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Abstract
Background: Oral mucositis (OM) is one of the most debilitating side effects 
of chemotherapy. Among the current methods used in OM management, the 
feasibility of high power laser therapy (HPLT) has been proposed but not fully 
evaluated.
Aim: The aim of this study was to evaluate the efficacy of HPLT in the treatment 
of OM in paediatric patients.
Design: Fourteen oncohematological paediatric patients treated with 
chemotherapy and/or hematopoietic stem cell transplantation and affected by 
OM at different grades were enrolled in this study. All patients were treated 
with a class IV laser device in four sessions for four consecutive days, OM was 
evaluated with the WHO-OTS scale. The perception of pain was assessed by the 
visual analog scale. Photographs of and information about lesions and patient 
questionnaires were taken and collected, respectively. Descriptive analyses and 
the Wilcoxon signed-rank test (nonparametric test) were used, with a statistical 
significance of α = .05.
Results: After a week into the treatment, 57% of patients were completely healed, 
whereas the whole cohort experienced a drastic decrease in pain, from an average 
value of 5.8–1.1 (p = .0016). The average number of injuries per patient decreased 
from 7.4 to 3.1 (p = .008).
Conclusion: High power laser therapy appears to be a safe and efficacious 
method for managing OM. It reduces pain and severity of oral cavity injuries. 
Further studies are needed to determine the optimal parameters useful in OM 
treatment and to evaluate the relative effectiveness of HPLT to other treatments 
like LLLT.
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1   |   INTRODUCTION

Inflammation of mucosal tissues is the most common oral 
complication of antiblastic therapies, due to the high cell 
turnover in the mouth. Oral mucositis (OM) develops in 
approximately 40% of children treated with standard-
dose chemotherapy, in 80% of patients undergoing ra-
diation therapy for head and neck cancers, and in 75% 
of patients undergoing bone marrow transplantation.1–3 
Oral mucositis is characterized by ulcerations of the 
oro-esophageal and gastrointestinal mucosae that cause 
pain, dysphagia, diarrhea, and dysfunction depending 
on the affected tissue. Thus, OM can interfere with the 
patient's capability to tolerate planned therapy, leading 
to an increased risk of both local and systemic infec-
tions.4,5 These injuries can be severe enough to require 
medical support with parenteral nutrition and opioid 
therapy; moreover, they contribute to the risk of local 
and systemic infection.6

Although OM cannot be completely prevented, several 
prevention and treatment strategies can help reduce its 
incidence, severity, and duration. These strategies were 
reported in the MASCC/ISOO International Clinical 
Practice Guidelines (2019)7 and in the subanalysis of 
Miranda-Silva et al,8 which revealed the preventive and 
therapeutic use of photobiomodulation (PBM). PBM 
stimulates and promotes positive tissue processes such 
as healing of wounds, tissue regeneration, and immune 
responses, and it mediates negative tissue processes such 
as inflammation, pain, and aberrant immune responses. 
Therefore, PBM has been suggested for the management 
of OM, despite limitations due to its many heterogeneous 
parameters and the lack of consensus about dosage in the 
literature.7–9

Usually, biostimulation protocols use class I, II, and 
III lasers that have less than 1  W power and which are 
conventionally defined as low-level laser therapy (LLLT). 
On the contrary, the intensity of class IV laser devices is 
greater than 1 W, and they are defined as high power laser 
therapy (HPLT). The MASCC/ISOO guidelines have sup-
ported a protective role of intraoral PBM with LLLT for 
the prevention of OM in adult patients undergoing con-
ditioning regimens for hematopoietic stem cell transplan-
tation (HSCT), with or without total body radiation (TBI). 
Similarly, this protective role was found in head and neck 
cancer patients who underwent radiotherapy (RT) or RT 
combined with chemotherapy (CT).10–11 Based on prom-
ising data reported in the adult population, the Paediatric 
Oncology Group of Ontario (POGO) recommended the 
use of LLLT as prevention in paediatric patients receiving 
CT or undergoing pretransplant conditioning regimens 
associated with a high rate of mucositis.11

To date, there are no guidelines about the treatment of 
established OM with intraoral PBM therapy, especially for 
the use of HPLT, both at the preventive level and at the 
therapeutic level.

