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Objective: The aim of this systematic review was to provide a comprehensive synthesis of available evidence
evaluating the effect of dietary loading on temporomandibular joint/condyle, condylar cartilage, alveolar bone
of the mandible and the periodontal ligament in healthy mice and rats.
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Design: Medline via PubMed, EMBASE and Open Grey databases were searched for published and unpublished
literature. Search terms included “mandiblular condyle”, “alveolar bone”, “temporomandibular joint”, “condylar
cartilage”, “periodontal ligament”, “rat”, “mice”. After data extraction, risk of bias (SYRCLE) and reporting
quality (ARRIVE) were assessed. Random effects meta-analyses were performed for the outcomes of interest
where applicable.

Results: A total of 33 relevant articles were considered in the systematic review, while only 6 studies were
included in the quantitative synthesis. Risk of Bias in all studies was judged to be unclear to high overall, while
reporting quality was suboptimal. Comparing soft to hard diet animals, significantly reduced anteroposterior
condylar length (4 studies, weighted mean difference: —0.40 mm; 95% CI: —0.47, —0.32; p < 0.001) and
width (4 studies, weighted mean difference: —0.043 mm; 95% CI: —0.51, —0.36; p < 0.001) were found in
rats. Decreased anteroposterior condylar dimensions were detected for mice as well (2 studies, weighted mean
difference: —0.049; 95% CI: —0.56, —0.43; p < 0.001).

Conclusions: Overall, there was strong evidence to suggest a significant effect of soft diet on reduced condylar
dimensions in rodents; however, there is need for further high quality experimental studies to inform current
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knowledge on condylar cartilage, alveolar bone and periodontal ligament related outcomes.

1. Introduction

During the course of human evolution, adaptations in human dental
apparatus and craniofacial complex have taken place. Maxillary and
mandibular bones have decreased in size, giving rise in tooth to alveolar
bone discrepancies (Hanihara, Inoue, Ito, & Kamegai, 1981; Shiono, Ito,
Inuzuka, & Hanihara, 1982) and increasing prevalence of malocclusions
(Kelly & Harvey, 1977). According to anthropologic data, this is a re-
latively recent phenomenon whereas a much lower incidence of mal-
occlusions has been reported for “primitive” populations (Beyron,
1964; Hunt, 1961; Liu, 1977; Lombardi & Bailit, 1972; Price, 1936;
Wood, 1971). Notwithstanding, the form to function relationship of the
jaws is genetically controlled and this has been demonstrated in in-
herited occlusal patterns pertaining within families (Kraus, Wise, &
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Frei, 1959; Lundstrom, 1948) or in whole ethnic groups (Bjork, 1947;
Cotton, Takano, & Wong, 1951; Craven, 1958); however not all phe-
notypic changes are due to the underlying genetic information. In early
1900s, the German anatomist and surgeon Wolff discovered that the
internal architecture of femoral bone responds to external mechanical
stress (Wolff, 2010). This constant adaptation of the trabecular bone
can also be observed in the condylar process of the mandible and is
ultimately based on variations in the level of activity of masticatory
muscles.

In industrialized communities, life circumstances have changed
dramatically with a subsequent impact on nutrition consistency. The
dietary pattern has switched to “modern” processed diet which is softer
and which goes along with a more limited use of the masticatory ap-
paratus (Corruccini & Lee, 1984; Waugh, 1937). The masticatory
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system itself is a complex neuro-musculoskeletal system constituting
from different parts, containing the horseshoe-shaped lower jaw body
(corpus mandibulae) that supports the alveolar bone process which
houses the teeth and their surrounding periodontal ligament. The lower
jaw as a whole is connected with the masticatory muscles and the
temporomandibular joint (TMJ) to the rest of the skull. The TMJ has
always been the center of research interest as it consists of the condylar
process and cartilage which is a highly adaptive and respondent to
mechanical stress tissue (Fames & Schneider, 2008). As the force ex-
erted on the TMJ is assumed to be greater during the mastication of
hard food in contrast to softer diets (Boyd, Gibbs, Mahan, Richmond, &
Laskin, 1990), a change in food consistency would inevitably pose an
effect on the structures of the craniofacial system.

Due to ethical reasons, experimental evidence in human is very
difficult to prove; however, a number of parameters have been ex-
amined in laboratory animal models. Rodents and in particular mice
and rats have been used for this purpose since they are easy to handle,
inexpensive to maintain and show a close genetic background to
human, making them a convenient animal model for use. Animal stu-
dies in general have shown a direct causal relationship between re-
duced masticatory muscle function and modified dietary consistency.
Soft diet has been linked with alterations in the muscle fiber compo-
sition, decreased fiber diameter, reduced total muscle weight and re-
duced masticatory muscle strength, which in turn has a subsequent
effect on the craniofacial complex especially in growing animals
(Beecher & Corruccini, 1981b; Kiliaridis & Shyu, 1988; Kiliaridis,
Engstrom, & Thilander, 1988; Moore, 1965).

Although extensive animal studies have been published addressing
the impact of dietary consistency upon both the hard and soft tissues,
no systematic review has been performed in an attempt to place in-
dividual study conclusions into the appropriate context.

Therefore, the objective of this systematic review was to provide a
comprehensive synthesis evaluating the effect of dietary loading on
temporomandibular joint/condyle, condylar cartilage, alveolar bone of
the mandible and the periodontal ligament in healthy mice or rats.

2. Material and methods

The Preferred Reporting Items for Systematic Reviews and Meta-
Analyses (Liberati et al., 2009; Moher, Liberati, Tetzlaff, & Altman,
2009) were followed for reporting of this systematic review.

2.1. Eligibility criteria

The following inclusion criteria were applied:

- Study design: Randomized or non-randomized experimental stu-
dies involving rodents were considered.

- Population/ Animal: Any laboratory strain of rat or mice at any
age.

- Interventions: Soft diet administration for a given time period

- Comparators: Hard/Normal diet administration for a similar time
period.

- Outcome measures: Effect of different type of dietary loading (i.e.
soft/hard) on: 1. Temporomandibular joint/condylar process, 2.
Condylar Cartilage, 3. Alveolar bone of the mandible and 4.
Periodontal ligament.

Exclusion Criteria:

- In vitro studies

- Animal studies without a comparison group

- Animal studies involving diet switching (from hard to soft and/or
vice versa)

- Not healthy animal populations (i.e., diabetic, ovariectomized etc)
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- Animals being subject to other simultaneous interventions (i.e. in-
cisor trimming, bite-blocks etc.)
- Studies pertaining to molecular, genetic, biochemical outcomes.

2.2. Search strategy

Electronic search within the following databases was undertaken in
January 14, 2017, while no language restrictions were applied: Medline
via Pubmed and EMBASE were searched. Moreover, unpublished lit-
erature was searched in Open Grey using the terms «diety AND «rat OR
mice». Hand searching of the reference lists of the retrieved full text
articles was also conducted. Authors of original studies were contacted
for data clarification if needed. Full search strategy implemented in
Medline via Pubmed is presented in Appendix A.

2.3. Data extraction

Data extraction was performed on standardised piloted forms by one
independently working reviewer (RS) and confirmed by a second (DK),
both of whom were not blinded to author identity and study origin.
Titles and abstracts were examined first, while at a second stage full
text screening of the potential for inclusion articles was employed.
Information was obtained from each included study on study design,
population (type of animal), interventions, comparators and outcomes.
In addition, information on duration of experiment and age of animals
at the beginning of the active period of study was recorded. Any dis-
agreements or ambiguity were resolved after consultation with a third
author (TE).

2.4. Reporting quality

Reporting quality of the studies was assessed based on adherence to
ARRIVE guidelines for reporting of animal studies (Kilkenny, Browne,
Cuthill, Emerson, & Altman, 2010). According to completeness of re-
porting, the reporting quality was judged as “clearly inadequate”,
“possibly inadequate” and “clearly adequate”. A grading system of 20
items contributed to the overall judgement of reporting quality
(Table 1).

2.5. Risk of bias within studies

Risk of bias (RoB) in individual studies was assessed in line with the
SYstematic Review Centre for Laboratory animal Experimentation

Table 1
Checklist of the 20 items corresponding to the ARRIVE guidelines.
Items
1 Title
2 Abstract
3 Background
4 Objectives
5 Ethical statement
6 Study design
7 Experimental procedures
8 Experimental animals
9 Housing and husbandry
10 Sample size
11 Allocating animals to experimental groups
12 Experimental outcomes
13 Statistical methods
14 Baseline data
15 Numbers analyzed
16 Outcomes and estimation
17 Adverse events
18 Interpretation/scientific implications
19 Generalizability/translation
20 Funding
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(SYRCLE) RoB tool for animal studies (Hooijmans et al., 2014). In
particular, the following ten domains were considered: 1. Sequence
generation, 2. Baseline characteristics, 3. Allocation concealment, 4.
Random housing, 5. Blinding of researchers, 6. Random outcome as-
sessment, 7. Blinding of outcome assessors, 8. Incomplete outcome
data, 9. Selective outcome reporting, 10. Other sources of bias.

