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Abstract: Background and objectives: Although it is very uncommon, medication-induced osteonecrosis
of the jaw (also known as MRON]) can have serious consequences. Traditionally, this adverse event
has been recognised in patients who were treated with bisphosphonate (BP) drugs. Nevertheless,
in recent years, it has been established that individuals having treatment with various types of
medications, such as a receptor activator of nuclear factor kappa-B ligand inhibitor (denosumab) and
antiangiogenic agents, have had the same issue. The purpose of this research is to determine if the
application of human amniotic membrane (hAM) may be used as a therapy for MRON]. Material and
Methods: A multi-source database (MEDLINE, EMBASE, AMED, and CENTRAL) systematic search
was performed. The major objective of this study is to obtain an understanding of the efficacy of hAM
when it is employed as a treatment modality for MRONJ]. The protocol of this review was registered
in the INPLASY register under the number NPLASY202330010. Results: The authors were able to
include a total of five studies for the quality analysis, whereas for the quantity evaluation, only four
studies were eligible. A total of 91 patients were considered for the investigation. After treatment
with human amniotic membrane (hAM), a recurrence of osteonecrosis was observed in n = 6 cases
(8.8%). The combined efficacy of surgical therapy and the use of hAM resulted in an overall success
rate of 91.2%. Intraoperative complications were only documented in one article, and they were
mostly caused by the positioning of the hAM, which led to wound breakdown at the surgical site.
Conclusions: Based on the small amount of data and low-quality research included in this study, using
human amniotic membranes to treat MRON] might represent a feasible option. Nevertheless, further
studies with a wider patient population are required to understand the long-term impacts.

Keywords: medication-related osteonecrosis of the jaw; skeletal-related events; human amniotic
membrane; cancer; antiresorptive drugs; antiangiogenic drugs

1. Introduction

Since 2003, medication-related osteonecrosis of the jaw (MRON]) has been a major
concern as a severe side effect, mainly caused by bisphosphonate (BP) therapy for both
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oncology and non-oncology type of patients [1]. The American Association of Oral and Max-
illofacial Surgeons (AAOMS), in the following years, has published a series of positional
papers in the attempt to alert and guide surgeons and clinicians about this condition [2-5].

Generally, individuals affected by MRON] can have a sequela of considerable symp-
toms from mild to severe and from discomfort to a complete and impaired overall quality
of life and an increased morbidity [6,7]. Unfortunately, in the past few decades, the con-
sumption of antiangiogenic and antiresorptive agents such as bisphosphonates (BPs) and
receptor activator of NF-kB ligand (RANKL) inhibitors, which are directly responsible for
MRON], have increased due to a growing number of patients suffering from osteoporosis
and malignancy across the globe [8].

Recent research publications on the subject have shown that the frequency of MRON]
in patients suffering from osteoporosis varies from 0.001 to 0.1% [1,5], while the frequency
of MRON] in patients suffering from skeletal-related cancer ranges from 0.7% to 6.7% [5,6,9].
Yet, due to the restricted research and poor study designs used in these earlier investigations,
it is possible that they produced erroneous findings; hence, incidence of the disease could
be much higher.

At the present time, the management of MRON] has remained a controversial topic
within the oral and maxillofacial surgery community. To date, therapeutic management has
focused largely on symptomatic treatment, divided into the categories of surgical therapy
and nonsurgical therapy. According to the AAOMS, MRON] was categorised into four
different stages (stages O to III), giving the severity of the disease [4,5]. Indeed, all the
AAOMS’ positional papers that have suggested treatment strategies, including medical
and surgical management, have been discussed. However, the literature has documented
different kinds of treatments, from the less invasive, such as antimicrobial mouth rinses,
systemic antibiotics, hyperbaric oxygen therapy, pentoxifylline, and teriparatide, to the
surgical one with different degrees of invasiveness [10-13].

In more recent years, we noticed a shift in the literature for the correct management of
MRON], with the vision of improving the prognosis and reducing the risk of recurrence.
Especially, the attention has been on the use of adjuvant treatments such as the autologous
platelet concentrate (APC), recombinant human bone morphogenetic protein 2 (thBMP-2),
and human amniotic membrane (hAM) [14-17].

hAM contains amniotic epithelial cells and amniotic mesenchymal stromal cells (and
variable quantities of growth factors [18,19]). The beneficial effects of hAM have been
widely documented. Research has described it as a bio-compatible scaffold with suitable
mechanical properties (permeability, stability, elasticity, flexibility, resorbability, and trans-
parency) [20,21]. Additionally, this allograft material possesses antifibrotic, antimicrobial,
anti-inflammatory, and analgesic properties [20,22,23]. Indeed, it modulates angiogenesis,
having both pro-antiangiogenic properties, and induces epithelialisation and wound heal-
ing [20,21]. Furthermore, hAM contains a large quantity of growth factors (EGF, FGF, and
TGF) as well as metalloprotease inhibitors, all of which are important for tissue repairing.
Its low immunogenicity as a result of having fewer human leukocyte antigens (HLAs) or b2
microglobulin peptides complements all of the aforementioned characteristics [24]. Hence,
hAM appears to be a viable material to prevent and/or aidMRON]J-exposed patients.

The aim of this systematic and meta-analysis review is to investigate the available
scientific evidence on the use of hAM as a treatment strategy of MRON].

2. Materials and Methods

This review was carried out in accordance with the Preferred Reporting Items for
Systematic Reviews and Meta-Analyses (PRISMA) criteria and was recorded in INPLASY
under the registration number INPLASY202330010 [25].

