f animals

Systematic Review

Posterior Mandibular Displacement—A Systematic Review
Based on Animal Studies

TIoannis Lyros 1*(0, Miltiadis A. Makrygiannakis 17, Theodoros Lykogeorgos 2, Efstratios Ferdianakis ! and

Apostolos I. Tsolakis 13

check for

updates
Citation: Lyros, I.; Makrygiannakis,
M.A.; Lykogeorgos, T.; Ferdianakis,
E.; Tsolakis, A.IL Posterior Mandibular
Displacement—A Systematic Review
Based on Animal Studies. Animals
2021, 11, 823. https://doi.org/
10.3390/ani11030823

Academic Editor: Cinzia Benazzi

Received: 7 February 2021
Accepted: 12 March 2021
Published: 15 March 2021

Publisher’s Note: MDPI stays neutral
with regard to jurisdictional claims in
published maps and institutional affil-

iations.

Copyright: © 2021 by the authors.
Licensee MDPI, Basel, Switzerland.
This article is an open access article
distributed under the terms and
conditions of the Creative Commons
Attribution (CC BY) license (https://
creativecommons.org/licenses /by /
4.0/).

Department of Orthodontics, School of Dentistry, National and Kapodistrian University of Athens,
11527 Athens, Greece; mimak90@hotmail.com (M.A.M.); stratis-fer@hotmail.com (E.E.);
apostso@otenet.gr (A.LT.)

Paediatric Dentist, “Hatzikosta” General Hospital of Messolonghi, 30200 Messolonghi, Greece;
theolyk@gmail.com

3 Department of Orthodontics, Case Western Reserve University, Cleveland, OH 44106, USA
Correspondence: yiannislyros@hotmail.com

Simple Summary: Extreme growth of the lower jaw is an essential determinant of facial appearance
and treatment is challenging. The mandibular joint is important for mandibular growth and backward
traction may be applied to address its protrusion. Nevertheless, the conclusions following animal
experiments have been contradictory; additionally, joint disorders could arise because of abnormal,
traumatic pressure. Our aim was to review the impact on the condyle and the jaw of their distal
displacement as found in published research involving rats and rabbits, up to October 2020. In
those animals, the mandibular/condylar retraction led to occlusal improvement, but some relapse
might be anticipated. The mandibular condyle remained more posteriorly, restriction of further
growth was observed, the posterior surface became more flattened, but it became thicker in its neck.
The dimensional alterations persisted for the entire period of study and the mandible resumed its
inherited growth pattern after the discontinuation of the orthopedic force. Posterior mandibular
displacement may be anticipated to produce clinically significant restriction in condylar growth,
mainly attributed to remodeling. The properties of the applied force may affect the timing of
mandibular formation or just prove traumatic. Outcome stability is a matter of concern and more

studies are required to resolve the issue.

Abstract: Treating extreme mandibular growth is challenging. The mandible is pushed backwards
to address itsprotrusion. Nevertheless, conclusions after such displacement in animals have been
contradictory. The aim of the present review is to present measurable alterations of the mandible
and the condyle following retractionin healthy rats or rabbits. PubMed, Scopus and Web of Science
were accessed for relevant studies up to October 2020. Eligibility was determined by the PICOS
process, while the risk of bias was estimated with SYRCLE’s risk of bias tool. Retraction resulted in a
more distal molar occlusion and the condyle rested more posteriorly. Mandibular anteroposterior
bilateral growth restriction was achieved, the condylar process measured smaller and its angulation
increased. The condylar neck thickened, its posterior surface flattened, the coronoid process was
measured longer, and enlarged retromolar density was registered. Differences in the ramus height
and the intercondylar distance were insignificant. Changes persisted for the period of study and
subsequently the mandible resumed its inherited growth pattern. The timing of mandibular shaping
and TM]J outcomes might depend on the properties of the applied force. Stability is of concern and
well-structured, long-term studies are expected to resolve the issue and further clarify the results of
posterior mandibular displacement.

Keywords: mandibular growth; mandibular posterior displacement; mandibular length; ramus
height; rat
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1. Introduction

The scope of orthodontics is to elucidate craniofacial growth, treat predictably the
skeletal discrepancies and to align the dentition [1]. To achieve these goals, researchers
get motivated to understand the development and function of the bony tissue and the
temporomandibular joint (TM]) alike. It is noteworthy that facial appearance may affect
self-esteem [2,3] and quality of life [4], hence the orthodontist seeks either to prevent or
diagnose early, and then to tackle the most prominent malformations [5].

Treatment in cases of extreme mandibular growth has been a challenge [6,7] and
research has focused on the anatomy, histology and function of the TMJ [8-10] seeking
the trigger of growth [11]. In experiments and in clinical practice, the mandible has been
pushed backwards, mainly during the period of growth, for protrusion to alleviate [12-14].
Clinical observations of animal TM]Js and the consequent suggestions after mandibular
displacement have been heterogeneous and contradictory. Others claim potential for TMJ
disorders and joint structural alterations due to the generation of parafunctional stress,
deemed as traumatic [15-17].

Mandibular condyle is covered by cartilage, consisting of cellular components in
extracellular matrix composed of fibrous (mainly collageneous) elements and proteogly-
can aggregate [18]. The unique structure of the condylar cartilage comprises distinct
layers [19], capable of adaptive remolding in response to masticatory function and external
loading [20-22]. The condylar cartilage is mainly a load-bearing structure for induced
biomechanical stress and its thickness has been suspected to undergo functional adap-
tation [23]. The TM] performs complex hinge and sliding movement [8]. During masti-
cation, compressive, shearing, and other complex forces are exerted on the mandibular
condyle [21].

Condylar growth is affected by heredity [24-27], hormones [28-32], the environ-
ment [33,34], systemic diseases [35-37] and stress [38,39] and is significant in the develop-
ment of the orofacial complex [40]. Customary mastication consists a physiological stress
to the TMJ, of great importance for its development in adolescence and the remodeling
in adulthood [41]. The lateral condylar displacement in the glenoid fossa as observed in
the therapeutic approach of skeletal discrepancies may culminate in abnormal loading of
adjacent structures, affecting the physiologic dynamics of condylar cartilage and triggering
the release of growth factors [19,42] and inflammatory mediators [43], to unknown extent
and of unspecified clinical significance, a long-standing controversy.

Articular dysfunction may have adverse consequences on the potential for remod-
eling, resulting in histological alterations and changes in condylar volume. As a result,
mandibular retrusion may lead to adverse outcomes in cartilage formation, as has been
reported in rats, suggesting dysfunction and disarrangement [16,43,44]. However, others
claim that TMJ disorder should not be an issue [45]. Clinical investigations of the effect of
orthodontic mandibular displacement in humans during treatment of malocclusion have
suggested that the results of treatment appear to be achieved mainly by remodeling of the
TMJ [17,46,47].

The present study aims to review the impact of distal mandibular dislocation on
the bony and cartilaginous component of the condyle. Currently, the rat is preferred
as experimental model, although earlier studies have studied monkeys as well [48,49].
Additionally, the rabbit [44], the dog and artiodactyl mammals have been proposed as
suitable models for studying TM] dysfunction [50]. The present review comprises studies
on rodents (including rabbits) despite existing anatomical and functional differences with
humans [51,52]. The present investigation presents potential structural condylar changes
due to mandibular distal displacement and aspires to gain further insight on the effect of
increased mechanical stimulation on cellular response and growth within the condylar
structures.