An overall assessment of the risk of bias was made for each included
study (high, unclear, low). Studies with at least 1 item designated to be
at high risk of bias were regarded as having an overall high risk of bias.
Reports with unclear risk of bias for one or more key domains were
considered to be at unclear risk of bias and studies with low risk of bias
in all domains were rated as low risk of bias.

2.6. Summary measures and data synthesis

Clinical homogeneity of included studies was assessed through the
examination of individual trial settings, eligibility criteria, interven-
tions, experimental conditions, animal age and observation time.
Statistical heterogeneity was examined through visual inspection of the
confidence intervals (CIs) for the estimated treatment effects on forest
plots. Also, a chi-square test was applied to assess heterogeneity; a p-
value below the level of 10% (p < 0.1) was considered indicative of
significant heterogeneity (Higgins, Thompson, Deeks, & Altman, 2003).
12 test for homogeneity was also undertaken to quantify the extent of
heterogeneity.

Random effects meta-analyses were conducted as they were con-
sidered more appropriate to better approximate expected variations in
studies’ settings. Treatment effects were calculated through pooled
weighted mean differences (WMD) in all outcome related parameters
with associated 95% Confidence Intervals (95% CIs) and Prediction
Intervals where applicable (at least 3 trials needed).

2.7. Risk of bias across studies

If more than 10 studies were included in meta-analysis, publication
bias was to be explored through standard funnel plots.

2.8. Additional analyses

Sensitivity analyses were pre-specified to explore and isolate the
effect of studies with low risk of bias on the overall treatment effect if
both low and higher risk of bias studies were included.

3. Results
3.1. Search details

The flow diagram of the study selection is presented in Fig. 1. The
electronic search identified 995 articles, while records of 20 articles
were identified after hand searching of the included for full-text eva-
luation studies. After the review of the titles, the abstracts and the full
text manuscripts 33 studies were considered eligible for inclusion in the
review, while 6 were eligible for quantitative evaluation.

3.2. Study design and location

In 15 studies (Abed, Buschang, Taylor, & Hinton, 2007; Bresin,
Kiliaridis, & Strid, 1999; Endo, Mizutani, Yasue, Senga, & Ueda, 1998;
Enomoto et al., 2010, 2014; Guerreiro et al., 2013; Hichijo et al., 2014;
Hinton & Carlson, 1986; Ikeda, Yonemitsu, Takei, Shibata, & Ono,
2014; Kingsmill, Boyde, Davis, Howell, & Rawlinson, 2010; Maki,
Nishioka, Shioiri, Takahashi, & Kimura, 2002; McFadden, McFadden, &
Precious, 1986; Shimizu et al.,, 2013; Tanaka et al., 2007; Vaid,
Pradhan, & Chakrabarti, 2002), the animals were randomly allocated to
either hard or soft diet feeding group, although no details of the ran-
domization procedure were reported. In the rest (n = 18) of the studies
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(Barber, Green, & Cox, 1963; Beecher & Corruccini, 1981a; Bouvier &
Hylander, 1984; Bouvier & Zimny, 1987; Bouvier, 1988; Bresin,
Johansson, & Kiliaridis, 1994, 1999; Ito, Mitani, & Kim, 1988;
Kiliaridis, Bresin, Holm, & Strid, 1996; Mavropoulos, Odman, Ammann,
& Kiliaridis, 2010; Odman, Mavropoulos, & Kiliaridis, 2008; Orajarvi
et al., 2011, 2012; Orajarvi, 2015; Stahl & Dreizen, 1964; Tiilikainen,
Raustia, & Pirttiniemi, 2011; Watt & Williams, 1951; Yamada &
Kimmel, 1991) no obvious randomization was done or allocation was
implemented by convenience. The country of origin (according to
corresponding author affiliation) of the studies were Japan (Endo et al.,
1998; Enomoto et al., 2010, 2014; Hichijo et al., 2014; Ikeda et al.,
2014; Ito et al., 1988; Maki et al., 2002; Shimizu et al., 2013; Tanaka
etal., 2007; Yamada & Kimmel, 1991), United States (Abed et al., 2007;
Barber et al., 1963; Beecher & Corruccini, 1981a; Bouvier & Zimny,
1987; Bouvier, 1988; Hinton & Carlson, 1986; Stahl & Dreizen, 1964),
Finland (Orajarvi et al., 2011, 2012; Orajarvi, 2015; Tiilikainen et al.,
2011), Sweden (Bresin et al., 1994, 1999; Kiliaridis et al., 1996; Odman
et al., 2008), Canada (McFadden et al., 1986; Watt & Williams, 1951),
Switzerland (Kiliaridis, Thilander, Kjellberg, Topouzelis, & Zafiriadis,
1999; Mavropoulos et al., 2010), Brazil (Guerreiro et al., 2013), India
(Vaid et al., 2002), Puerto Rico (Bouvier & Hylander, 1984) and United
Kingdom (Kingsmill et al., 2010). In the subgroup of studies dealing
with temporomandibular joint/condyle of rats (Barber et al., 1963;
Beecher & Corruccini, 1981a; Bouvier & Hylander, 1984; Bouvier &
Zimny, 1987; Bouvier, 1988; Bresin et al., 1999; Endo et al., 1998;
Guerreiro et al., 2013; Hinton & Carlson, 1986; Ikeda et al., 2014;
Kiliaridis et al., 1996, 1999; Maki et al., 2002; McFadden et al., 1986;
Odman et al.,, 2008; Tanaka et al., 2007; Vaid et al., 2002; Watt &
Williams, 1951; Yamada & Kimmel, 1991) the sample size ranged from
3 to 30 for both the hard and the soft diet animals The sample size for
rat condylar cartilage (Bouvier, 1988; Bouvier & Hylander, 1984; Endo
et al., 1998; Hichijo et al., 2014; Hinton & Carlson, 1986; Ikeda et al.,
2014; Kiliaridis et al., 1999; Orajarvi et al., 2011, 2012; Orajarvi, 2015;
Tiilikainen et al., 2011; Vaid et al., 2002; Yamada & Kimmel, 1991)
ranged from 3 to 16, while for the mandibular alveolar bone (Abed
et al., 2007; Bresin et al., 1999; Kiliaridis et al., 1996; Kingsmill et al.,
2010; Mavropoulos et al., 2010; Odman et al., 2008; Shimizu et al.,
2013; Tanaka et al., 2007; Watt & Williams, 1951; Yamada & Kimmel,
1991), six to 30 animals were recruited. As for the rat periodontal li-
gament outcome (Bresin et al., 1999; Stahl & Dreizen, 1964), thirteen to
fourteen animals were used.

In the subgroup of the mouse temporomandibular joint/condyle
(Enomoto et al., 2010; Ito et al., 1988) the sample size ranged from 5 to
20. One study with results pertaining to mouse condylar cartilage was
found (Enomoto et al., 2014), consisting of 5 animals in each group.
There were no results of interest regarding either the mandibular al-
veolar bone or the periodontal ligament.

3.3. Animal population

A total number of 33 studies were included in the review. Thirty
studies using rat populations with a total number of 833 animals were
considered (250 females and 583 males). Male rats were used in 18
studies (Abed et al., 2007; Barber et al., 1963; Bouvier & Hylander,
1984; Bresin et al., 1994, 1999; Endo et al., 1998; Guerreiro et al.,
2013; Hichijo et al., 2014; Hinton & Carlson, 1986; Ikeda et al., 2014;
Kiliaridis et al., 1996, 1999; Maki et al., 2002; Mavropoulos et al.,
2010; Odman et al., 2008; Shimizu et al., 2013; Stahl & Dreizen, 1964;
Tanaka et al., 2007), female in 6 (Kingsmill et al., 2010; Orajarvi et al.,
2011, 2012; Orajarvi, 2015; Tiilikainen et al., 2011; Yamada & Kimmel,
1991) while 6 studies used both sexes (Beecher & Corruccini, 1981a;
Bouvier & Zimny, 1987; Bouvier, 1988; McFadden et al., 1986; Vaid
et al., 2002; Watt & Williams, 1951). The age at the beginning of the
intervention ranged from 2 weeks to 4 months for the rat species, while
most of the studies used 3 week old animals (63,3%) (Table 2). In ad-
dition, three studies dealing with mice (Enomoto et al., 2010, 2014; Ito
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Fig. 1. PRISMA flow diagram for the identification and selection of eligible studies.

et al., 1988), consisting of a total number of 240 animals (all males)
were considered. The starting age for these species ranged from 2 to 3
weeks (Table 3).

3.4. Interventions and observation period

Rats

The observation period for the subgroups of separate outcomes
ranged as follows: for the temporomandibular joint/condyle from 26
days to 27 weeks, for the condylar cartilage from 7 days to 17 weeks,
for the mandibular alveolar bone from 4 weeks to 27 weeks and for the
molar periodontal ligament from 4 weeks up to 66 weeks (Table 2).

Mice

The observation period regarding temporomandibular joint/con-
dyle ranged from 1 week to 18 weeks while for the condylar cartilage
from 1 week to 4 weeks respectively. There were no results for the
mouse mandibular alveolar bone or the molar periodontal ligament
(Table 3).

