis: A
systematic review. Lasers Med. Sci. 2017, 32, 953–963. [CrossRef]

36. Prasad, R.S.; Pai, A. Assessment of immediate pain relief with laser treatment in recurrent aphthous stomatitis. Oral Surg. Oral
Med. Oral Pathol. Oral Radiol. 2013, 116, 189–193. [CrossRef]

37. Tezel, A.; Kara, C.; Balkaya, V.; Orbak, R. An evaluation of different treatments for recurrent aphthous stomatitis and patient
perceptions: Nd:YAG laser versus medication. Photomed. Laser Surg. 2009, 27, 101–106. [CrossRef]

https://doi.org/10.1111/j.1601-0825.2011.01840.x
https://www.ncbi.nlm.nih.gov/pubmed/21812866
https://doi.org/10.1111/jop.12241
https://www.ncbi.nlm.nih.gov/pubmed/25048341
https://doi.org/10.1186/s12866-016-0673-z
https://doi.org/10.1111/odi.12262
https://www.ncbi.nlm.nih.gov/pubmed/24854020
https://doi.org/10.1007/s00005-013-0261-y
https://doi.org/10.1111/ped.14155
https://www.ncbi.nlm.nih.gov/pubmed/31957941
https://doi.org/10.1038/sj.ebd.6400919
https://www.ncbi.nlm.nih.gov/pubmed/23579306
https://doi.org/10.1016/j.medcli.2023.05.007
https://doi.org/10.1186/s12903-023-03636-1
https://doi.org/10.1080/09546634.2017.1422079
https://www.ncbi.nlm.nih.gov/pubmed/29278022
https://doi.org/10.1111/ijd.13101
https://www.ncbi.nlm.nih.gov/pubmed/26625952
https://doi.org/10.1080/08820139.2018.1480033
https://www.ncbi.nlm.nih.gov/pubmed/29985726
https://doi.org/10.1007/s00784-024-05531-7
https://www.ncbi.nlm.nih.gov/pubmed/38334890
https://doi.org/10.7860/JCDR/2017/22894.9348
https://www.ncbi.nlm.nih.gov/pubmed/28511497
https://doi.org/10.1111/jop.12547
https://www.ncbi.nlm.nih.gov/pubmed/28054386
https://doi.org/10.7860/JCDR/2014/7639.4064
https://www.ncbi.nlm.nih.gov/pubmed/24701539
https://doi.org/10.1002/14651858.CD005411.pub2
https://doi.org/10.3390/jpm14010026
https://doi.org/10.3390/jcm13020491
https://www.ncbi.nlm.nih.gov/pubmed/38256627
https://doi.org/10.11607/ijp.6046
https://doi.org/10.1007/s10103-017-2184-z
https://doi.org/10.1016/j.oooo.2013.02.011
https://doi.org/10.1089/pho.2008.2274


J. Clin. Med. 2024, 13, 2007 22 of 23

38. Zand, N.; Fateh, M.; Ataie-Fashtami, L.; Djavid, G.E.; Fatemi, S.M.; Shirkavand, A. Promoting wound healing in minor recurrent
aphthous stomatitis by non-thermal, non-ablative CO2 laser therapy: A pilot study. Photomed. Laser Surg. 2012, 30, 719–723.
[CrossRef] [PubMed]

39. Zand, N.; Ataie-Fashtami, L.; Djavid, G.E.; Fateh, M.; Alinaghizadeh, M.R.; Fatemi, S.M.; Arbabi-Kalati, F. Relieving pain in
minor aphthous stomatitis by a single session of non-thermal carbon dioxide laser irradiation. Lasers Med. Sci. 2009, 24, 515–520.
[CrossRef] [PubMed]

40. Mohsina, S.; Gurushankari, B.; Niranjan, R.; Sureshkumar, S.; Sreenath, G.S.; Kate, V. Assessment of the quality of randomized
controlled trials in surgery using Jadad score: Where do we stand? J. Postgrad. Med. 2022, 68, 207–212. [CrossRef]

41. Hanna, R.; Bensadoun, R.J.; Beken, S.V.; Burton, P.; Carroll, J.; Benedicenti, S. Outpatient Oral Neuropathic Pain Management
with Photobiomodulation Therapy: A Prospective Analgesic Pharmacotherapy-Paralleled Feasibility Trial. Antioxidants 2022, 11,
533. [CrossRef]