This review aimed to systematically appraise the quality of the available evidence
in animal studies regarding the effects (macroscopic, measurable, dimensional changes)
following posterior displacement of the mandible.
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2. Materials and Methods

A specific protocol was developed and piloted according to the guidelines in the
PRISMA-P statement [53]. The Cochrane Handbook for Systematic Reviews of Interven-
tions [54] and the PRISMA statement [55] were followed.

2.1. Eligibility Criteria

Eligibility criteria were formulated according to the PICOS (Participants, Intervention,
Comparison, Outcomes and Study design) process (Supplementary Table S1). Relevant
research involved healthy animals sustaining backward mandibular displacement. Review
and meta-analytic articles were not regarded eligible.

2.2. Information Sources and Search Strategy

Three databases (PubMed, Scopus, Web of Science) were used to identify all relevant
studies independently of language, date or status of publication. They were searched since
inception up to October 2020. Two authors (I.L. and M.A.M.) produced comprehensive
search procedures, appropriately modified to tackle nuances in vocabulary and syntax
(Supplementary Table S2).

In addition, reference lists were searched meticulously for further studies to surface.
The authors were to be contacted for additional data.

2.3. Study Selection

The first (I.L.) and third (T.L.) authors assessed the retrieved records independently
and in duplicate. Although they were not blinded to the identity of the authors or the
conclusions of the studies, they used the same method to assess the eligibility of all retrieved
records. All doubts were resolved by discussion with the fifth co-author (A.LT.).

2.4. Data Collection

Authors L.L. and T.L. conducted data extraction. A customized data collection form
was created and used to gather the following information from the selected studies: study
details, each design and eligibility verification, features of the subjects and the appliances
used, the intervention itself, duration of treatment and outcomes.

2.5. Risk of Bias in Individual Studies

It was assessed by I.L. and M.A.M. in duplicate with the SYRCLE’s risk of bias tool
(2014) [56], and according to Higgins and Green [54]. Arising disputes were discussed
with ALT.

2.6. Summary Measures and Shaping of Results

Quantitative data synthesis for meta-analysis was not performed as initially envi-
sioned, due to inadequate data on outcomes and the differences in the respective meth-
ods [54,57,58].

3. Results
3.1. Study Selection

Figure 1 summarizes the cascade of the reviewing process. A total of 1444 records were
shortlisted from the initial search (2 originating from reference lists). From them, 848 were
excluded as duplicates and further 584 following assessment of title and abstract. From
the remaining 12 studies, 5 were excluded, due to absence of radiologic macroscopic data
following posterior displacement of the mandible. Finally, 7 full-text records comprised
the systematic review [12,16,18,42,44,59,60].
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Figure 1. Flow of records through the reviewing process.

3.2. Study Characteristics

Table 1 presents the characteristics of the included studies. The length of the period of
study ranged from 1 day to 16 weeks. The majority of the included studies (5) had used
male Wistar growing rats as experimental animals, but there was also one study that had
reported on female Wistar rats and another that had recruited rabbits.

Orthodontic/orthopedic treatment was induced by adapting intraoral or/and extrao-
ral appliances. Orthopedic collar appliances were used by Asano [59], Desai et al. [44]
cemented castings on maxillary incisors, Teramoto et al. [18] manufactured a collar from
acrylic plate and rubber band connected to the mandibular incisors with wire jig and coil,
and occlusal guiding appliances were attached to the maxillary incisors by Cholasueksa
et al. [16] and by Farias-Neto et al. [12], while both Hua et al. [60] and Wang et al. [42]
introduced a twin inclined plane device.

Treatment was evaluated mainly by linear measurements of the mandible. Some of
them studied molar relationship [16,44] and one of them, the position of the mandibular
condyle [18].
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Table 1. Features of the included reports.
Articles Population Intervention Compared with Outcome of 'Interest of Method of Results
Studies Assessment
(1) 3D alterations on the
20 rats in each group. growing mandible after
retractive mandibular force
EGl:collar appliance with retractive Radi hic d 3 Vol d leneth of th dibles: EG1 < CG
force for 8w, adiographic data olume and length of the mandibles: 1< 1.
Orthopedic collar appliances (2) mandibular growth after . . . . .
A159a§\60, 180 M’ 4w-old for mandibular retractive EG2:10w, EG3:12w, EG4:16w the orthopedic force was © Height of anterior rregmnsgd CEEOTO;iprE.CESGSitEIEEH{E ss of the retromolar
Wistar rats force (8 h/d) removed corpus and condylar neck: .
@ Skull, condylar height and thickness of angular process: EG ~ CG.
CGO:collar appliance without e . C -
retractive force for 4w, @ Bone deposition lingually and buccally during force application: EG ~ CG.
CG1:8w, CG2:10w, CG3:12w, CG4:16w @ Bone deposition on the lingual surface EG > CG
@ Bone deposition on the buccal surface EG < CG.
EG:24 rats, CG:15 rats, EGl:appliance
Intermittent, functional for 4d,
ior condvl EG2:7d @ Distal relationship of mandibular first molars compared to maxillary: EG >
Cholasueksa 39 M, 8w-old di lpostenor C(-JIL 4 aﬁ- fied o Remodeling process of the L 1 radi h CG
et al., 2004 Wistar rats 1P %\cement'wn modihie EG3:14d ™] ateral radiographs @ EG1,2,3: no incisal attrition of the mandibular incisors
guiding appliance attached
to maxillary incisors CG1:4d without appliance, CG2:7d,
CG3:14d
EGl:appliance for 2d, Distalization of mandibular molars:
Inclined planes on maxillary EG2:7d, ) ) ‘ O EG1>CG1
Desai 8,9m old New incisors. Func’aon.al EG3:33d TMJ morphological and h[;a;{il relat}llqnfihlps I EG3 < EG1
etal. 1996 Zealand white continuous posterior spatial changes adiographic data
’ rabbits mandibular displacement for CGl:2d, (lateral head X-rays)
33d CG2:7d,
CG3: 33d
EG1:10 rats, appliance for 8w (Right
side st‘udled)., EG2:the same 10 rgts of A ‘ @ Mandibular length: EG1,2 < CG,
. . EG1, appliance for 8w, (Left side Scan images with
Farias Functional mandibular studied) lassic i-CAT and
ias- P : classic i an
Neto et al. 20 .F’ Sw-old posterior dls.p%acemenF with CG: 10 rats without appliance for 8w, Mandibular growth acrylic rapid
/ Wistar rats occlusal guiding appliance . EG1 ~ EG2
2012 attached to maxillary incisors sham operation prototyped templates
Y of the mandibles @ Ramus height and intercondylar distance between groups and sides: EG1,2
~ CG
@ Altered mandibular bone morphology at grown age
EG1:8 rats, device for 3d, EG2:8 rats, Condvlar remodelin
14d, EG3:8 rats, 30d, EG4:8rats, 60d ¥ J
. . . @ Length of condylar process, the dependent mandibular length and the
Gradually induced backward CGl:4 rats, 3d, no device, Radiographs and condylar length: EG1,2 ~ CG1,2; EG3 < CG3; EG4 < CG4
Huaetal, 8‘/\1}4' 6w-old by a twin inclined plane G4 ratCs,Gl44zl,r ;SSéO%irats, 30d, Manfggtg;zliﬁndyle true-color video @ Length of mandibular base: EG1,2,3,4 ~ CG1,2,3,4
2012 istar rats device bonded to the ’ ’ & camera