PubMed, MEDLINE, EMBASE, and CINAHL were the four databases scrutinised for
this review. To ensure the quality of the searches, a three-stage focus screening strategy
was applied. Two authors (RS and NS) independently screened the titles and abstracts to
exclude extraneous content (i.e., reviews, animal studies, non-clinical studies, and non-
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randomised control studies). Disagreements were settled via discussions with a different
third and fourth author (MDCM and SO) before an agreement was reached.
A form for data filtering and abstraction was employed to:

Confirm study eligibility based on inclusion and exclusion criteria.
Conduct methodical quality assurance.
Gather information on study features and results.

For those studies suitable for inclusion in the review but lacking adequate information,
the corresponding authors were contacted. The PICOS framework was used to break down
and develop clinical questions [26].

Focused question and PICOS strategy.

Is the human amniotic membrane a viable and successful treatment option for patients
affected by MRON]J?

Population (P): MRONJ] patients of any age (no age restrictions).

Interventions (I): any MRON] therapy (including surgical and non-surgical) using
human amniotic membrane.

Comparison (C): not applicable.

Outcome (O): MRON]J healing and recurrence.

Study design (S): Randomised controlled trials, case-controlled trials, cohort studies
(prospective and or retrospective), case series, and case report.

Figure 1 summarises the search and the article selection strategy.

o=y

[ Identification of studies via databases and registers Identification of studies via other methods

Records removed before screening:

Records identified from*:
Databases: AMED, MEDLINE,
EMBASE and CENTRAL (n =20)

v
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Records marked as ineligible by
automation tools (n =0)
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!
Records screened » | Records excluded™
(n=3) (n=1) by human

!

Reports sought for retrieval »| Reports not retrieved Reports sought for retrieval Reports not
= (n=3) 7l (n=1) (n=3) >| retrieved (n=0)
i=
@
: ! :
o
(7]

Reports assessed for eligibili Reports assessed for 5
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*Consider, if feasible to do so, reporting the number of records identified from each database or register searched (rather than the total number across all databases/registers).
**If automation tools were used, indicate how many records were excluded by a human and how many were excluded by automation tools.

Figure 1. Preferred Reporting Items for Systematic Reviews and Meta-Analyses (PRISMA) flowchart.

2.1. Criteria for Inclusion in this Review

Study type: The research strategy comprised available or unpublished randomised
controlled trials, case-controlled trials, case series, retrospective research, and case reports.
From January 2003 to March 2023, publications were collected. Animal studies, reviews,
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and research, including people who had already had radiation treatment to the head and
neck areas, were all removed. The search was not restricted by language.

Types of Participants: The systematic review aimed to include any type of study
involving individuals (oncology and non-oncology patients) with MRON] who were treated
with human amniotic membranes, with no age restrictions. There was no limit on the
number of patients who could participate in the research.

Objectives: The main purpose of this research was to evaluate the ability of the human
amniotic membrane in the treatment of jaw osteonecrosis.

2.2. Outcomes Measured

Primary outcome: Determine the success rate (full healing) of treating MRONJ] patients
using human amniotic membrane.
Secondary outcome: Consider the following factors:

e  The most frequent dental therapy associated with MRON] (dental extraction, sponta-
neous, denture, etc.);

e  The common MRONJ anatomical location (maxilla, mandible, anterior, or posterior of
the jaws);
MRON] recurrence rate;
The most often occurring location.

2.3. Data Extracted

The Cochrane Public Health Group Data Extraction and Evaluation Template was
used to retrieve relevant data. All of the publications that were chosen were thoroughly
examined to determine the author(s), year of publication, research design, demographics,
and treatment features. The number of patients, patient details (including age and gender),
type of drug-related necrosis, type of complications, and hAM success rate were all retrieved
from the research. The data collected was recorded into a predetermined and structured
Microsoft Excel form. In the event of missing data, authors were informed and given
six weeks to respond. If the data was still unavailable, it was marked as ‘not reported (NR)’
in the outcomes and tables.

2.4. Statistical Analysis

The study’s main goal was to evaluate the recurrence of MRON] in individuals treated
with surgical ablation and hAM. For quantitative variables, the results were reported as
means and standard deviation (SD), and for categorical data, as numbers and proportions.
The Q-statistic and the accompanying 12 coefficient were used to measure the studies’
heterogeneity. The results were deemed significant at the 5% level (p < 0.05). If there was
heterogeneity (Q-test p-value < 0.10), effect estimates were pooled using a random-effects
model. All the studies included in this review were evaluated using a specific meta-analysis
software programme (JAMOVI; The Jamovi Project, 2021). A forest and a funnel plot were
used to illustrate the meta-analysis.

2.5. Review of Risk of Bias and Assessment of Quality of Evidence

Two review authors (RS and SO) assessed the risk of bias of the relevant, included
research using the criteria provided by the Cochrane Handbook for Systematic Reviews of
Interventions as relevant for randomised clinical trials (RCTs) and non-randomised clinical
trials (non-RCTs). Any disputes in the risk of bias evaluations were submitted to another
review team author (NS) and addressed via conversation [27,28]. The GRADE profiler
(GRADEpro) programme was used to evaluate the quality of evidence and summarise
the results, as recommended by the Cochrane Collaboration and the GRADE Working
Group [29].
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3. Results

This review included a total of five publications. All of the available results describe
subjects treated between 2018 and 2022. Case series (n = 3; 60%), prospective studies (n = 1;
20%), and randomised clinical trials (n = 1; 20%) were included in this research review.
Table 1 summarises the features of the research examined in this review [17,30-33].

Table 1. Summary of the included studies’ characteristics [17,30-33]. Study level according the
Oxford Centre for Evidence-Based Medicine: Levels of Evidence (March 2009).