3.5. Outcomes

The four parameters of interest were evaluated for rats and mice
independently and subdivided in different subgroups.
Rats (Table 2)
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1 Temporomandibular joint/condylar process:
o X- ray findings
e Histologic/histomorphometric findings
e Condyle length measurements (either anteroposterior length or
length of the condyle process perpendicular to a tangent to the
notches)
® Condyle width measurement
® Area of condylar process measurement
2 Condylar Cartilage:
o Thickness of condylar cartilage (histologic zones)
e Condylar cartilage depth
3 Alveolar bone of the mandible:
e X- ray findings
e Height of molar alveolar bone
e Width of molar alveolar bone
4 Periodontal ligament:
e Width of periodontal space

Mice (Table 3)

1 Temporomandibular joint/condylar process:
e Condyle length measurement
e Condyle width measurement

2 Condylar Cartilage in general



Archives of Oral Biology 94 (2018) 33-47

R. Scheidegger et al.

(28pd 1x2u UO panunuU0d)

'syPaM £ 191Je I3u9[ Je[Apuod pue eare

ss9201d Te[Apuod S pue qH U92M19q IUSIYIP ON :0D/[IALL
*SY99M /T J9)Je S[eWIUR (JH Ul PIsSBaIddp

sem Y819y auoq IBJOIATE Je[owl Jo1)sod pue IoLRIUY NGV
'S)eaM () I9)Je 9PIS IR[OSATR [B2ONq

9} UO DUSIIP OU SeM 3I3Y] S[IYM 9PIs ITe[oaA[e [endul]
9Y) UO A)ISUSP UOTIBZI[RISUIUI U] 3SBIIIUT UR 0) PE3] IAIP 3OS
*(3yS1oMm 10J UOTIIDLI0D

191y pareaddesip sdUSIAIP SIYY) Sy9oMm [ejusuILIadxe

(C 19)Je S[eWIUR (JS Ul SWN[OA dUO( JO JUNOWE I3[[eWS NIV
'SY9IM /T IoYJe S[ewruR

(H Ul paseaIdul Sem [IPIM 9U0q JR[OJAJR I[IYM ‘S[RuIIUR

S UT paseaIdul 9q 0) punoj sem Y319y aU0q JR[OIATE TB[OIA
‘pouiad [eyuswiLadxo syoam LT

I9)Je S[RWIUR (IS Ul PISBAIdU SEM JUWIN[OA dUO]/JIRJINS U0
pue uoneredss Ie[ndaqen) seaIoyMm ‘S[eWIUR (H Ul Pasealdul
sem A)ISUSP AJIATIDQUUOD PUR J2QUNU JBNIIqRI] ‘SSAUDIY)
Ie[ndaqen) ‘QWNJoA IB[NJIGeI}/SUWN[OA dU0q oney NGV
-3upasy

191p Jos sAep G 01 pareduwiod 3urpasy 19Ip pIey sAep €g 1oje
s8urpuy aures ‘3urpasj 191p 1Jos shep o 01 paredwod Surpasy
191p paey sAep ¢¢ 191k ssauwdIY) 93e[nIed [210) IOYIIYL VD

sAep 9 Io)e s[ewrue (Y Ul I9Ae[ aAneIdjIjoid INIIYL YD

s[ewue S pue (H Uaam1aq syuawdas ¢ e

ur sAep 9f Io)je SSEWDIY) 98e[1Ied [eI0) Ul DUIIYIP ON VD
s[ewrtue s

Ul paseaIdul SeM WIN[OA Te)s 9deds MOLIRW SBAIdYM ‘SYoaM
6 J19)Je S[eWIUR H Ul PISEaIdUl SeM SUIN[OA IB)S Je[ndaqer)
13 Ipmm Suroeds JTemoaqer “I9qUINU Je[ndaqer) ‘SsauwpIy)
Ie[ndaqer) ‘QWNJoA Ie[NddJes)/dWn[oA auoq oney NGV

s[ewrtue (qH pue S Usamiaq

sAep G 191e YISUS[ JR[APUOD UI DUIDYIP ON :0D/fILL
s[ewue

QH Ul $Y29M T Io)Je SSIWDI) S3[IIed [210) JIYL VD
SUOI3aI1 ¢ [[e Ul SABD /{ Jo)je s[ewiue qH UI SSOWOIY}

auoz drydonradAy pue ssauydIy) a8e[nied 2101 PYIIYL VD
Bumoeds

Iemoaqen pue uoneredss JeMdaqer) ‘ISqUNU JeNISqer)

ul sfewrfue (S 3 H U99M19q DUSIDYIP OU SEM 2191 J[IYM
sfewrue S jo uor3ar -isod 3 ‘dns ur JoMO] Sem SSIUITYI
Ie[ndaqen) ‘S[ewue (S JO SUOISAI € [[ UI J9MO] SeM SUWIN[OA
IB[ND2qEI)/WN[OA U] 0Nl 3} SABD /i IOV :0D/[INLL
syuawdas ¢ [re

ur sAep /g 191Je S[eWUR (S Ul SSSUWDIY) Paonpai Ing sjuawdas
€ [[e Ul SAep £ I91Je DUSIJJIP SSOUWNDIY) 93e[I1Ied [810) ON VD

S[ewIuR J91p
1JOs SnsIaA pIeH

Ss[ewrue 191p
1JOs SNsSI9A pIeH

s[ewrue J91p
1JOs SNsSIoA pIeH

s[ewrue J91p
1JOS SNSISA pIeH

s[ewrue 191p
1JOs SnsIoA pIeH

s[ewrue 191p
1JOs SnsIoA pIeH

s[ewrue 191p
1JOs SnsSIaA pIeH

s[ewrue J91p
1JOS SNSIoA pIeH

s[ewue J91p
1JOS SNSIdA pIeH

S[ewrue 191p
1JOs snsIdA pIeH

Ss[ewrue 191p
1JOs SnsI9A pIeH

*9pIs Ie[OdATR Ten3ul]

PUE [20Nq 9Y) UO A)ISUSP [BISUTW Y} JUTULIDIP 01 NHS-ASD
“Te[oul ,,€ 3} 0} , T Y} WOl uonedIny

9} UT SWNJOA U0 JO JUNOUIR ) SUTULISIAP 0) SISA[RUER D -OIIA

s D -0 uo sadide

Ie[owl T 9} JO [9AS[PIU dY} JB SUO( IB[OSATR IR[OW U3 JO YIPIM
s 1D -OIOTW UO IBJOW ISIY 9Y) JO UONBIINJI] Y} 0) [eued
Ie[NQIpURU JY) WOIJ PIINSEIW SUO] IR[OIATR Te[ou 31} Jo 1YSIoH
1001 Jejour

151y a1} [edIde pue UsaMId] U0 IR[ODA[R 3] JO SISA[RUR 1D -OITA

SUOND9s [BI10[0ISIY UO UONIIS [eNIdes [enuad 1sow 9y} jo 1red
J0112dNS JSOUI S UT SSAWNIIY] 93L[1IIeD [810) Y} JO JUSWRINSEI
SUOTI9S

[e2130[03SIY U0 UOND3s [eNides [eNUID Jsouwr Y] jo red oradns
QU Ul SSaWDIY) J9Ae[ a8e[nIed dAneId)I[01d JO JUSURINSEIA
suonas [ea13o701siy jo (syrdudf renbs jo

sjuauidas 3sod R *dns Jsowr “jue Ul PIPIAIP) UOIIIAS [e1I13es [eNUID
10Ul 9] UT SSAWYIY] 93e[1Ied JR[APUOD [10) JO JUSUIDINSEIIN

uo13ar rejour

1SI1J 9Y) U 9U0Q TRJOSAE JB[NITPEI -I9UT 3} JO SISATRUR LD -OITA
(damd

JeApuod a3 jo uoniod 1say31y a3 03 dn auyj Jeyy o3 rendipuadied
PaINSEaUI USY) PUE SIYDIOU ) 0} aul] Juadue)) sa[qIpuew

£1p jo sydeidojoyd [eraje| uo Juswainseaw YP3us| A[ApuoD
SuONas [ed130[0ISIY [eNISes -PIW JO UOISDI AIRIPIULIAIUT

S UT SSAWIIY) 93eNIed IR[APUO0D [€10) S JO JUSUIRINSEIN

suonas [eardo[oisty uo (uordar 3sod

33 *dns “Jue Ul PapPIAIP) UOTIDDIIP [eNIISes-prur Ul ssawydIY) a8e[nIed
Ie[ApUod [e10] 31} JO JUSWINSEIN 'suoIdar sod 3 *dns jsour “jue
ur papIAIp suawdads IejApuod [enides -piul jo sisA[eue D -OIIA
SuoTI3s [ed130[0ISIY JO

(syuaw3as "3sod 2 “dns Jsour “jue Ul PaPIAIP) UOTIIDS [€1I13eS [RIIUID
IS0 Y} UT SSADIY) d8e[1Ied Je[APU0d [230] 33 JO JUSWRINSLIA