posterior teeth

@ Angle of the condylar process axis to the mandibular plane: EG1,2 ~ CG1,2;
EG3 > CG3; EG4 > CG4
@ Condylar width: EG1,2,3 ~ CG1,2,3; EG4 < CG4
@ Flattening of the posterior condylar surface: EG3 > CG3; EG4 > CG4
@ Upwards shifting of the most posterior point of the condyle: EG4 > CG4
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Table 1. Cont.
Articles Population Intervention Compared with outcomsetzs:::ere“ of AVS[ :et?;)lﬂ::t Results
EG1.7 rats appliance for 7d, EG2:5 rats . . . . .
Teramoto 24 M, 8w-old Continuous compressive for 1d, EG3:5 rats for 3d Ef(iicéitifaigfﬂl li;isrizz_ifsgcf S Radiographic analysis © EG1,2,3: the condyle remained under the articular eminence
etal., 2003 Wistar rats loading of the TM] CG: 7 rats, not treated mandibular condylar (soft X-ray) © CG: mandibular condyle moved anteriorly
cartilage
EG1:8 rats, appliance for 3d, EG2:8
rats, 14d, EG3:8 rats, 30d, EG4:8 rats, Flattening of the posterior region of the condyle
Twin inclined plane device 60d Morphometric
; CG1: 4 rats, no appliance for 3d CG2: analysis by
Wang 48 M 6w-old bonded to the poster} or teeth 4 rats, 14d, CG3:4 rats, 30d, CG4:4 rats, Posterior condylar area
etal., 2019 Wistar rats to effect posterior 60d
mandibular movements

CG: control group, EG: experimental group, F: female, M: male, h: hour, d: day, m: month, w: week, < or >: statistically significant difference,

microcomputed
tomography
(micro-CT)

O CG1 =~ CG2 =~ CG3 ~ CG4 ~ EG1 ~ EG2

@ Lower part EG3 > EG1,2
@ Superior part: EG3 ~ EG1,2
@ Entire posterior margin: EG4 > EG3

~
~

: statistically non-significant difference.
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3.3. Risk of Bias within Studies

The outcomes of the risk of bias assessment are summarized in Table 2. Four studies
were deemed as being of high [18,42,44,59], and three of unclear risk of bias [12,16,60].
Regarding allocation sequence, four of them were found to be of high risk of bias, while
unclear risk of bias was detected for the rest of them. Most of the studies were of unclear
risk of bias considering allocation concealment, caregivers’ blinding and assessors’ blinding.
Only three of them used comparable animal clusters regarding gender, age, and weight and
thus were assessed of low risk of bias. Data concerning randomization of animal housing
remained unclear. The risk of bias related to the animal random selection for the outcome
assessment was considered to be unclear for all of them as well. In terms of handling of
incomplete data and selective outcome reporting, the risk of bias was rated as unclear for
all of them. Overall, details in the studies were insufficient to uncover further issues linked
to the risk of bias.

Table 2. Summary of risk of bias assessment.

Signaling Questions

Study 1 2 3 4 5 6 7 8 9 10 Summary
Asano, 1986 High Low Unclear Unclear Unclear Unclear Unclear Unclear Low Unclear High
Ch;)llasz%gl;saet Unclear Low Unclear Unclear Unclear Unclear Unclear Unclear Low Unclear Unclear
Desla919e6t al, High Unclear Unclear Unclear Unclear Unclear Unclear Unclear Low Unclear High
lzr;zlis—;\(ﬁtzo Unclear Unclear Unclear Unclear Unclear Unclear Unclear Unclear Low Unclear Unclear

Hua et al.,

2012 Unclear Unclear Unclear Unclear Unclear Unclear Unclear Unclear Low Unclear Unclear
Te;rlan;g(t)(;et High Unclear Unclear Unclear Unclear Unclear Unclear Unclear Low  Unclear High

ot ‘;\{aggw High Low Unclear Unclear Unclear Unclear Unclear Unclear Low  Unclear High

1: Was the allocation sequence adequately generated and applied?; 2: were the groups similar at baseline or were they adjusted for
confounders in the analysis?; 3: was the allocation adequately concealed?; 4: were the animals randomly housed during the experiment?;
5: were the caregivers and investigators blinded to the intervention that each animal received?; 6: were animals selected at random for
outcome assessment?; 7: was the outcome assessor blinded?; 8: were incomplete outcome data adequately addressed?; 9: are reports of the
study free of selective outcome reporting?; 10: was the study apparently free of other problems that could result in high risk of bias?

3.4. Results of Individual Studies

In growing Wistar rats, the mandible grew shorter anteroposteriorly, the coronoid
process became higher, the condylar neck measured thicker and an enlarged retromolar
corpus was evident after application of anorthopedic collar device exerting a backward
force on the mandible [59]. Moreover, the orthopedic effects were limited to the period
when the force was applied and the mandible returned to the inherited growth pattern
in both the experimental and control groups after the activation of the appliance had
ceased, when the mandibles resumed growing at similar rates, in anteroposterior direction,
as regulated by genetics [59]. Indeed, the mandibular area where growth was more
pronounced due to the intervention showed less subsequent growth and remodeling
comparing with controls [59]. Allegedly, the above-mentioned alterations in mandibular
development had not affected the overall growth pattern as evaluated by skull dimensions
and body weight [59]. Notwithstanding, mandibular retraction did not significantly affect
the condylar height and the thickness of the angular process [59]. In another similar
experiment involving rats, it was confirmed radiographically that the posterior mandibular
displacement prevented the mandibular condyle from displacing anteriorly in the temporal
fossa [18].

In rats and rabbits subjected to mandibular/condylar backward retraction with the aid
of inclined planes cemented on maxillary incisors or properly modified guiding appliances,
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lateral radiography disclosed mandibular molars occluding more distally in relation to the
maxillary [16,44]. Interestingly however, at a later age the radiographic, distalized molar
relationship became less pronounced, supposedly an attempt on the part of the subject to
establish a new balance within the altered oral environment [44].

Mandibular posterior displacement in growing rats by an appropriate occlusal guiding
appliance attached to the maxillary incisors resulted in shorter mandibular length on both
sides [12]. In the experimental group, statistically significantly smaller mandibular lengths
were measured radiographically, without any noteworthy difference between the left and
right sides [12]. Additionally, statistically insignificant differences were observed between
experimental groups regarding the ramus height and the intercondylar distance [12].

The cementation of modified inclined planes on the upper and lower molars of
rats effected a statistically significantly shorter condylar process and significantly larger
angulation of its axis to the mandibular plane in the experimental groups, as evidenced
radiographically [60]. Both the overall mandibular length and the condylar height remained
significantly smaller in the experimental groups compared to the controls until the end of
the period of study [60]. By the end of the experiment, also the condylar width measured
significantly less in test subjects [60]. By the midst and the end of the observation period,
the condylar posterior surface appeared flattened compared to that of the control groups;
additionally, its most posterior point had shifted upward [60]. Eventually, the decrease
in mandibular length in experimental animals was attributed to the remodeling of the
condyle [60]. Ultimately, Wang et al. [42] found in the rat that a twin inclined device
resulting in posterior mandibular displacement may lead to adaptive bone resorption
at the posterior region of the condyle. In their control group, the posterior margins of
the condylar bone remained round, whereas in the experimental group the lower part
of the posterior margin of the condyle appeared significantly flattened by the end of the
observation period as highlighted by 3D reconstruction [42].