Class IV laser protocols are associated with numerous 
advantages: First, because of the high power (>1  W), a 
substantial amount of energy can be supplied in a limited 
period of time, which also meets the need for the rapid 
treatment of paediatric patients who may not be able to 
comply.12 Second, the combination of two different wave-
lengths (660 and 970 nm) can easily provide a biostimulat-
ing, analgesic, and anti-inflammatory effect.13

In both adults and children, almost all the studies com-
pared LLLT treatment protocols with placebo. Only recently, 
the therapeutic efficacy of HPLT has been demonstrated, es-
pecially in populations of paediatric patients. Interestingly, 
no clinically significant side effects were found to be as-
sociated with HPLT treatment. Despite promising results, 
further investigations are needed to determine specific pa-
rameters to make HPLT an integral part of the protocols for 
the management of OM induced by anticancer therapies.

The aim of this study was to evaluate the efficacy of 
HPLT in the treatment of OM induced by chemotherapy 
drugs and by the pre-HSCT conditioning regimen in a pop-
ulation of paediatric patients with oncohaematological dis-
eases. The goal was to understand whether HPLT reduces 
the OM grade, the perception of pain, and the number of 
lesions (ulcerative and erythematous). Furthermore, the 
investigation is aimed to evaluate which regions of the oral 
cavity are most frequently affected by ulceration and ery-
thema. Consequently, the way in which the healing of these 
lesions progresses is also investigated: Setting the seventh 
day as cutoff starting from the first session of laser therapy, 
it is possible to identify the lesions and sites that show an 
improvement (reduction in the degree of mucositis) or a res-
titutio ad integrum (absence of lesions).

Why this paper is important to paediatric 
dentists

•	 Oral mucositis is one of the most debilitating 
side effects of chemotherapy because it can 
compromise one's overall and oral health 
status. This paper describes how HPLT can be 
an alternative in the treatment of patients with 
nonsevere grade of OM who present minor 
lesions.

•	 High power laser therapy not only reduces the 
complications related to OM, but is also effec-
tive in relieving pain.
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2   |   MATERIALS AND METHODS

2.1  |  Population

This prospective study was coordinated by the Dental Clinic 
of the Padua Hospital in collaboration with the Paediatric 
Hematology, Oncology and Stem Cell Transplant Division, 
Padua University Hospital Paediatric (via Giustiniani 2, 35 128 
Padua). The examined cohort was made up of 14 patients aged 
between 5 and 16 years recruited between December 2019 
and February 2020. All patients underwent chemotherapy or 
pre-HSCT conditioning regimen in the 3 weeks before the en-
rollment, they were required to show signs of mucositis of any 
grade (relative to the WHO-OTS 1979 scale) on the morning 
of the treatment day and, with informed consent, they were 
asked to be available for treatment for four consecutive days 
and follow-up on Day 8. Individuals who received prior laser 
therapy for oral mucositis, who presented dysplastic lesions 
in the oral cavity, with reduced mouth opening (<1 cm) and 
undergoing radiotherapy on the head and neck area were ex-
cluded from the study. All the enrolled subjects also received 
topical and analgesic treatments for mucositis, according to 
the protocol adopted by the Paediatric Hematology, Oncology 
and Stem Cell Transplant Division.

2.2  |  Instrumentation

Laser therapy was performed with a class IV GaAlAs diode 
laser device (K-Laser Cube 3, Eltech K-Laser, Via Castagnole 
20/H, 31100 Treviso, Italy), owned by the Paediatric 
Hematology, Oncology and Stem Cell Transplant Division, 
according to an established “stomatitis protocol,” with the 
following parameters: combined wavelengths 660–970 nm, 
total dose 810 J, average power 3.2 W (6.4 W pulsed at 50%), 
treatment time 231 s, frequency from 1 to 20 000 Hz, spot 
size 1 cm2, and defocused mode. During the procedure, the 
operator, the patient, and any parent present in the room 
wore goggles (5X7, Univet Srl, Via Giovanni Prati 87, 25 086 
Rezzato, Italy) to prevent corneal damage.

2.3  |  Data collection

Patient discomfort due to OM was assessed by administer-
ing a questionnaire with scores from 0 to 3 (0—not at all, 
1—moderate, 2  —enough, 3—a lot), to quantify the diffi-
culty experienced during swallowing, chewing, and speak-
ing. The grade of pain was recorded with the aid of the visual 
analog scale (VAS) adapted to paediatric patients.

The objective examination of the oral cavity was carried 
out by dividing the area into nine sectors: upper lip, lower lip, 
right cheek, left cheek, right side of the tongue, left side of 
the tongue, oral floor, hard palate, and soft palate (Table 1). 