(as ze sa
dH 91) $oam ¢ jo a8e a3 Je sye1 Aoyme( andeids ofew 8¢

(as £sa dH
£) sqiuour g jo 93e 9y Je (urens Ies[oun) sjel a[ewaj 41

(as e sa
dH 91) Soam ¢ jo a8e o] Je sye1 Aoyme(q andeids srew 8¢

(S8 XTSAAHB8 X T)
syeam ¢ jo a3e ay e sje1 A9yme( andeids sfewd) gg

(assgsa
QH 8) Syeam ¢ Jo a8k a1 Je (Urens Iea[oun) sjel [ewd) 91

(asgsa
dH 8) $}oaMm ¢ Jo 38 3]} Je (Urens Ied[oun) sjel S[ewaj 91

(dS 9 sA @H 9) Soam ¢ Jo a3e 9 Ik SJI IRISIM d[eW g1

(QS TT sA QH TT) $4eam
¢ jo 28e o) e (Snd132AIOU SNUIq[e) S}el IRISIM S[BW T

(dS £ sA @H £) SYoam ¢ jo a3 oY) Ik SJel IeISI\ S[eW 4

(dS 0T SA @H 0OT) SYoam ¢ Jo a3e Y] Je s)el IeISIM d[eW OF
(as < sa @H 8) dnoid reyuswrrodxe skep /g ©

pue (s 9 sa H 8) dnoid reyuswitiadxs sAep £ e Ul papIalp
sfep 09 jo a8e oy Je (Urens Ies[dun) sjel AU 67

(8002) 'Te 1@ uewpQ

(ot02)
‘Te 39 [ruusSunyy

(0102)
‘Te 10 sonodoiaRiy

(1102)
‘e 39 usureIILL,

(1102) Te 30 1arefe1Q

(2102) ‘T8 19 1a1RfRI0

(€102) ‘T8 32 nzmuys
(€102)

‘Te 39 oJRIILNy

(#10T) Te 32 Ofiyd1H

($102) ‘T8 30 epaI

(S102) 1arefe1n

QW UOBAISS(O/2WOdIN0

uosrreduron

poyiauw uorye3nsaAuf

dnoi8 1od 1oqumuy/a8e/uonemndod

Ioymy

*(S¥eI) S9IPNIS PIPNIIUT JO SINSLIAIORIRYD

¢ ?1qelL

37



Archives of Oral Biology 94 (2018) 33-47

R. Scheidegger et al.

(98pd 1x2u UO panunuU0I)

'sy9aM [eluaWILIddXD £T pue €1 ‘QT Ioje s[euwue

QH Ul ssewy1y) duoz d1ydoniodAy pue ssaudIy) Iake]
ONISB[QOIPUOYD ‘SSAWNDIY) JoAR] [[99 danRIdJI[0Id ‘sSauNdIY)
9UOZ JIR[NDONIR PIsBaIdU] ‘S[RWIUR (S Ul SY9am [ejusurLrodxe
L1 PUB €T ‘QT 19)e SSowy{dIy) 28e[IIed [B10] IOYIIY], YD
‘sjutod awm) 91

[Te Je s,Jewrue M UI PIseaIdUl SeM [IPIM SBIIOUM SHIIM
[eyusuILIadxa £1 3 €1 ‘0T I9)Je S[ewniue S pue qH Usamlaq
punoj sem ISus] J0112]s0d0IRIUER UT OUSIDJIP ON :0D/[INL
'S[99M { I91JB JUOQ [BI11I0D [RIPIW JY) UT DUIJIP ou

Ing S[ewiue H Ul dU0q [BI1110D IB[NGIPUBW Y] JO SSAWNDIY)
[eI2)e] PaseaIdu] "IR[OW ISIYJ oY) [edide SuOq [edTII0D [eIdle]
9} UT 90USIJIP OU INq S[eWIUR qH Ul A)ISUSp dU0q [RIpaUI
paseadul ‘s[ewlTue (H UI ssew duoq [edide paseaiou] :NgV
'S{9OM [BIUSWILIDAXD {, Io)je IIUSISYIP

OU 1J0q POMOYS U] [eITI0D [RIPIW pue [eINe] 3y}

ur £11suap duoq I[IYM ‘S[eWIUR (H Ul PISeaIdUl SeM S[APUuod
93 Jo 93pa 101191s0d DY) WOIJ W T -G°Q SSW auog :0D/[INLL
S[am { T9)Je sTewrue S jo 1red Jowwisod o)

Ul $SOUNIIY) Paseadul pue 11ed 91BIPIULISIUT Y} UI SIUSIPIP
ou ‘sewtue S Jo 1red IOLI9IUR Y UT SSWDIIY) PIseaIdd( (VD
SooMm [eIUPWILIDAXS f Iaije

s[ewrtue (H Ul YIpIm pue y3Sus] Je[ApU0d paseanu] :0)/[INL

SooM 9 1o S[eWIUR
S pue qH U39M3aq A}ISUSP UI DUSISYIP ON 0D/ [INL

Syoom g Ioye s[ewiue (H ul ypdep paseanu] :yD

SyoaMm g Iayje

sfewrtue M Ul JIpIm pue 3us] a[Apuod paseaidu] :0)/rINL
'S}9IM 6 JI9YJe S[ewIuR (S Ul

19431y sem au0q [eI2Nq S} UT UOTIRZI[RISUTW JO 33139 :INAV
'S)eaM @ I9)Je s[ewrue qH Ul IoySIy

UONBZI[RISUIW SUO( IR[NIaqen IR[APuod Jo 93189( :0D/[INL

'SY[oMm [eIUPWILIAdXD g Io)je S[ewTue
QH u1 Y31y duoq JIe[0dA[e IR[NIPURW PIseadU] NGV

S[ewrue 191p
1JOs snsIoA pIeHq

SSewl 9U0(q JUTULI9lPp
0] WINJUTWN]E 0} 9DUSIJDI UT J[ey IB[NqIPURH Y3 JO ABI -X pIepuels

UOMIRIIP [eIU0I]

ul 3]ApU0d 9} JO 19U Y} IB SSAWNIY) 9ZR[NIED JO JUSWAINSBIN
sa[Apuod

A1p uo yIpm pue 13ua] J011)s0doIaIUR JO JUSWDINSEIU 19T

s[ewrue 191p
1JOs SnsIaA pIeHq

JTejoul ISIY 9y} JO SJ0OI [RISIP PUE [RIPIW Y} UIDMID]

uorda1 oy ur aueld re[nqipuew 3y} o) Jemorpuadiad suondas
[eUOIO0D SE [[9M SE WINIUTWN[E 0) dIUIDJAI UT UOTIIIIP JoLraisod
-0Id)UE U SUOTIDS IB[APUOD [eUu010d Jo sydeidorperoidru 1oejuo)
11ed Jona)sod pue JjeIpPaULIAIUL

‘IOLIDJUR 9Y) UI SUOMD3s [eNIdes [enuad jsowr pajoaford

uo ssawdIy) a8e[nIed auoz drydoniadAy a9y Jo JusUIDINSEIN
sa[qipuew A1p jo sydeidojoyd [erxe

UO paINseauw sem 3[APU0D 3y} Jo YIPIM pue 18ud] Jorns)sodoriuy
(sayoj0u 3 0) JuISUL) UMBIP JUI|

e 03 dn uo13a1 a[oyM 31} JO AJISUSP [BISUIUI SUO] UBIUI) WNTUTWNTE
0] 9DUDI9JAI UI BaIR $S9201d PIOJAPUOD 9} JO ATDWOISUSP -OIIA
91Apuod A1p

UOo 90BJINS [RI1E] S)I U0 8e[NIed Ie[Apuod ay) Jo ydop wnwixepy
9[Apuod

AIp UO JUdWRINSEIW YIPIM pue P3US] J0119)s0d -0I9JUe WNWIXBIA

s[ewrue J91p
3JOS SnsSIsA pIeH

s[ewrue 191p
1JOs sSnsI9A pIeH

Ss[ewrue 191p
1JOs SnsSI9A pIeH

Ss[ewrue 191p
1JOs sSnsI9A pIeH

Apoq 1emqipuewr

9} JO U0 [BI1I0D [BIIN] I} Ul PUB S[APUOD I JO IOIUD

S} Ul UONBZI[RISUIW JO 99139P 9} SUIWLISISP 0 SISATRUR 1D -OITN
(sIospul Ienqipuewt

91} JO SU0q Ie[02A[R 3} Uo jurod IoLRdns pue IOLIIUR ISOW I)
11 pue (snurex 9y} uo jurod JOLIDJUT ISOW Y}) UH Y3noIyy auf| e 0}
Ienoipuadiad Iejouw Je[NqIPUBU ISIY 9Y) JO IIBJINS [RISSUI 3] puR
9U0(q IB[OSATR 9Y) JO uondUN( YY) WOoIy dULISIP B se swerdoreydsd
[BI91E] UO paInseau sem Y319y au0q Ie[0SATR IR[NQIPURIA

