[bookmark: _Ref179747725][bookmark: _Toc180695954]Table 1. Detailed Overview of the Literature Search in Pubmed
	Search query
	Filters
	Articles found

	Neck[Title/Abstract] OR neck[MeSH 
Terms] OR oropharynx[Title/Abstract] OR oropharynx[MeSH Terms] OR skull[Title/Abstract] OR skull[MeSH Terms] OR nasopharynx[MeSH Terms] OR nasopharynx[Title/Abstract] OR face[MeSH Terms] OR ear[Title/Abstract] OR ear[MeSH Terms] OR face[Title/Abstract] OR scalp[MeSH Terms] OR scalp[Title/Abstract] OR skull base[MeSH Terms] OR skull base[Title/Abstract] OR parapharyngeal space [MeSH Terms] OR parapharyngeal space [Title/Abstract] OR superficial musculoaponeurotic system[MeSH Terms] OR superficial musculoaponeurotic system[Title/Abstract] OR hypopharynx[MeSH Terms] OR hypopharynx[Title/Abstract] OR pharynx[MeSH Terms] OR pharynx[Title/Abstract] OR brain[MeSH Terms] OR brain[Title/Abstract] 

OR
 
squamous cell neoplasms[Title/Abstract] OR squamous cell neoplasms[MeSH Terms] OR squamous cell carcinoma[Title/Abstract] OR squamous cell carcinoma[MeSH Terms] OR head and neck neoplasms[Title/Abstract] OR head and neck neoplasms[MeSH Terms]

AND 

cranial irradiation[Title/Abstract] OR cranial irradiation[MeSH Terms] OR radiotherapy [Title/Abstract] OR radiotherapy[MeSH Terms] OR late effects of radiotherapy[Title/Abstract] OR complications of radiotherapy[Title/Abstract] OR radiotherapy dosage[MeSH Terms] 

AND 

hyperbaric oxygen treatment[Title/Abstract] OR hyperbaric oxygen treatment[MeSH Terms] OR hyperbaric oxygen treatments[Title/Abstract] OR hyperbaric oxygen treatments[MeSH Terms] OR hyperbaric oxygenation[Title/Abstract] OR hyperbaric oxygenation[MeSH Terms] OR hyperbaric oxygenations[Title/Abstract] OR hyperbaric oxygenations[MeSH Terms] OR hyperbaric oxygen therapy[Title/Abstract] OR hyperbaric oxygen therapy[MeSH Terms] OR hyperbaric oxygen therapies[Title/Abstract] OR hyperbaric oxygen therapies[MeSH Terms]


	Randomized Controlled Trial and English
	389


[bookmark: _Ref179747903][bookmark: _Toc180695955]Table 2. Detailed Overview of the Literature Search in Embase
	Search query
	Filters
	Articles found

	((('head and neck cancer'/exp OR 'head and neck cancer') AND head AND neck AND ('cancer'/exp OR cancer) AND 'radiation'/exp OR 'radiation') AND 'irradiation'/exp OR 'irradiation') AND ('hyperbaric oxygen therapy'/exp OR 'hyperbaric oxygen therapy')
	Human, observational study, prospective study, randomized controlled trial, retrospective study, and article
	208



[bookmark: _Ref179748008][bookmark: _Toc180695956]Table 3. Detailed Overview of the Literature Search in Cochrane Library
	Search query
	Filters
	Articles found

	(‘’hyperbaric oxygen therapy’’):ti,ab,kw OR MeSH Descriptor: [Hyperbaric Oxygenation] explode all trees AND MeSH descriptor: [Head and neck neoplasms] explode all trees OR MeSH descriptor: [Squamous Cell Carcinoma of Head and Neck] explode all trees AND ("cranial irradiation"):ti,ab,kw

	Trials, no pubmed and no embase articles
	220
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9

32

	Study
	Was true randomization used for assignment of participants to treatment groups?
	Was allocation to treatment groups concealed?
	Were treatment groups similar at the baseline?
	Were participants blind to treatment assignment?
	Were those delivering the treatment blind to treatment assignment?
	Were treatment groups treated identically other than the intervention of interest?
	Were outcome assessors blind to treatment assignment?
	Were outcomes measured in the same way for treatment groups?
	Were outcomes measured in a reliable way?
	Was follow up complete and if not, were differences between groups in terms of their follow up adequately described and analysed?
	Were participants analysed in the groups to which they were randomized?