Authors

Source of Recruited

Study Design Study Population Inclusion Criteria Study Level

Participants

Canakgi et al. 2022

Odet et al. 2022

Ragazzo et al. 2018

Ragazzo et al. 2022

Val et al. 2021

RCT 26/23 Hospital

History or currently taking
CS 5 University antiresorptive or 4
antiangiogenic with MRON]
History or currently taking
University antiresorptive or
/Hospital antiangiogenic with MRON]
stage 2
History or currently taking
CS 2 Hospital antiresorptive or 4
antiangiogenic with MRON]
History or currently taking
antiresorptive or
antiangiogenic with MRON]
any stages
History or currently taking
antiresorptive or
antiangiogenic with MRON]
any stages

CS 8

2b

CS 26 Hospital 2b

3.1. Patients and MRON] Data Analysis

A total of 91 participants met the inclusion criteria for the five articles selected. In
four of the five investigations, the mean age of the participants was 68.15 4= SD 12.21 years
(range 36-89 years). The patient population included 69 female patients (75.8%) and 22 male
patients (24.2%). All patients were given antiresorptive and/or antiangiogenic therapies or
a combination of both. The majority of MRONJ] patients were oncologic (n = 60; 65.9%),
followed by non-oncologic (n = 29; 31.9%). Only one article (n = 2; 2.2%) failed to identify
the kind of medical condition affecting the patient. Bisphosphonate was the most frequently
identified bone target drug with MRON]J (n = 58; 63.7%). Nevertheless, no information
was supplied in 29.7% (n = 27) of the events. The length of bone target treatment prior
to MRON]J formation was only clearly documented in 1 out of 5 papers, with a mean of
39 & SD 34.69 months (ranging from 11 to 101 months). Just two of the five publications
indicated the MRON] triggering event. The mandible was the most prevalent MRONT site
(n = 55; 60.4%), followed by the maxilla (n = 27; 29.7%). Just nine (9.9%) of the patients
exhibited MRON] in both of the jaws. Moreover, data on the MRON] stage was obtained
using the AAOMS definition. The most prevalent MRON] stage among the 91 patients
included in the research was stage 2 (n = 50; 54.9%), followed by stage 1 (n = 30; 33%) and
stage 3 (n = 11; 12.1%). All subjects (n = 68 of the 91; 74.7%) were treated with human
amniotic membrane and were followed up on for 3 to 42 months. MRON] recurrence was
detected in only n = 6 patients, yielding an incidence of 8.8% and a total success rate of
91.2% (n = 57). N =5 (7.3%) of the patients saw an improvement in the necrotic region. All
recurrences were discovered within 1 to 6 months of the follow-up. Table 2 summarises the
information gathered from the studies.
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Table 2. Summary of the studies found [17,30-33]. Bisphosphonate (BP); Denosumab (DMAB);
Osteoporosis (OP); Multiple Myeloma (MM); Breast Cancer (BC); Prostate Cancer (PC); Lung Cancer
(LC); Thyroid Cancer (TC); Rheumatoid Arthritis (RA); Leukemia (Leuk); Renal Cancer (RC); Not

Reported (NR).
Type of Bone Drug Time Medical Condition
Age Males/Females . Length Associated to the . s MRON]
Authors (Mean-Years) (M/F Ratio) Targre}:u;g Drug (Mean- Bone Targeting MRON] Site Complications Recurrence
erapy Months) Drug Therapy
Canakgi Mean 62 Mean 39 3 xPC 3 x Mandible _
etal. 2022 (range 42-82) 3 (M)/2(F) 5 x BP (range 11-101) 2 x BC 2 x Maxilla NR n=1
3 x BP + DMAB
2 x BP 2 % MM 7 x Mandibl
Odet et al. Mean 67.5 X x Mandible . _
2022 (range 49-88) 2(M)/6 () 2 % PMAB NR 1PC 1 x Both 4intra-op n=1
L . 1 x RC
Antiangiogenic
::2%‘";5{’8 Mean 85 1(M)/1 (F) 2 x BP NR NR 2 x Mandible NR n=0
15 x OP
13 x MM
11 x BC
Ragazzo Mean 68.3 3 x PC 26 x Mandible n=7
¢ El; 2022 ( 36—.89) 10 (M) /39 (F) 49 x BP Unclear 2 x LC 18 x Maxilla NR (n=2 x hAM
etak range 2 x TC 5 x Both group)
1 x RA
1 x LC + Leuk
1 x Algodystrophy
15 x Cancer .
17 x Mandible
Val et al. 68.4 10 x OP - _
2021 (range 36-89) 6 (M)/21 (F) Unclear NR 1 % RA 7 x Maxilla NR n=2

1 x Algodystrophy 3 x Both

3.2. Meta-Analysis Evaluation

Based on the inclusion criteria for this review, only four out of five studies were
suitable for meta-analysis; all publications included had a minimum of 3 to 42 months
of follow-up. N = 6 MRON] recurrent cases were detected among the patients treated
with hAM. The meta-analysis included the incidence of MRON], which was pooled using
a random-effects model method. The results of the study revealed a significant overall
impact [p = 0.010; Z = 2.58] as well as heterogeneity [p = 0.949; df: 3.000; 12: 0%]. The
raw proportion (RP) model was used to calculate the effect size measures (0.09) with a
95% confidence interval (CI: 0.02-0.15). Figures 2 and 3 and Tables 3 and 4 summarise
the meta-analysis evaluation. Only one publication out of five reported the frequency
of post-operative problems (excluding MRON] recurrence) in patients receiving human
amniotic membrane, reporting solely issues related to the placement and adaptation of the

hAM to the surgical site.
Canakci et al 2022 ' ! 3.73% 0.20[-0.15, 0.55]
Odet et al 2022 |——-—« 8.74% 0.12[-0.10, 0.35]
Ragazzo et al 2022 D—v—.—{ 43.76% 0.08 [-0.03, 0.18]
Val et al 2021 r-—l—i 43.76% 0.08 [-0.03, 0.18]
RE Model ‘ 100.00% 0.09[0.02, 0.15]

02 0 02 04 06

Figure 2. Forest plot [30-33].
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Table 3. Meta-analysis with random-effects model (k = 4).