42. Hanna, R.; Dalvi, S.; Bensadoun, R.J.; Benedicenti, S. Role of Photobiomodulation Therapy in Modulating Oxidative Stress in
Temporomandibular Disorders. A Systematic Review and Meta-Analysis of Human Randomised Controlled Trials. Antioxidants
2021, 10, 1028. [CrossRef]

43. Hanna, R.; Dalvi, S.; Tomov, G.; Hopper, C.; Rebaudi, F.; Rebaudi, A.L.; Bensadoun, R.J. Emerging potential of phototherapy in
management of symptomatic oral lichen planus: A systematic review of randomised controlled clinical trials. J. Biophotonics 2023,
16, e202300046. [CrossRef] [PubMed]

44. Basso, F.G.; Soares, D.G.; Pansani, T.N.; Cardoso, L.M.; Scheffel, D.L.; de Souza Costa, C.A. Proliferation, migration, and expression
of oral-mucosal-healing-related genes by oral fibroblasts receiving low-level laser therapy after inflammatory cytokines challenge.
ASLMS 2016, 48, 1006–1014. [CrossRef] [PubMed]

45. de Freitas, L.F.; Hamblin, M.R. Proposed Mechanisms of Photobiomodulation or Low-Level Light Therapy. IEEE J. Sel. Top
Quantum. Electron. 2016, 22, 7000417. [CrossRef] [PubMed]

46. Sakurai, Y.; Yamaguchi, M.; Abiko, Y. Inhibitory effect of low-level laser irradiation on LPS-stimulated prostaglandin E2
production and cyclooxygenase-2 in human gingival fibroblasts. Eur. J. Oral Sci. 2000, 108, 29–34. [CrossRef]

47. Chung, H.; Dai, T.; Sharma, S.K.; Huang, Y.; Carroll, J.; Hamblin, M.R. The Nuts and Bolts of Low-level Laser (Light) Therapy.
Ann. Biomed. Eng. 2011, 40, 516–533. [CrossRef]

48. Hanna, R.; Dalvi, S.; Bensadoun, R.J.; Raber-Durlacher, J.E.; Benedicenti, S. Role of Photobiomodulation Therapy in Neurological
Primary Burning Mouth Syndrome. A Systematic Review and Meta-Analysis of Human Randomised Controlled Clinical Trials.
Pharmaceutics 2021, 13, 1838. [CrossRef]

49. Xiao, X.; Deng, Y.; Long, Y.; Liu, W.; Shi, H. Evaluation of cytokines as diagnostic and therapeutic indicators for recurrent
aphthous stomatitis: A statistical study. J. Dent. Sci. 2023, 18, 883–888. [CrossRef]

50. Khaleel, A.M.; Jafer, M.; Nayeem, M.; Hussain, M.I.; Quadri, M.F.A.; Gopalaiah, H.; Quadri, A.M.F. Low-Level Laser Therapy and
Topical Medications for Treating Aphthous Ulcers: A Systematic Review. J. Multidiscip. Healthc. 2020, 13, 1595–1605. [CrossRef]

51. Amorim Dos Santos, J.; Normando, A.G.C.; de Toledo, I.P.; Melo, G.; De Luca Canto, G.; Santos-Silva, A.R.; Guerra, E.N.S. Laser
therapy for recurrent aphthous stomatitis: An overview. Clin. Oral Investig. 2020, 24, 37–45. [CrossRef]

52. Bardellini, E.; Veneri, F.; Amadori, F.; Conti, G.; Majorana, A. Photobiomodulation therapy for the management of recurrent
aphthous stomatitis in children: Clinical effectiveness and parental satisfaction. Med. Oral Patol. Oral Cir. Bucal. 2020, 25, e549–e553.
[CrossRef]

53. Milia, E.; Sotgiu, M.A.; Spano, G.; Filigheddu, E.; Gallusi, G.; Campanella, V. Recurrent aphthous stomatitis (RAS): Guideline for
differential diagnosis and management. Eur. J. Paediatr. Dent. 2022, 23, 73–78. [CrossRef]

54. Hudson, D.E.; Hudson, D.O.; Wininger, J.M.; Richardson, B.D. Penetration of Laser Light at 808 and 980 nm in Bovine Tissue
Samples. Photomed. Laser Surg. 2013, 31, 163–168. [CrossRef] [PubMed]