	Overall study quality

	RJ Shaw et al.
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	High

	LE Forner et al.
	Yes
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	High

	DN Teguh et al.
	Yes
	Unclear
	Yes
	Yes
	No
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	High

	PJ Schoen et al.
	No
	Unclear
	Yes
	No
	No
	Yes
	No
	Yes
	Yes
	Unclear
	Yes
	Low

	J Svalestad et al.
	Yes
	Unclear
	Yes
	Yes
	No
	Yes
	Yes
	Yes
	Yes
	No
	Yes
	High

	D Annane et al.
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	High
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[bookmark: _Toc180695958]Table 4. Results of the Assessment of Risk of Bias in Included Randomized Controlled Trials Using the JBI Critical Appraisal Tool




	[bookmark: _Ref179748407][bookmark: _Toc180695959]Table 5. Results of the Assessment of Risk of Bias in Included Cohort Studies Using the JBI Critical Appraisal Tool

	Study
	Were the two groups similar and recruited from the same population?
	Were the exposures measured similarly to assign people to both exposed and unexposed groups?
	Was the exposure measured in a valid and reliable way?
	Were confounding factors identified?
	Were strategies to deal with confounding factors stated?
	Were the groups/participants free of the outcome at the start of the study (or at the moment of exposure)?
	Were the outcomes measured in a valid and reliable way?
	Was the follow up time reported and sufficient to be long enough for outcomes to occur?
	Was follow up complete, and if not, were the reasons to loss to follow up described and explored?
	Were strategies to address incomplete follow up utilized?
	Was appropriate statistical analysis used?
	Overall study quality

	R Helmers et al.
	Yes
	N/A
	Yes
	Unclear
	N/A
	Yes
	Yes
	Yes
	Unclear
	N/A
	Yes
	Low

	J Vidmar et al.
	Yes
	Yes
	Yes
	Unclear
	N/A
	Yes
	Yes
	Yes
	Yes
	No
	N/A
	High

	K Cankar et al.
	Unclear
	Yes
	Yes
	No
	N/A
	Yes
	Yes
	Unclear
	No
	N/A
	Yes
	Low

	PM Korambayil et al.
	Unclear
	Unclear
	Yes
	No
	N/A
	Yes
	Yes
	Unclear
	Unclear
	N/A
	Yes
	Low

	LA David et al.
	Unclear
	N/A
	Yes
	No
	N/A
	Yes
	Yes
	Yes
	Unclear
	N/A
	Unclear
	Low

	S Vudiniabola et al.
	Yes
	Unclear
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	N/A
	Yes
	High

	JJ Thorn et al.
	Unclear
	Yes
	Yes
	Yes
	Unclear
	Yes
	Yes
	Unclear
	N/A
	N/A
	Yes
	Low
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[bookmark: _Toc180695960]Table 6. Results of the Assessment of Risk of Bias in Included Case Series Using the JBI Critical Appraisal Tool

	Study
	Were there clear criteria for inclusion in the case series?
	Was the condition measured in a standard, reliable way for all participants included in the case series?
	Were valid methods used for identification of the condition for all participants included in the case series?
	Did the case series have consecutive inclusion of participants?
	Did the case series have complete inclusion of participants?
	Was there clear reporting of the demographics of the participants in the study?
	Was there clear reporting of clinical information of the participants?
	Were the outcomes or follow up results of cases clearly reported?
	Was there clear reporting of the presenting site(s)/clinic(s) demographic information?
	Was statistical analysis appropriate?
	Overall study quality