In each sector, the extent of the ulcerated areas and the se-
verity of the erythema were quantified with a numerical 
scale from 0 to 4 (0—none, 1—diameter < 1 cm, 2—diameter 
1–2 cm, 3—diameter 2–3 cm, 4—diameter < 3 cm) for the 
first, and from 0 to 3 (0—absent, 1—not serious, 2—serious, 
3—very serious), for the second.

2.4  |  Intervention and evaluations

Four therapy sessions were performed by the same opera-
tor, one per day for four consecutive days. The patient was 
examined 1 week after the start of therapy.

Mucositis was staged with the WHO scale on Days 1 
and 4 of laser therapy and Day 8 of follow-up. In these 
days, the operator collected data related to discomfort 
during swallowing, chewing, and speaking, to pain per-
ception, parenteral nutrition need, the use of morphine, 
and the number of neutrophil granulocytes to monitor the 
patient's state of immunosuppression. Furthermore, on 
the same days, an objective examination of the oral cav-
ity was performed to evaluate the clinical manifestation of 
the lesions with the aid of photographic documentation.

2.5  |  Statistical analysis

For statistical analyses, descriptive analyses and the 
Wilcoxon signed-rank test (nonparametric test) were 
used, with a statistical significance of α = .05.

2.6  |  Ethical board approvement and 
written consent

This study was approved by the local ethical board, and all 
the data about patients were collected after obtaining their 
written informed consent.

T A B L E  1   Extent and severity of ulcerations and erythema, 
respectively, in the different areas into which the oral cavity has 
been divided.

Area Ulcerations Erythema

Upper lip 0 1 2 3 4 0 1 2 3

Lower lip 0 1 2 3 4 0 1 2 3

Right cheek 0 1 2 3 4 0 1 2 3

Left cheek 0 1 2 3 4 0 1 2 3

Right side of tongue 0 1 2 3 4 0 1 2 3

Left side of tongue 0 1 2 3 4 0 1 2 3

Floor of the mouth 0 1 2 3 4 0 1 2 3

Hard palate 0 1 2 3 4 0 1 2 3

Soft palate 0 1 2 3 4 0 1 2 3
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3   |   RESULTS

The study cohort consisted of 14 patients: 8 female (57%) 
and 6 male (43%), and the average age was 12 years. Of 
these, nine (64%) received treatment for acute lympho-
blastic leukemia, three (21%) received treatment for lym-
phoma, and two (14%) underwent hematopoietic stem cell 
transplantation (HSCT). On Day 1 of laser therapy, before 
the start of the treatment, seven patients had mild mucosi-
tis (group I), four (29%) had grade 1 mucositis, and three 
(21%) had grade 2 mucositis, whereas the other seven had 
severe mucositis (group II), precisely four (29%) with grade 
3 and three (21%) with grade 4 on the WHO-OTS scale.

3.1  |  Degree of OM

One week after the start of treatment, eight (57%) pa-
tients were completely healed: The degree of mucositis 
was 0, and they no longer presented any type of lesion. 
Of these, 62.5% belonged to group I, whereas 37.5% be-
longed to group II. Both groups had an approximately 60% 
reduction in the number of cases after laser application, 
meaning the number of patients who still suffered from 
mucositis decreased from 7 to 3 on Day 8.

3.2  |  Perception of pain

Before treatment, the mean score on the VAS was 5.86, 
from a minimum value of 2 to a maximum value of 9. 
On Day 8, however, the observed values are significantly 

lower than those previously declared: The mean value de-
creased to 1.14 (p =  .0016), with a minimum and maxi-
mum value of 0 and 5, respectively (Figure 1).

Furthermore, the number of patients using opioid an-
algesics decrease from nine prior to laser therapy to five 
after laser therapy, and there was also a decrease in the 
number of patients who used parenteral nutrition from 
five to three. Analyzing the data collected with the ques-
tionnaire concerning the discomfort caused by OM during 
swallowing, chewing, and speaking, a significant reduc-
tion in the score attributed to the extent of discomfort 
was noted. Before the treatment, nine patients reported 
pain when swallowing, 13 patients when chewing, and 
11 when speaking. After laser therapy, these numbers de-
creased to 4, 2, and 2 patients respectively.

In addition, the average score attributed to discomfort 
decreased from 1.14 to 0.43 for swallowing, from 1.9 to 
0.29 for chewing, and from 1.29 to 0.29 for speaking.