Estimate se 7z p CI Lower CI Upper

Bound Bound
Intercept 0.0857 0.0346 248 0.013 0.018 0.153
Note. Tau? Estimator: Restricted Maximum-Likelihood.
Table 4. Heterogeneity statistics.
Tau Tau? ? H? R? df Q 4
0.000 0 (SE= 0.0037) 0% 1.000 . 3.000 0.578 0.902

Only one publication out of five reported the frequency of post-operative problems
(excluding MRON] recurrence) in patients receiving human amniotic membrane, reporting
solely issues related to the placement and adaptation of the hAM to the surgical site.

3.3. Risk of Bias Assessment

The risk of bias of the included studies are illustrated in Figures 4 and 5. Due to the
nature of the studies, the risk of assessment bias was performed using RoB 2 and ROBINS-L

Risk of bias domains

_ . bt | b2 | b3 | b4 | D5 | Overal |
% Ragazzo et al 2022 . . @ @ . @
Domains: Judgement

D1: Bias arising from the randomization process.

D2: Bias due to deviations from intended intervention. = Some concerns

D3: Bias due to missing outcome data. . Low
D4: Bias in measurement of the outcome.
D5: Bias in selection of the reported result. . No information

Figure 4. RoB 2 assessment [32].
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Study

Risk of bias domains
| bt | p2 | p3 | b4 | ps | b6 | D7 |overal]

Canakgi et al 2022

Odet et al 2022

Ragazzo et al 2018

90 8®
088
©eee e
©eee e
90 e
9000
99000
X X X

Val et al 2021
Domains: Judgement
D1: Bias due to confounding. -
D2: Bias due to selection of participants. @ ciitca
D3: Bias in classification of interventions. . Serious
D4: Bias due to deviations from intended interventions.
D5: Bias due to missing data. = Moderate
D6: Bias in measurement of outcomes. ‘ Low

D7: Bias in selection of the reported result.
Figure 5. ROBINS-I assessment [17,30,31,33].

Randomisation—Ragazzo et al. stated in their paper that the participants were ran-
domly allocated [32]. The mechanism of sequence creation, however, was not mentioned.
As a result, the degree of bias was deemed uncertain. All of the other studies included in
this review were not randomised; hence, all of the publications were assessed to be at high
risk of bias.

Intervention and blinding bias—Due to the lack of a blinding mechanism, the risk of
bias due to deviations from the planned treatments was deemed high in all the studies.

Missing data bias—The risk of bias related to incomplete outcome data was deemed
high in all of the studies. This was due to a lack of sample size and effect size calculations.
Furthermore, some studies showed a significant percentage of dropouts.

Outcome bias—The risk of bias in outcome measurement was evaluated in all research.
Moreover, owing to the large number of dropouts, Ragazzo et al. and Val et al. were
deemed to have a high risk of bias [32,33].

Reporting bias—All the studies included in the research reported to have a high risk
of bias in selection.

Overall bias ad quality—The overall quality of the studies included in this review
were considered poor.

3.4. Review Quality Assessment

To evaluate the quality of the evidence, the 5 GRADE criteria (study limitations,
consistency of effect, imprecision, indirectness, and publication bias) were utilised. Using
the GRADEpro software programme (GRADEpro GDT, 2015), a “summary of findings”
table was created to capture the effect and quality of evidence for each outcome (Table 5).
In terms of the overall quality of the evidence offered by the chosen studies, all of them
were graded as poor quality, owing to a high risk of bias since each research study had at
least one area rated as high risk. As a consequence, the estimations of the influence of the
findings are imprecise, and the reported results should be evaluated with caution.
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Table 5. Summary of findings [17,30-33]. GRADE Working Group grades of evidence.

Study Quality Assessment Grade of Evidence
Authors Risk of Bias  Inconsistenc Indirectness  Imprecision Other Qualit
y P Considerations y
Canakgi et al. 2022 Serious @ Serious P Serious € Serious None @EBO ?ve
Odet et al. 2022 Not serious Serious P Serious ¢ Not serious None GBE.Z ?V@

Ragazzo et al. 2018 Not serious Serious P Not serious Not serious None @IGE) ?ve
Ragazzo et al. 2022 Not serious Not serious Serious © Serious 4 None OO

Moderate

Val et al. 2021 Not serious Not serious Not serious Not serious None EBE?) ?V@

High: We are very confident that the true effect lies close to that of the estimate of the effect. Moderate: We are
moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but
there is a possibility that it is substantially different. Low: Our confidence in the effect estimate is limited. The
true effect may be substantially different from the estimate of the effect. Very low: We have very little confidence
in the effect estimate. The true effect is likely to be substantially different from the estimate of effect. # Quality of
evidence downgraded one level on the basis of unclear risk of selection bias. ® Quality of evidence downgraded
one level on the basis of heterogeneity. © Quality of evidence downgraded one level on the basis of indirectness. d
Quality of evidence downgraded one level on the basis of imprecision.

4. Discussion

MRONT] has been studied and classified by several organisations throughout the globe.
Opinions and disease management strategies based on stage-specific approaches have
been offered; however, no consensus agreement has been found [5,34,35]. Nonetheless,
according to several standards, stages 1 and 2 are considered to be conservatively managed,
whereas surgery is encouraged for severe cases. In a recently published systematic review
on the use of radical surgical intervention and free tissue graft transplant in MRON] cases,
it was reported that many patients with advanced stages of the illness may be unable to be
treated due to the advancement of the primary disease, leaving patients with a reduced
quality of life [12].

