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Introduction
Root caries is predicted to become more prevalent in the next 
decades as a result of the retention of teeth into later life 
(Kassebaum et al. 2014; Dye et al. 2019) and the increase in 
life expectancy (Kontis et al. 2017). This is driving a resur-
gence in research on this topic (for reviews, see Takahashi and 
Nyvad 2016; Tonetti et al. 2017; Meyer-Lueckel et al. 2019).

Root dentin mineral is more soluble than enamel 
(Hoppenbrouwers et al. 1987; Moreno and Aoba 1991), making 
it more likely to demineralize under milder acidic conditions. 
Any fall in pH caused by fermentation of sugar (the term sugar 
is used throughout this article to refer to readily fermented 
dietary carbohydrate, such as glucose and sucrose) is followed 
by a period of recovery toward neutral pH (Stephan 1944); as 
dentin will dissolve over a greater range of acidic pH than 
enamel, it will also dissolve for a longer period. Another impor-
tant and perhaps more impactful factor associated with root car-
ies is the increase in chronic use of medications that have 
hyposalivatory effects as people age (Hayes et al. 2016; Barbe 
2018). The reduction in salivary flow drastically increases the 
rate of mineral dissolution because 1) sugar clearance is slowed 
down and therefore fermentation is prolonged; 2) there is a 
scarcity of buffering factors to raise the pH and provide mineral 
ions to replenish lost minerals; and 3) the change in local envi-
ronment will drive changes in biofilm composition favoring 

aciduric (acid-tolerant) species (i.e., biofilm dysbiosis will 
occur). Moreover, older adults with hyposalivation may choose 
more cariogenic foods (softer, sugar rich) based on an increased 
oral comfort perception (Assad-Bustillos et al. 2019), or they 
may have other neurodegenerative disorders that decrease their 
oral function and increase their caries rates (Bakke et al. 2011; 
Cicciù et al. 2012). Surprisingly, the extent to which the pro-
gression of root caries is increased because of hyposalivation 
has not been fully explored in the literature, and the effect of 
hyposalivation on biofilm dysbiosis is only starting to be inves-
tigated in detail (Rusthen et al. 2019).

The complexity of factors associated with root caries makes 
it challenging to determine experimentally the significance of 
individual parameters to the disease process. Mathematical 
modeling (Dawes 1983; Ilie et al. 2012; Ilie et al. 2014; Head 
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Abstract
Root caries progression is aggravated by hyposalivation, which can accelerate the conversion of a dental biofilm from having a symbiotic 
microbial relationship with the host (predominance of nonaciduric species) to a dysbiotic one (dominated by aciduric species). Using 
a mathematical model previously employed to investigate factors associated with biofilm dysbiosis, we systematically explored the 
deleterious effect of hyposalivation on the composition of the biofilm and the risk of root dentin demineralization. By varying the 
clearance half-times of sugar (i.e., readily fermented dietary carbohydrates), we simulated hyposalivation and investigated its effect on 1) 
the time that the biofilm pH spends below the minimum for dentin or enamel demineralization and 2) the conversion of the biofilm from 
a symbiotic to dysbiotic composition. The effect of increasing sugar clearance half-times on the time that the biofilm pH is below the 
threshold for demineralization was more pronounced for dentin than for enamel (e.g., increasing the clearance half-time from 2 to 6 min 
doubled the time that the biofilm pH was below the threshold for dentin demineralization). The effect on biofilm composition assessed 
at 50 d showed that the conversion from a symbiotic to a dysbiotic biofilm happened around a frequency of 6 sugar intakes per day when 
the clearance half-time was 2 min but only 3 sugar intakes per day when the clearance half-time was 6 min. Taken together, the results 
confirm the profound effect that prolonged sugar clearance has on the dynamics of dental biofilm composition and the subsequent risk 
of root caries. This in silico model should be applied to study how interventions that alter salivary clearance rates or modify biofilm pH 
can affect clinical conditions such as root caries.
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et al. 2014) is a valuable tool that can be used to explore the 
role of each factor associated with root caries development or 
to investigate the effect of different anticaries agents. We pre-
viously used mathematical modeling to generate complex 
high-fidelity representations of multispecies biofilms and stud-
ied the changes in biofilm ecology with time as a result of fre-
quency of sugar exposure (Head et al. 2017). Here we expand 
this approach to facilitate a thorough investigation of the dele-
terious effect of variables that are relevant to hyposalivation on 
biofilm dysbiosis and root demineralization and to identify fac-
tors that could be the most promising targets for interventions.