3.3  |  Number of lesions (ulcerations and 
erythema)

Through the recording of lesions located in the nine se-
lected areas, performed on Days 1 and 8, it was possible to 
measure the reduction in the number of patients present-
ing ulcerative lesions (of any size) and erythema (of any 
entity). The number of lesions corresponds to the number 
of patients who have developed ulceration or erythema in 
a specific region of the oral cavity. For ulcerative lesions, 
the most affected areas were the right cheek (43%), the 
left cheek (43%), and the oral floor (43%) (Figure 2).

F I G U R E  1   Perception of pain before and after laser therapy.



      |  5LUDOVICHETTI et al.

The right side of the tongue (71%), the right cheek 
(79%), and the left cheek (79%) were the regions found to 
be the most affected by erythema (Figure 3) and Figure 4.

To understand whether there was an effective decrease 
in the number of injuries per patient, the ulcerative and 
erythematous lesions for each individual, regardless of 
their degree, were combined. It was found that the average 
number of lesions per patient decreased from 7.4 to 3.1.

4   |   DISCUSSION

This prospective study was conducted to evaluate the ef-
ficacy of HPLT with a class IV device in the treatment of 
OM lesions in paediatric oncohematological patients. In 
this study, 14 patients were recruited: seven with mild 
mucositis (grades 1 and 2, group I) and seven with severe 
mucositis (OM grades 3 and 4, group II); all underwent 
four laser therapy sessions, carried out in four consecu-
tive days. The progression of healing was assessed using 
the WHO-OTS scale, before and after laser treatment. At 
the end of the observation (Day 8), 57% (8) of patients had 
no lesions (OM grade = 0). Of the eight patients who re-
covered, 62.5% belonged to group I and 37.5% to group II. 
This result was attributable to the fact that group II pa-
tients presented with lesions of greater entity and sever-
ity, compared with group I, and consequently required a 
longer time for complete healing. The main innovation 
of this work is the enrollment of paediatric patients with 
grade 1 and grade 2 mucositis, whereas other studies re-
cruited only patients with severe grade of mucositis to test 
the therapeutic efficacy of HPLT.12–14 The fact that half of 
the completely recovered patients belong to group I may 
support the idea that HPLT can be simultaneously used 
for preventive and therapeutic purposesthan the previous 
and better known LLLT,15 the POGO-recommended ap-
proach for paediatric patients.11 This hypothesis is sup-
ported by the fact that no patient, in particular in group 
I, experienced any side effect due to an “earlier” therapy. 
Photobiomodulation was widely tolerated by all patients, 
who were perfectly cooperative and did not report any 
kind of discomfort, as already found in the studies by 
Eduardo et al.16 and Gobbo et al.13 The safe use of this type 
of treatment has been demonstrated previously. In a retro-
spective study, Zecha et al.17 concluded that it seems un-
likely that PBM has carcinogenic effects on normal cells as 
the nonionizing wavelengths of the red and NIR spectrum 
used in PBM are far longer than the safety limit of 320 nm 
for DNA damage. Moreover, in our study, no short-term 
side effect was observed, and this is in accordance with 
many studies in the literature.18,19

Knowledge of long-term side effects of HPLT is sparse 
due to the limited number of studies. Although PBM 

might improve survival of head and neck cancer patients 
treated with chemoradiotherapy,20 whether PBM might 
enhance or potentially interfere with cancer therapy re-
mains to be investigated.21,22

In addition, the laser device was used in defocused 
mode: It enables the irradiation of areas first affected by 
lesions and then of areas with symptoms that are not yet 
clearly obvious clinically. The treatment by HPLT should 
mitigate the pathogenetic processes of these initial in-
juries, and it should allow early clinical remission. The 
patient off HPLT therapy presents a high risk of lesion 
progression, with a generalized worsening of OM clinical 
features, which was also found in the observational study 
by Ribeiro et al23: In a cohort of 105 patients, the number 
of patients with severe OM increased and peaked at the 
second and eighth week after starting chemotherapy.

Various factors may have contributed to the healing 
and improvement of oral functional abilities, including 
correct oral hygiene, absence of other systemic diseas-
es,24–27 supportive care with Mycostatin® (an antifungal 
drug) and Vea Oris® (a complex of vitamin E acetate), and 
psychological support from the family and medical staff.