*AIND TR[APU0D

91 Jo uontod 31soyS1y 2y 03 U] Jeyy 03 Iemorpuadiod pamsesw
sem [1SUS] USY) pUB SIYIIOU d) 0 JUSSUR) UMBIP SBM U]

e ‘q8ua] ss9001d 9]Apu0d Sunen[eas U ‘saYI0U JB[NGIPUBW JOMO]
pue 1addn y1oq 01 Jusdue) e £q payurrep eare ssadoid repuod
Se [[9M SB BUIWRIOJ [eJUsul

pue Ie[nqIpuew YSNOIY) SUI[ 90USIDJAI1 B 0 1S9ID IR[OSATR 9}

Jo jutod 1s9daap ay) woy 2dueIsIp Temoipuadiad e se (Tejow pIryl)
1y319y Io19)s0d pue (IBJoW ISIY) IOLIDIUR TR[OSAJR B[O SINSBIU
03 so[qIpuRWIWaY AIp pajeurum[isuen jo sydeidojoyd [eroret

s[ewrue J91p
1JOs SnsIoA pIeH

S[ewrue 191p
1JOs SnSI9A pIeH

(ds v1 sa @H ¥1)
$)9aM { Jo 93k [eNIUT UR IIM skl Ao[me( andeids afew 87

(Toyne

Sunoejuod 19)je Jomsue ou ‘payroads jou azis dnoid

‘S € X €A QH € X €) S[ewrue 9 g sdnoi3 ¢ ur paprarp
SIoM $Y9M ¢ JO 93k [NTUl UB [IIM SJI IRISIM S[ew 8T

(royIne PIM 3undeIuod [TRW -3 I9)JEe
a3e jo sAep gz 01 spuodsarrod Jydem siyr) ((ds #1 sA AH
1) 3 06 Jo 28k [entul ue YIIm s)e1 £ojme( anderds sfew g7

(as ot sa
dH 01) SY99Mm ¢ Jo a3e a1y Je sje1 Aojme(q andeids arewr Og

(dS 0T sA QH 0T) $29Mm € Jo 98e Y3 Je S)el TeISIW S[eW 07

(1esdun uonNqLISIp Iopusd ‘qs ST sA H ST) Syoaom
T Jo a8e a1 Je sjel OuIq[e,, (S9[eWS) GT pUe SI[RW GT) OF

(dS 6 SA @H 9) SYoam ¢ Jo a8k Y} Je SJer IRISIM d[eu GT

(as ot sa
QH 91) sAep gg jo a8e oy} Je sjer Aojme( andeids srew gg

(9661) ‘Te 39 SIPLRID]

(8661) Te 39 opug

(6661) Te 19 uisaIg

(6661) Te 12 SIPHRID]

(2002) Te 3@ DRI

(2002) Te 30 preA

(£002) Te 3@ eyeue],

(£002) ‘T8 3° paqVv

ouwrn EONHNEMwn—O\UEOUuSO

uostreduwon poylouwr uore3nsaAuf

dnoi8 1od 1oqumuy/a8e/uonemndoq

oymy

(panupu0d) g 9qeL

38



Archives of Oral Biology 94 (2018) 33-47

R. Scheidegger et al.

(98pd 1x2u UO panunU0d)

‘uo13a1 sorradnsoralsod pue torreisod

9} UI 90UAIDHIP ON ‘SAep 9g I9)Je uolda1 Jorradns ayy ur
S[RWITUR (S UI PIONPAI SEM SSIUNDIY) J9AR] D[ISR[qOIPUOYD pue
SSAUNOIY) J9Ke] [[90 aaneId)1[01d ‘SSaUIIY] 93e[NIED [RI0], (VD
sAep 9g Io)je s[ewIUe (IS Ul UOIB[NIIGEI) ) JO IZIS

pue A)ISUSp padnpal B pamoys UOHBNeAd [ENSIA :0D/[IALL
SyoaM [ejusWILIAdXd 9

I9)JV : (SO[eWIdJ UT SaNJeA JS[[ews :wiSIYdIOWIp [BNXas & punoy
Aoy Inq) YIB3US] paseaIdur pamoys s[ewTue qH 0D/ [IALL
‘s[ewrtue (M Ul pasealdur

QIoM (S9oM ZT 191Je) SI[BUI DINJEW PUR (SYooM } Io)je
10q) sorewr Surmoid ‘sorewrsj 3uimoid jo (xas 01 Surpiodde
pareredas) Ipim pue 8us] Jouwlsodoraiuy 0D/ AL
s[ewrtue (Y U I9X21Y) sem (pajeredas jou

JUSWIDINSLIW ST} IO X3S) (SY9oM g J9IJe) SJel aInjewr pue
(syeam § 19)3e) Buimoid jo ssawyd1y) auoz drydontadAy pue
SSIUYDIY) SUOZ dNISL[JOIPUOYD ‘SSIUNIIY) dUOZ dANLIdJIj0oId
‘SSOW[IIY) SUOZ JBNINIE ‘SSAIY) 28e[nIed [eI0], YD
‘sfewrtue (S 03 paredwod s[ewrue (JH Ul PIseaIdul d19m
safew axmyewr pue safew uimoid ‘safewd) Suimoid Jo (xas
0] Surpiodde pajeredss) YIpim pue JI3us] Joraisodoisyuy
‘s[ewrfue

H UI PaseaIdul (SY99m g T I9)Je) SJel 9INJeW PUe (SY99Mm ¢
19)Je) SuIMo13 JO BAIR QUOQ IB[NIIqRI) JR[APU0dqNS :0D/[INLL
*SY99M 8 I91JE SDUSISIP OU PIMOYS PUR S[EWTUR (JH UI SY29M
¥ 19)Je 121} sem auoz drydontadAy ayy, ‘syutod awm yloq
& 9DUDIJJIP OU PAMOYS I9AR] DTISB[OIPUOYD I} JO SSIUYDIYD
9} SEAIOYM ‘SHooM g J9)Je S[eWITUR (H ) UI JDIY) Sem
INQ SY9OM f I2)JE IDUIYIP OU PIMOYSs IFe[nIed Ie[ApUuod
Ioradns ay) Jo ssawdIY) I9Ke[ [92 aAneIdjIjoId ayy, :yD
'SY99M § I9)JE SDUSISPIP OU SeM IY) INg SYoom

 I9)Je S[ewue Y UI paseardul sem esorduods ATepuodas
pue Arewrrid 9y} Jo SWINjOA du0q Ie[Ndaqen Y], :0D/rINL
SyoaM

{ I9)Je S[ewTUR Y UI YIPIM paseaidur pamoys jutod rendury
Jsour a1} 03 Jutod [BIINQ ISOW Y} WO JUSWAINSLIN NIV
'SY9aM [eJUAWILIDAX? ¢ Io)je YIpIM ddeds

reyuopotrad [en3ur] UT 9USISJIP OU SeM I3 INg S[EWTUR
JH Ul paseadur sem y3pim adeds Tejuoporiad [esong r1d
'SYOIM { Io)Je

S[eWUR (JH UI PISEAIDUT SeM IR[OU ISI 3] JO SOOI [eISIp pue
S[ppIwr 31} 03 [ed1de pue uUsaMIaq BIIE UR UT SSEUI JU0q :INFV
‘syPaM

TejusurLradxa 4 I93je Sfewue (M Ul Paseaidur sem a[Apuod 3y}
Jo 19pI10q JoLIA)s0d 1) 0] JOLIDIUR WIWI gZ'() PAIRNIIS d[qIpURUI
9 JO J[ey [eId)e] 9Y) UO BAIR UR U SSBW JU0og :0D/[IALL

s[ewrue J91p
1JOS SNSI9A pIEH

S[ewrue 191p
1JOs snsIoA pIeHq

Ss[ewrue 191p

3JOs sSnsId9A pIeH

S[ewTuR J91p
1JOs SnSI9A pIeH

s[ewue J91p
1JOs SNsSIoA pIeH

S[ewrue 191p
1JOs SnSI9A pIeH

Ss[ewrue 191p
1JOs SNSI9A pIeH

9[Apuod A1p

JO 90BJINS [eISIR] S)I U0 93e[nied Ie[Apuod 3y jo yidop wnwIxXepy
S[Apuo0d AIp UO JUSWRINSEIUI YIPIM pue I3us] 19211q

(a11uaAn( 10 3urjueam JI reapdun ‘padewrep sem [Apuod

s 9uo) uondaIIp [enides ur SJApUod ) JO SUONIAS [BII30[0ISTH

uonIAIIp [e)ides ul A[APUOD ) JO SUOTIIAS [eI130[0ISTH

QAIMD IB[Apuod a1} jo uoniod 1saySiy ) 03

dn surf jey) 03 remorpuadiod painseaw sem Y13uaT “(S[qIpuewr AIp
Jo ydeidojoyd [ei1aje] uo) saymjou 3y} 0} JUIUL) UMBIP SEM dUI[ ¥

91Apu0d AIp U0 JUSWRINSLIW IPIM puR ISUS] 19311

UODAIIP [RUOIOD UT I[APUOD

o) jo uoniod [eNUID ) I8 SSAWYDIY) IFL[1ILD JO JUSWSINSEIN
9[Apu0d AIp 9} UO JUSWAINSBIW [IPIM pue YISUS] 19211

BaIR BUO( IB[NJaqeI]) JR[APU0dQNS 9JBN[BAD 0] UOLIIAIIP

[euo10d ur A[Apuod 3y} Jo suondds uoniod [enuId [eII30[0ISTH

sSauN2IY) 23e[nIed Je[Apuod Ioradns se [[om
se esor3uods A1epuodas pue Arewrtid s} Jo SUM[OA UOq Te[NdI]eI}
SUIULIAIAP 0] S[APUOD dY) JO SUONIIS [ed130[0ISTY [eNiSesered