4. Discussion
4.1. Summary of Evidence

Orthodontics aims to study and guide the growth and development of maxillofa-
cial elements and proportions that contribute to normal appearance and functional de-
mands [5]. These are essential for basic functions, namely mastication, swallowing and
breathing [61-63]. Thus, the ongoing interest in the growth of the maxilla and the mandible
may not come as a surprise [64]. Even conservative, non-surgical interventions may affect
the functioning of the TMJ and facial appearance.

Knowledge on mandibular growth is acquired by longitudinal clinical studies in
normal individuals as well as by experiments that use various animal models, mainly
primates [48,49], rodents and other mammals [51]. The rationale for selecting the rodents
has been a matter of debate. It is speculated that the existing anatomical differences with
humans may lead to erroneous conclusions. On the other hand, higher financial costs
seem to limit experimentation with non-human primates; additionally, current restrictions
imposed by ethics prevent recruiting humans as experimental subjects in interventions
that may culminate in irreversible or undesirable outcomes [65]. There has not been a
definitive agreement on the mechanism [14] and the possible side effects of the most
common treatments of developmental deviations [43,45,66].

In the present systematic review, we delved into published experimental studies in-
volving rats and rabbits that report on the effects of such a common conservative approach
as in cases of extreme mandibular growth, namely the application of retrusive force on
the mandible. The focus was set on research with radiographic, macroscopic outcomes
and thus, seven papers were short-listed. Interestingly, most of them included mainly
histological and biochemical observations that potentially accompany the mandibular retru-
sion [16,18,42,44,60]. Although radiography is preferred in daily dental practice as crucial
diagnostic tool either for orthodontic reasons [67,68] or complex therapeutic schemes like
implant placement and sinus floor elevation [69], in some of the selected studies, lateral
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radiography seems to have been used only to confirm the backward displacement of the
mandible in experiments focusing mainly on cellular and molecular changes [16,18,44].

The predominant animal in the studies of our review was the rat [12,16,18,42,59,60],
although Desai et al. [44] experimented on rabbits and earlier studies have selected the
monkey. The age of the animals is of importance because mandibular growth is related
to general growth, and varies in relation to chronological age [6,70,71]. The age of the
animals was clearly reported, but varied from 4 weeks [59], 5 weeks [12], 6 weeks in the
papers by Hua et al. [60] and Wang et al. [42] up to 8 weeks [16,18], and even 9 months
in rabbits [44]. Moreover, bone turnover depends on sexual hormones; additionally, TM]
pathology has been linked to the hormonal profile [31]. In the present review, five studies
reported on male Wistar rats [16,18,42,59,60], while Farias-Neto et al. [12] experimented
on female Wistar rats and Desali et al. [44] on rabbits of unidentified sex. The method to
produce the mandibular displacement included inclined planes cemented on maxillary in-
cisors [12,16,44] or the molars [42,60], and collar extraoral appliances exercising orthopedic
traction by attachments on the lower incisors [18,59]. All the included studies had control
and experimental groups and the comparison was performed between them to identify
differences of statistical significance at the level of 5%, at least. Statistical methodology was
stated without much detail, particularly addressing the aspect of statistical normality. Inad-
equate or inappropriate statistics may contribute to systematic errors and thus potentially
undermine the quality of conclusions of the present systematic review.

Dental professionals treating patients would like to know whether a given treatment
modality involving posterior mandibular dislocation has a stable effect on the net growth
and consequently the facial dimensions, which affect the appearance [6]. Nevertheless,
the studies being reviewed here are heterogeneous regarding their outcomes and they
predominantly report on histology and biochemistry despite the use of lateral radiography.

Unfortunately, lateral radiography was rather used to confirm the change in the re-
lationship between the maxillary and mandibular molars in the studies by Cholasueksa
et al. [16] and by Desai et al. [44]. Indeed, in both, the mandibular first molars in the
experimental group moved in a distal position relative to the maxillary ones after pos-
terior displacement of the mandible. In addition, the customary posterior mandibular
displacement was considered dysfunctional and traumatic as evidenced by the production
of proteins indicating damaged nerve fibers in the retrocondylar region [16]. Similarly,
Desai et al. [44] found alterations, albeit statistically insignificant, in the spatial orientation
of the temporomandibular disk that allegedly might predispose to anterior disk displace-
ment concomitant with TMJ disorder [44]. Anterior displacement of the articular disk was
proposed by Teramoto et al. [18], who also found that the condyle in their experimental
group sustaining backward compressive force was positioned more posteriorly within the
articular fossa during mouth opening, compared to the control group.

Cephalometric measurements by Asano [59] showed that the mandibles that are
pushed backward end-up smaller in length, having less volume and weight. He calculated
an increase in the size of the anterior mandibular region, coronoid process, the neck
of the condyle and also found thickening of the retromolar region in the experimental
group in relation to controls. However, the condylar height and the thickness of the
angular process remained statistically unaffected. The observed differences occur due to
localized differential bone apposition and resorption leading to remodeling and adaptation
to accommodate the applied force in the altered environment.

An important finding was that the differences in growth remained after the cessation
of the external force and growth direction returned to the inherited growth behaviour,
meaning that a lasting effect may be anticipated in similar cases [59]. It is noteworthy that
the use of various experimental devices was not found to have any significant influence
to general growth or the size of the skull as a whole [12,59,60]. In agreement with the
aforementioned research, Farias-Neto et al. [12] also found decreased mandibular length
in cases of functional posterior mandibular displacement, but negligible difference in the
height of the ramus. Farronato et al. speculated that differences in condylar heads could be
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attributed to condylar growth center dysregulation, whereas the reduced condylar neck
volume could have been an outcome of growth deficit and also the height of the ramus
had not been significantly affected [72].

Similarly, Hua et al. [60] reported that when inducing backward movement of the
mandible, reductions in the length of the condylar process and the mandible may be
expected. Their cephalometric analysis revealed a greater increase of the angle of the
condylar process to the mandibular plane and a decrease of the condylar width in the
experimental animals. Moreover, they mentioned that the most posterior condylar point
had shifted upward and the posterior condylar surface had a tendency to flatten, indicating
bone resorption [60]. Flattening of the entire posterior margin of the condyle became
progressively evident and statistically significant compared to controls in the study by
Wang et al. [42], who experimented in the rat with posterior inclined planes that apply a
functional retrusive force. This pattern of change is compatible with progressive adaptation
of the condylar bone to mild, continuous and progressive pressure [42].

The observed changes of the various mandibular regions may be attributed to the
remodeling that happens due to the paranormal, dysfunctional external force and the poten-
tial consequent loss of the optimal, customary mastication force by restricted mandibular
movement. The explanation of the mechanism that leads to such an outcome should be
sought out within molecular pathways and in cellular interactions [12,18]. In humans, the
differences may be expected more pronounced than in the rodents; additionally, bone re-
sorption may be anticipated in the posterior condylar surface and the anterior region of the
post glenoid eminence, because of existing anatomical differences [12,16,60]. Nevertheless,
in growing individuals the ultrastructural changes in the posterior area of the condyle due
to mechanical stress could be anticipated to reverse spontaneously at earlier stages [42]. It
is of interest that children in whom breastfeeding had persisted for more than 6 months
could be considered as less likely to develop malocclusion in primary dentition [73].

Lastly, our literature search disclosed one more piece of research for which only the
abstract could be retrieved despite all efforts and thus was not included in the present re-
view. It mentions, in agreement with the above conclusions, that the mandibular backward
movement effected by an inclined-plane appliance, produces a significant increase of the
angle between the condylar process and the mandibular plane, and a noteworthy decrease
in condylar width. Additionally, the posterior condylar surface was found flattened in
the experimental group, while the length of the mandibular base and the distance of the
condylar head to the mandibular plane did not alter significantly. Therefore, it was con-
cluded that the above functional intervention might inhibit the growth of the condyle and
the mandible [74].