Several research studies have shown that surgical intervention in MRON]J has a much
higher success rate than a pure pharmaceutical therapy strategy [36,37]. According to a
previous study, the MRON] therapeutic goal should be pain relief, controlling diffused
tissue infection, and minimising the progression of osteonecrosis [38]. Due to the special
characteristics of the oral cavity as well as antiresorptive medication treatment, this con-
stitutes a significant problem. It is generally recognised that microbial contamination is
increased in MRON] patients, particularly those on antibiotic treatment [39]. Moreover,
antiresorptive medicines may cause soft tissue harm by reducing epithelial cell proliferation
and increasing cellular death [4,5]. Therefore, it becomes extremally challenging to close
any bone defect or exposure. In this regard, hAM has anti-inflammatory characteristics,
which are conserved even during a cryopreservation process at —80 °C [20,23,40,41]. Fur-
thermore, hAM has antimicrobial properties, which are attributable to the presence of
bactricidin, beta-lysin, lysozyme, transferrin, and 7-S immunoglobulins in the amniotic
fluid [42]. Hence, hAM could be a viable option of treatment due to its properties.

hAM is the innermost layer of the placenta that surrounds the developing foetus
during pregnancy. It is a thin, transparent membrane that contains a variety of biological
components that have been shown to possess several unique features and therapeutic
properties. hAM has a high degree of biocompatibility, meaning that it is well-tolerated
by the human body and can be used as a scaffold for tissue engineering and regenerative
medicine applications. This makes it useful for treating conditions such as burns, wounds,
and certain autoimmune diseases. However, very few studies have tested this allograft as
an adjuvant therapeutic agent in the case of osteonecrosis of the jaws [20,23].
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Our findings have shown that hAM has a very high degree of success rate of 91.2%. Ad-
ditionally, data have also shown an additional 50% of MRON] improvement. However, this
data was only reported in one article. Complications were reported only intra-operatively
in one article. The common complication was associated in positioning the hAM in the
surgical site [31].

The same research article reported that when non-primary closure of the surgical site
was achieved with hAM, the allograft was completely resorbed within the two weeks.

Three out of five articles investigated the pain symptoms associated before and after
the procedure [31-33].

Odet et al. measured pain after surgery at every follow-up time (on days 7 and 14 and
at months 1, 2, 3, and 6) using the Visual Analogue Scale (VAS). However, no specification
on the type of evoking stimulus measurement was given. Meanwhile, for Val et al. and
Ragazzo et al., pain was measured using the VAS from 0 to 10 at three different times:
at rest, during feeding, and phonation [32,33]. These measurements were presented at
three different times of the investigation: before the intervention (T0), 7 (T1), and 30 (T2)
days after the operation. Both articles indicated a statistically significant (p = 0.028) pain
improvement across studies [32,33]. Val et al. reported 92.5% of pain improvement within
the first week of the surgical procedure [33]. Furthermore, three out of five articles described
the nature of the special investigation during the follow-up time. Orthopantomography
paired with CBCT were used by Canakgi et al. and Odet et al. [30,31]. Ragazzo et al.
described using only orthopantomography during the follow-up times [32].

According to the results shown by this review, additional and robust studies are
necessary to confirm the validity of the hAM as an adjuvant treatment for MRON].

In general, the authors advocate that the following rules should be applied in the
research protocols:

e  Large cohort studies with a sample size calculation should be carried out and described
in sufficient detail to verify a representative success rate of using this treatment modality.

e  Common and reliable measurable studies’ endpoints including the negative outcomes
should be described in a sufficiently detailed manner.

e A patient’s risk stratification is essential in understanding the rate of success and
complications in different risk categories.

e  Areliable follow-up examination other than clinical (e.g., CT, CBCT, or MRI) should
be used to identify local MRON] recurrence.

5. Conclusions

Based on a multiple-reviewer quality assessment criteria, this systematic review was
only capable of identifying publications that met Levels 2b and 4 of the Oxford Evidence-
Based Medicine Hierarchies. Despite part of the study being ranked as poor quality,
the hAM seems to be a useful surgical adjuvant therapy for MRON]. In fact, fifty-seven
patients out of sixty-eight had a full recovery. The majority of patients had considerable
alleviation from pain and infectious signs shortly after surgery. Nevertheless, cautious
optimism about the positive outcomes is required, and more quality research, such as
control multicenter studies or randomised clinical trials, is required to corroborate and
confirm the review’s conclusions.

Much further study is required to completely understand the therapeutic mechanism
and appropriate dose of hAM in the setting of osteonecrosis, but the available information
shows that it might be a useful therapy alternative in the management of this disorder.

Author Contributions: R.S. conceived the presented systematic review idea and the design of the
study; R.S., N.S., A.A. and M.M. contributed to the acquisition, analysis, and the interpretation of
data for the work; R.S. and S.O. drafted the paper and revised it critically; R.S. and O.A.: review and
editing investigation; R.S., O.A., M.D.C.-M,, N.S., A.A.,, M.M. and S.O. approved the final version to
be published. All authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.



Medicina 2023, 59, 968 11 of 13

Institutional Review Board Statement: Not Applicable.
Informed Consent Statement: Not Applicable.
Data Availability Statement: Data are included in the article.