‘(Tejow ,,€ 33 03 3UIYDELSI PUB JBJOW T S} WOL
Sunaies) suerd renqipuew sy} 01 IendIpuadiad D d19M UOTILITP
[RUOIOD UT 9UOQ JR[ODATE IB[NIPURW JO SWRISOIPRIOIIIW 1DBIU0D)

(sye1 ortuaan( = s
G SA 0H S) SYeam 9 pue (sjel 3urueam = S S sA dH
G) sAep ¢z jo 98e [enIul ue YIIM Sjel sueAq SUOT S[ewW OF

(as 8 sa H £)
syoaMm ¢ Jo a3k [enIul Ue YIIM sjel £o[me( andeids afew G

(ds wg R JS sa H W R JS)
s)9aMm ¢ Jo a8k [eNIUl U YIIM S)BI OUIq[e Uurens I9Ydsiy 61

(sye1omew = (S W[ 3 (H W{T) S[EWIUE
(2Injeur,, pue (sje1 SUIMoI8 = (S WE B J6 SA H W9
3 J6) SY99M § Jo a8k [enIul ue YIm sier Koyme( andeids €

(sre1 amiew = qS W QT } QH W ZT) SPUOW §
Aprewrxoxdde pue (syex Suimor8 = qS W/ R J6 SA QH W £
38 J6) SyooMm ¢ Jo o3k [entul ue yIm sjel Ao[me( andeids 4G

(@asoxcec
SAQH 9 X ) sfewrue g1 & sdnoid g ur papIalp 21om syaam
¢ jo 928e [enIur ue YIIM (UTen)s Ies[dun) sjel A[ewdj g

(as v1sa
QH ¥1) sAep 6g Jo 93 [eRIUI U. [3IM SJe1 ,OUI][E,, S[eW §T

(¥861)
I9pUBR[AH pUR Ia1AnOg

(9861)
UOS[IE) PUE UOIUTH

(9861)

‘Té 39 USPPEIIIN

(£86T)
Auwirz pue 1a1An0g

(8861) 101an0g

(1661)
[y pue epewex

(F661) ‘Te 32 ursaIg

ouwrn EONHNEMwn—O\UEOUuSO

uostreduwo)

poylouwr uore3nsaAuf

dnoi8 1od 1oqumuy/a8e/uonemndoq

oymy

(panupu0d) g 9qeL

39



Archives of Oral Biology 94 (2018) 33-47

R. Scheidegger et al.

uaured] reyuoporrad “Id o8enaed Ie[Apuod ‘YD) Duoq IB[0dATR IR[NgIpURW NIV O[Apuod/jutol renqrpueworodwal ‘0 /AL RIP JOs ‘S IRIp pIey ‘qH Oewr ‘W ofewsy J

SsyIuour

J19)Je S[eWIUR (JH Ul YIPIM SUOQ JR[OATE JR[OW JIIYL, :INGV
SUIUOW { I9}je S[EWIUER (H Ul SOBJINS IB[APUOD

Bure[NONIIE JOSUSP PIMOYS UOIEN[BAD [BNSIA 10D/IALL

Syoom QT Io)e S[ewriue s

0} paredwod sfewrue (H Ul eare ssod01d 1e[puod pasearduy
Syoom [eyudWILIAdXD QT Io)je S[eWIUue (S

pue qH U9amIaq YI3US] JR[APUOD UT DUSIIYIP ON :0D/fINLL
syoom

980/ Ioye s[ewrue (M 0} uostiedwod ur SYoom 689 Io)je
SueIqUIDW [EIUOPOLIDd JOMOLIBU B PIMOYS S[EWIUR (S *Td

SYIUOW § I9)je punoy

sem s[ewIueR S pue qH U99MIdq USIHIP ON :0D/(INL
s[ewue

QH oquaan( pue 3urfueam ur yidop Ie[APU0d pasealdu]
‘s[ewtue a[uaAn( pue 3urueam Y1oq Ul OUIIDJIP

ou pamoys ssawyary) auoz drydontadAy oy, “spewrrue
STTUSAN[ UT 9DUSISJTP OU Pamoys Ing sfewrtue qH Surueam
Ul PIsBaIdUT SeM SSIWIIY) IoAe] [[90 aAnjeI_fIjoxd pue
SSAWDIY) SUOZ JR[NITLIR ‘SSAWIIY) 93e[NIed [e101 oY) uoniod
1S91Y) S11 B J[Apuod 9y} jo uordal Jouadns Iy Uy yD
*3]ApU0d 21 Jo suoisuawWIp YSus pue

[IPIM PaseaIdul PoMoYs siel a[tuaan( pue Jurjuesm qH yrog
*(s)P9M g I9)Je) SJel (oS S[ruaAn(

pue (syjam g 19)Je) Sur[uBaM )0 UT SUO0Q [RIPUOYI]NS

o Jo Ainuenb padnpal e pamoys uonen[eas [ensiA :0D/fILL

s[ewrue 191p
1JOs SnsSI9A pIeH

s[ewrue J91p
1JOs SNsIoA pIeH

s[ewrue J91p
1JOs SNsIoA pIeH

S[ewrue 191p
1JOs SnSI9A pIeH

“Ie[ow (T 3Y3 JO JOOI [BISIP Y} JO UOIZaI

91 UI S9[qIPUBW AIP UO YIPIM SUO(] JB[OSATR JE[OUI JO JUDUIDINSEIAL
-onbruyoa) Juelsuod e Sursn J[qrpuewiiuay jo ydeidorper prepuels
ssaooxd 1e[Apuod a3 jo a11enoy[is pajdaford

B UO painseaur sem ssad01d rendue 3y} pue ssado1d projApuod
9} usam)aq uoissaxdap 3sadaap jo jutod o) pue ssad01d projApuod
9} usam1aq uorssardap 1sadaap jo jurod ay) usIMIAq BIIY

*AIND IR[APU0d

a1 Jo uoniod 3soySr1y a3 03 aulf Jey o) remorpuadied pamseswr
sem I3UaT "9[Apu0d 31} JO IPIS yoea uo uoissaidap 3sadasp ay) 03
Juadue) UMBIP SEM BUI| B 9[APUOD 31 JO 2119noy[is pajdafoid e ug

*STRJOUI PUODDS
pue JSIJ JR[NQIPUBI 3] JO SUOTIIAS PAIUILIO A[RISIP-OISOW [BIU)

91Apuod A1p uo jusurInsesuwr yiSusy Jore)sodoriue 111q

(@S J¥1 B WOIT SA AH J¥1 8 WIT) YoM
€ xoxdde, jo a8e [eniur ue YIIM (UTenS IeS[OUN) S}BI 09

(as St sa aH
GT) SYoom ¢ Jo o8 [ENTUT UB YIIM SJel SueAq SUOT S[eW (g

(as €1 sA dH €1)

Sy9aM G Jo a8 [enjIul ue YIm sjer £oyme( andeidg s[ewr 97
(as

0€ SA @H 0€) $PaMm € Jo 98e [ENTUT Ue (IM (UOTINGLISIP
Ieapdun) sye1 Ao[me( anderds d[ewd) O pue d[ewW OF

(156T)
SWIRI[[IM pue Hem

(€961) 'Te 1 19q1Rg

(¥961)
U9ZIdI(] pPUe [Yels
(e1861)
TUIOINLI)

pue 197229g

ouwrn EONHNEMwn—O\UEOUuSO

uostreduwo)

poylouwr uore3nsaAuf

dnoi8 1od 1oqumuy/a8e/uonemndoq

oymy

(panupu0d) g 9qeL

40



R. Scheidegger et al.

Table 3

Characteristics of included studies (mice).

Outcome/observation time

Comparison

Investigation method

Population/age/number per group

Author

CA: No total cartilage and APC- zone thickness differences after 1
respectively 4 weeks in the superior region. In contrast thickness of

Hard versus soft diet

animals

Measurement of the total condylar cartilage thickness, the APC-
zone (articular, proliferative and chondroblastic zone) and the

20 male CD-1 mice at the age of 3 weeks divided in a 1
week experimental group (5 HD vs 5 SD) and a 4 week

experimental group (5 HD vs 5 SD)

Enomoto et al.

(2014)

the hypertrophic zone was increased after both 1 and 4 weeks in

HD animals.

hypertrophic zone in the most central coronal section of histological

sections

TMJ/Co: Condyle width increased after 1 experimental week in

Hard versus soft diet

animals

Condylar width (left-to-right thickness of the condyle) and condylar

length (in the lateral view) was measured on micro- CT's

20 male imprinting control region mice at the age of 3

weeks (10 HD vs 10 SD)

Enomoto et al.