4.2. Strengths and Limitations

The present systematic review was based on well-established guidelines as outlined
in the Materials section. The searching procedure was extensive, including digital and
printed literature, up to October 2020, and was detailed including every potentially eligible
report, even assessing the lists of references of relevant articles. Every possible attempt was
made to diminish bias, by screening, verification of eligibility, abstraction of information, as
well as assessment of risk of bias and quality of evidence. Dissimilar views were discussed
among authors.

Limitations of the present review might be associated with the nature of the included
research and the data characteristics, which culminated in a rather low level of evidence.
The shortage of relevant data and the fact that the outcomes were predominantly histo-
logical and biochemical, not measurable but descriptive, prevented the conduct of further
meta-analysis.

The included reports were assessed as being of unclear or high risk of bias due to
inadequate methodology. Uncertainty pertaining statistical testing and lack of power
calculations was increased by findings that the respective authors had not related their
interpretation to clinical practice or had based them on speculations. Above all, it should
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be highlighted that the conclusions reached in the included studies have been based on
animal research and thus may not be fully applicable to humans due to differences in
anatomy and physiology. The observed methodological heterogeneity further precludes
adopting spontaneously the retrieved information for human clinical scenarios.

4.3. Recommendations for Future Research

Because individuals featuring visible developmental aberrations pertaining to mandibu-
lar prognathism may have apparent need for treatment, it is of importance to ascertain the
mechanism of action and to clarify the potential side effects of the intervention studied
in the present systematic review. Based on the observations in animal studies and those
in the present review, the orthodontic community may call for funding to organize high
quality controlled studiesin accordance with ethical guidelines in order to provide evidence
based, definite, measurable and simple to interpret conclusions on the issue of controlling
mandibular growth, with emphasis to long-term stability.

5. Conclusions

Considering the aforementioned evidence and its limitations, we dare to conclude
that the procedures investigated in the animal experimental studies seem to have clini-
cally significant restrictive anteroposterior growth effects in the mandible. The available
evidence shows that various appliances exert distal mandibular pressure or maintain func-
tional, intermittent, backward intraoral guidance. It seems that the resulting outcomes of
mandibular distal displacement are rather stable overtime, although to unspecified extent.
More high-quality studies are necessary in order to further clarify the effect of posterior
displacement of the mandible.

Supplementary Materials: The following are available online at https:/ /www.mdpi.com/2076-261
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database search (up to October 2020).

Author Contributions: Conceptualization, A.LT, LL., M.A.M.; methodology, LL., M.AM., ALT,;
software, IL.L..; validation, A.IT.; formal analysis, L.L.; investigation, L.L., T.L.; resources, I.L.; data
curation, LL., T.L.; writing-original draft preparation, I.L.; writing-review and editing, I.L., M.A.M.,
T.L., EE and A.ILT,; visualization, L.L.; supervision, A.L'T.; project administration, A.LT.; funding
acquisition, none. All authors have read and agreed to the published version of the manuscript.

Funding: No funding was received for the present systematic review.
Institutional Review Board Statement: This study did not require ethical approval.

Data Availability Statement: The data presented in this study are available in the included studies
of this systematic review.

Conflicts of Interest: The authors declare that there is no conflict of interest.

References

1.

Proffit, W.R.; Fields, HW.; Larson, B.E.; Sarver, D.M. Contemporary Orthodontics, 6th ed.; Elsevier: Philadelphia, PA, USA, 2018; pp.
3-4.

Lin, F; Ren, M.; Yao, L.; He, Y.; Guo, J.; Ye, Q. Psychosocial impact of dental esthetics regulates motivation to seek orthodontic
treatment. Am. J. Orthod. Dentofac. Orthop. 2016, 150, 476-482. [CrossRef]

Alabdulrazaq, R.S.; Al-Haj Ali, S.N. Parental Reported Bullying among Saudi Schoolchildren: Its Forms, Effect on Academic
Abilities, and Associated Sociodemographic, Physical, and Dentofacial Features. Int. . Pediatr. 2020. [CrossRef]

Gavric, A.; Mirceta, D.; Jakobovic, M.; Pavlic, A.; Zrinski, M.T.; Spalj, S. Craniodentofacial characteristics, dental esthetics-related
quality of life, and self-esteem. Am. . Orthod. Dentofac. Orthop. 2015, 147, 711-718. [CrossRef] [PubMed]

De Oliveira Meira, A.C.L.; Custodio, W.; Vedovello Filho, M.; Borges, T.M.; Meneghim, M.D.C.; Santamaria, M., Jr.; Vedovello,
S.A.S. How is orthodontic treatment need associated with perceived esthetic impact of malocclusion in adolescents? Am. J. Orthod.
Dentofac. Orthop. 2020, 158, 668-673. [CrossRef]

Hans, M.G.; Tsolakis, K.I.; Cain, D.A.; Elbarnashawya, S.G.; Valiathand, M. Animal studies in orthodontics—Are they useful for
clinicians? Semin. Orthod. 2017, 23, 366-372. [CrossRef]


https://www.mdpi.com/2076-2615/11/3/823/s1
https://www.mdpi.com/2076-2615/11/3/823/s1
http://doi.org/10.1016/j.ajodo.2016.02.024
http://doi.org/10.1155/2020/8899320
http://doi.org/10.1016/j.ajodo.2015.01.027
http://www.ncbi.nlm.nih.gov/pubmed/26038075
http://doi.org/10.1016/j.ajodo.2019.09.009
http://doi.org/10.1053/j.sodo.2017.07.006

Animals 2021, 11, 823 12 of 14

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.
28.

29.

30.

31.

32.

33.

34.

35.

Zere, E.; Chaudhari, PK,; Sharan, J.; Dhingra, K.; Tiwari, N. Developing Class III malocclusions: Challenges and solutions. Clin.
CosmetInvestig. Dent. 2018, 10, 99-116. [CrossRef] [PubMed]

Bag, A K.; Gaddikeri, S.; Singhal, A.; Hardin, S.; Tran, B.D.; Medina, J.A.; Curé, ].K. Imaging of the temporomandibular joint: An
update. World ]. Radiol. 2014, 6, 567-582. [CrossRef] [PubMed]

Collins, D.A.; Becks, H.; Simpson, M.E.; Evans, H.M. Growth and Transformation of the Mandibular Joint in the Rat. I. Normal
Female Rats. Am. J. Orthod. 1946, 32, 431-442. [CrossRef]

Shaffer, S.M.; Brismée, J.-M.; Sizer, P.S.; Courtney, C.A. Temporomandibular disorders. Part 1: Anatomy and examina-
tion/diagnosis. . Man. Ther. 2014, 22, 2-12. [CrossRef]

Baume, L.J.; Derichsweiler, H. Is the condylar growth center responsive to orthodontic therapy? An Experimental study in
macaca mulatta. Oral Surg. Oral Med. Oral Path. 1961, 14, 347-362. [CrossRef]

Farias-Neto, A.; Varela Brown Martins, A.P,; Figueroba, S.R.; Groppo, F.C.; de Almeidad, S.M.; Rizzatti-Barbosa, C.M. Altered
mandibular growth under functional posterior displacement in rats. Angle. Orthod. 2012, 82, 3-7. [CrossRef]

Martina, S.; Martina, R.; Franchi, L.; D’Anto, V.; Valletta, R. A New Appliance for Class III Treatment in Growing Patients:
Pushing Splints 3. Case Rep. Dent. 2019, 9597024. [CrossRef] [PubMed]

Mousoulea, S.; Tsolakis, I; Ferdianakis, E.; Tsolakis, A.I. The Effect of Chin-cup Therapy in Class III Malocclusion: A Systematic
Review. Open Dent. ]. 2016, 10, 664-679. [CrossRef] [PubMed]

Bryndahl, E; Warfvinge, G.; Eriksson, L.; Isberg, A. Cartilage changes link retrognathic mandibular growth to TMJ disc
displacement in a rabbit model. Int. . Oral. Maxill. Surg. 2011, 40, 621-627. [CrossRef]

Cholasueksa, P.; Warita, H.; Soma, K. Alterations of the Rat Temporomandibular Joint in Functional Posterior Displacement of the
Mandible. Angle Orthod. 2004, 74, 677-683.