Materials and Methods

Experimental Design

The mathematical model of Head et al. (2017) was used to 
assess the role of prolonged sugar clearance (employed here to 
simulate hyposalivation) on 1) the amount of time that the bio-
film spends below the threshold for enamel or dentin deminer-
alization and 2) the conversion of the biofilm from a symbiotic 
composition (comprising mainly nonaciduric species) to a dys-
biotic one (comprising mainly aciduric species). Other effects 
of salivary dysfunction are not considered here, as investigated 
in previous work (e.g., buffering; Marsh et al. 2014).

Components of the In Silico Model

The mathematical model comprised discrete spherical particles 
representing bacterial cell aggregates encased in an extracel-
lular matrix and concentration fields representing dispersed 
phases (nutrients and metabolites). Particles were 1 of 2 types: 
A for aciduric (i.e., acid tolerant), capable of metabolizing sug-
ars to acid at low pH and persisting under such conditions, and 
NA for nonaciduric (i.e., not acid tolerant), with metabolic 
rates that are sharply reduced at lowered environmental pH (de 
Soet et al. 2000). Dietary sugars (the limiting nutrient), denoted 
[Gl],  and the undisassociated acid metabolite, [acid], were 
represented as concentration fields spanning the full system 
and obeying the reaction-diffusion equation with specified 
boundary conditions: both obeyed the zero-flux requirement at 
the tooth surface, and the acid concentration was zero at the 
saliva-air interface. The sugar concentration at the same inter-
face was varied to represent periodic dietary intakes, rapidly 
increasing at the start of each episode and followed by an expo-
nential decay with a half-decay t½ (Dawes 1983; Ilie et al. 
2012; Ilie et al. 2014). The integrated sugar input was assumed 
to be the same for all t½, so a shorter t½ corresponded to a 
higher peak value, as shown in Figure 1. Keeping the inte-
grated concentration of sugar fixed in this manner allowed the 
effect of the clearance time t½ to be evaluated independently of 
other mechanisms (Dawes 1983). Periodic boundary condi-
tions were assumed in lateral directions. In addition, endoge-
nous and exogenous nutrient sources present in the matrix and 
saliva (Bradshaw et al. 1994) were represented as a low con-
centration of carbohydrate, [polyGl], that was uniform in space 
and constant in time.

Metabolic Rate and Cell Growth

The spatial profiles of [Gl] and [acid] at each time point were 
found by solving the coupled reaction-diffusion equations with 
given reaction rates of conversion of sugar to acid per particle. 
The rate of acid production by a particle of type A with mass m, 
in the presence of a concentration of sugar [Gl], obeyed the 
equation
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with parameter µA
max specifying the maximum rate, KGl
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half-concentration delineating the onset of nutrient uptake sat-
uration, and KA

acid the preferred acidity with corresponding pH 
= –log10 KA

acid, as shown in Figure 1. Particles of type NA obey 
the same equation with parameters µNA

max, KGl
NA and KNA

acid. The 
local acidity [H+] was determined from the acid concentration 
[acid] by using an empirical buffering curve (Strålfors 1948).

Particle growth was tightly linked to sugar metabolism: the 
increase in particle mass was assumed to be a fixed fraction Y of 
the mass r converted from sugar to acid, with the same Y for both 
types. Particles that exceeded a critical diameter after growth 
divided into 2 nearby daughter particles with the same total 
mass. High environmental acidity also killed particles at a rate 
107 × Kdeath × [H+], with Kdeath

NA = 2 KA
death, which primarily acted 

near the tooth surface. The biomass was reconfigured after 
growth, division, and death to ensure mechanical stability.