	MM Curi et al.
	Yes
	Yes
	Yes
	No
	No
	Yes
	Yes
	Yes
	Yes
	No
	Low


	W Narozny et al.
	Yes
	Yes
	Yes
	No
	No
	Yes
	Yes
	Yes
	Yes
	No
	Low

	J Epstein et al.
	Yes
	Yes
	Yes
	No
	No
	No
	Yes
	Yes
	No
	No
	Low

	FJ Dieleman et al.
	Yes
	Yes
	Yes
	No
	No
	No
	Yes
	Yes
	No
	Yes
	Low



[bookmark: _Ref179748652][bookmark: _Toc180695961]Table 7. Overview of the Study Design, Year, Outcomes, and Significance Level of the Included Studies
	Study (Year)
	Study type
	Outcomes 
	Significance level

	Shaw (2019)
	Randomized controlled trial
	6.4% of patients in the HBOT group developed ORN at six months, compared to 5.7% in the control group (OR 1.13; 95% CI: 0.14-8.92)

The OR was 0.72 (95% CI: 0.06-6.66) for patients undergoing dental extractions

10% of patients in the HBOT group had mandibular bone sequestration (MBS) versus 15% in the non-HBOT group (OR 0.67; 95% CI: 0.16-2.55)

Pain scores were very low at 0.1 (SD 0.23) for 81 fully healed patients and 0.1 (SD 0.22) for the 11 patients with MBS

A mean pain score of 0.3 (SD 0.3) was noted for the 6 patients with Notani grade 1, 2, or 3 ORN 
Implant survival rates reached 95% at 24 months (95% CI: 74%-99%) and 83% at 48 months (95% CI: 48%-95%)

The HR for implant failure in the HBOT versus the non-HBOT group was 1.39 (95% CI: 0.16-12.09), adjusted for patient clustering 
13% of patients developed additional malignancies

Recurrence of HNC was seen in 4%, new cancer at a different site in 6%, and unclear origin in 3%

Malignancy rates were 15% in the HBOT group and 11% in the control group, with no significant difference between the two 
	2-sided Fisher’s exact p > 0.99


2-sided Fisher’s exact p > 0.99

2-sided Fisher’s exact p = 0.5642













p = 0.765

	Forner (2022)
	Multicentre trial consisting of pooled data from two separate randomized controlled trials
	51% of patients treated with surgery alone (18 out of 35) achieved healing one year after surgery, compared to 70% in the surgery plus HBOT group (21 out of 30)

The OR for healing with surgery and HBOT was 2.2 (95% CI: 0.7–7.0).
8.6% was the baseline difference for xerostomia (DAHANCA) between surgery alone and surgery + HBOT (95% CI: -12.8%-30.0%)

Xerostomia measured by EORTC H&N35 showed a difference of 20.0% (95% CI: -1.6%-41.6%)

The frequency of unstimulated whole saliva flow rate <0.1 ml/min was 4.3% (95% CI: -10.0%-18.6%)

Dysphagia assessed by EORTC H&N35 had a difference of 19.6% (95% CI: -3.9%-43.1%)

Pain, measured by frequency of non-morphine or morphine use, showed a difference of -0.5 (95% CI: -13.5%-12.5%)

On the VAS, pain decreased by -11.1% (95% CI: -33.4%-11.2%)

Surgery + HBOT appeared to be more beneficial for xerostomia (DAHANCA), unstimulated whole saliva flow rates, and dysphagia (DAHANCA)

	




p = 0.13

p = 0.43




p = 0.07


p = 0.55



p = 0.1


p = 0.94



p = 0.33

	Teguh (2009)
	Randomized controlled trial
	Significant improvement was observed in the HBOT group compared to the non-HBOT control group for sticky saliva and dry mouth as assessed by the EORTC H&N35 questionnaires, as well as for the VAS dry mouth item.
	p (EORTC H&N35 sticky saliva) = 0.01
p (EORTC H&N35 dry mouth) = 0.009
p (EORTC H&N35 swallowing) = 0.011
p (PSS eating in public) = 0.027
p (VAS Pain in mouth) < 0.0001

	Schoen (2007)
	Randomized controlled trial
	93.9% was the implant survival rate for two patients treated without HBOT, with three implants lost at the one-year evaluation 

85.2% was the implant survival rate for five patients treated with HBOT, who lost eight implants

The difference between the groups was not significant

One patient in the HBOT group developed ORN 

All patients effectively functioned with their implant-retained lower dentures

Low mean scores for peri-implant parameters were consistent across all evaluation periods and did not change significantly over time, except for pocket depth in the HBOT group, which showed a significant increase 

No significant differences in peri-implant health were observed between the groups, except for the plaque index at the one-year interval

0.7 ± 0.6 SD mm of minor peri-implant bone loss was observed during the first year after loading at all implant sites. 