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

References

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

Marx, E.R. Pamidronate (Aredia) and zoledronate (Zometa) induced avascular necrosis of the jaws: A growing epidemic. J. Oral
Maxillofac. Surg. 2003, 61, 1115-1117. [CrossRef] [PubMed]

Advisory Task Force on Bisphosphonate-Related Ostenonecrosis of the Jaws, American Association of Oral and Maxillofacial
Surgeons. American Association of Oral and Maxillofacial Surgeons position paper on bisphosphonate-related osteonecrosis of
the jaws. J. Oral Maxillofac. Surg. 2007, 65, 369-376. [CrossRef] [PubMed]

Ruggiero, S.L.; Dodson, T.B.; Assael, L.A.; Landesberg, R.; Marx, R.E.; Mehrotra, B.; American Association of Oral and Maxillofa-
cial Surgeons. American Association of Oral and Maxillofacial Surgeons position paper on bisphosphonate-related osteonecrosis
of the jaws—-2009 update. J. Oral Maxillofac. Surg. 2009, 67, 2-12. [PubMed]

Ruggiero, S.L.; Dodson, T.B.; Fantasia, ].; Goodday, R.; Aghaloo, T.; Mehrotra, B.; O'Ryan, F. American Association of Oral and
Maxillofacial Surgeons position paper on medication-related osteonecrosis of the jaw—2014 update. J. Oral Maxillofac. Surg. 2014,
72,1938-1956. [CrossRef]

Ruggiero, S.L.; Dodson, T.B.; Aghaloo, T.; Carlson, E.R.; Ward, B.B.; Kademani, D. American Association of Oral and Maxillofacial
Surgeons’ Position Paper on Medication-Related Osteonecrosis of the Jaws-2022 Update. J. Oral Maxillofac. Surg. 2022, 80, 920-943.
[CrossRef]

Filleul, O.; Crompot, E.; Saussez, S. Bisphosphonate-induced osteonecrosis of the jaw: A review of 2400 patient cases. J. Cancer
Res. Clin. Oncol. 2010, 136, 1117-1124. [CrossRef]

Murphy, J.; Mannion, C.J. Medication-related osteonecrosis of the jaws and quality of life: Review and structured analysis. Br. J.
Oral Maxillofac. Surg. 2020, 58, 619-624. [CrossRef]

Nicolatou-Galitis, O.; Schiedt, M.; Mendes, R.A.; Ripamonti, C.; Hope, S.; Drudge-Coates, L.; Niepel, D.; Van den Wyngaert, T.
Medication-related osteonecrosis of the jaw: Definition and best practice for prevention, diagnosis, and treatment. Oral Surg. Oral
Med. Oral Pathol. Oral Radiol. 2019, 127, 117-135. [CrossRef]

Khan, A.A.; Morrison, A.; Hanley, D.A; Felsenberg, D.; McCauley, L.K.; O’'Ryan, F; Reid, R; Ruggiero, S.; Taguchi, A ; Tetradis, S.;
et al. Diagnosis and management of osteonecrosis of the jaw: A systematic review and international consensus. J. Bone Miner. Res.
2015, 30, 3-23. [CrossRef]

Aghaloo, T.; Hazboun, R.; Tetradis, S. Pathophysiology of Osteonecrosis of the Jaws. Oral Maxillofac. Surg. Clin. N. Am. 2015, 27,
489-496. [CrossRef]

Sacco, R.; Calasans-Maia, M.D.; Woolley, J.; Akintola, O.; de Almeida Barros Mourao, C.F; Moraschini, V.; Kushnerev, E.; Acocella,
A.; Obisesan, O.; Yates, J. 18 Years of Medication-Related Osteonecrosis of the Jaw (MRON]) Research: Where Are We Now?—An
Umbrella Review. Appl. Sci. 2021, 11, 8818. [CrossRef]

Sacco, R.; Sacco, N.; Hamid, U.; Ali, S.H.; Singh, M.; Blythe, ].S.J. Microsurgical Reconstruction of the Jaws Using Vascularised Free
Flap Technique in Patients with Medication-Related Osteonecrosis: A Systematic Review. Biomed Res. Int. 2018, 2018, 9858921.
[CrossRef]

Sacco, R.; Umar, G.; Guerra, R.C.; Akintola, O. Evaluation of segmental mandibular resection without microvascular reconstruction
in patients affected by medication-related osteonecrosis of the jaw: A systematic review. Br. J. Oral Maxillofac. Surg. 2021, 59,
648-660. [CrossRef]

El-Rabbany, M.; Sgro, A.; Lam, D.K; Shah, PS.; Azarpazhooh, A. Effectiveness of treatments for medication-related osteonecrosis
of the jaw: A systematic review and meta-analysis. . Am. Dent. Assoc. 2017, 148, 584-594.e2. [CrossRef]

Min, S.H.; Kang, N.E.; Song, S.I; Lee, ].K. Regenerative effect of recombinant human bone morphogenetic protein-2/absorbable
collagen sponge (thBMP-2/ACS) after sequestrectomy of medication-related osteonecrosis of the jaw (MRON]). J. Korean Assoc.
Oral Maxillofac. Surg. 2020, 46, 191-196. [CrossRef]

Fortunato, L.; Bennardo, F.; Buffone, C.; Giudice, A. Is the application of platelet concentrates effective in the prevention and
treatment of medication-related osteonecrosis of the jaw? A systematic review. J. Cranio-Maxillofac. Surg. 2020, 48, 268-285.
[CrossRef]

Ragazzo, M.; Trojan, D.; Spagnol, L.; Paolin, A.; Guarda Nardini, L. Use of amniotic membrane in the treatment of patients with
BRONJ: Two case reports. J. Surg. Case Rep. 2018, 2018, rjy073. [CrossRef]

Parolini, O.; Alviano, F.; Bagnara, G.P; Bilic, G.; Bithring, H.-].; Evangelista, M.; Hennerbichler, S.; Liu, B.; Magatti, M.; Mao,
N.; et al. Concise review: Isolation and characterization of cells from human term placenta: Outcome of the first international
Workshop on Placenta Derived Stem Cells. Stemn Cells 2008, 26, 300-311. [CrossRef]