System Geometry and Parameterization

The rectangular simulation box was of dimensions L × L × H, 
with the z-axis perpendicular to the tooth such that z = 0 cor-
responded to the tooth surface and z = H to the air-saliva inter-
face. Constant thickness was maintained by removing particles 
with z > B after mechanical stabilization. Particles were ini-
tially placed in the region 0 < z < B. Further details, color snap-
shots, and a movie are available in the Appendix.

Results

Acidity Profiles Following Sugar Episodes

The in silico representation of the initial symbiotic (i.e., 
“health”) dental plaque biofilm was prepared with a predomi-
nance of NA particles (nonaciduric; set arbitrarily at 95%) ver-
sus A particles (aciduric; 5%). Dietary carbohydrates were 
introduced to the system by fixing the sugar concentration [Gl] 
at the saliva-air interface according to a predefined profile that 
rapidly increased to a peak and then decayed exponentially, 
halving every t½ (see Fig. 1A). The peak value was chosen for 
each t½ so that the integrated concentration of sugars per pulse 
was constant (Head et al. 2017). The sugar diffused through the 
saliva into the biofilm where it was partially converted to acid 
by the particles. Figure 2 shows examples of sugar concentra-
tion, acid production, and resultant pH at the tooth surface, for 
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a range of t½. The acidity increased rapidly and decayed slowly, 
similar in shape to the applied sugar pulse but with a longer 
duration. The rapid pH drop and gradual recovery that  
followed were consistent with known experimental curves 
(Stephan 1944).

The different molecular composition of dentin leaves it 
prone to demineralization in more mildly acidic environments 
than what would be expected to initiate enamel demineraliza-
tion (Hoppenbrouwers et al. 1987; Shellis 1996). To quantify 
periods of demineralization, we assumed a critical pH—that is, 
the pH at which saliva becomes undersaturated with respect to 
mineral solute—of 6.2 for dentin and 5.5 for enamel, with the 
understanding that such critical values should be regarded as 
nominal rather than absolute (Kashket and Yaskell 1992; 
Dawes 2003). It is clear from Figure 2 that the symbiotic bio-
films as parameterized in this study never reached a pH <5.5, 
from which it may be predicted that enamel demineralization 

requires a biofilm composition that is markedly dysbiotic in 
composition. By contrast, the dentin threshold pH of 6.2 was 
broached for periods exceeding 15 min for all t½ considered. 
Also, the time that the pH was below the threshold of 6.2 dou-
bled as the clearance t½ changed from 2 to 6 min.

Relationship between Times for Sugar Decay 
and Acid Clearance

The relationship among the concentration of sugars [Gl], the 
highest concentration of metabolized acid [acid], and the cor-
responding pH was evident when simultaneously plotting the 
time variation of each quantity during the same pulse (see Fig. 
2). Each quantity rapidly changed at the start of the pulse and 
then relaxed slowly toward prepulse values; however, the pro-
files for [acid] and pH exhibited a plateau extending far beyond 
t½, in contrast to the sharp peak in [Gl]. This resulted from the 
dependency of the glycolytic rate on [Gl], which saturates for 
[Gl] above KGl

A/NA per equation 1 and Figure 1B. Therefore, acid 
production for a particle did not significantly decay until the 
local concentration of sugars around that particle decayed to 
values below KGl

A/NA. Since KGl
A and KGl

NA were fixed parameters 
for microbial physiology, the maximum acidity during a pulse 
did not depend on [Gl] whenever it far exceeded KGl

A,NA.
The key impact of varying t½ was a change in the duration 

of the plateau at which the particles’ metabolism remained near 
saturation and the acidity was near its maximum. Figure 3 
shows the time for which the pH passed beyond selected 
threshold values; t½ was systematically varied by using a bio-
film composition intermediate between symbiosis and dysbio-
sis, consisting of 50% A particles and 50% NA particles. It is 