HD animals but no difference after 4 experimental weeks. No
difference in condylar length after both 1 and 4 experimental

weeks

(2010)

TMJ/Co: Increased condyle length in HD animals after 1, 3, 5, 10

and 18 experimental weeks

Hard versus soft diet

animals

Measurement of the condyle process length with soft x- ray

arrangement (lateral view)

100 HD and 100 SD male C3H/He mice at the age of 2

weeks were divided in 1, 3, 5, 10 and 18 weeks

experimental subgroups

Ito et al. (1988)

HD, hard diet; SD, soft diet; TMJ/Co, temporomandibular joint/condyle; CA, condylar cartilage.
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3.6. Reporting quality of included studies

According to the ARRIVE guidelines (Table 1), information on title
was adequate in general although some studies did not define species or
used a rather general title (Fig. 2). The abstract was adequate as well,
with the exception of some older studies (Barber et al., 1963; Beecher &
Corruccini, 1981a; Stahl & Dreizen, 1964; Watt & Williams, 1951),
where no obvious abstract was available. All but one (Barber et al.,
1963) study showed a sufficient background and an adequate descrip-
tion of the study objectives. Only a limited number of studies (Guerreiro
et al., 2013; Ikeda et al., 2014; Shimizu et al., 2013) showed complete
data regarding ethical statement, some did not report a relevant ap-
proval, while more than half reported no information. In general there
was an overall moderate reporting quality (ie rated as possibly in-
adequate) regarding study design and no study reported a clear ran-
domization process. A few studies (18.2%) reported blinding when
assessing the results while some provided details of the experimental
unit. Overall information regarding experimental procedures was ade-
quate. Regarding the experimental animals, available information was
adequate with few exceptions (Beecher & Corruccini, 1981a; Orajarvi
et al., 2011, 2012; Orajarvi, 2015; Yamada & Kimmel, 1991) whereas
information regarding housing and husbandry was not clearly reported.
No study provided information on sample size calculation while in a
few the number of animals in each experimental group was unclear
(Beecher & Corruccini, 1981a; Bouvier & Zimny, 1987; Endo et al.,
1998; Hinton & Carlson, 1986; Ito et al., 1988). All but one study
(Barber et al., 1963) reported a detailed outcome evaluation procedure,
presented information on statistical analysis (with exception of (Hinton
& Carlson, 1986; Ito et al., 1988; Stahl & Dreizen, 1964) and provided
baseline data regarding weight prior to testing. Very few studies re-
ported on missing data in each group under evaluation, presented their
results with a measure of precision or dealt with information on pos-
sible adverse effects. None of the studies referred to the “3 R's” prin-
ciple (replacement, refinement and reduction) for experimental animals
(Kilkenny et al., 2010), whereas most considered relevance to human
biology in the discussion. Funding statement was clearly inadequate or
clearly adequate on equal parts (Fig. 2).

3.7. Risk of bias of included studies

In 15 studies (45.5%) the animals were “randomly” allocated to
different feeding protocols, although no details of the randomization
process or allocation concealment were reported (see Figs. 3 and 4).
Baseline characteristics were almost clearly described. Blinding of the
caregivers was rated as unclear as although it was most probably dif-
ficult to be implemented given the nature of the intervention, the effect
of absence of blinding cannot be disregarded. There were no details
regarding the random selection of the animals for outcome assessment.
Six studies (18.2%) reported blinding of the outcome assessor to
minimize “detection bias.” In the majority of studies it was not clear
whether all animals were included in the analyses. Only 5 (15.2%)
reported the analyzed number of animals or provided reasoning for
missing data. Almost 60 percent of the studies were free from selective
outcome reporting providing adequate addressing of the pre-defined
outcomes, while 12 studies (36.4%) achieved an unclear rating. Lastly,
missing information regarding animal weight at the initiation of the
experiments was rated high risk of bias, as this was considered a sig-
nificant factor contributing to analysis errors since linear dimensions
are increased in heavier animals. Overall, eleven studies were identified
with missing weight data. An unclear distribution of male and female
animals between the intervention groups was classified as another po-
tential source of bias due to sexual dimorphism and was detected in two
studies (Beecher & Corruccini, 1981a; Vaid et al., 2002) (Fig. 3 and 4).



R. Scheidegger et al.

ws{ | ‘ |
0% ‘ |
203 | |
||
105
|| |
4 5 3

1 2

—
7 8 9 10

w

Archives of Oral Biology 94 (2018) 33-47

m2
ml
m0

1 2 3 14 15 16 17 18 19 20

Fig. 2. Frequency distribution (%) of the scores assessed for each item of the ARRIVE guidelines in all studies included. Items were scored O (clearly inadequate), 1

(possibly inadequate) or 2 (clearly adequate).
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Fig. 3. Risk of bias graph: review authors’ judgements about each risk of bias
item presented as percentages across all included studies. The colors indicate
low risk of bias (green), high risk of bias (red) or unclear risk of bias (yellow)
(For interpretation of the references to color in this figure legend, the reader is
referred to the web version of this article).

3.8. Effects of interventions, meta-analyses and additional analyses

In the light of the available data, only three syntheses were possible
for either rats or mice populations, all pertaining to alterations in
condylar dimensions following soft and hard diet.

According the results of random effects meta-analysis regarding
anteroposterior condylar length in rat populations, there was strong
evidence of significantly reduced length for rats receiving soft diet as
compared to those receiving hard (4 studies, weighted mean difference:
—0.40 mm; 95% CI: —0.47, —0.32; p < 0.001; 12 = 0.0%, p = 0.74;
Fig. 5). A similar finding was detected when condylar width dimensions
were examined (4 studies, weighted mean difference: —0.043 mm; 95%
CL: —0.51, —0.36; p < 0.001; I?> = 46.7%, p = 0.13; Fig. 6).

In mice populations, there was strong evidence in favour of sig-
nificantly smaller condylar length in soft diet groups (2 studies,
weighted mean difference: —0.049; 95% CI: —0.56, —0.43;
p < 0.001; I = 0.0%, p = 0.87; Fig. 7).
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3.9. Risk of Bias across studies

Exploring for publication bias either statistically or graphically was
not undertaken as no more than 4 studies were included in any in-
dividual synthesis.

3.10. Summary of main results

Rats (Table 2)

Temporomandibular joint/condylar process

- X- ray findings:

Six studies (Bresin et al., 1999; Ikeda et al., 2014; Maki et al., 2002;
Tanaka et al., 2007; Watt & Williams, 1951) assessed tempor-
omandibular joint/condylar process on x-rays with five heterogeneous
measurement techniques. Initial animal age ranged from three to 4
weeks and observation period from four to 16 weeks. In general, bone
showed increased mass/density and higher degree of mineralization in
animals fed with hard diet

- Histologic/histomorphometric findings:

Histologic/histomorphometric  investigation of the tempor-
omandibular joint/condylar process process took place in four studies
(Bouvier & Hylander, 1984; Bouvier, 1988; Hinton & Carlson, 1986;
Yamada & Kimmel, 1991). Age at the beginning ranged from 3 weeks to
4 months and observational period lasted from 26 days to 12 weeks.
Overall reduced quantity/volume of subchondral bone due to reduced
density and size of trabeculae was recorded in soft diet rats.

- Condyle process length, width and area measurement:

Condyle process length measurements were performed in 11 studies
(Barber et al., 1963; Beecher & Corruccini, 1981a; Bouvier & Hylander,
1984; Bouvier & Zimny, 1987; Bouvier, 1988; Endo et al., 1998;
Guerreiro et al., 2013; Kiliaridis et al., 1999; McFadden et al., 1986;
Odman et al., 2008; Vaid et al., 2002), while condylar process width
was measured in 6 studies (Bouvier & Hylander, 1984; Bouvier &
Zimny, 1987; Bouvier, 1988; Endo et al., 1998; Kiliaridis et al., 1999;
Vaid et al., 2002) and condylar process area in two (Barber et al., 1963;
Odman et al., 2008). Age at the beginning of the intervention ranged
from 2 weeks to 4 months for animals measuring length and width and
from 3 to 27 weeks for area measurement respectively. After a period of
4-27 weeks using differential diet consumption, increased condylar
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dimensions were observed in animals fed with hard diet.

Condylar Cartilage

A total number of 13 studies (Bouvier & Hylander, 1984; Bouvier,
1988; Endo et al., 1998; Hichijo et al., 2014; Hinton & Carlson, 1986;
Ikeda et al., 2014; Kiliaridis et al., 1999; Orajarvi et al., 2011, 2012;
Orajarvi, 2015; Tiilikainen et al., 2011; Vaid et al., 2002; Yamada &
Kimmel, 1991) assessed condylar cartilage on histologic sections in all
three planes of space. Initial age was three weeks for most studies but
ranged from two weeks up to 4 months while the range for the ob-
servational period was 2-17 weeks. All cartilage zones (articular, pro-
liferative, chondroblastic and hypertrophic) were found to be affected
by alterations in diet, with soft diet animals presenting thinner cartilage
layers in general. In addition, hard diet animals showed a further in-
crease in the maximum depth of the condylar cartilage when dry con-
dyles were assessed (Bouvier & Hylander, 1984; Vaid et al., 2002).

Molar alveolar bone of the mandible

- X- ray findings:

Six studies (Bresin et al., 1999; Kiliaridis et al., 1996; Kingsmill
et al., 2010; Mavropoulos et al., 2010; Shimizu et al., 2013; Tanaka
et al., 2007) analyzed molar alveolar bone of the mandible - most in the
region of the first molar tooth, on x-rays with heterogeneous mea-
surement techniques. Bone sections were examined after an experi-
mental period ranging from 4 to 27 weeks. Bone mass/density and
common micro-CT parameters such as ratio bone volume/trabecular
volume, trabecular thickness, trabecular number, trabecular spacing
width, trabecular volume and connectivity density were found to in-
crease in hard diet animals (Mavropoulos et al., 2010; Shimizu et al.,
2013), while other micro — CT parameters such as marrow space, tra-
becular spacing and bone surface/bone volume ratio decreased (Odman
et al., 2008; Shimizu et al., 2013).