0.6 ± 0.6 SD mm of bone loss occurred at HBOT sites, while 0.7 ± 0.7 SD mm was observed at non-HBOT sites

Significant improvement in denture satisfaction was reported over time, but no differences were seen between the HBOT and non-HBOT groups

Results of the GARS-D, and the ability to chew various types of food showed signs of improvement for both the HBOT and non-HBOT group
	NR1

	Svalestad (2015)
	Randomized controlled trial
	Blood vessel density and blood vessel area saw a significant increase following HBOT

The number of D2-40-positive lymphatic vessels in the sub-epithelial area increased significantly

There was also a significant increase in the area of D2-40-positive lymphatic vessels in the sub-epithelial area.

In the control group, no significant differences were noted.

Neither the treatment group nor the control group showed significant differences in Ki-67-positive epithelial cells


	p = 0.002–0.041


p = 0.002 


p = 0.019

	Annane (2004)
	Randomized, placebo-controlled, double-blind trial
	19.3% of patients in the HBOT arm (6 out of 31) had recovered at one year, compared to 32.4% in the placebo arm (12 out of 37). The RR of recovery with HBOT was 0.60 (95% CI: 0.25 - 1.41)

34 out of 50 patients who had not recovered at one year had previously experienced treatment failure. The HR for failure was estimated at 1.33 (95% CI: 0.68 - 2.60)

28 patients had ulcerations at follow-up, with 13 in the HBOT arm and 15 in the placebo arm. 
42 patients (61.8%) underwent surgery, including 20 in the HBOT arm and 22 in the placebo arm

Recovery rates after the first surgery were 85% (17 out of 20) in the HBOT arm and 77.3% (17 out of 22) in the placebo arm

85% of patients (17 out of 20) in the HBOT arm and 90.9% of patients (20 out of 22) in the placebo arm recovered after a second surgery

1.00 was the HR for time to pain relief, indicating similar results between the two treatment arms (95% CI: 0.52 - 1.89)

Two patients died in each treatment arm. 
1,850 ± 125 mmHg was the PaO₂ in the HBOT arm, while 119 ± 25 mmHg was the mean in the placebo arm
Oxygen toxicity was ruled out for one patient in the placebo arm who had seizures during a hyperbaric session, as his PaO₂ was only 95 mmHg.
	p = 0.23





p = 0.41



p = 0.98




p = 0.7



p = 0.66



p =0.99



p = 0.99


	Helmers (2022)
	Prospective observational study
	No significant difference was seen in focal depth between the time points 

The increase in the proportion of class 1 angioarchitecture over time was not significant

20 ± 4 SD μm at T0 and 16 ± 5 Sd μm at T24 indicate a statistically significant decrease in mean blood vessel diameter

20 ± 6 SD μm at T4 compared to 16 ± 5 SD μm at T24 shows a statistically significant decrease in mean blood vessel diameter
33 ± 16 SD, 46 ± 36 SD, and 27 ± 36 SD cpll/mm² were the mean functional capillary densities of the mandibular gingiva at T0, T4, and T24, respectively, with no significant differences detected between these time points

20 ± 11, 24 ± 10, and 25 ± 07 cpll/mm² were the mean functional capillary densities of the buccal mucosa at T0, T4, and T24, respectively, showing an overall statistically significant increase over time
	


p > 0.05


p < 0.001



p < 0.05








p < 0.05

	Vidmar (2022)
	Prospective study
	121 ± 20 SD was the mean T2 value in the ipsilateral parotid at the start of HBOT, significantly higher than 107 ± 21 SD in the contralateral parotid

96 ± 12 SD was the mean T2 value in healthy controls, which differed significantly from 121 ± 20 SD in the ipsilateral parotid glands of patients before HBOT

A positive correlation, R = 0.489, was found in patients between T2 variability and irradiation dose in the contralateral parotids prior to HBOT

107 ± 21 SD was the mean T2 value in the contralateral parotid glands of patients, showing no significant difference from 96 ± 12 SD in healthy controls

30 ± 8 SD and 21 ± 8 SD were the T2 value variabilities in the parotid glands of patients before HBOT, with no significant difference compared to 16 ± 4 SD in healthy controls
113 ± 16 SD was the mean T2 value on the ipsilateral side in patients after HBOT, significantly higher than 96 ± 12 SD in healthy controls. 