55. Hanna, R.; Agas, D.; Benedicenti, S.; Laus, F.; Cuteri, V.; Sabbieti, M.G.; Amaroli, A. A comparative study between the effectiveness
of 980 nm photobiomodulation, delivered by Gaussian versus flattop profiles on osteoblasts maturation Frontier in Endocrinology.
Bone Res. 2019, 10, 92. [CrossRef]

56. Selting, W. Atlas of Laser Therapy: State of the Art, 4th ed.; Teamwork Media Srl: Villa Carcina, Italy, 2016; pp. 225–236.
57. Laser Institute of America. American National Standard for Safe Use of Lasers. ANSI Z 136.1. 2014. Available online:

https://www.lia.org/store/product/ansi-z1361-1014-safe-use-lasers-electronic-version (accessed on 25 February 2024).
58. DeLoach, L.J.; Higgins, M.S.; Caplan, A.B.; Stiff, J.L. The Visual Analog Scale in the Immediate Postoperative Period. Anesth.

Analg. 1998, 86, 102–106. [CrossRef]
59. Madooei, A.; Abdlaty, R.M.; Doerwald-Munoz, L.; Hayward, J.; Drew, M.S.; Fang, Q.; Zerubia, J. Hyperspectral image processing

for detection and grading of skin Erythema. In Proceedings of the SPIE Medical Imaging Conference, Orlando, FL, USA, 24
February 2017. [CrossRef]

60. Majeske, C. Reliability of wound surface area measurements. Phys. Ther. 1992, 72, 138–141. [CrossRef]
61. Langemo, D.; Anderson, J.; Hanson, D.; Hunter, S.; Thompson, P. Measuring wound length, width, and area: Which technique?

Adv. Skin Wound Care 2008, 21, 42–45. [CrossRef] [PubMed]
62. Ibraheem, W.I.; Bhati, A.K.; Hakami, N.A.; Alshehri, A.D.; Wadani, M.H.M.; Ageeli, F.M.E. Comparison of Digital Planimetry and

Ruler Methods for the Measurement of Extraction Socket Wounds. Medicina 2023, 59, 135. [CrossRef]
63. Grey, J.E.; Enoch, S.; Harding, K.G. Wound assessment. BMJ 2006, 332, 285–288. [CrossRef]

https://doi.org/10.1089/pho.2012.3301
https://www.ncbi.nlm.nih.gov/pubmed/23113511
https://doi.org/10.1007/s10103-008-0555-1
https://www.ncbi.nlm.nih.gov/pubmed/18408986
https://doi.org/10.4103/jpgm.JPGM_104_21
https://doi.org/10.3390/antiox11030533
https://doi.org/10.3390/antiox10071028
https://doi.org/10.1002/jbio.202300046
https://www.ncbi.nlm.nih.gov/pubmed/37017292
https://doi.org/10.1002/lsm.22553
https://www.ncbi.nlm.nih.gov/pubmed/27416953
https://doi.org/10.1109/JSTQE.2016.2561201
https://www.ncbi.nlm.nih.gov/pubmed/28070154
https://doi.org/10.1034/j.1600-0722.2000.00783.x
https://doi.org/10.1007/s10439-011-0454-7
https://doi.org/10.3390/pharmaceutics13111838
https://doi.org/10.1016/j.jds.2022.10.013
https://doi.org/10.2147/JMDH.S281495
https://doi.org/10.1007/s00784-019-03144-z
https://doi.org/10.4317/medoral.23573
https://doi.org/10.23804/ejpd.2022.23.01.14
https://doi.org/10.1089/pho.2012.3284
https://www.ncbi.nlm.nih.gov/pubmed/23441909
https://doi.org/10.3389/fendo.2019.00092
https://www.lia.org/store/product/ansi-z1361-1014-safe-use-lasers-electronic-version
https://doi.org/10.1097/00000539-199801000-00020
https://doi.org/10.1117/12.2254132
https://doi.org/10.1093/ptj/72.2.138
https://doi.org/10.1097/01.ASW.0000284967.69863.2f
https://www.ncbi.nlm.nih.gov/pubmed/18156829
https://doi.org/10.3390/medicina59010135
https://doi.org/10.1136/bmj.332.7536.285