A

B

Figure 1. Key components of the in silico model. (A) Introduction 
of dietary glucose for t½ = 2 min (solid line) and 6 min (dot-dashed 
line), shown here for hourly intakes. (B) Graphic representation of the 
equations for the metabolic conversion of sugar (i.e., readily fermented 
dietary carbohydrates) to acid, for particle of mass m given local sugar 
concentration [Gl] and pH, showing the general equation (top row) 
and each factor for particles of type A (aciduric; middle row) and NA 
(nonaciduric; lower row).

Figure 2. Multipanel plot showing the variation in quantities during 
a single sugar pulse that started at time tstart. Note that the time axis 
is shared by all panels. (Top) Sugar concentration [Gl] at the saliva-
air interface. (Middle) The highest concentration of acid anywhere in 
the biofilm, [acid], metabolized from [Gl]. (Lower) The corresponding 
pH. Curves are plotted for t½ =  2, 4, and 6 min per the legend. The 
biofilm composition was symbiotic with 95% NA particles (nonaciduric) 
and 5% A particles (aciduric). The nominal critical pH for dentin 
demineralization (pH = 6.2) is highlighted in the lower panel; the same 
value for enamel (pH = 5.5) is not shown, as such acidity was not 
achieved for symbiotic biofilms.
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immediately apparent that these times exceeded t½ by a factor 
of approximately 5 to 10 over the range considered, although 
the relationship is not one of strict proportionality, with more 
gradual increases for longer t½. This flattening reflects the 
lower peak sugar concentration for longer t½ and hence a com-
paratively shorter time to recross the threshold, required to 
give the same total sugar input for each pulse per the driving 
protocol. The curves for lower pH thresholds were also uni-
formly flatter than those for higher thresholds, reflecting an 
increased sensitivity to increasing t½ (slower sugar clearance) 
when the threshold pH for dentin demineralization (pH = 6.2) is 
considered, as compared with the threshold for enamel demin-
eralization (pH = 5.5).

Microbial Ecologic Changes and the Symbiotic-
to-Dysbiotic Transition in the Simulated Biofilms

Predictions for the long-term evolution of dental plaque bio-
films and corresponding shifts in potential cariogenicity were 
made by initializing the system in a symbiotic state as before 
and applying sugar pulses with fixed t½ at regular intervals. 
The 2 particle types, A and NA, were parameterized to grow at 
different rates depending on the local concentration of sugars 
and acid, as described in the Materials and Methods section. In 
particular, particle A grew relatively faster in acidic environ-
ments. It was therefore expected that the longer periods of low 
pH resulting from higher values of t½ would drive the emer-
gence of dysbiosis. This is confirmed by Figure 4, which shows 
changes to both the composition and the lowest pH realized 
during a sugar challenge after 50 d of in silico growth. For a 
given rate of sugar removal, there was a threshold frequency 
above which the biofilm composition tended toward a dysbiotic 
composition dominated by aciduric A particles, and increasing 
t½ had the effect of shifting this critical frequency of sugar 
exposure to lower values. Thus, the longer acid challenges 

resulting from a reduced rate of sugar removal promoted the 
growth of dysbiotic biofilms that would generate high acidity 
near the tooth surfaces. This conclusion did not depend on any 
specific choice of threshold between symbiotic and dysbiotic 
compositions, as the entire curves systematically shifted to 
lower frequencies with increasing t½.