No significant difference was found on the contralateral side, which had a mean T2 value of 103 ± 14 SD

13 ± 16 SD was the mean T2 value and 25 ± 8 SD was the T2 value variability on the ipsilateral side in response to HBOT, showing a significant decrease.

No significant changes were observed on the contralateral side, with mean T2 value of 103 ± 14 SD and T2 value variability of 19 ± 6 SD

0.22 (0.04-0.54) and 0.32 (0.08-0.70) were the salivary flow rates for unstimulated saliva in patients, significantly lower than 0.61 (0.49-0.99) in healthy controls
The pH values for unstimulated saliva were 6.61 ± 0.69 SD and 6.72 ± 0.71 SD in patients, compared to 7.56 ± 0.53 SD in controls

For stimulated saliva, the flow rates were 0.82 ± 0.60 SD and 0.90 ± 0.64 SD in patients, with pH values of 7.38 ± 0.74 SD and 7.48 ± 0.51 SD, which were lower than 2.04 ± 0.91 SD and 8.00 ± 0.28 SD in healthy controls

3.00 (2.00-3.00) was the buffering capacity of stimulated saliva in both patients and controls, showing no significant difference

0.32 (0.08-0.70) was the increase in unstimulated salivary flow, and 3.00 (2.00-3.00) was the increase in buffering capacity of stimulated saliva observed in response to HBOT in patients

No significant changes were found in other measured salivary parameters
	p = 0.007




p = 0.0004




p = 0.0287



p = 0.002






















p < 0.01

	Cankar (2011)
	Prospective study
	8 patients with their teeth present had pale gingival color. For these patients, the mean plaque index was 2.4 ± 0.4 SE, with a thin plaque film present on all tooth surfaces

On all the remaining teeth, active dentin and enamel caries lesions were present 
13 out of 16 patients reported a subjective improvement in the amount of saliva

2.63 ± 0.2 SE was the xerostomia grade before HBOT, which significantly decreased to 1.94 ± 0.2 SE after treatment

0.20 ± 0.1 SE was the salivary flow rate before HBOT, which significantly increased to 0.39 ± 0.2 SE ml/min after treatment

6.0 ± 0.2 SE was the initial pH of saliva in patients with a pH below 7 at baseline, which significantly increased to 6.5 ± 0.1 SE

Buffer capacity did not change significantly, increasing in only 4 out of 16 subjects

A significant reduction in colony density of S. mutans was observed

A significant reduction in colony density of Lactobacillus was observed
In most patients with C. albicans present at the beginning of treatment, a reduction in colony density was observed
	









p = 0.001



p = 0.009



p = 0.042






p = 0.0003


p = 0.0014

p = 0.027

	Korambayil (2020)
	Prospective study
	One patient developed reversible myopia as a side effect of hyperbaric therapy

A 30-year-old female patient with tissue oxygen levels of 30 mmHg underwent 16 sessions of HBOT, resulting in an increase to 65 mmHg, which allowed for a successful dental extraction
 
A 70-year-old male patient who had undergone radiation treatment developed ORN of the mandible. He was treated with 28 HBOT sessions, which improved tissue oxygenation. A local mucosal flap was then used to cover the defect, with the donor area closed primarily. The wound healed fully without complications

A 69-year-old male with necrosis of the nasolabial flap received initial wound debridement followed by HBOT, which enabled successful tissue closure with a cheek rotation flap
	NR