- Height and width of molar alveolar bone:

The use of three heterogeneous investigation methods (micro-CT,
lateral photographs of dry hemimandibles and lateral cephalograms)
for measuring height (Bresin et al., 1994; Mavropoulos et al., 2010;
Odman et al., 2008) as well as three methods for measuring width
(micro- CT, dry mandible and contact micro-radiograms) (Bresin et al.,
1994; Mavropoulos et al., 2010; Watt & Williams, 1951) of alveolar
bone in the first molar region, revealed an overall increase in both di-
mensions in hard diet animals (initial age: 3-29 days; observation
period: 4-27 weeks).

Molar periodontal ligament

- Width of periodontal space:

Two studies (Bresin et al., 1994; Stahl & Dreizen, 1964) with quite
similar initial age (4-5 weeks) reported increased periodontal space on
histological sections in either mesio- distal or in bucco- lingual direction
in hard diet animals.

Mice (Table 3)

Three studies (Enomoto et al., 2010, 2014; Ito et al., 1988) assessed
the temporomandibular joint/condylar process through measuring the
condyle length and width (initial age: 2-3 weeks, observation period:
1-18 weeks). Condylar width (Enomoto et al., 2010) dimensions on
micro-CT as well as condylar length on lateral x-rays were found to
increase in hard diet animals. Regarding cartilage on histologic sec-
tions, one study (Enomoto et al., 2014) using 3 week old animals found
a thicker hypertrophic zone in hard diet animals after feeding the dif-
ferent diets for 1-4 weeks.

4. Discussion

The present study aimed to systematically assess the evidence on the
effect of food consistency (hard/soft diet) on four structural craniofacial
components in healthy rodents, namely (1) the temporomandibular
joint/condyle, (2) the condylar cartilage, (3) the molar alveolar bone
and (4) the molar periodontal ligament. The use of experimental ani-
mals in research has led to societal debates due to ethical questions
arising in conjunction to laboratory animal suffering for an expected/
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Fig. 5. Random effects meta-analysis for the effect of soft versus hard diet on the anteroposterior condylar length in rats.

potential benefit to humans (de Vries et al., 2014). A weak design,
conduct and analysis of scientific studies related to laboratory animals
is likely to produce unreliable results and may lead to both research
waste and animal waste (loannidis et al., 2014). An optimization of the
above mentioned research procedures for future experimental animal
studies may be reached through gathering of the available evidence and
identifying knowledge gaps and current study limitations with the aid
of systematic reviews and meta-analysis of previously performed ex-
periments (de Vries et al., 2014; Hooijmans et al., 2014). Up to now,
there is no known previous systematic review investigating the effect of
dietary consistency on craniofacial components in rodents although
there is a breadth of individual animal studies.

Rodents play a critical role in research, making up the largest part of
all laboratory animals. The reasons for their choice may be considered
rather clear: they are small, can easily be housed and maintained and
do have a short lifespan (Gomes & Fernandes, 2011). An additional
reason is their well-known genetic background that closely resembles
those of human. Identifying the effect of food consistency on pheno-
typic variation in human populations is difficult. Genetic, develop-
mental and environmental sources of variance interact, which in con-
trast can be better controlled when using laboratory animals for
research purposes.

In the present meta-analysis, only a limited number of studies
contributed to the polled estimated effect for condylar dimensions in
both rats and mice. Overall, a significantly larger condylar process in

terms of length and width was recorded for rats that received a hard
diet as compared to those that were fed with soft diet. A similar con-
clusion was reached for mice. Experimental period typically allowed for
a relatively short observation period of a month in growing animals.

Condylar cartilage (secondary cartilage) is a very heterogeneous
tissue containing cells at various stages of chondrogenic maturation.
The terminology and classification differed between the investigators,
while it largely depends on animal species as well as growth stage of the
tissue (Mizoguchi, Toriya, & Nakao, 2013). Most authors found an
impact of either soft or hard diet on individual cartilage layers; how-
ever, meta-analysis was not possible due to large heterogeneity in the
origin of the related measurements, and the localization and orientation
of the sections used for histologic evaluation. Regarding molar alveolar
bone of the mandible, an overall increased height and width was
identified for the hard diet animals. Likewise, the heterogeneous in-
vestigation methods used for linear measurements were not compatible
with data synthesis. Evidence assessing molar periodontal ligament was
rather scarce to allow for a definite assessment.

The SYRCLE tool (Hooijmans et al., 2014) was used to assess the
internal validity and evaluate the risk of bias within original studies.
The overall quality of the considered studies was found to be low with
related inherent unclear to high risk of bias. Selection bias was one of
the main reporting shortcomings as no study reported details of ran-
domization when assigning treatment alternatives. In addition to se-
lection bias, detection bias cannot be overruled as it was unclear

Condylar Width in Rats

Study
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Bouvier 1988

Bouvier and Zimny, 1987

Bouvier and Hylander, 1984

Overall (I-squared = 46.7%, p = 0.131)

NOTE: Weights are from random effects analysis

%

WMD (95% Cl) Weight
-0.38 (-0.42, -0.34) 46.39
-0.50 (-0.60, -0.40) 26.80
-0.50 (-0.67, -0.33) 15.12
-0.40 (-0.60, -0.20) 11.70

-0.43 (-0.51, -0.36) 100.00

T
-.666
Soft diet

.666
Hard diet

Fig. 6. Random effects meta-analysis for the effect of soft versus hard diet on condylar width in rats.
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Fig. 7. Random effects meta-analysis for the effect of soft versus hard diet on the condylar length in mice.

whether outcome raters of individual studies were blinded, irrespective
of the nature of the outcome. This may reveal significant flaws in the
design and reporting of animal studies which in turn may bear an effect
on laboratory research waste. The SYRCLE risk of bias tool used in this
systematic review was a first step towards transparency in the reporting
of diet related rodent studies that will hopefully assist in improving
design, conduct and analysis of future work.

The ARRIVE guidelines have been developed in 2010 (Kilkenny
et al.,, 2010) in an attempt to improve reporting of animal research in
general and have been used within the scopes of the present review in
order to identify the reporting quality of the included articles. This
approach has highlighted the need for improved and more standardised
reporting as far as characteristics of animal populations involved in the
experimental procedures are concerned. Although ARRIVE guidelines
have been used in experimental research in other fields of dentistry
(Berglundh & Stavropoulos, 2012), it seems that adherence to these
standards remains suboptimal with regard to research in food dietary
consistency and craniofacial structures.

In the present review, only studies with solid intervention schemes
with the use of either soft or hard diet in isolation were considered.
Studies with switching diet groups handled by cross- over type designs
were excluded. The main reason for this was our intention to capture
the net intervention effects on each of the four structures of the
mandible, whilst confining the apparent carry- over effects of potential
alternate interventions.

The main characteristic of the available evidence was the lack of
consistency and the high level of heterogeneity in the methodologies
followed in individual studies. This reflected not only differences in
experimental settings but also lack of homogeneity in the age of animal
populations, the duration of the experimental period as well as the
outcome measures and means of evaluation considered. Apparently,
there is an overriding need for standardization of procedures followed
both at the stage of protocol development but also during the phase of
outcome assessment. The development of core outcomes has been
proposed in clinical research (Tsichlaki et al., 2017) and should be
applicable in experimental research as well in an attempt to provide a
live basis upon which the available evidence and gathered data would
be synthesized and compared.

5. Conclusions

1 Overall, based on studies of unclear to high risk of bias, rats re-
ceiving a soft diet at an initial age of 3-4 weeks presented smaller
condylar width and anteroposterior length dimensions after an ex-
perimental period of 4-5 weeks. In soft diet mice (initial age 2-3
weeks), a decreased condylar length was observed as well after 4-5
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weeks experimental period.

2 Data synthesis with regard to condylar cartilage and alveolar bone
was not possible due to heterogeneous measurement techniques and
origins of analysis. In the case of periodontal ligament, evidence was
very scarce.

3 A standardization of the experimental protocols and the interven-
tion procedures is recommended, to prevent animal and research
waste.
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Appendix A

MEDLINE search

Limits: no language restriction applied

Publication date: no restriction

Search Builder: ‘All Fields’

Four consecutive searches combined with "AND" Boolean operator,
using “OR” between free text terms or keywords:

1 mice
2 mouse
3 rat
4 rat*
5 rodent
6 10R20R30R40RS5
7 alveolar bone
8 mandible
9 mandib*
10 alveol*
11 condyle
12 condyl*
13 condylar bone
14 periodontal ligament
15 periodontal ligament space
16 bone density
17 cartilage
18 mandibular cartilage
19 condylar cartilage
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20 temporomandibular joint

21 7OR8 OR9OR100R 11 OR 12 OR 13 OR 14 OR 15 OR 16 OR 17
OR 18 OR 19 OR 20

22 hard diet

23 soft diet

24 Masticatory function

25 22 OR 23 OR 24

26 6 AND 21 AND 25
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