Acid challenges to dentin or enamel depend not just on the 
maximum acidity reached during a single episode but also on 
the duration for which the tooth surface is exposed to the low 
pH environment. A more sophisticated predictor for carioge-
nicity than simply the peak acid concentration should therefore 
integrate acidity over time in some manner. A candidate metric 
was the integrated concentration of acid near the tooth surface 
[H+] measured after dissociation, above some specified thresh-
old for each low-pH episode—that is, the area between the 
[H+] curve and the threshold. This quantity was denoted IA6.2 
for a threshold pH of 6.2 relevant to dentin demineralization 
and IA5.5 for the corresponding enamel threshold pH of 5.5, 
both with units of concentration multiplied by time. The evolu-
tion in time for both quantities is given in Figure 5 for a range 
of t½, demonstrating that the transition to dysbiotic composi-
tions correlated with a significant increase in both these met-
rics. It is evident from this figure that IA5.5 was zero for 
symbiotic compositions, becoming nonzero only after the 
emergence of dysbiosis for a sufficiently large t½. By contrast, 
IA6.2 was nonzero even for a symbiotic composition, as these 
pH values can still be produced by nonaciduric NA particles, 
but nonetheless increased significantly with increasing t½ as 
the fraction of A increased.

Discussion
Aging has a significant impact on oral health; neurogenerative 
disorders affect oral function and increase the risk for caries 
(Bakke et al. 2011; Cicciù et al. 2012). In cognitively healthy 

Figure 3. Duration that the pH at the tooth surface was below 
thresholds ranging from pH 5.5 to 6.2 for different sugar removal times 
t½. Data shown for biofilms with 50% NA particles (nonaciduric) and 
50% A particles (aciduric). Error bars were much smaller than the 
symbols.

Figure 4. The lowest pH at the tooth surface during a sugar pulse 
against the frequency of dietary sugar intake, measured after 50 d of 
growth from a symbiotic composition. Each curve corresponds to the 
sugar removal time t½ given in the legend. Symbols have been shaded 
according to the fraction of A (aciduric) and NA (nonaciduric) particles 
as per the calibration bar (right).
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individuals, the reduction of salivary flow associated with a 
range of medications increases the overall risk for caries,  
especially of the more susceptible root surfaces. The present  
in silico modeling of dentin demineralization and biofilm dys-
biosis as a function of prolonged times for sugar clearance  
(i.e., hyposalivation) clearly highlights major differences in  
the parameters associated with root versus enamel caries. 
Prolonging sugar clearance had a major impact on the time for 
which pH was below the threshold for dentin demineralization, 
even if a symbiotic biofilm was considered (Fig. 2). As dentin 
dissolves at higher pH values relative to enamel, the impact of 
increasing sugar clearance was higher for dentin than for 
enamel (Fig. 3). These results highlight the increased suscepti-
bility of dentin to demineralization and the deleterious impact 
of hyposalivation on the dynamics of root caries development; 
they also offer important metrics in the discussion of the need 
for more aggressive approaches (e.g., much higher fluoride 
concentrations) to control root caries when compared with 
enamel caries (Vale et al. 2011; Fernández et al. 2016; Meyer-
Lueckel et al. 2019).

The results also highlight the greater susceptibility of dentin 
to demineralization under a biofilm that is considered symbiotic—
that is, with a low percentage of aciduric species and with a 
composition that would not affect enamel. Likewise, the higher 
minimum pH reached in these biofilms would be considered 
“safe” for enamel but not for dentin dissolution. Therefore, 
dentin would be susceptible to demineralization under the use 
of low-cariogenicity sugars, such as lactose or starch, as previ-
ously demonstrated experimentally (Aires et al. 2002; Aires et 
al. 2008; Muñoz-Sandoval et al. 2012), even under normal sali-
vary clearance conditions. Moreover, when this increased sus-
ceptibility is associated with a longer period for sugar clearance 
(i.e., due to hyposalivation), the impact on dentin mineral dis-
solution is significantly increased, while the longer persistence 
of low pH levels as salivary clearance is reduced will acceler-
ate biofilm dysbiosis.