McQuilling, ].P.; Vines, ].B.; Mowry, K.C. In vitro assessment of a novel, hypothermically stored amniotic membrane for use in a
chronic wound environment. Int. Wound . 2017, 14, 993-1005. [CrossRef]


https://doi.org/10.1016/S0278-2391(03)00720-1
https://www.ncbi.nlm.nih.gov/pubmed/12966493
https://doi.org/10.1016/j.joms.2006.11.003
https://www.ncbi.nlm.nih.gov/pubmed/17307580
https://www.ncbi.nlm.nih.gov/pubmed/19371809
https://doi.org/10.1016/j.joms.2014.04.031
https://doi.org/10.1016/j.joms.2022.02.008
https://doi.org/10.1007/s00432-010-0907-7
https://doi.org/10.1016/j.bjoms.2020.03.010
https://doi.org/10.1016/j.oooo.2018.09.008
https://doi.org/10.1002/jbmr.2405
https://doi.org/10.1016/j.coms.2015.06.001
https://doi.org/10.3390/app11198818
https://doi.org/10.1155/2018/9858921
https://doi.org/10.1016/j.bjoms.2020.12.014
https://doi.org/10.1016/j.adaj.2017.04.002
https://doi.org/10.5125/jkaoms.2020.46.3.191
https://doi.org/10.1016/j.jcms.2020.01.014
https://doi.org/10.1093/jscr/rjy073
https://doi.org/10.1634/stemcells.2007-0594
https://doi.org/10.1111/iwj.12748

Medicina 2023, 59, 968 12 of 13

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

Fénelon, M.; Catros, S.; Fricain, J.C. What is the benefit of using amniotic membrane in oral surgery? A comprehensive review of
clinical studies. Clin. Oral Investig. 2018, 22, 1881-1891. [CrossRef]

Fénelon, M.; Catros, S.; Meyer, C.; Fricain, ].C.; Obert, L.; Auber, F; Louvrier, A.; Gindraux, F. Applications of Human Amniotic
Membrane for Tissue Engineering. Membranes 2021, 11, 387. [CrossRef] [PubMed]

Ricci, E.; Vanosi, G.; Lindenmair, A.; Hennerbichler, S.; Peterbauer-Scherb, A.; Wolbank, S.; Cargnoni, A.; Signoroni, P.B.;
Campagnol, M.; Gabriel, C.; et al. Anti-fibrotic effects of fresh and cryopreserved human amniotic membrane in a rat liver fibrosis
model. Cell Tissue Bank. 2013, 14, 475-488. [CrossRef] [PubMed]

Mamede, A.C.; Carvalho, M.].; Abrantes, A.M.; Laranjo, M.; Maia, C.J.; Botelho, M.F. Amniotic membrane: From structure and
functions to clinical applications. Cell Tissue Res. 2012, 349, 447-458. [CrossRef] [PubMed]

Paolin, A.; Trojan, D.; Leonardi, A.; Mellone, S.; Volpe, A.; Orlandi, A.; Cogliati, E. Cytokine expression and ultrastructural
alterations in fresh-frozen, freeze-dried and y-irradiated human amniotic membranes. Cell Tissue Bank. 2016, 17, 399—406.
[CrossRef] [PubMed]

Page, M.].; McKenzie, J.E.; Bossuyt, PM.; Boutron, I.; Hoffmann, T.C.; Mulrow, C.D.; Shamseer, L.; Tetzlaff, ] M.; Akl, E.A,;
Brennan, S.E.; et al. The PRISMA 2020 statement: An updated guideline for reporting systematic reviews. Syst. Rev. 2021, 10, 89.
[CrossRef]

Schardt, C.; Adams, M.B.; Owens, T.; Keitz, S.; Fontelo, P. Utilization of the PICO framework to improve searching PubMed for
clinical questions. BMC Med. Inform. Decis. Mak. 2007, 7, 16. [CrossRef]

Sterne, J.A.C.; Hernan, M. A ; Reeves, B.C.; Savovi¢, J.; Berkman, N.D.; Viswanathan, M.; Henry, D.; Altman, D.G.; Ansari, M.T,;
Boutron, I; et al. ROBINS-I: A tool for assessing risk of bias in non-randomised studies of interventions. BMJ 2016, 355, i4919.
[CrossRef]

Sterne, J.A.C.; Savovig, J.; Page, M.].; Elbers, R.G.; Blencowe, N.S.; Boutron, I.; Cates, C.J.; Cheng, H.Y.; Corbett, M.S.; Eldridge,
S.M.; et al. RoB 2, a revised tool for assessing risk of bias in randomised trials. BM]J 2019, 366, 14898. [CrossRef]

Guyatt, G.H.; Oxman, A.D.; Kunz, R.; Atkins, D.; Brozek, J.; Vist, G.; Alderson, P; Glasziou, P; Falck-Ytter, Y.; Schiinemann, H.J.
GRADE guidelines: 2. Framing the question and deciding on important outcomes. J. Clin. Epidemiol. 2011, 64, 395-400. [CrossRef]
Canakgi, FEG.; Er, N.; Duygu, G.; Varol, G.F. Surgical management of stage-2 medication-related osteonecrosis of the jaw with
transplantation of human amniotic membrane: Preliminary results. ]. Stomatol. Oral Maxillofac. Surg. 2022, 123, e28-e31.
[CrossRef]

Odet, S.; Meyer, C.; Gaudet, C.; Weber, E.; Quenot, J.; Derruau, S.; Laurence, S.; Bompy, L.; Girodon, M.; Chatelain, B.; et al.
Tips and Tricks and Clinical Outcome of Cryopreserved Human Amniotic Membrane Application for the Management of
Medication-Related Osteonecrosis of the Jaw (MRON]): A Pilot Study. Front. Bioeng. Biotechnol. 2022, 10, 936074. [CrossRef]
Ragazzo, M.; Val, M.; Montagner, G.; Trojan, D.; Fusetti, S.; Guarda Nardini, L. Human amniotic membrane: An improvement in
the treatment of Medication-related osteonecrosis of the jaw (MRONJ)? A case-control study. Cell Tissue Bank. 2022, 23, 129-141.
[CrossRef]