The decrease in pain perception can be attributed to the 
characteristics of the laser technology, which specifically 
inhibits the nociceptive signal from the peripheral nerves, 
blocking the painful stimulus.28,29 That pain perception 
could be a contributing factor to a faster recovery due to 
a decrease in the levels of stress cannot be excluded. Also 
of note is that the VAS is purely subjective and the analge-
sic effect of laser therapy might be underestimated: When 
the patient began to report a decrease in pain, the medical 
staff proceeded to decrease the dose of opioid drugs. There 
may not be a noticeable difference between the VAS before 
and after the HPLT as the operator who recorded the VAS 
score adhered to the child's reporting verbatim. This event 
can have two interrelated explanations: The perception of 
pain at the beginning of the therapy could be underesti-
mated thanks to the administration of morphine which 
made bearable the discomfort caused by OM; similarly, 
its reduction or suspension could cause the child to con-
tinue to feel the pain caused by OM, regardless of the laser 
treatment.

In the majority of patients, the painful symptom before 
HPLT was most frequently triggered by chewing (93%) fol-
lowed by speaking (79%) and swallowing (64%), indicating 
the location of the most painful ulcerative lesions. During 
the act of chewing, cheeks and lateral sides of the tongue 
are the areas most subjected to compression and friction.

Concerning healing induced by HPLT, in the present 
study all areas of the oral cavity presented with ulcer-
ations and/or erythema. The most affected areas were 
the right cheek, the left cheek, and the oral floor, which 
are nonkeratinized areas. Here, afterlaser therapy, the 
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number of lesions and the maximum degree of ulceration 
clearly decreased. On the left cheek, despite the reduction 
in the number of lesions, the maximum degree of ulcer-
ation, however, increased, similar to that on both sides of 
the tongue. This may be because some patients presented 
with more severe immunosuppression which results in 
slower wound healing. The sides of the tongue are espe-
cially more prone to trauma and rubbing against the teeth, 
leading to progressive worsening of unhealed lesions. 
Furthermore, the difference in the severity of these areas 
might be attributed to the small sample size. Similarly, the 
severity of the erythema also reduced, although slightly 
less evident and not in all areas. The overall number of 
injuries per patient after treatment decreased by around 
60%, falling from an average number of seven lesions to 
three (p = .008). Therefore, it can be affirmed that HPLT 
played an active role in the healing process of OM, as 
described in previous studies,12,13 since it accelerates the 
normal physiological time of 2–3 weeks.30 In the multi-
center RCT conducted by Gobbo et al.,13 patients off laser 
therapy presented more severe OM than patients on laser 
therapy (28% vs 6.1%).

There were additional benefits associated with HPLT. 
The need for parenteral nutrition and opioid drugs also 
decreased. As ulcerative lesions heal, the child is able to 
eat independently again, thereby boosting appetite and 
consequently improving one's nutritional and immune 

status and general psychophysical well-being.31 The an-
algesic effect of the laser reduces the need for morphine 
to relieve OM pain. This observation could be subject to 
bias, because the administration of opioid drugs is stan-
dard for patients who have undergone HSCT,32 since the 
pain is caused more by the extremely aggressive cytotoxic 
effects due to the pre-HSCT conditioning regimen than 
by OM. HPLT also results in a consistent analgesic effect, 
supported by the observed reduction in VAS values after 
treatment. Elting et al.33 found that patients treated with 
radiation therapy or chemotherapy and that presented 
OM led to a cost increase in the range of 3700–30 000 US 
dollars. Another study by Elting et al.34 found the cost of 
hospitalization increasing up to 6000 US dollars. As OM is 
one of the most common side effects of chemotherapy and 
radiation therapy used to treat head and neck malignan-
cies, HPLT may also be helpful in decreasing the costs of 
hospitalization in both the public and private health care 
sectors.

Finally, especially in children, another important point 
in favor of laser treatment is its easy compliance when 
compared to rinsing. It is not always easy to convince very 
young patients on the proper use of an oral rinse, partic-
ularly if they need to keep it in the mouth for 1 min or 
more. Our study agrees with the literature not finding any 
sort of compliance issue when applying laser therapy to 
young patients.35,36

F I G U R E  2   Percentage of the maximum degree observed and percentage of the number of ulcerations before (without) and after (with) 
laser therapy.
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This, together with its proven results, makes it a safe 
and easy-to-administer treatment.