J. Clin. Med. 2024, 13, 2007 23 of 23

64. Tan, K.-Y.; Zin, T.; Sim, H.L.; Poon, P.L.; Cheng, A.; Mak, K. Randomized clinical trial comparing LigaSure haemorrhoidectomy
with open diathermy haemorrhoidectomy. Tech. Coloproctol. 2008, 12, 93–97. [CrossRef]

65. Al Homoud, R.A.; Alshellatie, A.K.; Alzumaie, A.S.; Al-Bayati, S.A. Behavior and anxiety levels in pediatric patient: The
behavioral changes and anxiety of pediatric patient in dental clinic. Clin. Exp. Dent. Res. 2023, 9, 1223–1231. [CrossRef] [PubMed]

66. Légeret, C.; Furlano, R. Oral ulcers in children-a clinical narrative overview. Ital. J. Pediatr. 2021, 47, 144. [CrossRef] [PubMed]
67. Lau, C.B.; Smith, G.P. Recurrent aphthous stomatitis: A comprehensive review and recommendations on therapeutic options.

Dermatol Ther. 2022, 35, e15500. [CrossRef] [PubMed]
68. Polonowita, A.; Guan, G. Aphthae and Recurrent Aphthous Stomatitis. In Oral Medicine—A Clinical Guide; Balasubramaniam, R.,

Yeoh, S.C., Yap, T., Prabhu, S., Eds.; Springer: Cham, Switzerland, 2023; pp. 213–215. [CrossRef]
69. Sattayut, S.; Trivibulwanich, J.; Pipithirunkarn, N.; Danvirutai, N. A clinical efficacy of using CO2 laser irradiating to transparent

gel on aphthous stomatitis patients. Laser Ther. 2013, 22, 283–289. [CrossRef] [PubMed]
70. Enwemeka, C.S.; Parker, C.J.; Dowdy, D.S.; Harkness, E.E.; Sanford, L.E.; Woodruff, L.D. The efficacy of low-power lasers in

tissue repair and pain control: A meta-analysis study. Photomed. Laser Surg. 2004, 22, 323–329. [CrossRef] [PubMed]
71. Hussein, H.; Zaky, A.A.; Nadim, M.K.; Elbarbary, A. Low-Level Diode Laser Therapy (LLLT) versus Topical Corticosteroids in

the Management of Recurrent Aphthous Stomatitis Patients: A Randomized Controlled Trial. Adv. Dent. J. 2021, 3, 200–210.
[CrossRef]

72. Farist, S.; Kalakonda, B.; Farista, S.; Ahmed, A.S. Effectiveness of 980 nm Diode Laser on Recurrent Aphthous Stomatitis. Int. J.
Laser Dent. 2014, 4, 83–86. [CrossRef]

73. Dhopte, A.; Bagde, H. Comparative Evaluation of Low-Level Laser Therapy and Topical Triamcinolone Acetonide 0.1% in
Recurrent Aphthous Stomatitis Subjects. Cureus 2022, 14, e25564. [CrossRef] [PubMed]

74. Millet, D.; Welbury, R. Clinical Problem Solving in Orthodontics and Paediatric Dentistry; Churchill Livingstone: Edinburgh, Scotland,
2004; pp. 143–144.

75. Sánchez-Bernal, J.; Conejero, C.; Conejero, R. Recurrent Aphthous Stomatitis. Actas Dermosifiliogr. (Engl. Ed.) 2020, 111, 471–480.
[CrossRef]

76. Rigante, D.; Vitale, A.; Natale, M.F.; Lopalco, G.; Andreozzi, L.; Frediani, B.; D’Errico, F.; Iannone, F.; Cantarini, L. A comprehensive
comparison between pediatric and adult patients with periodic fever, aphthous stomatitis, pharyngitis, and cervical adenopathy
(PFAPA) syndrome. Clin. Rheumatol. 2017, 36, 463–468. [CrossRef]

77. Albrektson, M.L.; Hedström, L.; Bergh, H. Recurrent aphthous stomatitis and pain management with low-level laser therapy: A
randomized controlled trial. Oral Surg. Oral Med. Oral Pathol. Oral Radiol. 2014, 117, 590–594. [CrossRef] [PubMed]

78. Najeeb, S.; Khurshid, Z.; Zafar, M.S.; Ajlal, S. Applications of light amplification by stimulated emission of radiation (lasers) for
restorative dentistry. Med. Princ. Pract. 2016, 25, 201–211. [CrossRef] [PubMed]