The driving force for biofilm dysbiosis is classically associ-
ated with an increased frequency of exposure to fermentable 
sugars, which favors the growth and selection of aciduric spe-
cies due to the biofilm spending longer periods under low-pH 
conditions (Bradshaw and Marsh 1998). A strength of in silico 
modeling is the ability to investigate and compare the influ-
ence of different variables independently. In the current study, 
we started with symbiotic biofilms and assessed the impact of 
frequency of sugar intake and the sugar removal half-time (t½) 
as variables. The model demonstrated that prolonging sugar 
clearance has a profound effect, converting a symbiotic biofilm 
to a dysbiotic biofilm at much lower frequencies of sugar expo-
sure per day (Fig. 4). For example, a sugar frequency intake of 
3 times per day could be considered “dentally safe” in terms of 
biofilm dysbiosis (Head et al. 2017) and enamel demineraliza-
tion under conventional fluoride use (Duggal et al. 2001; 
Ccahuana-Vasquez et al. 2007). However, if the time for sugar 
clearance increases from, say, 2 to 8 min due to hyposalivation, 
then this will result in a lower minimum biofilm pH and 
thereby promote biofilm dysbiosis.

In this model, integrated acid challenge beyond a threshold 
pH, rather than time below pH, showed a good correlation with 
the expected pathogenicity. Figure 5 shows the following for a 
frequency of exposure to sugar of 4 times per day: 1) high rates 
of sugar clearance (lower half-times) are not enough to avoid 
some dentin demineralization, whereas enamel will only start 
dissolving at much lower rates of sugar clearance; 2) although 
biofilm dysbiosis is associated with the exposure to sugar and 
the ability to remove sugar with the resulting acid produced, 
the effect on the surface, either enamel or dentin, will be sub-
stantially different. In other words, a dysbiotic biofilm will 
cause more damage to dentin than to enamel.

The current model has limitations with regard to the ability 
to include explicit demineralization reactions and buffering 
due to demineralization (Kashket and Yaskell 1992; Ilie et al. 
2012; Ilie et al. 2014). It has advantages over mathematical 
models that were 1-dimensional, were designed for a single 
sugar pulse and not for modeling ecologic changes over longer 
periods, and did not consider changes to the biofilm composi-
tion. To predict the emergence of dysbiosis over prolonged 
times, the current model reduced computational complexity by 
employing a single empirical buffering relation and assumed 
chemical equilibrium at all times. This permitted ecologic pre-
dictions to be made in a reasonable computational time. As 
demonstrated here, the model can be employed to explore the 
role of relevant parameters/variables on the formation of dys-
biotic biofilms and/or the dental tissue. This information can 
be applied to investigate the role of different therapeutic 
approaches aimed at preventing root caries. By identifying 
promising strategies, the model could also help refine the 
design of clinical studies.

In summary, the current in silico model is applied to study 
the effect of low sugar clearance rates on dentin (and enamel) 
demineralization. It can be also used to study how interven-
tions that can influence salivary clearance rates or moderate 

Figure 5. Integrated acid challenge beyond a threshold pH of 6.2 
(top) and 5.5 (bottom) for each sugar pulse, as the biofilm composition 
changes over time. Data correspond to the sugar removal rates t½ given 
in the lower legend and 4 pulses per day. Symbol shading reflects biofilm 
composition per the calibration bar (right).
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biofilm pH might prevent bacterial dysbiosis and reduce the 
prevalence of clinical conditions such as root caries.

Author Contributions

D. Head, contributed to conception, design, and data analysis, 
drafted the manuscript; P.D. Marsh, D.A. Devine, L.M.A. Tenuta, 
contributed to conception, design, and data analysis, critically 
revised the manuscript. All authors gave final approval and agree 
to be accountable for all aspects of the work.

Declaration of Conflicting Interests

The authors declared no potential conflicts of interest with respect 
to the research, authorship, and/or publication of this article.

Funding

The authors disclosed receipt of the following financial support 
for the research, authorship, and/or publication of this article: 
Their work was funded by the University of Leeds and the 
University of Michigan.