Val, M,; Trojan, D.; Guarda Nardini, L.; Favaretto, F.; Ragazzo, M. Human amniotic membrane in the treatment of MRONJ. Qeios
2021, 11, 5SHD92I. [CrossRef]

Kim, K.M.; Rhee, Y.; Kwon, Y.D.; Kwon, T.G.; Lee, ].K.; Kim, D.Y. Medication Related Osteonecrosis of the Jaw: 2015 Position
Statement of the Korean Society for Bone and Mineral Research and the Korean Association of Oral and Maxillofacial Surgeons.
J. Bone Metab. 2015, 22, 151-165. [CrossRef]

Khan, A.A.; Morrison, A.; Kendler, D.L.; Rizzoli, R.; Hanley, D.A.; Felsenberg, D.; McCauley, L.; O'Ryan, E,; Reid, R.; Ruggiero,
S.; et al. Case-Based Review of Osteonecrosis of the Jaw (ON]) and Application of the International Recommendations for
Management from the International Task Force on ONJ. J. Clin. Densitom. 2017, 20, 8-24. [CrossRef]

Miicke, T.; Koschinski, J.; Deppe, H.; Wagenpfeil, S.; Pautke, C.; Mitchell, D.A.; Wolff, K.D.; Hélzle, F. Outcome of treatment and
parameters influencing recurrence in patients with bisphosphonate-related osteonecrosis of the jaws. J. Cancer Res. Clin. Oncol.
2011, 137, 907-913. [CrossRef]

Wilde, F.; Heufelder, M.; Winter, K.; Hendricks, J.; Frerich, B.; Schramm, A.; Hemprich, A. The role of surgical therapy in the
management of intravenous bisphosphonates-related osteonecrosis of the jaw. Oral Surg. Oral Med. Oral Pathol. Oral Radiol.
Endod. 2011, 111, 153-163. [CrossRef]

Yarom, N.; Shapiro, C.L.; Peterson, D.E.; Van Poznak, C.H.; Bohlke, K.; Ruggiero, S.L.; Migliorati, C.A.; Khan, A.; Morrison, A;
Anderson, H.; et al. Medication-Related Osteonecrosis of the Jaw: MASCC/ISOO/ASCO Clinical Practice Guideline. J. Clin.
Oncol. 2019, 37, 2270-2290. [CrossRef]

De Bruyn, L.; Coropciuc, R.; Coucke, W.; Politis, C. Microbial population changes in patients with medication-related osteonecrosis
of the jaw treated with systemic antibiotics. Oral Surg. Oral Med. Oral Pathol. Oral Radiol. 2018, 125, 268-275. [CrossRef]
Umezawa, A.; Hasegawa, A.; Inoue, M.; Tanuma-Takahashi, A.; Kajiwara, K.; Makino, H.; Chikazawa, E.; Okamoto, A. Amnion-
derived cells as a reliable resource for next-generation regenerative medicine. Placenta 2019, 84, 50-56. [CrossRef]


https://doi.org/10.1007/s00784-018-2457-3
https://doi.org/10.3390/membranes11060387
https://www.ncbi.nlm.nih.gov/pubmed/34070582
https://doi.org/10.1007/s10561-012-9337-x
https://www.ncbi.nlm.nih.gov/pubmed/22926336
https://doi.org/10.1007/s00441-012-1424-6
https://www.ncbi.nlm.nih.gov/pubmed/22592624
https://doi.org/10.1007/s10561-016-9553-x
https://www.ncbi.nlm.nih.gov/pubmed/27072557
https://doi.org/10.1186/s13643-021-01626-4
https://doi.org/10.1186/1472-6947-7-16
https://doi.org/10.1136/bmj.i4919
https://doi.org/10.1136/bmj.l4898
https://doi.org/10.1016/j.jclinepi.2010.09.012
https://doi.org/10.1016/j.jormas.2021.09.011
https://doi.org/10.3389/fbioe.2022.936074
https://doi.org/10.1007/s10561-021-09922-y
https://doi.org/10.32388/5HD92I
https://doi.org/10.11005/jbm.2015.22.4.151
https://doi.org/10.1016/j.jocd.2016.09.005
https://doi.org/10.1007/s00432-010-0953-1
https://doi.org/10.1016/j.tripleo.2010.04.015
https://doi.org/10.1200/JCO.19.01186
https://doi.org/10.1016/j.oooo.2017.11.022
https://doi.org/10.1016/j.placenta.2019.06.381

Medicina 2023, 59, 968 13 of 13

41. Koizumi, N.J.; Inatomi, T.J.; Sotozono, C.J.; Fullwood, N.]J.; Quantock, A.J.; Kinoshita, S. Growth factor mRNA and protein in
preserved human amniotic membrane. Curr. Eye Res. 2000, 20, 173-177. [CrossRef] [PubMed]
42. Galask, R.P; Snyder, 1.S. Antimicrobial factors in amniotic fluid. Am. J. Obstet. Gynecol. 1970, 106, 59-65. [CrossRef] [PubMed]

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/10.1076/0271-3683(200003)2031-9FT173
https://www.ncbi.nlm.nih.gov/pubmed/10694891
https://doi.org/10.1016/0002-9378(70)90126-2
https://www.ncbi.nlm.nih.gov/pubmed/4983127

	Introduction 
	Materials and Methods 
	Criteria for Inclusion in this Review 
	Outcomes Measured 
	Data Extracted 
	Statistical Analysis 
	Review of Risk of Bias and Assessment of Quality of Evidence 

	Results 
	Patients and MRONJ Data Analysis 
	Meta-Analysis Evaluation 
	Risk of Bias Assessment 
	Review Quality Assessment 

	Discussion 
	Conclusions 
	References