79. Prabhu, V.; Rao, S.B.; Chandra, S.; Kumar, P.; Rao, L.; Guddattu, V.; Satyamoorthy, K.; Mahato, K.K. Spectroscopic and histological
evaluation of wound healing progression following Low Level Laser Therapy (LLLT). J. Biophotonics 2012, 5, 168–184. [CrossRef]
[PubMed]

80. Lalabonova, H.; Daskalov, H. Clinical assessment of the therapeutic effect of low-level laser therapy on chronic recurrent aphthous
stomatitis. Biotechnol. Biotechnol. Equip. 2014, 28, 929–933. [CrossRef]

81. Marya, C.M.; Mehlawat, J.; Nagpal, R.; Kataria, S.; Taneja, P. Comparative assessment of low-level laser therapy (LLLT) vs. topical
application of amlexanox + lidocaine to treat recurrent aphthous ulcers (RAUs): A randomized controlled trial. J. Dent. Res. Dent.
Clin. Dent. Prospect. 2021, 15, 11–15. [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/10.1007/s10151-008-0405-y
https://doi.org/10.1002/cre2.795
https://www.ncbi.nlm.nih.gov/pubmed/37840231
https://doi.org/10.1186/s13052-021-01097-2
https://www.ncbi.nlm.nih.gov/pubmed/34193212
https://doi.org/10.1111/dth.15500
https://www.ncbi.nlm.nih.gov/pubmed/35395126
https://doi.org/10.1007/978-3-031-36797-7_51
https://doi.org/10.5978/islsm.13-OR-24
https://www.ncbi.nlm.nih.gov/pubmed/24511206
https://doi.org/10.1089/pho.2004.22.323
https://www.ncbi.nlm.nih.gov/pubmed/15345176
https://doi.org/10.21608/adjc.2021.90071.1109
https://doi.org/10.5005/jp-journals-10022-1062
https://doi.org/10.7759/cureus.25564
https://www.ncbi.nlm.nih.gov/pubmed/35785006
https://doi.org/10.1016/j.ad.2019.09.004
https://doi.org/10.1007/s10067-016-3317-7
https://doi.org/10.1016/j.oooo.2014.01.228
https://www.ncbi.nlm.nih.gov/pubmed/24725989
https://doi.org/10.1159/000443144
https://www.ncbi.nlm.nih.gov/pubmed/26642047
https://doi.org/10.1002/jbio.201100089
https://www.ncbi.nlm.nih.gov/pubmed/22174176
https://doi.org/10.1080/13102818.2014.966526
https://doi.org/10.34172/joddd.2021.003

	Introduction 
	Clinical Presentation and Types of RAS 
	Environmental and Systematic Factors Contributing to RAS Aetiology 
	RAS Pathogenesis 
	Current Treatment Modalities 
	Pharmacotherapy 
	High-Level Laser Therapy (Surgical Laser) 
	Photobiomodulation Therapy 

	Rationale in Conducting the Present Study 

	Materials and Methods 
	Study Design 
	Interventional Group 
	Study’s Focused Question and PICO 
	Therapeutic Photobiomodulation Protocol 
	Description of  980 nm Irradiation with Flattop Beam Profile Application 
	Study’s Outcomes 
	Outcome Assessment Measures 
	Visual Analogue Scale 
	Clinician Erythema Assessment (CEA) Visual Assessment Scale 
	Ruler Method for Wound Surface Area Measurement 
	Wound Healing Grading Tool 
	Patient Cooperation Assessment 
	Patient Treatment Satisfaction 

	Statistical Analysis 

	Results 
	Demographic Characteristics and Lesion Description 
	Primary Endpoints 
	Pain Intensity Scoring at Rest 
	Pain Intensity Scoring at Functional Activities 

	Secondary Endpoints 
	Effects on Erythema 
	Wound Healing Rate 
	Patient’s Cooperation 
	Patient’s Treatment Satisfaction and Parent’s Positive Experience 


	Discussion 
	Evaluation Pain Alleviation 
	Evaluation of Pain Alleviation at Rest 
	Assessment of Pain Alleviation at Functional Activities 

	Appraisal of Wound Healing Rate 
	Patient’ Compliance and Cooperation 
	PBM Feasibility, Safety and Patient Satisfaction 
	PBM Dosimetry and Treatment Protocol Evaluation 
	Study’s Limitation and Future Perspectives 

	Conclusions 
	References