Further studies are needed, especially RCT and with 
a larger cohort of patients, to verify the potential preven-
tive effect and to establish standard parameters, in order 
to obtain the maximum result in terms of prevention and 
treatment. Furthermore, it would be interesting to com-
pare HPLT with LLLT and to evaluate which of the two 
is the most effective methodology, since there is only one 
study in the literature carried out on an animal model 

that proves the greater efficacy of HPLT compared with 
LLLT.37

AUTHOR CONTRIBUTIONS
Ludovichetti FS: Conceptualization, methodology, writ-
ing final version of the manusctipt and formal analysis. 
Costa G: Methodology and original draft preparation and 
investigation. Signoriello AG: Methodology and original 
draft preparation. Stellini E: Supervision and conceptu-
alization, validation. Zerman N: Visualization. Biffi A: 

F I G U R E  3   Percentage of the maximum degree observed and percentage of the number of erythematous lesions before (without) and 
after (with) laser therapy.

F I G U R E  4   Evolution of OM in a grade 2 patient (Days 1, 4, and 8).



8  |      LUDOVICHETTI et al.

Conceptualization, Supervision. Mazzoleni S: Supervision, 
validation.

ACKNOWLEDGEMENT
Open Access Funding provided by Universita degli Studi 
di Padova within the CRUI-CARE Agreement.

CONFLICT OF INTEREST STATEMENT
All authors declare no conflict of interest.

DATA AVAILABILITY STATEMENT
The data that support the findings of this study are avail-
able on request from the corresponding author. The 
data are not publicly available due to privacy or ethical 
restrictions.

ORCID
Francesco Saverio Ludovichetti   https://orcid.
org/0000-0003-4960-3534 
Giorgia Costa   https://orcid.org/0000-0002-0114-4343 

REFERENCES
	 1.	 Dental Management of Pediatric Patients Receiving 

Immunosuppressive Therapy and/or radiation therapy. Pediatr 
Dent. 2018;40(6):392-400.

	 2.	 Hong CH, DaFonseca M. Considerations in the pediatric popu-
lation with cancer. Dent Clin N Am. 2008;52(1):155-181. ix.

	 3.	 Curra M, Soares Junior LAV, Martins MD, Da Silva Santos PS. 
Chemotherapy protocols and incidence of oral mucositis. an 
integrative review. Einstein (Sao Paulo). 2018;16(1):eRW4007.

	 4.	 Blijlevens NM, Donnelly JP, De Pauw BE. Mucosal barrier 
injury: biology, pathology, clinical counterparts and conse-
quences of intensive treatment for haematological malignancy: 
an overview. Bone Marrow Transplant. 2000;25(12):1269-1278.

	 5.	 Elad S, Yarom N, Zadik Y, Kuten-Shorrer M, Sonis ST. The 
broadening scope of oral mucositis and oral ulcerative mu-
cosal toxicities of anticancer therapies. CA Cancer J Clin. 
2022;72(1):57-77.

	 6.	 Sonis ST, Fey EG. Oral complications of cancer therapy. 
Oncology (Williston Park). 2002;16(5):680-686.

	 7.	 Zadik Y, Arany PR, Fregnani ER, et al. Systematic review of 
photobiomodulation for the management of oral mucositis in 
cancer patients and clinical practice guidelines. Support Care 
Cancer. 2019;27(10):3969-3983.

	 8.	 Miranda-Silva W, Gomes-Silva W, Zadik Y, et al. MASCC/ISOO 
clinical practice guidelines for the management of mucosi-
tis: sub-analysis of current interventions for the management 
of oral mucositis in pediatric cancer patients. Support Care 
Cancer. 2021;29(7):3539-3562.

	 9.	 Zanin T, Zanin F, Carvalhosa AA, et al. Use of 660-nm diode 
laser in the prevention and treatment of human oral mucositis 
induced by radiotherapy and chemotherapy. Photomed Laser 
Surg. 2010;28(2):233-237.

	10.	 Genot-Klastersky MT, Klastersky J, Awada F, et al. The use of 
low-energy laser (LEL) for the prevention of chemotherapy- 
and/or radiotherapy-induced oral mucositis in cancer patients: 

results from two prospective studies. Support Care Cancer. 
2008;16(12):1381-1387.

	11.	 Sung L, Robinson P, Treister N, et al. Guideline for the preven-
tion of oral and oropharyngeal mucositis in children receiving 
treatment for cancer or undergoing haematopoietic stem cell 
transplantation. BMJ Support Palliat Care. 2017;7:7-16.

	12.	 Chermetz M, Gobbo M, Ronfani L, et al. Class IV laser therapy 
as treatment for chemotherapy-induced oral mucositis in onco-
haematological paediatric patients: a prospective study. Int J 
Paediatr Dent. 2014;24(6):441-449.