Ingervall, B.; Fredén, H.; Heyden, G. Histochemical study of mandibular joint adaptation in experimental posterior mandibular
displacement in the rat. Arch. Oral Biol. 1972, 17, 661-671. [CrossRef]

Teramoto, M.; Kaneko, S.; Shibata, S.; Yanagishita, M.; Soma, K. Effect of compressive forces on extracellular matrix in rat
mandibular condylar cartilage. J. Bone Miner. Metab. 2003, 21, 276-286. [CrossRef] [PubMed]

Von den Hoff, ] W.; Delatte, M. Interplay of mechanical loading and growth factorsin the mandibular condyle. Arch. Oral Biol.
2008, 53, 709-715. [CrossRef]

Kiliaridis, S.; Thilander, B.; Kjellberg, H.; Topouzelis, N.; Zafiriadis, A. Effect of low masticatory function on condylar growth: A
morphometric study in the rat. Am. J. Orthod. Dentofac. Orthop. 1999, 116, 121-125. [CrossRef]

Kuroda, S.; Tanimoto, K.; Izawa, T.; Fujihara, S.; Koolstra, ].H.; Tanaka, E. Biomechanical and biochemical characteristics of the
mandibular condylar cartilage. Osteoarthr. Cartil. 2009, 17, 1408-1415. [CrossRef]

Nickel, ].C.; Iwasaki, L.R.; Gonzalez, Y.M.; Gallo, L.M.; Yao, H. Mechanobehavior and Ontogenesis of the Temporomandibular
Joint. J. Dent. Res. 2018, 97, 1185-1192. [CrossRef] [PubMed]

Utreja, A.; Dyment, N.A ; Yadav, S,; Villa, M.M,; Lj, Y,; Jiang, X.; Nanda, R.; Rowe, D.W. Cell and matrix response of temporo-
mandibular cartilage to mechanical loading. Osteoarthr. Cartil. 2016, 24, 335-344. [CrossRef]

Carlson, D.S. Evolving concepts of heredity and genetics in orthodontics. Am. J. Orthod. Dent. Orthop. 2015, 148, 922-938.
[CrossRef]

Coombs, M.C,; She, X.; Brown, T.R; Slate, E.H.; Lee, ].S.; Yao, H. Temporomandibular Joint Condyle-Disc Morphometric Sexual
Dimorphisms Independent of Skull Scaling. J. Oral. Max. Surg. 2019, 77, 2245-2257. [CrossRef]

He, S.; Hartsfield, ] K., Jr.; Guo, Y.; Cao, Y.; Wang, S.; Chen, S. Association between CYP19A1 genotype and pubertal sagittal jaw
growth. Am. |. Orthod. Dent. Orthop. 2012, 142, 662-670. [CrossRef] [PubMed]

Vieira, A.R. Orthodontics and Genetics. Dent. Press . Orthod. 2019, 24, 92-97. [CrossRef] [PubMed]

Baccetti, T.; Reyes, B.C.; McNamara, J.A., Jr. Gender Differences in Class III Malocclusion. Angle Orthod. 2005, 75, 510-520.
[CrossRef] [PubMed]

Baume, L.J. Growth and transformation of the mandibular joint in the rat thyroidectomized at birth: VII. The effect of growth
hormone and thyroxin given separately or in combination. Am. J. Orthod. 1953, 39, 623-633. [CrossRef]

Milam, S.B.; Aufdemorte, T.B.; Sheridan, PJ.; Triplet, R.G.; Van Sickels, ].E.; Halt, G.R. Sexual dimorphism in the distribution of
estrogen receptors in the temporomandibular joint complex of the baboon. Oral. Surg. Oral. Med. Oral. Pathol. 1987, 64, 527-532.
[CrossRef]

Robinson, J.L.; Soria, P.; Xu, M.; Vrana, M.; Luchetti, J.; Lu, H.H.; Chen, J.; Wadhwa, S. Estrogen Promotes Mandibular Condylar
Fibrocartilage Chondrogenesis and Inhibits Degeneration via Estrogen Receptor Alpha in Female Mice. Sci. Rep. 2018, 8, 8527.
[CrossRef] [PubMed]

Yu, S,; Tang, Q.; Xie, M.; Zhou, X.; Long, Y.; Xie, Y.; Guo, E; Chen, L. Circadian BMAL1 regulates mandibular condyle development
by hedgehog pathway. Cell Prolif. 2020, 53, €12727. [CrossRef]

Du, J; Jiang, Q.; Mei, L.; Yang, R.; Wen, ].; Lin, S.; Li, H. Effect of high fat diet and excessive compressive mechanical force on
pathologic changes of temporomandibular joint. Sci. Rep. 2020, 10, 17457. [CrossRef] [PubMed]

Kahn, S.; Ehrlich, P.; Feldman, M.; Sapolsky, R.; Wong, S. The Jaw Epidemic: Recognition, Origins, Cures, and Prevention.
Bioscience 2020, 70, 759-771. [CrossRef] [PubMed]

Cedstromer, A.-L.; Andlin-Sobocki, A.; Abbu, N.; Hedenberg-Magnusson, B.; Dahlstrom, L.; Berntson, L. Condylar alterations
and facial growth in children with juvenileidiopathic arthritis. J. Orofac. Orthop. 2020, 81, 163-171. [CrossRef]


http://doi.org/10.2147/CCIDE.S134303
http://www.ncbi.nlm.nih.gov/pubmed/29950903
http://doi.org/10.4329/wjr.v6.i8.567
http://www.ncbi.nlm.nih.gov/pubmed/25170394
http://doi.org/10.1016/0096-6347(46)90161-5
http://doi.org/10.1179/2042618613Y.0000000060
http://doi.org/10.1016/0030-4220(61)90299-7
http://doi.org/10.2319/040411-241.1
http://doi.org/10.1155/2019/9597024
http://www.ncbi.nlm.nih.gov/pubmed/31827942
http://doi.org/10.2174/1874210601610010664
http://www.ncbi.nlm.nih.gov/pubmed/28077971
http://doi.org/10.1016/j.ijom.2011.01.004
http://doi.org/10.1016/0003-9969(72)90192-6
http://doi.org/10.1007/s00774-003-0421-y
http://www.ncbi.nlm.nih.gov/pubmed/12928828
http://doi.org/10.1016/j.archoralbio.2008.03.002
http://doi.org/10.1016/S0889-5406(99)70207-6
http://doi.org/10.1016/j.joca.2009.04.025
http://doi.org/10.1177/0022034518786469
http://www.ncbi.nlm.nih.gov/pubmed/30004817
http://doi.org/10.1016/j.joca.2015.08.010
http://doi.org/10.1016/j.ajodo.2015.09.012
http://doi.org/10.1016/j.joms.2019.04.022
http://doi.org/10.1016/j.ajodo.2012.06.014
http://www.ncbi.nlm.nih.gov/pubmed/23116507
http://doi.org/10.1590/2177-6709.24.2.092-097.sar
http://www.ncbi.nlm.nih.gov/pubmed/31116292
http://doi.org/10.1043/0003-3219(2005)75
http://www.ncbi.nlm.nih.gov/pubmed/16097218
http://doi.org/10.1016/0002-9416(53)90077-3
http://doi.org/10.1016/0030-4220(87)90025-9
http://doi.org/10.1038/s41598-018-26937-w
http://www.ncbi.nlm.nih.gov/pubmed/29867155
http://doi.org/10.1111/cpr.12727
http://doi.org/10.1038/s41598-020-74326-z
http://www.ncbi.nlm.nih.gov/pubmed/33060739
http://doi.org/10.1093/biosci/biaa073
http://www.ncbi.nlm.nih.gov/pubmed/32973408
http://doi.org/10.1007/s00056-020-00216-8