ORCID iDs

D. Head  https://orcid.org/0000-0003-0216-6787

P.D. Marsh  https://orcid.org/0000-0002-1203-4457

D.A. Devine  https://orcid.org/0000-0002-8037-9254

L.M.A. Tenuta  https://orcid.org/0000-0003-4626-4477

References
Aires CP, Del Bel Cury AA, Tenuta LM, Klein MI, Koo H, Duarte S, Cury JA. 

2008. Effect of starch and sucrose on dental biofilm formation and on root 
dentin demineralization. Caries Res. 42(5):380–386.

Aires CP, Tabchoury CP, Del Bel Cury AA, Cury JA. 2002. Effect of a lactose-
containing sweetener on root dentin demineralization in situ. Caries Res. 
36(3):167–169.

Assad-Bustillos M, Tournier C, Septier C, Della Valle G, Feron G. 2019. 
Relationships of oral comfort perception and bolus properties in the elderly 
with salivary flow rate and oral health status for two soft cereal foods. Food 
Res Int. 118:13–21.

Bakke M, Larsen SL, Lautrup C, Karlsborg M. 2011. Orofacial function and oral 
health in patients with Parkinson’s disease. Eur J Oral Sci. 119(1):27–32.

Barbe AG. 2018. Medication-induced xerostomia and hyposalivation in the 
elderly: culprits, complications, and management. Drugs Aging. 35(10): 
877–885.

Bradshaw DJ, Homer KA, Marsh PD, Beighton D. 1994. Metabolic coopera-
tion in oral microbial communities during growth on mucin. Microbiology. 
140(12):3407–3412.

Bradshaw DJ, Marsh PD. 1998. Analysis of pH-driven disruption of oral micro-
bial communities in vitro. Caries Res. 32(6):456–462.

Ccahuana-Vásquez RA, Tabchoury CP, Tenuta LM, Del Bel Cury AA, Vale 
GC, Cury JA. 2007. Effect of frequency of sucrose exposure on dental bio-
film composition and enamel demineralization in the presence of fluoride. 
Caries Res. 41(1):9–15.

Cicciù M, Risitano G, Lo Giudice G, Bramanti E. 2012. Periodontal health and 
caries prevalence evaluation in patients affected by Parkinson’s disease. 
Parkinsons Dis. 2012:541908.

Dawes C. 1983. A mathematical model of salivary clearance of sugar from the 
oral cavity. Caries Res. 17(4):321–334.

Dawes C. 2003. What is the critical pH and why does a tooth dissolve in acid? 
J Can Den Assoc. 69(11):722–724.

de Soet JJ, Nyvad B, Kilian M. 2000. Strain-related acid production by oral 
streptococci. Caries Res. 34(6):486–490.

Duggal MS, Toumba KJ, Amaechi BT, Kowash MB, Higham SM. 2001. 
Enamel demineralization in situ with various frequencies of carbohydrate 
consumption with and without fluoride toothpaste. J Dent Res. 80(8):1721–
1724.

Dye BA, Weatherspoon DJ, Mitnik GL. 2019. Tooth loss among older adults 
according to poverty status in the United States from 1999 through 2004 
and 2009 through 2014. J Am Dent Assoc. 150(1):9–23.e3.

Fernández CE, Tenuta LM, Cury JA. 2016. Validation of a cariogenic biofilm 
model to evaluate the effect of fluoride on enamel and root dentin deminer-
alization. PLoS One. 11(1):e0146478.

Hayes M, Da Mata C, Cole M, McKenna G, Burke F, Allen PF. 2016. Risk 
indicators associated with root caries in independently living older adults. 
J Dent. 51:8–14.

Head D, Devine DA, Marsh PD. 2017. In silico modelling to differentiate the 
contribution of sugar frequency versus total amount in driving biofilm dys-
biosis in dental caries. Sci Rep. 7(1):17413.

Head DA, Marsh PD, Devine DA. 2014. Non-lethal control of the cario-
genic potential of an agent-based model for dental plaque. PLoS One. 
9(8):e105012.