	13.	 Gobbo M, Verzegnassi F, Ronfani L, et al. Multicenter ran-
domized, double-blind controlled trial to evaluate the efficacy 
of laser therapy for the treatment of severe oral mucositis in-
duced by chemotherapy in children: laMPO RCT. Pediatr Blood 
Cancer. 2018;65:e27098.

	14.	 Vitale MC, Modaffari C, Decembrino N, Zhou FX, Zecca M, 
Defabianis P. Preliminary study in a new protocol for the treat-
ment of oral mucositis in pediatric patients undergoing hema-
topoietic stem cell transplantation (HSCT) and chemotherapy 
(CT). Lasers Med Sci. 2017;32(6):1423-1428.

	15.	 He M, Zhang B, Shen N, Wu N, Sun J. A systematic review and 
meta-analysis of the effect of low-level laser therapy (LLLT) on 
chemotherapy-induced oral mucositis in pediatric and young 
patients. Eur J Pediatr. 2018;177(1):7-17.

	16.	 Eduardo FP, Bezinelli L, Luiz AC, Correa L, Vogel C, Eduardo 
CP. Severity of oral mucositis in patients undergoing hema-
topoietic cell transplantation and an oral laser photother-
apy protocol: a survey of 30 patients. Photomed Laser Surg. 
2009;27(1):137–144. doi:10.1089/pho.2007.2225

	17.	 Zecha JA, Raber-Durlacher JE, Nair RG, et al. Low level laser 
therapy/photobiomodulation in the management of side ef-
fects of chemoradiation therapy in head and neck cancer: part 
1: mechanisms of action, dosimetric, and safety considerations. 
Support Cancer Care. 2016;24(6):2781-2792.

	18.	 Bjordal JM, Bensadoun RJ, Tunèr J, Frigo L, Gjerde K, RAB 
L-M. A systematic review with meta-analysis of the effect of 
low-level laser therapy (LLLT) in cancer therapy-induced oral 
mucositis. Support Care Cancer. 2011;19:1069-1077.

	19.	 Brandão TB, Morais-Faria K, Ribeiro ACP, et al. Locally advanced 
oral squamous cell carcinoma patients treated with photobiomod-
ulation for prevention of oral mucositis: retrospective outcomes 
and safety analyses. Support Care Cancer. 2018;26(7):2417-2423.

	20.	 Antunes HS, Herchenhorn D, Small IA, et al. Long-term sur-
vival of a randomized phase III trial of head and neck cancer 
patients receiving concurrent chemoradiation therapy with or 
without low-level laser therapy (LLLT) to prevent oral mucosi-
tis. Oral Oncol. 2017;71:11-15.

	21.	 Elad S, Arany P, Bensadoun RJ, Epstein JB, Barasch A, Raber-
Durlacher J. Photobiomodulation therapy in the management 
of oral mucositis: search for the optimal clinical treatment pa-
rameters. Support Care Cancer. 2018;26(10):3319-3321.

	22.	 Bensadoun RJ, Bollet MA, Liem X, Cao K, Magné N. New photo-
biomodulation device for prevention and cure of radiotherapy-
induced oral mucositis and dermatitis: results of the prospective 
safe PBM study. Support Care Cancer. 2022;30(2):1569-1577.

	23.	 LA RI, De Andrade Lima Neto E, Valença AM. Chemotherapy 
in pediatric oncology patients and the occurrence of Oral mu-
cositis. Int J Clin Pediatr Dent. 2019;12(4):261-267.

	24.	 Qutob AF, Allen G, Gue S, Revesz T, Logan RM, Keefe D. 
Implementation of a hospital oral care protocol and recording 

https://orcid.org/0000-0003-4960-3534
https://orcid.org/0000-0003-4960-3534
https://orcid.org/0000-0003-4960-3534
https://orcid.org/0000-0002-0114-4343
https://orcid.org/0000-0002-0114-4343
https://doi.org//10.1089/pho.2007.2225


      |  9LUDOVICHETTI et al.

of oral mucositis in children receiving cancer treatment: a 
retrospective and a prospective study. Support Care Cancer. 
2013;21(4):1113-1120.

	25.	 Cheng KKF, Molassiotis A, Chang AM, Wai WC, Cheung SS. 
Evaluation of an oral care protocol intervention in the preven-
tion of chemotherapy-induced oral mucositis in paediatric can-
cer patients. Eur J Cancer. 2001;37(16):2056-2063.