Animals 2021, 11, 823 13 of 14

36.

37.

38.

39.

40.
41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.
52.

53.

54.

55.

56.
57.
58.
59.
60.
61.
62.
63.
64.

65.

Chetty, M.; Roberts, T.S.; Stephen, L.; Beighton, P. Craniofacial manifestations in osteogenesis imperfecta type III in South Africa.
BDJ Open 2017, 3, 17021. [CrossRef]

Sansare, K.; Gupta, A.; Khanna, V.; Karjodkar, F. Oral tuberculosis: Unusual radiographic findings. Dentomaxillofac. Radiol. 2011,
40, 251-256. [CrossRef] [PubMed]

Wu, G.; Chen, L.; Zhu, G; Su, Y.; Chen, Y.; Sun, ].; Wang, Y.; Xian, ]. Psychological stress induces alterations in temporomandibular
joint ultrastructure in a rat model of temporomandibular disorder. Oral Surg. Oral Med. Oral Pathol. Oral RadiolEndod 2011, 112,
el06—e112. [CrossRef]

Wu, G.; Chen, L.; Su, Y.; Zhu, G.; Wang, P.; Wang, Y.; Chend, Y. The influence of psychological stress on the rat temporomandibular
joint with the application of countermeasures. J. Surg. Res. 2012, 178, 728-736. [CrossRef]

Mew, ].R.C. Factors Influencing Mandibular Growth. Angle Orthod. 1986, 56, 31-48. [CrossRef]

Bouvier, M.; Hylander, W.L. The effect of dietary consistency on gross and histologic morphology in the craniofacial region of
young rats. Am. J. Anat. 1984, 170, 117-126. [CrossRef]

Wang, S.; Sun, Y.; Xia, L.; Li, H.; Xu, Y.; Hua, X. Effects of Twin Inclined Plane Device on Adaptation and Ultrastructure Variations
in Condyle of Growing Rats. Biomed. Res. Int. 2019, 3069347. [CrossRef]

Figueroba, S.R.; Desjardins, M.P; Ferreira, L.E.N.; Berto, L.A.; Valdrighi, H.C.; Groppo, F.C. The influence of altered occlusion on
pro-inflammatory cytokine levels in the TM]J synovial tissues of rats. Archs. Dent. Biol. 2014, 59, 1164-1171. [CrossRef] [PubMed]
Desai, S.; Johnson, D.L.; Howes, R.L; Rohrer, M.D. Changes in the rabbit temporomandibular joint associated with posterior
displacement of the mandible. Int. J. Prosthodont. 1996, 9, 46-57.

Zurfluh, M.A; Kloukos, D.; Patcas, R.; Eliades, T. Effect of chin-cup treatment on the temporomandibular joint: A systematic
review. Eur. J. Orthod. 2015, 37, 314-324. [CrossRef] [PubMed]

Folke, L.E.A; Stallard, R.E. Condylar adaptation to a change in intermaxillary relationship. J. Periodont. Res. 1966, 1, 79-89.
[CrossRef] [PubMed]

Meikle, M.C. Remodeling the Dentofacial Skeleton: The Biological Basis of Orthodontics and Dentofacial Orthopedics. J. Dent.
Res. 2007, 86, 12-24. [CrossRef]

Breitner, C. Further investigations of bone changes resulting from experimental orthodontic treatment. Am. J. Orthod. Dent.
Orthop. 1941, 27, 605-632. [CrossRef]

Janzen, EK.; Bluher, ].A. The cephalometric, anatomic, and histologic changes in Macaca mulatta after application of a continuous-
acting retraction force on the mandible. Am. J. Orthod. 1965, 51, 803-878. [CrossRef]

Almarza, A.].; Brown, B.N.; Boaz Arzi, B.; Angelo, D.E; Chung, W.; Badylak, S.F.; Detamore, M. Preclinical Animal Models for
Temporomandibular Joint Tissue Engineering. Tissue Eng. Part. B Rev. 2018, 24, 171-178. [CrossRef] [PubMed]

Herring, S.W. TMJ anatomy and animal models. ]. Musculoskelet. Neuronal. Interact. 2003, 3, 391-394. [PubMed]

Suzuki, A.; Iwata, J. Mouse genetic models for temporomandibular joint development and disorders. Oral. Dis. 2016, 22, 33-38.
[CrossRef]

Shamseer, L.; Moher, D.; Clarke, M.; Ghersi, D.; Liberati, A.; Petticrew, M.; Shekelle, P.; Stewart, L.A.; PRISMA-P Group. Preferred
reporting items for systematic review and meta-analysis protocols (PRISMA-P) 2015: Elaboration and explanation. BMJ 2015, 350,
g7647. [CrossRef]

Higgins, ].P.T.; Green, S. Cochrane Handbook for Systematic Reviews of Interventions Version 5.1.0. [updated March 2011]. The
Cochrane Collaboration, London. 2011. Available online: www.cochrane-handbook.org (accessed on 31 August 2018).

Liberati, A.; Altman, D.G,; Tetzlaff, ].; Mulrow, C.; Getzsche, P.C.; Ioannidis, ].P; Clarke, M.; Devereaux, PJ.; Kleijnen, J.; Moher, D.
The PRISMA statement for reporting systematic reviews and meta-analyses of studies that evaluate health care interventions:
Explanation and elaboration. J. Clin. Epidemiol. 2009, 62, e1-e34. [CrossRef]

Hooijmans, C.R.; Rovers, M.M.; de Vries, R.B.; Leenaars, M.; Ritskes-Hoitinga, M.; Langendam, M.W. SYRCLE’s risk of bias tool
for animal studies. BMC Med. Res. Methodol. 2014, 14, 43. [CrossRef] [PubMed]

Borenstein, M.; Hedges, L.V.; Higgins, ].P.T.; Rothstein, H.R. Introduction to Meta-Analysis; Wiley: Chichester, UK, 2009.
DerSimonian, R.; Laird, N. Meta-analysis in clinical trials. Control. Clin. Trials 1986, 7, 177-188. [CrossRef]

Asano, T. The effects of mandibular retractive force on the growing rat mandible. Am. . Orthod. Dentofac. Orthop. 1986, 90,
464-474. [CrossRef]