Hoppenbrouwers PM, Driessens FC, Borggreven JM. 1987. The mineral solu-
bility of human tooth roots. Arch Oral Biol. 32(5):319–322.

Ilie O, van Loosdrecht MC, Picioreanu C. 2012. Mathematical modelling of 
tooth demineralization and pH profiles in dental plaque. J Theor Biol. 
309:159–175.

Ilie O, van Turnhout AG, van Loosdrecht MC, Picioreanu C. 2014. Numerical 
modelling of tooth enamel subsurface lesion formation induced by dental 
plaque. Caries Res. 48(1):73–89.

Kashket S, Yaskell T. 1992. Limitations in the intraoral demineralization of 
bovine enamel. Caries Res. 26(2):98–103.

Kassebaum NJ, Bernabé E, Dahiya M, Bhandari B, Murray CJL, Marcenes W. 
2014. Global burden of severe tooth loss: a systematic review and meta-
analysis. J Dent Res. 93(7 Suppl):20S–28S.

Kontis V, Bennett JE, Mathers CD, Li G, Foreman K, Ezzati M. 2017. Future 
life expectancy in 35 industrialised countries: projections with a Bayesian 
model ensemble. Lancet. 389(10076):1323–1335.

Marsh PD, Head D, Devine D. 2014. Prospects of oral disease control in the 
future—an opinion. J Oral Microbiol. 6(1):26176.

Meyer-Lueckel H, Machiulskiene V, Giacaman RA. 2019. How to intervene in 
the root caries process? Systematic review and meta-analyses. Caries Res. 
53(6):599–608.

Moreno EC, Aoba T. 1991. Comparative solubility study of human dental 
enamel, dentin, and hydroxyapatite. Calcif Tissue Int. 49(1):6–13.

Muñoz-Sandoval C, Muñoz-Cifuentes MJ, Giacaman RA, Ccahuana-Vasquez 
RA, Cury JA. 2012. Effect of bovine milk on Streptococcus mutans bio-
film cariogenic properties and enamel and dentin demineralization. Pediatr 
Dent. 34(7):e197–e201.

Rusthen S, Kristoffersen AK, Young A, Galtung HK, Petrovski BÉ, 
Palm Ø, Enersen M, Jensen JL. 2019. Dysbiotic salivary microbiota 
in dry mouth and primary Sjögren’s syndrome patients. PLoS One. 
14(6):e0218319.

Shellis RP. 1996. A scanning electron-microscopic study of solubility varia-
tions in human enamel and dentin. Arch Oral Biol. 41(5):473–484.

Stephan RM. 1944. Intra-oral hydrogen-ion concentrations associated with den-
tal caries activity. J Dent Res. 23(4):257–266.

Strålfors A. 1948. Studies of the microbiology of caries: III. The buffer capacity 
of the dental plaques. J Dent Res. 27(5):587–592.

Takahashi N, Nyvad B. 2016. Ecological hypothesis of dentin and root caries. 
Caries Res. 50(4):422–431.

Tonetti MS, Bottenberg P, Conrads G, Eickholz P, Heasman P, Huysmans MC, 
López R, Madianos P, Müller F, Needleman I, et al. 2017. Dental caries and 
periodontal diseases in the ageing population: call to action to protect and 
enhance oral health and well-being as an essential component of healthy 
ageing. Consensus report of group 4 of the joint EFP/ORCA workshop on 
the boundaries between caries and periodontal diseases. J Clin Period. 44 
Suppl 18:S135–S144.

Vale GC, Tabchoury CP, Del Bel Cury AA, Tenuta LM, ten Cate JM, Cury 
JA. 2011. APF and dentifrice effect on root dentin demineralization and 
biofilm. J Dent Res. 90(1):77–81.

https://orcid.org/0000-0003-0216-6787
https://orcid.org/0000-0002-1203-4457
https://orcid.org/0000-0002-8037-9254
https://orcid.org/0000-0003-4626-4477