	26.	 Ritwik P, Chrisentery-Singleton TE. Oral and dental con-
siderations in pediatric cancers. Cancer Metastasis Rev. 
2020;39:43-53.

	27.	 Ludovichetti FS, Signoriello AG, Girotto L, Del Dot L, Piovan S, 
Mazzoleni S. Oro-dental lesions in Paediatric patients with co-
eliac disease: an Observatioanl retrospective clinical study. Rev 
Española Enfermedades Dig. 2022;114:654-659. doi:10.17235/
reed.2022.8422/2021

	28.	 Gautam AP, Fernandes DJ, Vidyasagar MS, Maiya AG, Nigudgi 
S. Effect of low-level laser therapy on patient reported measures 
of oral mucositis and quality of life in head and neck cancer pa-
tients receiving chemoradiotherapy - a randomized controlled 
trial. Support Care Cancer. 2013;21(5):1421-1428.

	29.	 Oton-Leite AF, Silva GBL, Morais MO, et al. Effect of low-level 
laser therapy on chemoradiotherapy-induced oral mucositis 
and salivary inflammatory mediators in head and neck cancer 
patients. Lasers Surg Med. 2015;47(4):296-305.

	30.	 Sonis ST, Elting LS, Keefe D, et al. Perspectives on cancer 
therapy-induced mucosal injury. Cancer. 2004;100(S9):199
5-2025.

	31.	 Gobbo M, Ottaviani G, Perinetti G, et al. Evaluation of nutri-
tional status in head and neck radio-treated patients affected by 
oral mucositis: efficacy of class IV laser therapy. Support Care 
Cancer. 2014;22(7):1851-1856.

	32.	 Saunders DP, Rouleau T, Cheng K, et al. Systematic review 
of antimicrobials, mucosal coating agents, anesthetics, and 
analgesics for the management of oral mucositis in cancer 

patients and clinical practice guidelines. Support Care Cancer. 
2019;28:2473-2484.

	33.	 Elting LS, Chang YC. Costs of Oral complications of cancer 
therapies: estimates and a blueprint for future study. J Natl 
Cancer Inst Monogr. 2019;2019(53):lgz010.

	34.	 Elting LS, Cooksley CD, Chambers MS, Garden AS. Risk, out-
comes, and costs of radiation-induced oral mucositis among 
patients with head-and-neck malignancies. Int J Radiat Oncol 
Biol Phys. 2007;68(4):1110-1120.

	35.	 Treister NS, London WB, Guo D, et al. A feasibility study eval-
uating extraoral Photobiomodulation therapy for prevention 
of mucositis in pediatric hematopoietic cell transplantation. 
Photomed Laser Surg. 2016;34(4):178-184.

	36.	 Zadik Y. Photobiomodulation for the palliation of oral mu-
cositis in cancer patients: the future is here. Future Oncol. 
2019;15(32):3647-3649. doi:10.2217/fon-2019-0461 Epub 2019 
Oct 25.

	37.	 Ottaviani G, Gobbo M, Sturnega M, et al. Effect of class IV laser 
therapy on chemotherapy-induced oral mucositis: a clinical 
and experimental study. Am J Pathol. 2013;183(6):1747-1757.

How to cite this article: Ludovichetti FS, 
Costa G, Signoriello AG, et al. Evaluating high 
power laser therapy (HPLT) as treatment for 
chemotherapy-induced oral mucositis in paediatric 
patients with oncohematological diseases. Int J 
Paediatr Dent. 2023;00:1-9. doi:10.1111/ipd.13050

https://doi.org//10.17235/reed.2022.8422/2021
https://doi.org//10.17235/reed.2022.8422/2021
https://doi.org//10.2217/fon-2019-0461
https://doi.org/10.1111/ipd.13050

	Evaluating high power laser therapy (HPLT) as treatment for chemotherapy-­induced oral mucositis in paediatric patients with oncohematological diseases
	Abstract
	1|INTRODUCTION
	2|MATERIALS AND METHODS
	2.1|Population
	2.2|Instrumentation
	2.3|Data collection
	2.4|Intervention and evaluations
	2.5|Statistical analysis
	2.6|Ethical board approvement and written consent

	3|RESULTS
	3.1|Degree of OM
	3.2|Perception of pain
	3.3|Number of lesions (ulcerations and erythema)

	4|DISCUSSION
	AUTHOR CONTRIBUTIONS
	ACKNOWLEDGEMENT
	CONFLICT OF INTEREST STATEMENT
	DATA AVAILABILITY STATEMENT

	REFERENCES