	David (2001)
	Retrospective study
	In group A, 5.9% (3 patients) did not show improvement following HBOT alone, HBOT with sequestrectomy, or HBOT combined with sequestrectomy.
In group B, 4.2% (1 patient) experienced complications during healing after receiving prophylactic HBOT for dental extractions
	NR

	Vudiniabola (1999)
	Prospective study
	Of the 29 patients who completed a full course of HBOT, 96% (28 patients) fully healed, while 4% (1 patient) developed ORN

In the control group, 85% (6 patients) fully healed, and 15% (1 patient) developed ORN
	NR

	Curi (2000)
	Retrospective study
	Following surgery and HBOT, 14 out of 18 patients experienced complete healing, 3 showed improvement, and 1 did not improve.

Among the 14 patients with full recovery, 4 had a remaining discontinuity defect in the mandible but declined further reconstructive surgery
	NR

	Narozny (2005)
	Retrospective study
	All treated patients experienced symptom resolution

Six patients with laryngeal chondroradionecrosis had no symptoms after therapy, and three of them underwent decannulation following partial laryngectomy

In one patient with mucosal radionecrosis after total laryngectomy, the esophageal fistula was successfully closed. 

Another patient with ORN of the temporal bone underwent wound debridement
	NR

	Thorn (1997)
	Retrospective study
	40.5 mm Hg was the mean transmucosal oxygen tension in healthy attached gingiva of the five control patients, with a range of 39.8 to 41.2 mm Hg

20.4 mm Hg was the mean transmucosal oxygen tension in irradiated attached gingiva before HBOT, with a range of 16.6 to 23.2 mm Hg

After five HBOT sessions, transmucosal oxygen tension significantly increased compared to pretreatment values

After 30 sessions, the mean oxygen tension in irradiated gingiva reached 34.7 mm Hg, with a range of 27.8 to 40.0 mm Hg

Transmucosal oxygen tension in irradiated gingiva rose from a mean of 50% to 86% of the oxygen tension in healthy gingiva after HBOT

41% to 69% was the smallest increase in oxygen tension, and this patient did not heal after sequestrectomy
	








p < 0.05

	Epstein (1997)
	Retrospective study
	Two of 20 patients (10%) experienced recurrences of the condition. In one patient, postradiation osteonecrosis was triggered by surgical treatment, while in the other, the recurrence was linked to periodontal disease activity

60% (12 of 20) of the patients showed sustained resolution of the condition. Improvement in clinical staging occurred in 10% (2 of 20) of the patients, progressing from symptomatic to unresolved or resolved status

20% (5 of 20) continued to experience chronic, persistent postradiation osteonecrosis at the conclusion of the long-term follow-up
	NR

	Dieleman (2017)
	Retrospective study
	After HBOT alone, 3 of 11 stage I lesions (27%) healed, while none of the 8 stage II or stage III lesions showed healing. Three patients recovered with HBOT alone and did not require surgery

Fifteen out of 27 cases (56%) healed after primary treatment for ORN (HBOT and surgery), while the remaining 12 cases required additional surgery. One patient had stable disease

The primary tumor site with the highest absolute incidence of ORN was the floor of the mouth at 8.6%, and the cheek had the lowest incidence at 0%

An overall absolute incidence of 5.3% ORN was found in this population
	p = 0.0018






	1. NR = Not reported





[bookmark: _Ref179748538][bookmark: _Toc180695962]Table 8. Summary of Study and Patient Characteristics
	Study (Year)
	Number of HNC patients
	Mean age (range)
	Main symptom(s) of LRTTI
	Outcome measures
	Pressure (ATA)
	Time (min)
	Treatments (n)

	Shaw (2019)
	144
	Treatment group 58.3 (10 SD), control group 58.2 (10.4 SD)
	ORN of the jaw
	Clinical photographs and radiographs, the modified Notani score, University of Washington QoL, VAS scale, and the incidence of MBS
	2.4
	80-90
	30

	Forner (2022)
	97
	61 (49-80)
	Mandibular ORN
	The Common Toxicity Criteria of Adverse Events (CTCAE) v 3.0, EORTC QLQ-C30, QLQ-H&N35 and VAS scale and analgesics consumption, unstimulated and stimulated salivation rate (ml/min), and UKU side effect rating scale1
	2.4
	90
	40