Hua, X,; Xiong, H.; Han, G.; Cheng, X. The effects of gradually induced backward movement of the mandible by a Twin Inclined
Plane Device in rats. Angle. Orthod. 2012, 82, 839-845. [CrossRef] [PubMed]

Ngiam, J.; Cistulli, P.A. Dental Treatment for Paediatric Obstructive Sleep Apnea. Paed. Resp. Rev. 2015, 16, 174-181. [CrossRef]
Nguee, A.A.M.; Ongkosuwito, E.M.; Jaddoe, VW.V.; Wolvius, E.B.; Kragt, L. Impact of orthodontic treatment need and deviant
occlusal traits on oral health-related quality of life in children: A cross-sectional study in the Generation R cohort. Am. J. Orthod.
Dentofac. Orthop. 2020, 157, 764-772. [CrossRef]

Sommerlad, B.C. Management of cleft lip and palate. Curr. Pediatr. 1994, 4, 189-195. [CrossRef]

Ghafari, J.G. Centennial inventory: The changing face of orthodontics. Am. J. Orthod. Dentofac. Orthope. 2015, 148, 732-739.
[CrossRef] [PubMed]

Aersens, ].; Boonen, S.; Lowet, G.; Dequeker, J. Interspecies Differences in Bone Composition, Density, and Quality: Potential
Implications for in Vivo Bone Research. Endocrinology 1998, 139, 663—670. [CrossRef]


http://doi.org/10.1038/bdjopen.2017.21
http://doi.org/10.1259/dmfr/75047143
http://www.ncbi.nlm.nih.gov/pubmed/21493882
http://doi.org/10.1016/j.tripleo.2011.06.005
http://doi.org/10.1016/j.jss.2012.06.016
http://doi.org/10.1043/0003-3219(1986)0562.0.CO;2
http://doi.org/10.1002/aja.1001700109
http://doi.org/10.1155/2019/3069347
http://doi.org/10.1016/j.archoralbio.2014.07.003
http://www.ncbi.nlm.nih.gov/pubmed/25103542
http://doi.org/10.1093/ejo/cju048
http://www.ncbi.nlm.nih.gov/pubmed/25179261
http://doi.org/10.1111/j.1600-0765.1966.tb01848.x
http://www.ncbi.nlm.nih.gov/pubmed/4224185
http://doi.org/10.1177/154405910708600103
http://doi.org/10.1016/S0096-6347(41)90224-7
http://doi.org/10.1016/0002-9416(65)90251-4
http://doi.org/10.1089/ten.teb.2017.0341
http://www.ncbi.nlm.nih.gov/pubmed/29121815
http://www.ncbi.nlm.nih.gov/pubmed/15758330
http://doi.org/10.1111/odi.12353
http://doi.org/10.1136/bmj.g7647
www.cochrane-handbook.org
http://doi.org/10.1016/j.jclinepi.2009.06.006
http://doi.org/10.1186/1471-2288-14-43
http://www.ncbi.nlm.nih.gov/pubmed/24667063
http://doi.org/10.1016/0197-2456(86)90046-2
http://doi.org/10.1016/0889-5406(86)90106-X
http://doi.org/10.2319/101011-633.1
http://www.ncbi.nlm.nih.gov/pubmed/22356703
http://doi.org/10.1016/j.prrv.2014.11.002
http://doi.org/10.1016/j.ajodo.2019.06.015
http://doi.org/10.1016/0957-5839(94)90049-3
http://doi.org/10.1016/j.ajodo.2015.08.011
http://www.ncbi.nlm.nih.gov/pubmed/26522032
http://doi.org/10.1210/endo.139.2.5751

Animals 2021, 11, 823 14 of 14

66.

67.

68.

69.

70.

71.

72.

73.

74.

Sim, H.Y.; Kim, H.S,; Jung, D.U.; Lee, H.; Han, Y.S.; Han, K.; Yun, K.I. Investigation of the association between orthodontic
treatment and temporomandibular joint pain and dysfunction in the South Korean population. Korean J. Orthod. 2019, 49, 181-187.
[CrossRef] [PubMed]

Maspero, C.; Farronato, M.; Bellincioni, F.; Cavagnetto, D.; Abate, A. Assessing mandibular body changes in growing subjects: A
comparison of CBCT and reconstructed lateral cephalogram measurements. Sci. Rep. 2020, 10, 11722. [CrossRef] [PubMed]
Abate, A.; Cavagnetto, D.; Rusconi, EML.E.; Cressoni, P.; Esposito, L. Safety and Effects of the Rapid Maxillary Expander on
Temporomandibular Joint in Subjects Affected by Juvenile Idiopathic Arthritis: A Retrospective Study. Children 2021, 8, 33.
[CrossRef] [PubMed]

Bruschi, G.B.; Crespi, R.; Cappare, P; Gherlone, E. Transcrestal sinus floor elevation: A retrospective study of 46 patients up to 16
years. Clin. Implant. Dent. Relat. Res. 2012, 14, 759-767. [CrossRef]

Hunter, W.S.; Baumrind, S.; Popovich, E; Jorgensen, G. Forecasting the timing of peak mandibular growth in males by using
skeletal age. Am. J. Orthod. Dentofac. Orthop. 2007, 131, 327-333. [CrossRef] [PubMed]

Mito, T.; Sato, K.; Mitani, H. Predicting mandibular growth potential with cervical vertebral bone age. Am. J. Orthod. Dentofac.
Orthope. 2003, 124, 173-177. [CrossRef]

Farronato, M.; Cavagnetto, D.; Abate, A.; Cressoni, P.; Fama, A.; Maspero, C. Assessment of condylar volume and ramus height
in JIA patients with unilateral and bilateral TMJ involvement: Retrospective case-control study. Clin. Oral. Investig. 2020, 24,
2635-2643. [CrossRef]

Abate, A.; Cavagnetto, D.; Fama, A.; Maspero, C.; Farronato, G. Relationship between Breastfeeding and Malocclusion: A
Systematic Review of the Literature. Nutrients 2020, 12, 3688. [CrossRef] [PubMed]

Wang, S.; Sun, Y.; Xu, Y.; Xia, L.; Li, H.; Hua, X. Effect of twin inclined plane appliance on the mandible morphology in growing
rats. Med. . Wuhan Univ. 2019, 40, 323-327.


http://doi.org/10.4041/kjod.2019.49.3.181
http://www.ncbi.nlm.nih.gov/pubmed/31149608
http://doi.org/10.1038/s41598-020-68562-6
http://www.ncbi.nlm.nih.gov/pubmed/32678176
http://doi.org/10.3390/children8010033
http://www.ncbi.nlm.nih.gov/pubmed/33430404
http://doi.org/10.1111/j.1708-8208.2010.00313.x
http://doi.org/10.1016/j.ajodo.2006.09.036
http://www.ncbi.nlm.nih.gov/pubmed/17346587
http://doi.org/10.1016/S0889-5406(03)00401-3
http://doi.org/10.1007/s00784-019-03122-5
http://doi.org/10.3390/nu12123688
http://www.ncbi.nlm.nih.gov/pubmed/33265907

	Introduction 
	Materials and Methods 
	Eligibility Criteria 
	Information Sources and Search Strategy 
	Study Selection 
	Data Collection 
	Risk of Bias in Individual Studies 
	Summary Measures and Shaping of Results 

	Results 
	Study Selection 
	Study Characteristics 
	Risk of Bias within Studies 
	Results of Individual Studies 

	Discussion 
	Summary of Evidence 
	Strengths and Limitations 
	Recommendations for Future Research 

	Conclusions 
	References