	Teguh (2009)
	19
	NR
	Xerostomia, dysphagia, trismus
	EORTC QLQ-C30, QLQ-H&N35, PSS, and VAS scale
	2.5
	90
	30

	Schoen (2007)
	26
	60.1 (7.5 SD) (47-77)
	Problems with functioning with lower denture
	EORTC QLQ-C30, QLQ-H&N35, OHIP questionnaire, and the Groningen Activity Restriction Scale Dentistry (GARS-D), 8-item questionnaire and a 10-point rating scale for denture satisfaction and overall denture satisfaction, and a 9-item questionnaire for subjective chewing ability
	2.5
	80
	20

	Svalestad (2015)
	20
	Treatment group 62 (51-78), control group 60 (53-73)
	Clinical ORN, xerostomia
	Histological changes using double staining with CD31 and D2-40, or Ki-67
	2.4
	90
	29 (mean)
20-40 (range)

	Annane (2004)
	68
	Treatment group 53 (first and third quartile, 47-61), control group 55 (first and third quartile, 49-62)
	Mandibular ORN, pain, dysesthesia in the distribution of the inferior alveolar nerve, areas of bone exposure, trismus, and fistula 
	The absence of pain, absence of any area of bone exposure, stabilization or regression of radiographic findings, and absence of treatment failure
	2.4
	90
	25 (median treatment group)
26 (median control group)
30-40 (range)

	Helmers (2022)
	34
	59 (±12 SD)
	ORN
	Microvascular imaging
	2.4
	75
	30

	Vidmar (2022)
	18 
	Treatment group 60.9 (±11.7 SD), control group 56.7 (±11.8 SD)
	Clinical symptoms
	MRI examination, unstimulated and stimulated salivation rate (ml/min)
	2.5
	90
	20

	Cankar (2011)
	16
	56.3 (±1.9 SD)
	Xerostomia
	Stimulated salivary flow, buffer capacity, saliva pH and colony-forming units (CFU) in stimulated saliva, and xerostomia grade 
	2.5
	90
	20

	Korambayil (2020)
	27 
	58.9 (27-80)
	Mandibular ORN, oral cavity, necrosis of the cheek, and necrosis of the tooth socket
	Clinical changes
	2.4-2.5
	90
	16.7 (mean)
6-42 (range)

	David (2001)
	75 
	Treatment group A 62.2 (37-88), treatment group B 61 (35-78)
	Mandibular ORN, presence or absence of fracture, orocutaneous fistula, and pain
	Clinical changes
	2.4
	60
	8-60 (range)

	Vudiniabola (1999)
	37
	Treatment group 52.6 (20-73), control group 56.3 (47-64)
	ORN of the jaw
	Oral status and function, radiographic appearance, and any signs of ORN or oral cancer recurrence 
	2.4
	90
	20

	Curi (2000)
	18
	55,6 (40-77)
	ORN of the jaw
	Clinical changes and panoramic radiographs
	2.4
	120
	30

	Narozny (2005)
	8
	51.1 (±7.2 SD), (38-59)
	Laryngeal chondroradionecrosis, ORN of the temporal bone, and soft tissue radionecrosis
	The Chandler grading system and SOMA/LENT score
	2.5
	60
	18 (median)
8-39 (range)

	Thorn (1997)
	10 
	Treatment group 56 (46-72), control group 51 (46-59)
	Mandibular ORN
	The transmucosal oxygen tensions using a noninvasive, nonheated modification of the Clark polarographic oxygen electrode (mm/Hg)
	2.4
	90
	30

	Epstein (1997)
	26
	57.5 (28-80)
	Osteonecrosis of the jaw
	Classification of Epstein 
	2.5
	90
	9-115 (range)

	Dieleman (2017)
	27
	NR
	Mandibular ORN
	Notani score, panoramic radiographs, the stable absence of pain, fistulation, and mucosal dehiscence of bone
	NR
	NR
	40

	1. Unstimulated and stimulated salivation rate (ml/min) and UKU side effect rating scale were only used in the DAHANCA-21 trial



